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510(k) Summary

Submitter: AUG 17 2010
Lii' Drug Store Products, Inc.
1201 Continental Place NE
Cedar Rapids, IA 52402

Contact Person:
Tricia Miller
Director of Regulatory
Telephone: 319-294-3745
Facsimile: 319-393-3494
Email: tmiller~clildrucistore.com

Date:
August 13, 2010

Proprietary Name:
Replens Long-Lasting Vaginal Moisturizer (in 35g Tube with Reusable
Applicator)

Common name:
Personal Lubricant

Classification name:
21 C.F.R. 884.5300 Lubricant, Patient, Vaginal, Latex Compatible
Product Code: NUC
Class: 2
Review Panel: Obstetrics/Gynecology

Predicate Devices:

Device Name: CVS Personal Lubricant & Moisturizer
510(k) Number: K062682
Product Code: NUC, MMS

Intended Use:

Replens is a personal lubricant for vaginal application, intended to moisturize
and lubricate, to enhance the ease and comfort of intimate sexual activity
and supplement the body's natural lubrication. This product is compatible
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with natural rubber latex condoms and synthetic (polyurethane and
pblyisoprene) condoms.

Description of Device

Replens Vaginal Moisturizer is a non-sterile, water-based, white to off-white,
non-irritating, non-greasy, non-staining vaginal gel delivered in a tube with
a reusable applicator as a long-lasting moisturizer for vaginal dryness. The
use of the reusable applicator provides less mess in application. Replens
Vaginal Moisturizer is intended for ongoing use, not exclusively for use
during intimate sexual activity.

Replens Vaginal Moisturizer contains ingredients commonly used in other
products for vaginal use sold as medical devices and cosmetics. All
ingredients are either NF, UISP, or are considered "generally recognized as
safe for their intended use". The quantitative formulation is considered
confidential commercial information.

Technological Characteristics of the Device

Replens Vaginal Moisturizer is substantially equivalent to the identified
previously cleared vaginal lubricant predicate with respect to its design and
materials, principle of operation, function, formulation, and intended use. It
is also substantially equivalent to other water-based vaginal lubricants and
personal lubricants being commercially marketed in the U.S.

Summary of Performance Data

Biocompatibility Testing: The following biocompatibility testing has been
performed on Replens Long-Lasting Vaginal1 Moisturizer:

* Cytotoxicity
* Acute Vaginal Irritation
* Subacute Vaginal Irritation
* Subacute Vaginal Irritation with Histological Examination
* Acute Systemic Toxicity
* Hypersensitivity
* Acute Oral Toxicity
* Acute Dermal Toxicity
* Dermal Irritation
* Eye Irritation.
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Clinical Studies: The following clinical studies have been performed on
Replens Long-Lasting Vaginal Moisturizer:

* Bachmann GA, Notelovitz M, Gonzalez SJ, Thompson C, Morecraft BA.
(1991) Vaginal Dryness in Menopausal Women: Clinical Characteristics
and Nonhormonal Treatment. Clinical Practice in Sexuality, 7(9): 1-8.

* Bachmann GA, Notelovitz M, Kelly SJ, Owens A, Thompson C. (1992)
Long Term Nonhormonal Treatment of Vaginal Dryness. Clinical
Practice in Sexuality, 8(8/9): 3-8.

* Zinny MA, Lee S. (1991) Double-Blind Study of the Comparative
Effects of Two Gels on Vaginal pH in Postmenopausal Women. Today's
Therapeutic Trends, 8(4): 65-72.

* Young R, Goldzieher J, Kaufman R. (1991) A Study of the Effects of
Col-1003 In Postmenopausal Women. Unpublished.

* Nakamura R. (1991) Evaluation of Col-1003 in the treatment of
vaginal dryness in postmenopausal women. Unpublished.

* Whitehead M. (1991) A Randlomised Double Blind Evaluation of Col-
1003, a bioadhesive polymer system vaginal moisturizing gel and, KY
Brand Lubricating Jelly in the treatment of vaginal dryness in
postmenopausal women receiving concomitant oral hormone
replacement therapy. Unpublished

* Nachtigall LE. (1994) Comparative study: Replens versus local
estrogen in menopausal women. Fertility and Sterility, 61(1): 178-
180.

* Gelfand MM, Wendman E. (1994) Treating Vaginal Dryness in Breast
Cancer Patients: Results of Applying a Polycarbophil Moisturizing Gel.
J. Women's Health, 3(6): 427-433.

The format of the studies listed above is summarized in the table below:

No.
Patients
Enrolled Study

Citation (Replens) Design* Dosage Regimen Duration
Bachmann et al 89 D-B3. X-over 2.5 q per day 5 days
Bachmann et al 54 Opn 2.5 g, 3 x weekly 12 months
Zinny and Lee 26 D-B, parallel 2.5 q alternate nights 4 weeks
Young et al 30 Open 2.5 g, 3 x weekly, plus 12 months

option of additional
application prior to

_____ ____ ____ intercourse.
Nakamura 10 Open, X-over 2.5 g daily 1-5 days

between
treatment

______ _____ durations _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _
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No.
Patients
Enrolled Study

Citation (Replens) Design* Dosage Regimen Duration
Whitehead 32 D-B, X-over 2.5 g, 3 x weekly plus 8 weeks

option of additional
application prior to
intercourse.

Nachtigall 15 Open, parallel 2.5 g, 3 x weekly 3 months
Gelfand and 25 Open 2.5 g, 3 x weekly, plus 3 months
Wendman option of additional

application prior to
intercourse.

*D-B3 = double-blind; X-over = cross-over design

The parameters employed in the studies included the influence of Replens on
vaginal pH and the vaginal mucosa, the relief of the patient's symptoms, the
vaginal dryness index, determination of vaginal pH at varying time intervals
after single or multiple applications of the gel, PAP smears and the
completion of diary cards by the patient. All of the studies concluded that
Replens was safe and well-tolerated.

Stability Data: Real-time stability data confirms a shelf life of three (3)
years for Replens Long-Lasting Vaginal Moisturizer.
Preservative Effectiveness: Replens Long-Lasting Vaginal Moisturizer has
successfully passed the requirements of the USP <51> Antimicrobial
Effectiveness Test.
Condom Compatibility Testing: Condom compatibility testing confirms
that Replens Long-Lasting Vaginal Moisturizer does not materially affect the
strength or integrity of natural rubber latex or synthetic condoms
(polyurethane and polyisoprene).

Conclusion

Based on the information presented in the 510(k) notice, it is concluded that
Replens Long-Lasting Vaginal Moisturizer (in 35g Tube with Reusable
Applicator) for OTC use is safe and effective for its proposed indications and
is substantially equivalent in intended use, formulation, safety, and
technological characteristics to the identified predicate device and other
similar water-based personal lubricants.
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and-Drug Administration
10903 NeW Hampshire Avenue

Document Mail Center - W066-G609
Silver Spring, MD 20993-0002.

Lii Drug Store Products, Jnc.
c/o Mr. Mark A. Job
Responsible Third Party
Regulatory Technology Services, Inc.AG 720
1394 2 5 t Street, NW AG- 01
BUFFALO MN 55313

-Re: K101098
Trade/Device Name: Replens Long-Lasting Vaginal Moisturizer

(in 35 Tube with Reusable Applicator)
-, Regulation Number: 21 CER §884.5300

Regulatidn Name: Condom
Regulatory Class: 11
Product Code: NUC
Dated: July 30, 2010
Received: August 2, 201 0

Dear Mr. Job:

We have reviewed your. Section 5 10(k) premnarket notification of intent to market the device
referenced above and have determined the device is substantially equivalent (for the indications
for use stated in the enclosure) to legally marketed predicate devices marketed in interstate
commerce prior to May 28,. 1976, the enactment date of the Medical Device Amiendments, or to
devices that have been~reclassified in accordance with the proyisions of the Federal Food, Drug,
and Cosmetic Act (Act) thatldo not require apptoval of aprernarket approval application (PMA)
You may, therefore, matket the device, subject to the general controls provisions of the. Act. -The

general controls provisions of the Act include .requirements for annual registration, listing, of
devices, gdod manufacturing practice,.labeling, and prohibitions against misbrand ing anid
adulteration. Please note: CDRH does not evaluate information related to contract liability
warranties. We remind you, however, that device labeling mustibe truthful and not misleading.

If your device is clhssifled (see above) int6 either class II (Specia~l'Co~nztols) oixclass III (PMA),it
may be subject to additional controls. .Existing major regulations affecting your device can b
found1 in the Code of Federal Regulations; Title 21, Parts 800 to 898. In~addition, FDA may
publish further announcements concerning your devicein the Federal Register.

Please be advised that FDA's issuance, of a substantiai equiivalence determination does not mean
that FDA has made a dte~rmination that your device complies with other requirements of the Act
or any Federal statutes and regulations administered by other Federal agencies. You must comply
with all the Act's requiremenitsJnclud ing, but not limited to: registrajion and listing (21 CFR Part
*807); labeling (21 CFR Part 801); medical device, reporting (reporting of medical device-related
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adverse events), (21 CFR 803); good manufacturing prtctice requirements as set forth in the
quality systems (QS) regulation (21 CFR Part 820); and if applicable, the electronic product
radiation control provisions (Sections 531-542 of the Act); 21 CFR 1000-1050.

If you desire specific advice for your device on our labeling regulation (21 CFR Part 8Q1), please
go to http://www.fda.gov/AboutFDA/CentersOffices/CDRH/CDRI-lOffices/ucmI 1 5809.htm for
the Center for. Devices and Radiological Health's (CDRH's) Office bf Compliance. Also, please
note the regulation entitled, "Misbranding by reference to premarket notification" (21 CFR Part
807.97). For questions regarding the reporting of adverse events under the MDR regulation (21
CFR Part 803), please go to
http://wwW~fda.gov/MedicalDevices/SafetvfReportaProblem/idefault.htm for the CDRH's Office
of Surveillance and Biometrics/Division of Postmarket Surveillance.

You may obtain other general information on your responsibilities under the Act from the
Division of Small Manufacturers, International and Cobsumer Assistance at its toll-free nulmber
(800) 63 8-2041 or (301) 796-71 00 or at its Intertiet address
http://www.fda.gov/MedicalDevices/ResourcesforYou/lndustrv/default.htm.

Sincerely yours,

/Ierbert P. Lerner, M.D., Director (Acting)
Division. of Reproductive, Gastro-Renal
*and Urological Devices

Office of Device Evaluation
Center for Devices and

Radiological Health

Enclosure
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STATEMENT OF INDICATIONS FOR USE

510(k) Number: ikioI o S )T

Device Name: Replens Long-Lasting Vaginal Moisturizer (in 35g
Tube with Reusable Applicator)

Indications for Use: Replens is a personal lubricant for vaginal
application, intended to moisturize and lubricate, to
enhance the ease and comfort of intimate sexual
activity and supplement the body's natural
lubrication. This product is compatible with natural
rubber latex condoms and synthetic (polyurethane
and polyisoprene) condoms.

Prescription Use ____ OR Over-the-counter Use X
(Per 21 CFR 801.109) (Optional Format 1-2-96)

(PLEASE DO. NOT WRITE BELOW THIS LINE - CONTINUE ON ANOTHER PAGE IF NEEDED)
Concurrence of CDRH, Office of Device Evaluation (ODE)

(Division Sign-Oft)
Division of Reproductive. Abdominal,
and Radiological Deoq?
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DEPARTMENT'OF HEALTH & HUMAN SERVICES

Food andDrug Administration
10903 New Hampshire Avenue
Document Mail Center - W066-G609
Silver Spring, MD 20993-0002

Lil Drug Store Products, Inc.
c/o Mr. Mark A. Job
Responsible Third Party
Regulatory Technology Services, IncA
1394 2 5 th Street,'NW

BUFFALO MN 55313

Re: K101098
Trade/Device Name: Replens Long-Lasting Vaginal Moisturizer

(in 35 Tube with Reusable Applicator)
Regulation Number: 21 CFR §884.5300
Regulation Name: Condoffi
Regulatory Class: II
Product Code: NUC
Dated: July 30, 2010
Received: August 2, 2010

Dear Mr. Job:

We have reviewed your Section 510(k) premarket notification of intent to market the device
referenced above and have determined the device is substantially equivalent (for the indications
for use stated in the enclosure) to legally marketed predicate devices marketed in interstate
commerce prior to May 28, 1976, the enactment date of the Medical Device Amendments, or to
devices that have been reclassified in accordance with the provisions of the Federal Food, Drug,
and Cosmetic Act (Act) that do not require approval of a prernarket approval application (PMA).
You may, therefore, market the device, subject to the general controls provisions of the Act. The
general Controls provisions of the Act include requirements for annual registration, listing of
devices, good manufacturing practice,.iabeling, and prohibitions against misbranding and
adulteration. Please note: CDRH does not evaluate information related to contract liability
warranties. We remind you, however, that device labeling must be truthful and not misleading.

If your device is classified (see.above) into either class II (SpeciarlCpn.rols).oi.tclass III (PMA), it
may be subject to additional controls. Existing major regulations affecting your device can be
found in the Code of Federal Regulations, Title 21, Parts 800 to 898. In addition, FDA may
publish further announcements concerning your device, in the Federal Register.

Please be advised'that FDA's issuance of a substantial equivalence determination does not mean
that FDAhas made a determination that your device complies with other requirements of the Act
Or any Federal statutes and regulations administered by other Federal agencies. You must comply
with all the Act's requirements, including, but not limited to: registraiion and listing (21 CFR Part
807);.labeling (21 CFR Part 801); medical device reporting (reporting of medical device-related

\
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adverse events) (21 CFR 803); good manufacturing practice requirements as set forth in the
quality systems (QS) regulation (21 CFR Part 820); and if applicable, the electronic product
radiation control provisions (Sections 531-542 of the Act); 21 CFR 1000-1050.

if you desire specific advice for your device on our labeling regulation (21 CFR Part 801), please
go to http://www.fda.gov/AboutFDA/CentersOffices/CDRH/CDRHOffices/ucmI 15 809.htm for
the Center for Devices and Radiological Health's (CDRH's) Office of Compliance. Also, please*
note the regulation entitled, "Misbranding by reference to premnarket notification" (2 1 CFR Part
807.97). For questions regarding the reporting of adverse events under the MDR regulation (21
CFR Part 803), please go to
http://www.fda.gov/MedicalDevices/Safety/ReportaProblen/default.htm for the CDRH' s Office
of Surveillance and Biometrics/Division of Postmarket Surveillance.

You may obtain other general information on your responsibilities under the Act from the
Division of Small Manufacturers, International and Consumer Assistance at its toll-free number
(800 63 8-2041 or (301) 796-71 00 or at its Internet address
http://www.fda.gRov/MedicalDevices/ResourcesforYou/Jndustry/default.htm.

Sincerely yours,

erbet P LeerM.D, Drecor Actng)
Division~of Reproducti'e, Gastro-Renal

and Urological Devices
Office of Device Evaluation
Center for Devices and

Radiological Health

Enclosure
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STATEMENT OF INDICATIONS FOR USE

510(k) Number: I~ IO is

Device Name: Replens Long-Lasting Vaginal Moisturizer (in 35g
Tube with Reusable Applicator)

Indications for Use: Replens is a personal lubricant for vaginal
application, intended to moisturize and lubricate, to
enhance the ease and comfort of intimate sexual
activity and supplement the body's natural
lubrication. This product is compatible with natural
rubber latex condoms and synthetic (polyurethane
and polyisoprene) condoms.

Prescription Use _ OR Over-the-Counter Use X
(Per 21 CFR 801.109) (Optional Format 1-2-96)

(PLEASE DO NOT WRITE BELOW THIS LINE - CONTINUE ON ANOTHER PAGE IF NEEDED)
Concurrence of CDRH, Office of Device Evaluation (ODE)

(Division Sign-Off)
Division of Reproducti('e, Abdominal,
and Radiological Device, ,

510(k) Number oloi
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

U.S. Food and Drug Administration
Center for Devices and Radiological 1ealth
Document Mail Center t W066-G609
10903 New Hampshire Avenue
Silver Spnng, MD 20993-0002

July 21, 2010

LIL DRUG STORE PRODUCTS, INC. 510k Number: K101098
c/o REGULATORY TECHNOLOGY SERVICES, LLC Product: REPLENS LONG-LASTING
1394 25TH STREET, NW
BUFFALO, MINNESOTA 55313 Extended Until: 09/08/2010
UNITED STATES

ATTN: MARK JOB

Based on your recent request, an extension of time has been granted for you to submit the additional information we
requested.

If the additional information (Al) is not received by the "Extended Until" date shown above, your premarket
notification will be considered withdrawn (21 CFR 807.87(I)). If the submitter does submit a written request for an
extension, FDA will permit the 510(k) to remain on hold for up to a maximum of 180 days from the date of the Al
request.

If you have procedural questions, please contact the Division of Small Manufacturers International and Consumer
Assistance (DSMICA) at (301)796-7100 or at their toll-free number (800)638-2041, or contact the 510k staff at
(301)796-5640.

Sincerely yours,

Marjorie Shulman
Consumer Safety Officer
Premarket Notification Section
Office of Device Evaluation
Center for Devices and Radiological Health
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FDA Cover Letter Regulatory Technology Services LLC

Date: July 16, 2010

U.S. Food and Drug Administration
Center for Devices and Radiological Heath
Document Mail Center - W066-0609
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002

RE: Additional Information for K101098
Lil' Drug Store Products Inc..
Long-Lasting Vaginal Moisturizer Gel

To Whom It May Concern:

Enclosed in duplicate is the following information:

This letter is a request for a 60 day extension in order to complete the preparation
of the response to the email received from Colin Pollard dated June 10, 2010.

If you should have any questions regarding this submission please contact me at
763 682 4139 or fax 763 682 4420. Please fax any correspondence regarding this
submission to Regulatory Technology Services LLC.

Sincerely,

Responsible Third Part Ofcial

Regulatory Technology Services LLC RPP-F-0019
1394 25- Street NW Revision 2, Effective 16 Feb 04
Buffalo, MN 55313 Page 1 of 1
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FDA Cover Letter Regulatory Technology Services LLC

Date: July 16, 2010

U.S. Food and Drug Administration
Center for Devices and Radiological Heath
Document Mail Center - W066-0609
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002

RE: Additional information for K101098
Lil' Drug Store Products Inc..
Long-Lasting Vaginal Moisturizer Gel

To Whom It May Concern:

Enclosed in duplicate is the following information:

This letter is a request for a 60 day extension in order to complete the preparation
of the response to the email received from Colin Pollard dated June 10, 2010.

If you should have any questions regarding this submission please contact me at
763 682 4139 or fax 763 682 4420. Please fax any correspondence regarding this
submission to Regulatory Technology Services LLC.

Sincerely,

Responsible Third Pary Offica

Regulatory Technology Services LLC RPP-F-0019
1394 2am Street NW Revision 2, Effective 16 Feb 04
Buffalo. MN 55313 Page 1 of 1

yek
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49 DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

U.S. Food and Drug Administration
Center for Devices and Radiological Ielcath
Document Mail Center - W066-G609
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002

June 11, 2010

5 10k Number: K101098
LIL DRUG STORE PRODUCTS, INC.

c/o REGULATORY TECHNOLOGY SERVICES, LLC Product: REPLENS LONG-LASTING VAGINAL M

1394 25TH STREET, NW

BUFFALO, MINNESOTA 55313

UNITED STATES

ATTN: MARK JOB

We are holding your above-referenced Premarket Notification (510(k)) for 30 days pending receipt of the
additional information that was requested by the Office of Device Evaluation. Please remember that all
correspondence concerning your submission MUST cite your 5 1 0(k) number and be sent in duplicate to the
Document Mail Center at the above letterhead address. Correspondence sent to any address other than the one
above will not be considered as part of your official premarket notification submission. Also, please note the new
Blue Rook Memorandum regarding Fax and E-mail Policy entitled, "Fax and E-Mail Communication with
Industry about Premarket Files Under Review. Please refer to this guidance for information on current fax and
e-mail practices at

The deficiencies identified represent the issues that we believe need to be resolved before our review of your
5I10(k) submission can be successfully completed. In developing the deficiencies, we carefully considered the
statutory criteria as defined in Section 5 13(i) of the Federal Food, Drug, and Cosmetic Act for determining
substantial equivalence of your device. We also considered the burden that may be incurred in your attempt to
*respond to the deficiencies. We believe that we have considered the least burdensome approach to resolving these
issues. If, however, you believe that information is being requested that is not relevant to the regulatory decision
or that there is a less burdensome way to resolve the issues, you should follow the procedures outlined in the "A
Suggested Approach to Resolving Least Burdensome Issues" document. It is available on our Center web page at:

nizationAct/ucrnlI 36685.htmn.

If after 30 days the additional information (Al), or a request for an extension of time, is not received, we will
discontinue review of your submission and proceed to delete your file from our review system (21 CFR
807.87(l)); Please note our guidance document entitled, "Guidance for Industry and FDA Staff, FDA and Industry
Actions on Premarket Notification (5 10(k)) Submissions: Effect on FDA Review Clock and Performance
Assessment". If the submitter does submit a written request for an extension, FDA will permit the 5 10(k) to
remain on hold for up to a maximum of ISO0 days from the date of the Al request. The purpose of this document is
to assist agency staff and the device industry in understanding how various FDA and industry actions that may be
taken on 5 1 0(k)s should affect the review clock for purposes of meeting the Medical Device User Fee and
Modernization Act. You may review this document at
http://xvww.fda.gov/MedicalDevices/DeviceRegzulationanidGuidance/GuidanceDocumenits/ucrn089735.htim. Pursuant
to 21 CFR 20.29, a copy of your 5 1 0(k) submission will remain in the Office of Device Evaluation. If ydu then
wish to resubmit this5 10(k) notification, anew number will be assigned andlyour submission will be considered a
new premarket notification submission.
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Please remember that the Safe Medical Devices Act of 1990 states that you may not place this device into
commercial distribution until you receive a decision letter from FDA allowing you to do so.

If you have procedural questions, please contact the Division of Small Manufacturers International and Consumer
Assistance (DSMICA) at (301)796-7100 or at their toll-free number (800)638-2041, or contact the 510k staff at
(301)796-5640.

Sincerely yours,

Marjorie Shulman
Consumer Safety Officer
Premarket Notification Section
Office of Device Evaluation
Center for Devices and Radiological Health
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

* ~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~U.S. Food and Drug Administration
Center for Devices and Radiological Health
Document Mail Center - W066-G609
10903 New Hampshire Avenue

a' ~~~~~~~~~~~~~~~~~~~~~~~~~~~Silver Spring, MD 20993-0002

May 06, 20 10

LIL DRUG STORE PRODUCTS, INC. 51O ubr 9

c/o REGULATORY TECHNOLOGY SERVICES, LLC Product: REPLENS LONG-LASTING VAGINAL M

1394 25TH STREET, NW

BUFFALO, MINNESOTA 55313
UNITED STATES

ATTN: MARK JOB

We are holding your above-referenced Premtarket Notification (5 10(k)) for 30 days pending receipt of the
additional information that was requested by the Office of Device Evaluation. Please remember that all
correspondence concerning your submission MUST cite your 5 10(k) number and be sent in duplicate to the
Document Mail Center at the above letterhead address. Correspondence sent to any address other than the one
above will not be considered as part of your official premnarket notification submission. Also, please note the new
Blue Book Memorandum regarding Fax and E-mail Policy entitled, "Fax and E-Mail Communication with
Industry about Premarket Files Under Review. Please refer to this guidance for informnation on current fax and
e-mail practices at
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm089402.htm.

The deficiencies identified represent the issues that we believe need to be resolved before our review of your
510(k) submission can besuccessfully completed. In developing the deficiencies, we carefully considered the
statutory criteria as defined in Section 513(i) of the Federal Food, Drug, and Cosmetic Act for determining
substantial equivalence of your device. We also considered the burden that may be incurred in your attempt to
respond to the deficiencies. We believe that we have considered the least burdensome approach to resolving these
issues. If, however, you believe that information is being requested that is not relevant to the regulatory decision
or that there is a less burdensome way to resolve the issues, you should follow the procedures outlined in the 'A
Suggested Approach to Resolving Least Burdensome Issues" document. It is available on our Center web page at:

nizationAct/ucmlnI36685 .1tm.

If after 30 days the additional information (Al), or a request for an extension of time, is not received, we will
discontinue review of your submission and proceed to delete your file from our review system (21 CFR
807.87(1)). Please note our guidance document entitled, "Guidance for Industry and FDA Staff, FDA and Industry
Actions on Premarket Notification (5 10(k)) Submissions: Effect on FDA Review Clock and Performance
Assessment". If the submitter does submit awritten request for an extension, FDA will permit the 510(k) to
remain on hold for up to a maximum of 180 days from the date of the Al request. The purpose of this document is
to assist agency staff and the device industry in understanding how various FDA and industry actions that may be
taken on 5 10(k)s should affect the review clock for purposes of meeting the Medical Device User Fee and
Modernization Act. You may review this document at
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm089735.htm. Pursuant
to 21 CFR 20.29, a copy of your 5 10(k) submission will remain in the Office of Device Evaluation. If you then
wish to resubmit this 510(k) notification, anew number will be assigned and your submission will be considered a
new premarket notification submission.

TtP
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Please remember that the Safe Medical Devices Act of 1990 states that you may not place this device into
commercial distribution until you receive a decision letter from FDA allowing you to do so.

If you have procedural questions, please contact the Division of Small Manufacturers International and Consumer
Assistance (DSMICA) at (301)796-7100 or at their toll-free number (800)638-2041, or contact the 510kstaff at
(301)796-5640.

Sincerely yours,

Marjorie Shulman
Consumer Safety Officer
Premarket Notification Section
Office of Device Evaluation
Center for Devices and Radiological Health
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C ~~~DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

U.S. Food and Drug Administration
Center for Devices and Radiological Health
Document Mail Center - W066-G609
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002

April 20, 2Q 10

510k Number: K101098
LIL DRUG STORE PRODUCTS, INC.
c/o REGULATORY TECHNOLOGY SERVICES, LLC Received: 4/20/2010

1394 25TH STREET, NW Product: REPLENS LONG-LASTING VAGINAL M

BUFFALO, MINNESOTA 55313

UNITED STATES
ATTN: MARK JOB

The Food and Drug Administration (FDA), Center for Devices and Radiological Health (CDRH), has received
the Premarket Notification, (5 10(k)), you submitted in accordance with Section 5 1 0(k) of the Federal Food,
Drug, and Cosmetic Act(Act) for the above referenced product and for the above referenced 5 10(k) submitter.
Please note, if the 5 10(k) submitter is incorrect, please notify the 5 10(k) Staff immediately. We have assigned
your submission aunique 510(k) number that is cited above. Please refer prominently to this 510(k) number in
all future correspondence that relates to this submission. We will notify you when the processing of your
5 10(k) has been completed or ifany additional information is required. YOU MAY NOT PLACE THIS
DEVICE INTO COMMERCIAL DISTRIBUTION UNTIL YOU RECEIVE A LETTER FROM FDA
ALLOWING YOU TO DO SO.

Please remember that all correspondence concerning your submission MUST be sent to the Document Mail
Center (DMC) at the above letterhead address. Correspondence sent to any address other than the one above
will not be considered as part of your official 5 1 0(k) submission.

On September 27, 2007, the President signed an act reauthorizing medical device user fees for fiscal years 2008
- 2012. The legislation - the Medical Device User Fee Amendments of 2007 is part of a larger bill, the Food
and Drug Amendments Act of 2007. Please visit our website at
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/Overview/MedicalDeviceUserFeeandMod
em izationActMDU FM A/defau lt.htm
for more information regarding fees and FDA review goals. In addition, effective January 2, 2008, any firm
that chooses to use a standard in the review of ANY new 5 10(k) needs to fill out the new standards form
(Form 3654) and submit it with their 5 10(k). The form may be found at
http://www.fda.gov/AboutFDA/ReportsManualsForms/Forms/default.htm.

We remind you that Title VilI of the Food and Drug Administration Amendments Act of 2007 (FDAAA)
amended the PHS Act by adding new section 4020) (42 U.S.C. § 282g)), which expanded the current database
known as ClinicalTrials.gov td include mandatory registration and reporting of results for applicable clinical
trials of human drugs (including biological products) and devices. Section 4020) requires that a certification
form http://www.fdajzov/AboutFDA/RenortsManualsForms/Forms/default.htm accompany 51 0(k)/HDE/PMA
submissions. The agency has issued a draft guidance titled: "Certifications To Accompany Drug, Biological

OoG
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Product, and Device Applications/Submissions: Compliance with Section 4020) of The Public Health Service Act,
Added By Title VIII of The Food and Drug Administration Amendments Act of 2007"
http://www.fda-gov/MedicalDevices/DeviceRegiulationandGuidance/HowtoMarketYourDevice/PremarketSubmissio

J/PremarketNotification5 I Ok/ucm I 34034.htm. According to the draft guidance, 510(k) submissions that do not
contain clinical data do not need the certification form.

Please note the following documents as they relate to 510(k) review: 1) Guidance for Industry and FDA Staff
entitled, "Interactive Review for Medical Device Submissions: 51 0(k)s, Original PMAs, PMA Supplements,
Original BLAs and BLA Supplements". This guidance can be found at
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm089402.htm. Please
refer to this guidance for information on a formalized interactive review process. 2) Guidance for Industry and FDA
Staff entitled, "Format for Traditional and Abbreviated 5I0(k)s". This guidance can be found at
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/
ucm084365.htm. Please refer to this guidance for assistance on how to format an original submission for a
Traditional or Abbreviated 510(k).

In all future premarket submissions, we encourage you to provide an electronic copy of your submission. By doing
so, you will save FDA resources and may help reviewers navigate through longer documents more easily. Under
CDRH's e-Copy Program, you may replace one paper copy of any premarket submission (e.g., 5 10(k), IDE, PMA,
HDE) with an electronic copy. For more information about the program, including the formatting requirements,
please visit our web site at
http://www.fda.izov/Medica]Devices/DeviceRegulationandGuidance/HowtoMarketYourDevice/PremarketSubinissio
ns/ucm134508.html. In addition, the 510(k) Program Video is now available for viewing on line at
http://www.fda.gov/Medica]Devices/DeviceRegulationandGuidance/HowtoMarketYourDevice/PremarketSubmissio
ns/PremarketNotification510k/ucm070201 .htm.

'lease ensure that whether you submit a 510(k) Summary as per 21 CFR 807.92, or a 510(k) Statement as per
2:1 CFR 807.93, it meets the content and format regulatory requirements.

Lastly, you should be familiar with the regulatory requirements for medical devices available at Device Advice
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/default.htm. If you have questions on the status
of your submission, please contact DSMICA at (301)796-7100 or the toll-free number (800)638-2041 , or at their
internet address http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/default.htm. If you have
procedural questions, please contact the 510(k) Staff at (301)796-5640.

Sincerely,

5 10(k) Staff
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Replens Vaginal Moisturizer (35g Tube) 510k
DIR G Idnr: 1.0 Indications Statement

Version: 2.0STORE. Date: March 9, 2010
PRODUCTS ~~~~~~~~~~~~~~~~~~~~~~Page 1 of 1P R 0 ID U C T B aeIo

STATEMENT OF INDICATIONS FOR USE

510(k) Number:

Device Name: Replens Long-Lasting Vaginal Moisturizer (in 35g
Tube with Reusable Applicator)

Indications for Use: A non-sterile personal lubricant for OTC consumer
use, as a moisturizer for vaginal dryness and
personal lubrication of the vaginal area to facilitate
ease and comfort during intimate sexual activity.
This device is not a contraceptive or spermicide nor
does it contain any such component.

FDA CDRH DMC

APR 2 0 2010

Received

Prescription Use OR Over-the-counter Use X
(Per 21 CFR 801.109) (Optional Format 1-2-96)

(PLEASE DO NOT WRITE BELOW THIS LINE - CONTINUE ON ANOTHER PAGE IF NEEDED)
Concurrence of CDRH, Office of Device Evaluation (ODE)
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Replens Vaginal Moisturizer (35g Tube) 510k

D &IEG Idnr: 2.0 510k Summary
Version: 2.0STORE. Date: March 9, 2010

PRO D V C T 8 Page 1 of 3

510(k) Summary

Submitter:
Lil' Drug Store Products, Inc.
1201 Continental Place NE
Cedar Rapids, IA 52402

Contact Person:
Tricia Miller
Director of Regulatory
Telephone: 319-294-3745
Facsimile: 319-393-3494
Email: tmillerclildrugstore.com

Date:
February 25, 2010

Proprietary Name:
Replens Long-Lasting Vaginal Moisturizer (in 35g Tube with Reusable
Applicator)

Common name:
Personal Lubricant

Classification name:
21 C.F.R. 880.6375 Lubricant, Patient, Vaginal
Product Code: MMS
Class: 1
Review Panel: General Hospital

Predicate Devices:

Device Name: CVS Personal Lubricant & Moisturizer
510(k) Number: K062682
Product Code: NUC, MMS

Intended Use:

A non-sterile personal lubricant for OTC consumer use, as a moisturizer for
vaginal dryness and personal lubrication of the vaginal area to facilitate ease

DqM9
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Replens Vaginal Moisturizer (35g Tube) 510k

DRIJG Idnr: 2.0 510k Summary
version: 2.0

ST~~~~~~~n1% E. ~~~~~~~~~~~~Date: March 9, 2010
P R 0 0 U C T S ~~~~~~~~~~~~~~~~~~~Page 2 of 3

and comfort during intimate sexual activity. This device is not a
contraceptive or spermicide nor does it contain any such component.

Description of Device

Replens Vaginal Moisturizer is a non-sterile, water-based, white to off-white,
non-irritating, non-greasy, non-staining vaginal gel delivered in a tube with
a reusable applicator as a long-lasting moisturizer for vaginal dryness. The
use of the reusable applicator provides less mess in application. Replens
Vaginal Moisturizer is intended for ongoing use, not exclusively for use
during intimate sexual activity.

Replens Vaginal Moisturizer contains ingredients commonly used in other
products for vaginal use sold as medical devices and cosmetics. All
ingredients are either NF, USP, or are considered "generally recognized as
safe for their intended use". The quantitative formulation is considered
confidential commercial information.

Technological Characteristics of the Device

Replens Vaginal Moisturizer is substantially equivalent to the identified
previously cleared vaginal lubricant predicate with respect to its design and
materials, principle of operation, function, formulation, and intended use. It
is also substantially equivalent to other water-based vaginal lubricants and
personal lubricants being commercially marketed in the U.S.

Summary of Performance Data

Biocompatibility Testing: The following biocompatibility testing has been
performed on Replens Long-Lasting Vaginal Moisturizer:

* Cytotoxicity
* Acute Vaginal Irritation
* Subacute Vaginal Irritation
* Subacute Vaginal Irritation with Histological Examination
• Acute Systemic Toxicity
* Hypersensitivity
* Acute Oral Toxicity
* Acute Dermal Toxicity
* Dermal Irritation
* Eye Irritation.

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



Replens Vaginal Moisturizer (35g Tube) 510k

DiEN)G Idnr: 2.0 510k Summary
Version: 2.0STORE. Date: March 9, 2010

Page 3 of 3

Stability Data: Real-time stability data confirms a shelf life of three (3)
years for Replens Long-Lasting Vaginal Moisturizer.
Preservative Effectiveness: Replens Long-Lasting Vaginal Moisturizer has
successfully passed the requirements of the USP <51> Antimicrobial
Effectiveness Test.
Condom Compatibility Testing: Condom compatibility testing confirms
that Replens Long-Lasting Vaginal Moisturizer does not materially affect the
strength or integrity of latex or synthetic condoms.

Conclusion

Based on the information presented in the 510(k) notice, it is concluded that
Replens Long-Lasting Vaginal Moisturizer (in 35g Tube with Reusable
Applicator) for OTC use is safe and effective for its proposed indications and
is substantially equivalent in intended use, formulation, safety, and
technological characteristics to the identified predicate device and other
similar water-based personal lubricants.
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FDA Cover Letter Regulatory Technology Services LLC

Date: April 18, 2010

FDA CDRH DMC

U.S. Food and Drug Administration
Center for Devices and Radiological Heath
Document Mail Center - W066-0609 Received
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002

RE: Premarket Notification

To Whom It May Concern:

Enclosed in duplicate is the following information:

A. Purpose of Submission: New Device

B. Name and Address of the Third Party:

Regulatory Technology Services LLC
1394 25 th Street NW
Buffalo, MN 55313

C. Name and Address of the Manufacturer:

Lil' Drug Store Products, Inc. 0
1201 Continental Place NE

Cedar Rapids, IA 52402

Regulatory Technology Services LLC RPP-F-0019
1394 25 th Street NW Revision 2, Effective 16 Feb 04
Buffalo, MN 55313 Page 1 of 2
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FDA Cover Letter Regulatory Technology Services LLC

D. Device Name

Replens Long-Lasting Vaginal Moisturizer
Trade or Proprietary Name: (35g Tube with Reuseable Applicator)

Classification Name: Patient Lubricant

Regulation Number: 21 CFR 880.6375

Recommendation: Substantially Equivalent
Date Submission was received by
Regulatory Technology Services LLC: February 26, 2010

We have enclosed the following materials:

E. Authorization Letter from the applicant (MAL-F-0006).
F. Complete 510(k) application submitted by the applicant.
G. Documented review of the 510(k) application (RPP-F-0012, RPP-F-14 and all

correspondence and documents related to the review).
H. Conflict of Interest Certification (COI-F-0018)
I. Certification (RPP-F-0020)

If you should have any questions regarding this submission please contact me at 763
682 4139 or fax 763 682 4420 or email at markamarkiob.com. Please fax any
correspondence regarding this submission to Regulatory Technology Services LLC.

Sincerely,

Mark Job
Responsible Third Party Official

Regulatory Technology Services LLC RPP-F-0019
1394 25a Street NW Revision 2, Effective 16 Feb 04
Buffalo, MN 55313 Page 2 of 2

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



Submission Certification Regulatory Technology Services LLC

Submission Certification

1. I certify that Regulatory Technology Services LLC continues to meet the personnel
qualifications and prevention of conflict of interest criteria reviewed by the FDA;

2. In addition, I state that Regulatory Technology Services LLC believes that
statements made in the review are true and accurate to the best knowledge of
Regulatory Technology Services LLC;

3. Regulatory Technology Services LLC's review is based on the 510(k) that is
attached with the review; and

4. Regulatory Technology Services LLC understands that the submission of false
information to the government is prohibited by 18 U.S.C. 1001 and 21 U.S.C.
33(q).

Mark Job
Print Name of Accredited Person Responsible Official

Signature

Date: April 18, 2010

Regulatory Technology Services LLC RPP-F-0020
1394 25t Street NW Revision 1, Effective 30 May 03
Buffalo, MN 55313 Page 1 of 1
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Conflict of Interest Regulatory Technology Services LLC
Certification for Review

Conflict of Interest
Declaration and Certification

For the review of the 510(k) submission from

Applicant: LiI' Drug Store Products, Inc.
Replens Long-Lasting Vaginal Moisturizer

Device Name or Model Name: (35g Tube with Reuseable Applicator)

Initials

A~j~_ I have read and understand Regulatory Technology Services LLC's Conflict of interest and
Confidentiality Procedure (COI-S-0023), regarding conflict of interests and the attachments
accompanying the procedure and am aware of my responsibilities under them.

41 I have not been employed within the last two years by the firm who submitted the 510(k) for
evaluation.

I did not charge fees contingent or based upon the recommendation for initial classification (SE
decision).

?4 __ I have not performed testing in connection with this specific device 510(k).

y\A~ I understand that the Accredited Persons (AP) Program requires that the Accredited Person or
any of its personnel involved in 510(k) reviews, which includes those who have authority over the
review process, have no ownership or other financial interest in a device manufacturer or
distributor that presents the appearance of a conflict of interest.

I do not participate in the design, manufacture or distribution of any medical device.

I do not provide consultative services to any device manufacturer or distributor regarding specific
devices.

Signed:

Printed Name: Mark Job

Date: February 26, 2010

Regulatory Technology Services LLC COI-F-0018
1394 25th Street NW Revision 2, Effective 8 July 03
Buffalo, MN 55313 Page 1 of 1
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Conflict of Interest Regulatory Technology Services LLC
Certification for Review

Conflict of Interest
Declaration and Certification

For the review of the 510(k) submission from

Applicant: Lil' Drug Store Products, Inc.
Replens Long-Lasting Vaginal Moisturizer

Device Name or Model Name: (35g Tube with Reuseable Applicator)

Initials

(__ I have read and understand Regulatory Technology Services LLC's Conflict of interest and
Confidentiality Procedure (COI-S-0023), regarding conflict of interests and the attachments
accompanying the procedure and am aware of my responsibilities under them.

08_ I have not been employed within the last two years by the firm who submitted the 510(k) for
evaluation.

I did not charge fees contingent or based upon the recommendation for initial classification (SE
decision).

{____ I have not performed testing in connection with this specific device 510(k).

I understand that the Accredited Persons (AP) Program requires that the Accredited Person or
any of its personnel involved in 510(k) reviews, which includes those who have authority over the
review process, have no ownership or other financial interest in a device manufacturer or
distributor that presents the appearance of a conflict of interest.

I do not participate in the design, manufacture or distribution of any medical device.

I do not provide consultative services to any device manufacturer or distributor regarding specific
devices.

Signed:__

Printed Name: Carole Stamp

Date: February 26, 2010

Regulatory Technology Services LLC COl-F-0018
1394 25th Street NW Revision 2, Effective 8 July 03
Buffalo, MN 55313 Page 1 of 1
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RT$Accredited Person RegalatoymchnologySesLLC

SE Documentation Regulatory Technology Services LLC

Third Party Review
Reviewer Memorandum

Third Party Organization: Regulatory Technology Services LLC

Reviewer: Carole Stamp

Signature: Date: April 18, 2010

Print Name: Carole Stamp Title: Reviewer

Primary Reviewer: Mark Job

Signature: ate: April 18, 2010

Print Name: Mark Job Title: Reviewer

Responsible Third Party Official

Signature: Date: April 18, 2010

Print Name: Todd Ahopl0 Title: Program Supervisor

510(k) Applicant's Name: Lil' Drug Store Products, Inc.

Replens Long-Lasting Vaginal Moisturizer (35g
Tube with Reusable Applicator)

Contact Person: Patricia L. Miller

Regulatory Technology Services LLC RPP-F-0014
1394 25 Street NW Revision 2, Effective November 12, 2008
Buffalo, MN 53313 Page 1 of 17
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Accredited Person Reg,,,t Tecog S,,, c
SE Documentation Regulatory Technology Services LLC

Purpose and Submission Summary:

The 510(k) holder Lil' Drug Store Products, Inc. would like to introduce the Replens Long-
Lasting Vaginal Moisturizer into interstate commerce as a vaginal patient lubricant device.
This product, Replens, has been sold as a cosmetic in the U.S. since 1989 based on its
intended use as a moisturizer. The sponsor has been marketing Replens with the
understanding that it did not fall under the definition of a medical device under Section 201(h) of
the Federal Food, Drug, and Cosmetic Act ("the Act") and was therefore not subject to the
requirements for premarket clearance or approval under theAct. Based on recent discussions
with CDRH, the sponsor understands that the Center's current position is that claims for relief of
vaginal dryness may render a product a medical device under 21 C.F.R. § 880.6375 (Class I,
Product Code MMS). Lil' Drug Store Products, Inc. has submitted a 510(k) premarket
notification to support the marketing of Replens as a medical device for over-the-counter (OTC)
use. During the review of the original submission dated February 25, 2010 one round of
deficiencies was issued (March 16, 2010). Additional information was provided April 9, 2010 to
respond to the deficiencies. All deficiencies have been adequately addressed.

Administrative Requirements

Indications for Use = Over-the-Counter
Page Number: Section 1.0
Truthful and Accuracy Statement
Page Number: Section 3.0
510(k) Summary
Page Number: Section 2.0
Standards Form (FDA Form 3654)
Page Number: Section 0.5

Ill. Device Description

Is the device life-supporting or life sustaining? X
Is the device an implant (implanted longer than 30 days)? X
Does the device design use software? X
Is the device sterile? X
Is the device reusable (not reprocessed single use)? X
Are "cleaning" instructions included for the end user? X

The submission describes the Replens Long-Lasting Vaginal Moisturizer Gel as a non-
sterile, water-based, vaginal moisturizing gel for vaginal dryness and personal lubrication of
the vaginal area to facilitate ease and comfort during intimate sexual activity. It is not a
contraceptive or spermicide and it does not contain any such component. Replens is a

Regulatory Technology Services LLC RPP-F-0014
1394 2 5 th Street NW Revision 2, Effective November 12, 2008
Buffalo, MN 53313 Page 2 of 17
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SE Documentation Regulatory Technology Services LLC

List of Materials

The list of materials for the Replens Long-Lasting Vaginal Moisturizer Gel is provided in the
table below.

Regulatory Technology Services LLC RPP-F-0014
1394 25t Street NW Revision 2, Effective November 12, 2008
Buffalo, MN 53313 Page 3 of 17

(b)(4) Proprietary Information

(b)(4) 
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SE Documentation Regulatory Technology Services LLC

IV. Indications for Use

The Replens Long-Lasting Vaginal Moisturizer is a non-sterile personal lubricant for OTC
consumer use, as a moisturizer for vaginal dryness and personal lubrication of the vaginal area
to facilitate ease and comfort during intimate sexual activity. This device is not a contraceptive
or spermicide nor does it contain any such component.

The indications for use of the new device are very similar to the indications for use of the
predicate device without the claims for condom use and latex condom compatibility.

V. Predicate Device Comparison

Section 7.1 of the submission provides a comparison between the new device Replens Long-
Lasting Vaginal Moisturizer submitted in this 510(k) and the CVS Personal Lubricant &
Moisturizer by Lake Consumer Products, Inc. cleared under K062682. The following
comparison information has been extracted from the submission and the 510(k) Summary for
K062682 which includes a comparison of the device technological characteristics and the
indications for use.

Characteristic I Feature Replens Long-Lasting Vaginal CVS Personal Lubricant &
Moisturizer (new device) Moisturizer (K062682)

Labeled Condom Compatible No Yes
Personal lubricant Yes Yes
pH appropriate for vaginal use Yes Yes
Highly Viscous Gel Yes Yes
Color White to Off-white Clear
Density 1.01-1.04 Unknown
Safe for Long-term Use Yes Yes
Fragrance Free Yes Yes
Contains Water Yes Yes
Contains Glycerin Yes Yes
Contains Propylene Glycol No Yes
Contains Polyguaternium 15 No Yes
Contains Methylparaben Yes Yes
Contains Polyparaben No Yes
Contains Mineral Oil NF Yes No
Contains Polycarbophil USP Yes No
Contains Carbomer Homopolymer Type Yes No

Regulatory Technology Services LLC RPP-F-0014
1394 25~ Street NW Revision 2, Effective November 12, 2008
Buffalo, MN 53313 Page 4 of 17

(b)(4) Proprietary Information
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SE Documentation Regulatory Technology Services LLC

B NF
Contains Hydrogenated Palm Oil Yes No
Glyceride (GRAS per 21 CFR 184.1505)
Contains Sodium Hydroxide NF Yes No
Contains Sorbic Acid Yes No
Container Aluminum Tube with Plastic Plastic Bottle

(Polyethylene Applicator)
Delivery Applicator Manually
Sterile No No

Both products are composed of similar ingredients and the technological characteristics are very
similar. Replens is delivered in a reusable polyethylene applicator designed for vaginal use.
The safety of the applicator has been demonstrated through its commercial use in the Replens
Vaginal Moisturizer cosmetic product. Additionally, a vaginal applicator is used with RepHresh
Vaginal Gel (K021737).

The formulation of Replens is similar to that of the CVS Personal Lubricant & Moisturizer. Water
and glycerin represent approximately 92% of the Replens formulation and provide the primary
lubrication'and moisturizer characteristics of both Replens and the predicate device. While
certain of the other ingredients differ between the two formulations, these other ingredients
perform equivalent functions that can be safely accomplished via a variety of ingredients. Each
product has ingredients that perform the following functions: vehicle, humectant, gel former and
preservative. All ingredients included in Replens are either NF, USP, or are considered
"generally recognized as safe for their intended use". In addition, these other Replens
ingredients are commonly used in other devices and cosmetics for vaginal use.

Although they perform the same functions as analogous ingredients included in the CVS
Personal Lubricant & Moisturizer, Replens contains the following ingredients that are not utilized
in the predicate: polycarbophil, Carbomer Homopolymer Type B, mineral oil, hydrogenated
palm oil glyceride, sorbic acid, and sodium hydroxide. All of these ingredients are well
characterized and are used in other vaginal lubricants. Each ingredient and its characteristics
are discussed in detail in section 7.1 of the submission.

Intended Use:
The Replens Long-Lasting Vaginal Moisturizer is intended for the same use as the over-the-
counter predicate device, CVS Lubricant & Moisturizer. Both devices are non-sterile, aqueous
gels intended for use as a vaginal lubricant and moisturizer for vaginal dryness and personal
lubrication of the vaginal area to facilitate ease and comfort during intimate sexual activity.

The comparison of the indications for use statements is provided in the following table. The
portions of the CVS Personal Lubricant & Moisturizer statement that do not match the proposed
Replens Long-Lasting Vaginal Moisturizer statement are in bolded text.
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Replens Vaginal Moisturizer (35g Tube) CVS® Personal Lubricant & Moisturizer
New Device (K062682)

A non-sterile personal lubricant for OTC A non-sterile personal lubricant for OTC
consumer use, as a moisturizer for vaginal consumer use, as a moisturizer for vaginal
dryness and personal lubrication of the vaginal dryness and personal lubrication of the vaginal
area to facilitate ease and comfort during intimate area to enhance condom use and to facilitate
sexual activity. This device is not a contraceptive ease and comfort during intimate sexual activity.
or spermicide nor does it contain any such CVS Personal Lubricant & Moisturizer is
component. compatible with latex condoms. This device is

not a contraceptive or spermicide nor does it
contain any such component.

The only differences between the Replens Long-Lasting Vaginal Moisturizer indications for use
statement and the predicate device are that Replens does not claim to enhance condom use or
to be compatible with latex condoms.

Conclusion
The differences in formulations between the predicate device and the new device have been
adequately addressed by the biocompatibility testing, condom compatibility testing, and
preservative effectiveness testing of the new device. Performance testing demonstrates that
Replens is as safe as the predicate and other vaginal moisturizers. Therefore, based on the
comparison of the device technological characteristics, the indications for use, and the safety
and performance testing results, the Replens Long-Lasting Vaginal Moisturizer is substantially
equivalent to the predicate device and does not raise new questions of safety or effectiveness.

VI. Labeling

The labeling is provided in section 5.4 and in the additional information that was provided April
9, 2010. The labeling includes all the appropriate instructions for use of this over-the-counter
device and the applicable warnings to the user. Based on biocompatibility testing results that
indicated the device was an eye irritant, a warning stating, "Keep out of eyes and ears" was
added to the instructions for use. There are detailed instructions and diagrams to assist the
user in understanding the proper use of the device, cleaning of the reusable applicator, along
with a description of how the device works and a list of commonly asked questions with
answers. No other specific claims are made which would raise questions of safety and
effectiveness.

VII. Sterilization/Shelf Life/Reuse
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VIII. Biocompatibility

4
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IX. Software

Version:
Level of Concern:

Software description:
Device Hazard Analysis:
Software Requirements Specifications:
Architecture Design Chart:
Design Specifications:
Traceability Analysis/Matrix:
Development:
Verification & Validation Testing:
Revision level history:
Unresolved anomalies: I

The device does not employ software.

X. Electromagnetic Compatibility and Electrical, Mechanical and Thermal Safety

The device is not electrically powered.
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XI. Performance Testing - Bench

)
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Conclusion
These biocompatibility and performance tests, along with the 20 year history of safe use of
Replens in the U.S. when sold as a cosmetic (which, based on sales volume, translates to over
100 million doses), support the safety and effectiveness of the device for its intended use and its
substantial equivalence to the predicate device. No new questions of safety and effectiveness
are raised.

XII. Performance Testing - Animal

This submission does not include animal clinical testing or data.

XIII. Performance Testing - Clinical

This submission does not include human clinical testing or data

XIV. Substantial Equivalence Discussion
_ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ Y es N o _ _ _ _ _ _ _ _ _

1. Same Indication Statement? X If YES = Go To 3

2. Do Differences Alter The Effect Or Raise New If YES = Stop NSE
Issues of Safety Or Effectiveness?

3. Same Technological Characteristics? X If YES = Go To 5

4. Could The New Characteristics Affect Safety Or If YES = Go To 6
Effectiveness?

5. Descriptive Characteristics Precise Enough? X If NO = Go To 8
If YES = Stop SE

6. New Types Of Safety Or Effectiveness If YES = Stop NSE
Questions?

7. Accepted Scientific Methods Exist? If NO = Stop NSE
8. Performance Data Available? X If NO = Request Data

9. Data Demonstrate Equivalence? X Final Decision: SE

Note: Document the decision path by marking the arrows followed on the FDA flowchart.

Please complete the following table and answer the corresponding questions. "Yes" responses
to questions 2, 4, 6, and 9, and every "no" response requires an explanation.
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1. Explain how the new indication differs from the predicate device's indication:

2. Explain why there is or is not a new effect or safety or effectiveness issue:

3. Describe the new technological characteristics:

4. Explain how new characteristics could or could not affect safety or effectiveness:

5. Explain how descriptive characteristics are not precise enough:

The submission includes the descriptive characteristics but the performance
testing is needed to support substantial equivalence and demonstrate the
similarities between the new device and the predicate device.

6. Explain new types of safety or effectiveness question(s) raised or why the question(s) are
not new:

7. Explain why existing scientific methods cannot be used:

8. Explain what performance data is needed:

9. Explain how the performance data demonstrates that the device is or is not substantially
equivalent:

As the reviewer of this submission I have reviewed the instructions for use, the
sponsor's description of the device and compared this information against the
information for the predicate device that was provided by the sponsor. The
specifications for the predicate device and the new device have been compared.
They are very similar. The comparison table demonstrates the similarities and
differences between the new device and predicate device. The submission
includes biocompatibility and performance testing which demonstrates the new
device and the predicate device have similar performance characteristics. The
labeling included in the submission was reviewed and found to be similar to the
predicate labeling. There are no new questions of safety and effectiveness raised
during this review.

Based upon the above summary, a substantially equivalent decision is
recommended.

XV. Deficiencies

During the review of the original submission dated February 25, 2010 one round of
deficiencies was issued (March 16, 2010). Additional information was provided April 9, 2010
to respond to the deficiencies. All deficiencies have been adequately addressed.
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XVI. Contact History

All correspondence is included in the submission.

XVII. Recommendation

Classification Name: Lubricant, Vaginal, Patient
Regulatory Class: I
Product Code: MMS
Classification Number: 21 CFR 880.6375

Regulatory Technology Services LLC RPP-F-0014
1394 25 Street NW Revision 2, Effective November 12, 2008
Buffalo, MN 53313 Page 17 of 17

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



510(k) "SUBSTANTIAL EQUIVALENCE"
DECISION-MAKING PROCESS

New Device is Compared to

Marketed Device

Descrptive lnformauoa o es New Device Have Same NO Do the Differences Alter the Intended Not Substantially
about New or Marked indication Statement? ·- TherapeuticiDiagposticetc. Effect YES Eauivalent Determination
Device Requested as Needed (in Deciding, May Consider Impact on

iYES Safety and Effectivcness)?*"

New V e Has Same (mtended NO
Use r be'Substantially Equivalent" 0

New Device Has · 0
NwIraended Use

Does N w Device Have Same
Technaogical Characteristics, NO Could the New
e.g. esign, Materials, etc.? QCharacterstcs Do the New Characteristcs

YES ~~~~Affect Safety or · Raise New Types of Safety YS·4SEffecti or Effectivenei s Questions?

NO Ame the Descriptive NO
N Characterstics Precise Enough NO

NO to Ensure Equivalence? 0 I
-Are Perfon'fance Data Do Accepted Scientific

Available to ss Equivalence? YES Methods Exist for
Assessing Effects of NO

the New Characteristics?
S o j YES

Performance Are Performance Data Available NO
Dam Required To Assess Effects of New

Characteristics?

oh
Performance tPrcformance Data Demonstrate

Equivalence? 41 Equivaiece?

Y'ES INO

'Substantially Equivalent"
To Determination To

510(k) Submissions compare new devices to marketed devices. FDA requests additional mnformation if the relationship between
mairketed and "predicate" (pre-Amenidmetats or reclassified post-Amendments) devices is unclear.

This decision is normally based on descriptive information alone, but lImited testing information is sometimes required.

**' Data maybe in the 5 I0(k). other 5 l0(k)s. the Center's classification files. or the literature.
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Carole Stamp

From: Miller, Tricia [TMiller~lildrugstore.com]
Sent: Sunday, April 18, 2010 3:32 PM
To: Carole Stamp
Cc: MARKJOB
Subject: RE: Responses to Replens Deficiencies
Attachments: Stability (3159) 40C 75RH Lot RP01089T Feasibility batch 2 Mos Replens w paraben 23-

Nov-09.pdf; Stability (3159) 25C 60RH Lot RPO1089T Feasibility batch 3 Mos Replens w
paraben 11-Nov-09.pdf; Stability (IGF) 25C 60RH Lot RP01123C Pilot batch 36 Mos Replens
w paraben Dec-06.pdf

Carole--

Here's the information I have (available today) related to the 35g tube material changes and
the new stability study data.

The validation batch that is part of the stability protocol that we provided in Appendix E.1
of the Replens 35g Tube 510(k) has not passed the three months yet so I don't have stability
data to give you for that batch. However, we manufactured a feasibility batch at Pharmetics
using exactly the same raw materials, aluminum tube, etc. and we do have data for that lot
(RPO1OBYT). I have attached the 3 month 25C/60RH and 2 month 40C/75RH stability data for
that lot. We have data through 6 months for both of those temperatures, but I won't have
access to those reports until tomorrow. I am also sending 36 month stability data at
25C/60RH for lot RPO1123C. This lot made at Pharmetics is the same Replens formula as is
used today (the suppliers for some of the raw materials have changed, but it was made with
USP grade materials) and it is in the same aluminum tube as we currently use and it was
packaged with the same reusable applicator as we currently use. I'm hopeful that these sets
of stability data will be sufficient. If not, please let me know and I'll get the additional
information tomorrow.

As far as what changed in the aluminum tube used at Fleet and Pharmetics, I'd have to consult
with some others on a specific list of differences. They're from different suppliers, but
the Pharmetics one was intended to match the Fleet one. I do have specifications for the
Fleet aluminum tube if you'd like to see those. However, as I've now provided three year
real time data from Pharmetics in the same gel formulation and aluminum tube as we submitted
in the 510(k), it seems to me that it's not necessary to know the exact differences. Please
let me know if you agree.

Thanks,
Tricia

.-...Original Message -----
From: Carole Stamp [mailto:stamp.carole~gmail.com]
Sent: Sunday, April 18, 2010 2:28 PM
To: Miller, Tricia
Cc: 'MARK JOB'
Subject: RE: Responses to Replens Deficiencies

Hi Tricia,

Okay, I understand that the materials are different for the reusable and
,single use applicators.

So, you will still be updating me whether there were any reusable applicator
material changes.
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And providing the information requested in the original email for the 35g
tube material changes and the new stability study data.

hanks,
Carole

.-...Original Message -----
From: Miller, Tricia [mailto:TMiller@lildrugstore.com]
Sent: Sunday, April 18, 2010 1:47 PM
To: Carole Stamp
Cc: MARK JOB
Subject: RE: Responses to Replens Deficiencies

Hi Carole,

I just saw your emails. I'm going to run into the office to try to grab the
stability data for the 35g tube from the current supplier and information on
the minor changes, but I can answer your questions from the email below at
this point.

The reusable applicator material is different than the single-use
applicator. I'd have to check at the office if it's the same as was used at
the prior supplier. The biocompatibility tests we provided were performed
on the current versions of both the reusable applicator and the pre-filled
applicator. And for the 35g Tube version, the gel isn't stored in the
reusable applicator. It only comes in contact with it when it's loaded with
gel and then immediately dispensed. So there's no impact on stability. So
't shouldn't matter if it's the same as was used at the prior supplier. Let
,e know if this isn't clear or you have a further question on it.

Regarding the Acute Exposure Dermal Toxicity test, that's one of the tests
we inherited when purchased the rights to the product. So I can't give you
an explanation of why it was only conducted on the Replens without
methylparaben formulation. But as submitted in the response, it's not a
required test (which is why we didn't run it at this time) and we included
it more for informational purposes and because the other tests did not vary
significantly between the two formulations so it should be representative of
the results that would be obtained from the Replens with methylparaben
formulation.

I'll check email when I get in the office to see if you have any follow-up
questions on this.

Tricia

From: Carole Stamp [mailto:stamp.carole~gmail.com]
Sent: Sun 4/18/2010 12:09 PM
To: Miller, Tricia
Cc: 'MARK JOB'
Subject: RE: Responses to Replens Deficiencies

Hi Tricia,

2 O
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IWas the 35g Tube reusable applicator material changed the same as the single
use applicator material? This was not clear in the 35g Tube response.

Also, there is no explanation in the 35g Tube response why the Acute
Exposure Dermal Toxicity test was conducted only with the Replens without
methylparaben formulation. Please explain.

Thanks,

Carole

From: Carole Stamp [mailto: stamp.carole~gmail.com]
Sent: Saturday, April 17, 2010 9:45 PM
To: 'Miller, Tricia'
Cc: 'MARK JOB'
Subject: RE: Responses to Replens Deficiencies

Hi Tricia,

As I was reading through your response to deficiency #8 on page 11 regarding
the stability testing, I see there also was a material change to the 35g
tube material. It says, "The tube material does vary between the two
manufacturers." But you didn't identify what the change in material. was.
Can you clarify this for me? What are the two materials and what data do
you have to demonstrate they perform the same and the change won't impact
the stability data? Again, as this tube material is the container that is
used to store the product while you determine the stability of the product,
we will need the current stability study summary for the 35g Tube as well.

Thank you,

Carole

From: Miller, Tricia [mailto:TMiller~lildrugstore.com]
Sent: Friday, April 69, 2616 3:32 PM
To: MARK JOB; Carole Stamp
Subject: Responses to Replens Deficiencies

3 gql
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Hi Mark & Carole,

As soon as I hit send on this email, I will be running to UPS to drop off
the hardcopies of the responses to the Replens 510(k) deficiency letters.I
also included CDs in the package with all the files and I have attached them
to this email in zip files as well in case you'd like to get started
reviewing them. Within the zip files, you will find the main deficiency
response letters along with related attachments. The main letters are
titled:

Replens (Apps) Response Letter vl.O.doc

Replens (35g Tube) Response Letter vl.0.doc

As always, please let me know if you have any questions.

Best Regards,

-ricia Miller

Lil' Drug Store Products, Inc.

319-294-3745

4
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Response to 510(k) Deficiency Letter

April 9, 2010

U.S. Food and Drug Administration
Center for Devices and Radiological Health
Document Mail Center - W066-G609
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002

Reference: Replens Long-Lasting Vaginal Moisturizer (in 35g Tube
with Reusable Applicator) 510(k) Deficiency Letter dated
March 16, 2010

Applicant: LIl' Drug Store Products, Inc.

Dear Sir or Madam:

Further to your deficiency letter dated March 16, 2010 for the Traditional
510(k) Premarket Notification for Replens Long-Lasting Vaginal Moisturizer
(in 35g Tube with Reusable Applicator) ("Replens"), a vaginal moisturizer for
treatment of vaginal dryness, please see below the response from the
applicant. Your comments are restated in bold followed by the response.

1. Please provide an updated 510(k) Summary with the word
"Confidential" removed from the footer.

Please find attached an updated 510(k) Summary with the entire
footer, including the word "Confidential" removed.

2. Please provide an updated Indications for Use Form with the
OTC line checked (to match with the OTC indications listed on
the form).

Please find attached an updated Indications for Use Form with the OTC
line checked and with the entire footer, including the word
"Confidential" removed.

3. The proposed draft labeling for the Replens device includes
information and numerous statements that are not in the
predicate device labeling provided. Similar statements can be
found in the cosmetic labeling provided, however, these
statements could be considered claims for a medical device
requiring supporting data. We have contacted FDA for their
recommendations. Based on their feedback any statements
that are not in the labeling for other similar products currently

Lii Drug Store Products, Inc. 1201 Continental Place NE I Cedar Rapids, [A 52402
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on the market with a cleared 510(k) will have to be evaluated
carefully on a case-by-case basis. Here is a general statement,
indications for use, that FDA finds acceptable for this type of
device:

tproduct name) is a tpersonal lubricant or vaginal moisturizer)
for penile and/or vaginal application, intended to moisturize or
lubricate, to enhance the ease or comfort of intimate sexual
activity and supplement the body's natural lubrication.

This product is [or is not) compatible with latex (and/or
synthetic) condoms.

Please provide updated labeling more similar to the predicate
device labeling.

Please find attached carton, insert, and tube labeling for Replens to
replace sections 5.1, 5.2, and 5.3 in the original 510(k) that have been
updated based on the deficiency letter and a conference call between
Tricia Miller (Lil' Drug Store Products), Mark Job (Regulatory
Technology Services) and Carole Stamp (Regulatory Technology
Services) on March 15, 2010. Additionally, a similar statement in the
"Description of Device" section of the 510(k) Summary (section 2.0),
also 'attached, has been updated. Table 1 below shows the labeling
statements that have been revised.

Table 1: Labeling Revisions

Old Labeling Statement New Labeling Statement(s)

Replenishes Vaginal Moisture Helps Replenish Vaginal Moisture

Supplements the body's natural

lubrication

Long Lasting Formula lasts and Long Lasting Formula
lasts

Soothing, immediate relief n/a

Natural Feeling n/a
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Old Labeling Statement New Labeling Statement(s)

Provide vaginal dryness relief at Provide vaginal moisture at the
the source of discomfort source of discomfort

Relieves vaginal dryness Helps replenish vaginal moisture

... there is no need to apply it just ... there is no need to apply it just
prior to intercourse in order to prior to intercourse.
replenish vaginal moisture.

Replenishes your natural vaginal Helps replenish your natural
moisture vaginal moisture

4. Section B.1 of the 5 10(k) states that Replens exhibited mild
reactivity and was considered to be non-toxic based on the
combined results of two Cytotoxicity (Agar Overlay) tests
performed using the same protocol and lot. However, the
report in Appendix B.i states that "The sample meets USP and
ISO requirements if none of the cell culture exposed to the
sample shows greater than a mild reactivity (grade 2)." The
results for Test 1 for the three test wells include two cell
culture test wells with a score of 3. Please explain why two
tests were run (Test 1 on 8 Jan 2010 and Test 2 on 29 Jan
2010). Please explain your conclusion considering there were
2 wells with a score of 3.

As noted in Deficiencies #4 and #7, Lil' Drug Store (through Nelson
Laboratories) performed a series of tests to assess the biocompatibility
of the Replens (35g Tube) formulation. All of these tests (as
summarized fully in the attachment provided in response to Deficiency
#7), with the exception of the cytotoxicity tests (and the IV Acute
Systemic Toxicity test, which the company maintains is not an
appropriate measure of the toxicity of Replens), supported the
biocompatibility of the product. Of special note, both the vaginal
irritation tests and local histology assessments following exposure of
vaginal mucosa to Replens demonstrated that the product does not
produce localized irritation.

To address this apparent discrepancy between the cytotoxicity tests
and the remaining panel of biocompatibility tests, the company

Li I' Drug Store Products, Inc. 1201 Continental Place NE I Cedar Rapids, IA 52402
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conducted a thorough investigation with the assistance of expert
toxicologists and the testing facility. Specifically, while initial
cytotoxicity tests showed variable reactivity, the company determined
through its investigations and subsequent testing that the cause of the
test result was the low pH of the sample being tested. The
investigation and additional product testing to assess the impact of
product pH is described below, and a table detailing the test
methodologies used and results obtained is provided in Table 2, below.

As noted in this question, an initial cytotoxicity test was conducted for
Replens (35g Tube) in which variable reactivity (i.e., cytotoxicity
scores of 2 or 3) were observed. As part of the preclinical test
facility's investigation, the test was repeated using the same
methodology and the results were non-cytotoxic for Replens (35g
Tube) (i.e., all three replicates produced a score of 2). The company
concluded that the product was non-toxic based upon an average
score of 2 for the six wells tested in these two tests. This data was
presented in the 510(k) notice.

Upon further review of the cytotoxicity testing standards, Lil' Drug
Store recognizes that the initial and retest results demonstrate a
potential ambiguity. To further evaluate the potential for "borderline
cytotoxic" results and to respond to the Third Party Reviewer's
questions, the company consulted with the test laboratory to
investigate the theory that the observed borderline cytotoxic test
result observed in the initial test may have been due to an excess of
the Replens gel applied to the filter paper that could have spread
beyond the paper's surface area during the incubation period and
caused a result classified as cytotoxic. The company performed a third
cytotoxicity test utilizing a highly controlled amount of product. This
experimental test, as summarized in Table 2, below, also
demonstrated a potential cytotoxic response that differs from the
remaining, applicable biocompatibility tests for the Replens (35g Tube)
samples.

Lil' Drug Store then consulted with a toxicologist to understand
possible root causes for the observed discrepancy between cytotoxicity
tests and, more importantly, between the cytotoxicity tests and the
completed vaginal mucosal contact tests. During this review, the
company and its consultants noted that the Replens product
specification for pH ranges between 2.5-3.5, while the approximate pH
of the cell culture media used in the cytotoxicity test is 7.5. Therefore,
the low pH of Replens would be expected to contribute to the observed
reactivity. ISO 10993-5 §8.5.2 recommends that care is taken in the
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choice of evaluation methods, as the test results can be invalid if the
test sample releases substances (e.g., low pH) that interfere with the
test system or measurement. The difference between product pH and
the cytotoxicity media pH also may explain the discrepancy between
the cytotoxicity test and the vaginal irritation tests, as the vaginal
mucosa routinely maintains a pH < 4.51.

Therefore, to assess whether sample pH could be the cause of the
discrepant results, the company repeated the cytotoxicity after
adjusting the pH of the Replens gel sample to a range of 7.0-7.5 by
titrating the sample with sodium hydroxide, which is already part of
the Replens formulation. This method was expected to accurately
characterize the cytotoxicity of the Replens (35g Tube) formulation, as
the toxic effect of low pH on the L929 cell line will have been
accounted for. As summarized in Table 2, this test showed non-
cytotoxic results for the Replens (35g Tube) samples.

Lil' Drug Store concludes that the results of the additional testing
demonstrate that the pH of Replens played a significant role in the
previously observed, variable cytotoxicity results. Therefore, the
company believes that the results of the first three tests are not valid
because the test methodology was not appropriate to the product,
given the product's low pH. As confirmed by both the in vivo vaginal
irritation tests and the repeated cytotoxicity tests (with pH
adjustment), Lil' Drug Store concludes that the product is not
cytotoxic. It is important to note that, while the low pH of Replens
may be harmful to the cells used in this test (L929 mouse fibroblast
cell line), it is appropriate to the product's intended use as a vaginal
moisturizer and lubricant, as the healthy vaginal pH is also low (<4.5).
In support of this conclusion, Replens was found to be a non-irritant in
acute and subacute vaginal irritation studies. These studies were
presented in the original 510(k) notice.

Boskey ER, Telsch KM, Whaley KJ, et al. Acid production by vaginal flora in
vitro is consistent with the rate and extent of vaginal acidification. Infect
Immun. 1999;67:5170-5175.
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5. Several reports in Appendix B were for different sponsors than
Lii' Drug Store (such as, Guidelines, Inc. of Miami, FL and
Columbia Research Labs, Inc. of New York, NY). Please
explain how all the various sponsors are related to Lii' Drug
Store.

Columbia Laboratories developed Replens and first launched it in May
1989. Warner Lambert marketed the product under license from 1991
to April 1998. From May 1998 to approximately May 2000, Columbia
again marketed the product. Lil' Drug Store Products has marketed
Replens in the U.S. under license from Columbia Laboratories from
May 2000 to present. Lil' Drug Store Products has marketed Replens
worldwide under license from Columbia Laboratories from June 2004
to present.

LiU' Drug Store Products has no relationship with Guidelines, Inc. of
Miami, FL. Lil' Drug Store Products received the reports for the tests
sponsored by both Columbia Laboratories and Guidelines, Inc. from
Columbia.

6. Several test reports in Appendix B were completed in 1989 and
1991 using test samples called "vaginal moisturizer, Lot
324CB2" or "Polycarbophil gel, Lot DGBE" or "PKPS 001, Lot
324CB2." Please explain what formulations were tested and
whether they are identical to the current formulation of
Replens with methylparaben described in this submission.

The Replens gel formulation used in the biocompatibility tests
completed in 1989 and 1991 is identical to the formulation of Replens
with methylparaben described in this application with the exception of
the Acute Exposure Dermal Toxicity test in Appendix B.9. This test
was performed on the Replens gel formulation that does not include
methylparaben, but is otherwise identical. The ingredients and grade
of the formulation used in the biocompatibility tests are identical;
however, the suppliers are different for some of the materials.

As further clarification, Table 3 below lists each Appendix in the 510(k)
that contains a Biocompatibility Test Report for Replens gel with
methylparaben and then identifies the lot number used in that test (as
identified in the report) and the Replens formulation that corresponds
with the lot number.
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Table 3: Replens Formulation Used in Testing

Appendix Lot Number Formulation
B.1 RP01079T Identical formulation
B.2 324CB2 Identical formulation
B.3 324CB2 Identical formulation
B.4 324CB2 Identical formulation
B.5 RP01079T Identical formulation
B.6 324CB2 Identical formulation
B.7 DLBD Identical formulation
B.8 DLBD Identical formulation
B.9 DGBE Replens without methylparaben
B. 1O DLBD Identical formulation
B.11 DLBD Identical formulation

7. Please update the Biocompatibility summary tables in section
8.1 to include the test method or standard that was followed.

Please find attached a Detailed Summary of Biocompatibility Testing
for Replens.

8. Please explain what formulations manufactured by Fleet were
tested in the 4 lots of product stability testing (Appendix E.2)
and whether they are identical to the current formulation of
Replens manufactured by Pharmetics Incorporated.

The gel formulation manufactured by Fleet, tested in the 4 lots of
product stability testing (Appendix E.2), is identical to the current
formulation of Replens manufactured by Pharmetics Incorporated. The
ingredients and grade are identical; however, the suppliers are
different for some of the materials. The tube material does vary
between the two manufacturers.

As outlined in Appendix E.1, Pharmetics is in the process of conducting
stability testing on the current configuration of Replens. The
Pharmetics stability data for Replens completed to date, trends to be
within specification for three years and also trends consistently with
the Fleet stability data. Therefore, Lil' Drug Store does not consider
the difference in gel material suppliers or tube materials to be
significant in terms of the shelf life of the product and believes that a
shelf life of three years is supported.
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Please do not hesitate to contact me at (319) 294-3745 or by email at
tmillerSa~lildruastore.com should you require any clarification regarding this
response.

Sincerely,

Patricia L. Miller
Lil' Drug Store Products, Inc.
Director of Regulatory
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Attachments:

2.0 510k Summary (35g Tube) v2.0 (Revised)

1.0 Indications for Use Statement v2.0 (Revised)

5.1 Tube Carton (87100C-US-03-10) v3.0 (Revised)

5.2 Tube Insert (87100I-US-03-10) v3.0 (Revised)

5.3 Tube (87100T-US-03-10) v3.0 (Revised)

Replens (Tube) Cytotoxicity Test Report (518870) 3 (New)

Replens (Tube) Cytotoxicity Test Report (521126) pH adj (New)

Detailed Summary of Biocompatibility Testing (35g Tube) vl.O (New)
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510(k) Summary

Submitter:
Lil' Drug Store Products, Inc.
1201 Continental Place NE
Cedar Rapids, IA 52402

Contact Person:
Tricia Miller
Director of Regulatory
Telephone: 319-294-3745
Facsimile: 319-393-3494
Email: tmiller@lildrugstore.com

Date:
February 25, 2010

Proprietary Name:
Replens Long-Lasting Vaginal Moisturizer (in 35g Tube with Reusable
Applicator)

Common name:
Personal Lubricant

Classification name:
21 C.F.R. 880.6375 Lubricant, Patient, Vaginal
Product Code: MMS
Class: 1
Review Panel: General Hospital

Predicate Devices:

Device Name: CVS Personal Lubricant & Moisturizer
510(k) Number: K062682
Product Code: NUC, MMS

Intended Use:

A non-sterile personal lubricant for OTC consumer use, as a moisturizer for
vaginal dryness and personal lubrication of the vaginal area to facilitate ease

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018
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and comfort during intimate sexual activity. This device is not a
contraceptive or spermicide nor does it contain any such component.

Description of Device

Replens Vaginal Moisturizer is a non-sterile, water-based, white to off-white,
non-irritating, non-greasy, non-staining vaginal gel delivered in a tube with
a reusable applicator as a long-lasting moisturizer for vaginal dryness. The
use of the reusable applicator provides less mess in application. Replens
Vaginal Moisturizer is intended for ongoing use, not exclusively for use
during intimate sexual activity.

Replens Vaginal Moisturizer contains ingredients commonly used in other
products for vaginal use sold as medical devices and cosmetics. All
ingredients are either NF, USP, or are considered "generally recognized as
safe for their intended use". The quantitative formulation is considered
confidential commercial information.

Technological Characteristics of the Device

Replens Vaginal Moisturizer is substantially equivalent to the identified
previously cleared vaginal lubricant predicate with respect to its design and
materials, principle of operation, function, formulation, and intended use. It
is also substantially equivalent to other water-based vaginal lubricants and
personal lubricants being commercially marketed in the U.S.

Summary of Performance Data

Biocompatibility Testing: The following biocompatibility testing has been
performed on Replens Long-Lasting Vaginal Moisturizer:

* Cytotoxicity
* Acute Vaginal Irritation
* Subacute Vaginal Irritation
* Subacute Vaginal Irritation with Histological Examination
* Acute Systemic Toxicity
* Hypersensitivity
* Acute Oral Toxicity
* Acute Dermal Toxicity
* Dermal Irritation
* Eye Irritation.
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Stability Data: Real-time stability data confirms a shelf life of three (3)
years for Replens Long-Lasting Vaginal Moisturizer.
Preservative Effectiveness: Replens Long-Lasting Vaginal Moisturizer has
successfully passed the requirements of the USP <51> Antimicrobial
Effectiveness Test.
Condom Compatibility Testing: Condom compatibility testing confirms
that Replens Long-Lasting Vaginal Moisturizer does not materially affect the
strength or integrity of latex or synthetic condoms.

Conclusion

Based on the information presented in the 510(k) notice, it is concluded that
Replens Long-Lasting Vaginal Moisturizer (in 35g Tube with Reusable
Applicator) for OTC use is safe and effective for its proposed indications and
is substantially equivalent in intended use, formulation, safety, and
technological characteristics to the identified predicate device and other
similar water-based personal lubricants.
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STATEMENT OF INDICATIONS FOR USE

510(k) Number:

Device Name: Replens Long-Lasting Vaginal Moisturizer (in 35g
Tube with Reusable Applicator)

Indications for Use: A non-sterile personal lubricant for OTC consumer
use, as a moisturizer for vaginal dryness and
personal lubrication of the vaginal area to facilitate
ease and comfort during intimate sexual activity.
This device is not a contraceptive or spermicide nor
does it contain any such component.

Prescription Use OR Over-the-counter Use X
(Per 21 CFR 801.109) (Optional Format 1-2-96)

(PLEASE DO NOT WRITE BELOW THIS LINE - CONTINUE ON ANOTHER PAGE IF NEEDED)
Concurrence of CDRH, Office of Device Evaluation (ODE)

'%1e
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Front & Back Panel
Estrogen Free
Replens Logo
Long-Lasting Vaginal Moisturizer

* Helps Replenish Vaginal Moisture
* Supplements the body's natural lubrication
* Long Lasting Formula

14 Applications
One reusable applicator

NET WT 1.23 OZ (35 G) EACH

Side Panels
* Estrogen Free
* Fragrance Free

Vaginal dryness can be a serious problem for women of menopausal age and
beyond, new mothers, cancer/chemotherapy patients and women with
dryness due to medications, stress or tampon use. Replens helps replenish
vaginal moisture and provides long-lasting results.

Comfortable applicator delivers just the right amount of Replens Long-
Lasting Vaginal Moisturizer to provide vaginal moisture at the source of
discomfort. The patented formula keeps Replens in place to deliver moisture
for long-lasting hydration with less mess.

(Applicator diagram)

Usage: Use one application every three days or as needed for day-to-day

comfort and moisture.

©This document is the property of Lii' Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lil' Drug Store Products, Inc.
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PaODUCTS

Warnings:
* Replens is not a contraceptive and does not contain a spermicide.
* Keep out of reach of children.
* Keep out of eyes and ears.
* If vaginal irritation occurs, discontinue use. If symptoms persist,

contact your physician.
* If pregnant or breast-feeding, consult your healthcare provider before

use.
* Store at room temperature.

TAMPER EVIDENT FEATURE:
For your protection, the opening of the aluminum tube is sealed and must be
punctured before use. DO NOT USE this product if the aluminum seal of the
tube is damaged or opened.

Ingredients:
PURIFIED WATER, GLYCERIN, MINERAL OIL, POLYCARBOPHIL, CARBOMER
HOMOPOLYMER TYPE B, HYDROGENATED PALM OIL GLYCERIDE,
METHYLPARABEN, SORBIC ACID, SODIUM HYDROXIDE

Questions? 1-877-507-6516 (M-F 8AM-4:30PM CST) or www.replens.com
Manufactured for:
Lil' Drug Store Products, Inc.
1201 Continental Place NE
Cedar Rapids, IA 52402

Ton Panel
Replens Logo
Long-Lasting vaginal moisturizer

Bottom Panel
Replens is a registered U.S. trademark of Lil' Drug Store Products, Inc.
UPC code
LOT#
EXP
Made in Canada

Right Bottom Tab
87100C-US-03-10

© This document is the property of LiI' Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lii' Drug Store Products, Inc.
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Replens LONG-LASTING vaginal moisturizer

Please read the following carefully before use.
Warnings

* Replens is not a contraceptive and does not contain a spermicide.
* Keep out of the reach of children.
* Keep out of eyes and ears.
* If vaginal irritation occurs, discontinue use. If symptoms persist,

contact your physician.
* If pregnant or breast-feeding, consult your healthcare provider before

use.
* Store at room temperature.

TAMPER EVIDENT FEATURE: For your protection, the opening of the
aluminum tube is sealed and must be punctured before use. DO NOT USE
this product if the aluminum seal of the tube is damaged or opened. Return
entire contents with receipt to place of purchase.

Directions for Reusable Applicator
Note: Do not roll the tube up like a toothpaste tube. This may cause
the tube to crack.

1. Remove cap from Replens tube. Break seal on tube opening by
puncturing it with the opposite end of the cap. Screw the open end of
the applicator onto the tube. (Figure 1).

2. Gently squeeze the tube, pushing Replens into the open barrel of the
applicator. DO NOT roll up the tube. The applicator contains the
recommended amount when the plunger stops (approx. 1 inch).
(Figure 2)

3. Unscrew the applicator from the tube. Replace cap.
4. While sitting, standing or lying on your back with knees bent, gently

insert open end of applicator into the vagina as deeply as it will go
comfortably. Holding the applicator in place with thumb and middle
finger, press the plunger until it stops. (Figure 3) Withdraw the
applicator.

5. After use, pull the plunger all the way out of the barrel. (Figure 4)
Wash both parts of the applicator in warm, soapy water. Rinse
thoroughly and dry. To reassemble, gently push the plunger back into
the barrel as far as it will go.

© This document is the property of Lil' Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lil' Drug Store Products, Inc.
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How Does Replens Work?
Replens Long-Lasting Vaginal Moisturizer contains a patented ingredient for
soothing and long-lasting moisture. When you apply Replens, it immediately
goes to work to provide long lasting moisture. As the cells of the vaginal
wall are regenerated, dry cells are cleared and Replens is eliminated
naturally. As with dry skin that you experience on your face and hands,
regular moisturizing treatment may be necessary to prevent dryness from
recurring.

Commonly Asked Questions...

How often should Replens Long-Lasting Vaginal Moisturizer be used?
For most women, Replens Long-Lasting Vaginal Moisturizer should be used
every three days for best results. However, depending on the severity of
your dryness, Replens can be used more or less frequently, as necessary.
Replens is safe to use daily.

When should Replens Long-Lasting Vaginal Moisturizer be used?
Replens can be used any time of day or night. Replens works best when
used on a regular schedule and not just prior to intercourse. Because
Replens delivers long lasting moisture, there is no need to apply it just prior
to intercourse. We recommend using Replens at least 2 hours prior to
intercourse to allow proper moisturization.

Will Replens Long Lasting Moisturizer make intimacy more
enjoyable? One of the most common ways that women discover vaginal
dryness is during intimacy. When used regularly, Replens helps replenish
your natural vaginal moisture, making intimacy more enjoyable. Replens'
formula delivers long lasting moisture so sexual intercourse can be more
spontaneous. Since Replens does not need to be applied immediately before
intercourse, it does not interrupt the moment by being runny, messy or
slippery. Instead, Replens provides long-lasting lubrication whenever the
moment is right.

What causes vaginal dryness? Nearly every woman will experience
vaginal dryness sometime in her life. It is most often associated with the
normal decline or fluctuation of the female hormone estrogen. This
fluctuation can be triggered by childbirth, breastfeeding or menopause.
Dryness can also be caused by taking certain medications, exercising
intensively or being under stress. It is also common to experience vaginal
dryness when douching, using tampons or at the end of the menstrual cycle.

© This document is the property of Lil' Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lil' Drug Store Products, Inc.

%159

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



Replens Vaginal Moisturizer (35g Tube) 510k

D &G ~~~~~~~~~~~~~~~~~~~Idnr: 5.2 35g Tube Insert - US
Version: 3.0RE. ~~~~~~~~~~~~~~~~~~Date: February 2010STORE. Page 3 of 3

Can Replens be used as birth control? No. Replens does not contain
spermicide. It is not a contraceptive.

Should I use Replens during my period? No. It is best to resume use
after your flow completely stops.

Are there any side effects after using Replens? Some women notice a
residue or discharge after initial use of Replens. This is caused by the
elimination of dead skin cells. Your body naturally sheds dry vaginal tissue
that has built up over time. When used on a regular basis, Replens will help
prevent the buildup of dead skin cells and the discharge should dissipate. If
the discharge does not dissipate, you may wish to wait an extra day or two
between applications. While use is recommended every three days, every
woman is unique and you may wish to increase or decrease the amount of
time between Replens applications to maximize moisture and minimize
discharge.

For additional information, visit our website at: www.replens.com or call toll-
free 1-877-507-6516 (M-F 8AM - 4:30PM CST).

Manufactured for:
Uil' Drug Store Products, Inc.
1201 Continental Place NE
Cedar Rapids, IA 52402

Replens is a registered U.S. trademark of Lil' Drug Store Products, Inc.

©2010 87100I-US-03-1O

©This document Is the property of Lii' Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lii' Drug Store Products, Inc.
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PRODUCTS

Replens Logo
Long-Lasting Vaginal Moisturizer

* Helps Replenish Vaginal Moisture
* Supplements the body's natural lubrication
* Long Lasting Formula

14 Applications NET WT 1.23 OZ (35 G) TUBE

The Replens applicator delivers just the right amount of Replens Long-
Lasting Vaginal Moisturizer to provide vaginal moisture at the source of
discomfort.

Usage: Use one application every three days or as needed for day-to-day
comfort and moisture.
Directions: See enclosed pamphlet.

TAMPER EVIDENT FEATURE: For your protection, the opening of the
aluminum tube is sealed and must be punctured before use. DO NOT USE
this product if the aluminum seal of the tube is damaged or opened.

Ingredients: PURIFIED WATER, GLYCERIN, MINERAL OIL, POLYCARBOPHIL,
CARBOMER HOMOPOLYMER TYPE B, HYDROGENATED PALM OIL GLYCERIDE,
METHYLPARABEN, SORBIC ACID, SODIUM HYDROXIDE

Questions? 1-877-507-6516 (M-F 8AM-4:30PM CST) or www.replens.com

Manufactured for:
Lil' Drug Store Products, Inc.
1201 Continental Place NE
Cedar Rapids, IA 52402

8710OT-US-03-10

(Near end of tube) Do not roll the tube as this may cause the tube to crack.

LOT
EXP

© This document is the property of LiI' Drug Store Products, Inc. All Information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lil' Drug Store Products, Inc.
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Carole Stamp

From: Carole Stamp [stamp.carole~gmail.com]
ent: Tuesday, March 16, 2010 8:49 PM
,o: 'Miller, Tricia'

Cc: 'Mark Job'
Subject: Deficiency Record for Replens 35g Tube
Attachments: Replens 35g Tube Deficiencies 16 Mar 2010.doc

Hello Tricia,

Attached is the deficiency record for the substantive review of the Replens 35g Tube. This is very similar to the one you
have already except I added something that I missed on the first one (see #7). Please also provide updated
biocompatibility tables for the Applicator 510(k) as well.

Any questions, let me know.

Thanks!
Carole
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Record of Deficiencies from Regulatory Technology Services LLC
Substantive Review

Record of Deficiencies From Substantive Review
Replens Long-Lasting Vaginal Moisturizer (35gDevice Name or Model Name: Tube)

Date: March 16, 2010

Please provide the following information.

1. Please provide an updated 510(k) Summary with the word "Confidential" removed
from the footer.

2. Please provide an updated Indications for Use Form with the OTC line checked (to
match with the OTC indications listed on the form).

3. The proposed draft labeling for the Replens device includes information and
numerous statements that are not in the predicate device labeling provided. Similar
statements can be found in the cosmetic labeling provided, however, these
statements could be considered claims for a medical device requiring supporting
data. We have contacted FDA for their recommendations. Based on their feedback
any statements that are not in the labeling for other similar products currently on the
market with a cleared 510(k) will have to be evaluated carefully on a case-by-case
basis. Here is a general statement, indications for use, that FDA finds acceptable for
this type of device:

[product name] is a [personal lubricant or vaginal moisturizer] for penile and/or
vaginal application, intended to moisturize or lubricate, to enhance the ease or
comfort of intimate sexual activity and supplement the body's natural lubrication.

This product is [or is not] compatible with latex [and/or synthetic] condoms.

Please provide updated labeling more similar to the predicate device labeling.

4. Section 8.1 of the 510(k) states that Replens exhibited mild reactivity and was
considered to be non-toxic based on the combined results of two Cytotoxicity (Agar
Overlay) tests performed using the same protocol and lot. However, the report in
Appendix B.1 states that "The sample meets USP and ISO requirements if none of
the cell culture exposed to the sample shows greater than a mild reactivity (grade 2)."
The results for Test 1 for the three test wells include two cell culture test wells with a
score of 3. Please explain why two tests were run (Test 1 on 8 Jan 2010 and Test 2
on 29 Jan 2010). Please explain your conclusion considering there were 2 wells with
a score of 3.

5. Several reports in Appendix B were for different sponsors than Lil' Drug Store (such
as, Guidelines, Inc. of Miami, FL and Columbia Research Labs, Inc. of New York,
NY). Please explain how all the various sponsors are related to Lil' Drug Store.

6. Several test reports in Appendix B were completed in 1989 and 1991 using test
samples called "vaginal moisturizer, Lot 324CB2" or "Polycarbophil gel, Lot DGBE" or
"PKPS 001, Lot 324CB2." Please explain what formulations were tested and whether

Regulatory Technology Services LLC RPP-F-0015
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Record of Deficiencies from Regulatory Technology Services LLC
Substantive Review

they are identical to the current formulation of Replens with methylparaben described
in this submission.

7. Please update the Biocompatibility summary tables in section 8.1 to include the test
method or standard that was followed.

8. Please explain what formulations manufactured by Fleet were tested in the 4 lots of
product stability testing (Appendix E.2) and whether they are identical to the current
formulation of Replens manufactured by Pharmetics Incorporated.

Regulatory Technology Services LLC RPP-F-001 5
1394 25th Street NW Revision 1, Effective May 30, 2003
Buffalo, MN 55313 Page 2 of 2
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Notification Letter Regulatory Technology Services LLC

Date: February 26, 2010

Patricia Miller
Lii' Drug Store Products, Inc.
1201 Continental Place NE
Cedar Rapids, IA 52402

Re: Replens Long-Lasting Vaginal Moisturizer
(35g Tube with Reuseable Applicator)

Dear Ms. Miller,

This letter is to acknowledge on February 26, 2010, Regulatory Technology
Services LLC received the 5 10(k) dated February 25, 2010 for the Replens
Long-Lasting Vaginal Moisturizer (35g Tube with Reuseable Applicator).

We have completed the administrative review according to the 510(k)
checklist, the FDA guidance documents titled "Format for Traditional and
Abbreviated S1O(k)s" Dated: August 12, 2005 for preparing a 510(k)
and contact with the General Hospital Branch Chief for device under
third party review. We have found all required items present and have
begun the substantive review. We will keep you informed as the review
continues.

If you have any questions, please do not hesitate to contact me. You may
reach me at 763 682 4139.

Sincerely,

Reviewer

Regulatory Technology Services LLC RPP-F-001 6
1394 25mh Street NW Revision 1, Effective 30 May 2003
Buffalo, MN 55313 Page 1 of 1
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Acceptance Checklist Regulatory Technology Services LLC

Part Acceptance / Non-acceptance

1. Accredited Person:

Name: Regulatory Technology Services LLC

Address 1394 2 5 th Street NW

Buffalo, MN 55313

Contact: Mark Job

Telephone: 763 682 4139 Fax: 763 682 4420

2. Foreign Accredited Person, Specify a Domestic Correspondent:

Name: N/A

Address

Contact:

Telephone: Fax:

3. 510(k) Owner (Applicant, Manufacturer, other persons preparing 510(k))

Name: Lii' Drug Store Products, Inc.

Address 1201 Continental Place NE

Cedar Rapids, IA 52402

Contact: Patricia (Tricia) L. Miller

Telephone: 319-294-3745 Fax: 319-393-3494

STOP!
Before completing items 4 to 9 below, complete pages 3 - 6 of this document.

Regulatory Technology Services LLC RPP-F-0012
.1394 25 th Street NW Revision 2, Effective 01 October 03
Buffalo, MN 55313 Page 1 of 6
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Acceptance Checklist Regulatory Technology Services LLC

4. Device Name:

Replens Long-Lasting Vaginal Moisturizer (35g Tube with
Trade or Proprietary Name: Reusable Applicator)

Classification Name: Lubricant, Vaginal, Patient

5. CFR Classification Citation: 21 CFR 880.6375 (see 21 CFR 862 through 892)

6. Classification Panel: General Hospital

7. Based on my completion of this document, I recommend that this 510(k):

Be accepted for substantive review and I have notified the 510(k)
owner using RPP-F-0016.

Not be accepted for substantive review and I have listed the
deficiencies on RPP-F-0016.

8. Primary Reviewer

Signa ure ~ Date

Print Name

9. Supervisor

Signature/ - Date

roDzI :. < Hpp
Print Name

Regulatory Technology Services LLC RPP-F-0012
1394 2 5th Street NW Revision 2, Effective 01 October 03
Buffalo, MN 55313 Page 2 of 6
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Acceptance Checklist Regulatory Technology Services LLC

Checklist Questions: YES NO Instructions

1. a). Is the device one that FDA has If NO, telephone DSMA
determined as being acceptable for third [ E for instructions.
party review? --STOP REVIEW--

1 b). Have you confirmed that the If NO, telephone DSMA
manufacturer has not engaged in forum Z E for instructions.
shopping? --STOP REVIEW--

2. Is the device trade or proprietary name If NO, note deficiency on
included? RPP-F-0013.

3. Is the device common or usual name If NO, note deficiency on
included? RPP-F-0013.

4. Is the device classification name, class of the
device, and regulation number (21 CFR 0PIfNte ny
880.6375) included? RPF013

5. Is the classification panel included? If NO, note deficiency onRPP-F-0013.

6. Has the applicant complied with Section 514
of the Act? (Section 514 relates to
performance standards for class II devices. IfNte ny
At this time, there are no 514 standards.
Therefore, your answer should be yes.)

7. Does the submission include proposed
labels, labeling, and advertisements (if
available) that describe the device, its Pn If NO, note deficiency on
intended use, and directions for use (ODE
Guidance Memorandum #G91-1)?

If YES, indicate page
8. Does the submission contain the "Indications number Section 1.0.

for Use" form? 0 If NO, note deficiency on
RPP-F-0013.

Regulatory Technology Services LLC RPP-F-0012
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Acceptance Checklist Regulatory Technology Services LLC

Checklist Questions: YES NO Instructions

9. Does the submission contain an acceptable If YES, indicate page
510(k) Summary of Safety and Effectiveness number Section 2.0.
(per 21 CFR 807.92) OR an acceptable If NO, note deficiency on
510(k) Statement (per 21 CFR 807.93) that
safety and effectiveness information will be RPP-F-0013.
made available to any person upon request?

If NO, note deficiency on
10. Does the submission contain photographs of I RPP-F-0013.

the device if applicable?

11. Does the submission contain drawings for If NO, note deficiency on
the device with dimensions and tolerances if [ E RPP-F-0013.
applicable?

12. Does the submission identify the device to
which equivalence is claimed?

13. If the answer to question 12 is YES, did the
applicant identify:

a. Predicate device (referred to as marketed
device)? [

b. Legally marketed device (referred to as Note deficiency on
marketed device)? H RPP-F-0013.

Note: A predicate device is a device that was
legally in commercial distribution in the U.S. on
or before May 28, 1976 (referred to as a pre-
amendments device) or a device that was
marketed after May 28, 1976 (referred to as a
post amendments device) that was reclassified List all 510(k) control
from class Ill to class I or II. A marketed device numbers:
can be a predicate device but is most often a
device that FDA has determined is SE to
another marketed device (21 CFR 807.92(a)3).
IT IS YOUR RESPONSIBILITY TO MAKE
SURE THAT THE PREDICATE DEVICE OR
LEGALLY MARKETED DEVICE IDENTIFIED IS
LEGITIMATE. If it is not, the review must
STOP. Telephone DSMA for assistance.

Regulatory Technology Services LLC RPP-F-0012
1394 2 5 th Street NW Revision 2, Effective 01 October 03
Buffalo, MN 55313 Page 4 of 6
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Acceptance Checklist Regulatory Technology Services LLC

Checklist Questions: YES NO Instructions

14. Does the submission contain information
about the marketed device(s) identified in If NO, note deficiency on
questions 12 and 13 above to which El RPP-F-0013.
equivalence is claimed, including labeling
and a description of the device?

15. Does the submission contain a
statement/comparison of similarities and/or
differences between the new device and the If NO, note deficiency on
marketed device? (The new device that is Zl RPP-F-0013.
the subject of this 510(k) can be either a new
device or a modification to the existing
device.)

16. Does the submission contain the Truthful If YES, indicate page
and Accurate Statement (per 21 CFR - nubrScin30[] ~~~number Section 3.0.
and8Accurate Statement7(per 21 CFR E[ If NO, note deficiency on

RPP-F-0013.

17. Does the submission contain the submitter's If NO, note deficiency on
name, address, contact person, telephone RPP-F-0013.
number, and fax number?

18. If there is a representative or consultant, If NO, note deficiency on
does the submission contain their name, El[ RPP-F-0013.
address, contact person, telephone number,
and fax number?

If NO, note deficiency on19. Does the submission contain a table of RPP-F-0013.
contents with pagination?

20. If the submitter has a manufacturing facility
(contract or owned), and/or a sterilization I , R F fi013
facility (contract or owned), is the [] []
address(es) contained in the submission?

21. Does the submission contain a comparison If NO, note deficiency on
table of the new device to the marketed El RPP-F-0013
device?

22. Does the submission contain information If NO, note deficiency on
about the action taken to comply with 7 RPP-F-0013.
voluntary standards?

Regulatory Technology Services LLC RPP-F-0012
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Acceptance Checklist Regulatory Technology Services LLC

Checklist Questions: YES NO Instructions
23. Does the submission contain performance

data (can be bench or animal but not
clinical), i.e.:

Is there performance data for the marketed
d evice? If NO, note deficiency on

a. BenchtestingRPP-F-0013. Predicate
b. Animal testing? E testing not needed, tested.

per standards.
Is there performance data for the new
device?

a. Bench testing? F] If NO, note deficiency onb. Animal testing? []1 RP[]00
· ~~~~~~~~~~RPP-F-OO1 3.

24. If the device is labeled as sterile, does the If NO, note deficiency on
submission contain sterilization data? [] RPP-F-0013.

25. Does the device incorporate a computer or
computer software?computer software? ~~~~~~~If NO, note deficiency ona. If YES, is there information about the I R OO 3.
hardware?
b. If YES, is there information about the
software? El []

If YES, continue review
with checklist from the

26. a) Is there a specific guidance document for specific guidance
this type of device? document and return to
Title: [ [ question 27.

if NO, proceed to question
26 b).

26 b) Contact the appropriate ODE Branch If YES, answer question
Chief to obtain information for reviewing this 27.
type of device. Has a summary of this If NO, do not proceed to
discussion been documented? question 27; stop review

until summary completed.
If YES, continue review
using specific guidance
document or if no specific
guidance document,27 Is this 510(k) sufficiently complete to allow coinue thcrveng

substantive review?substantive ~ ~ ~ ~[ revew continue the review using
documentation forms.

If NO, note deficiency on
RPP-F-0013.

Regulatory Technology Services LLC RPP-F-0012
1394 25 th Street NW Revision 2, Effective 01 October'03
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Authorization Form Regulatory Technology Services LLO

Date: Pe1b'war 9i 2512A

Regulatory Technology Services LLC
1394 25 th Street NW

Buffalo, MN 55313

Re: Authorization for Accredited Person Review of 510(k)

To Wham It May Concern:

Enclosed is the Premarket Notificat~on 510O(k) for the following product
,RR pi en L-o n~- LAtOs)'b V\kWJ/ manufactured by LitPDyu!~ Sltre £ieA&JCft Jw4 c,

We at IS I 'tr0 1 Shy I-nt £r tocA (name of manufacturer) hereby authorize
Regulatory Tec nology Services LLC to submit the enclosed 510O(k) to the Food and
Drug Administration (FDA) on our behalf, discuss its contents with the FDA, and
function as the Accredited Person to perform the third party review.

We codtify that we have not contacted another Accredited Person to perform the review
of this 510(k) submission.

We accept the quote for 510O(k) review services including the Regulatory Technology
Services LLC Terms and Conditions.

Sincerely,

'PAr)Cc~,V tffler

Signature and
Name of Manufacturr Representative

Regulatory Tedhnology Seivices LLC MAL-F-0006
1394 25- Street NW Revision I, Effectiv May 30.2003
Buffalo, MN~ 55313 Page l of
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PMA ~~ ~DPMARTMENHOE ELT N SupplementIPEP F10 rm) AMeeting

t Modua Submission UsPa el Trac (PamA enly ID AumbendenFtDPPA Spec isia ocuen Pubre-Pif Meeting

f Pmenmn PA 30-Iday Supplement Abbreiated(CopetklPr- Meeting

El Report fl30-day Notice FH section I, Page 5) H- Day 100 Meeting
fl Report Amendment l1 35-day Supplement H- Additional Information H- Agreement Meeting
El Licensing Agreement fl Real-time Review H- Third Party H- Deternnination Meeting

Aedetto PMA & Other (specify):

HOther
IDE Humanitarian Device Class 1i Exemption Petition Evaluation of Automatic Other Submission

Exemption (HOE) Class III Designation

Eli Original Submission F- Original Submission F- Original Submission (DOrgia Subisson) 513(g)
fl Amendment H~ Amendment H- Additional Information HOAditional information H- Other
91 Supplement F- Supplement F- diinlIfrain(describe submission):

H_ Report
H- Report Amendment

Have you used or cited Standards in your submission' VI Yes HNo (If Yes, please complete Section!1, Page 5)

Company /Institution Name Establishment Registration Number (if known)

Lil' Drug Store Products, Inc. 3003491851

Division Name (if applicable) Phone Number (including area code)

319-294-3745

Street Address FAX Number (including area code)

1201 Continental Place NE 319-393-3494

City State / Province ZIP/Postal Code Country

Cedar Rapids IA 52402 USA

Contact Name

Patricia (Tricia) L. Miller

Contact Title Contact E-mail Address

Director of Regulatory TMilleroalildrugstore conm

*RM 11111 ,- 6 *I @ . . "

Company / Institution Name

Division Name (if applicable) Phone Number (including area code)

Street Address FAX Number (including area code)

City State!I Province ZIP Code Country

Contact Name

Contact Tide Contact E-mail Address

FORM FDA 3514 (3108) Page 1 of 5 Pages
Psc,~r~toI)43-o% EF
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. S -~~~~~~IIIIIIIII Iiij: 9-I

ENew Device Fl1 Change in design, component, or flLocation change:
fl1 Withdrawal specification F manufacturer

Additional or Expanded lndications FH software/ Hardware F- Sterilizer
flRequest for Extension H- Color Additive H- Packager

fl Post-approval Study Protocol H~ Material
fl Request for Applicant Hold fl1 Specifications
fl] Request for Removal of Applicant Hold H- Other (specify below) mRpr umsin

HRequest to Remove or Add Manufacturing Site H- Annrt ualmoiPeiodi

HProcess change: flLabeling change: w- PtAdverse a Reation

H Manufacturing H- Packaging f1Indications AvreRato
H- Sterilization [] Instructions EiDevice Defect
H- Other (specify below) [-]Performance Characteristics AmPjendment

[] Shelf Life

H1 Trade Name H~ Change in Ownership

Respone to DA coresponencH:Other (specify below) H- Change in Correspondent
~~j Response to FDA correspondence. H~~~~~~~F- Change of Applicant Address

LIOther Reason (specify):

cm Om, I IIIIIIIIIIIIII1144-IRS S

H- New Device H- Change in: H- Response to FDA Letter Concerning:
H- New Indication fl Correspondent/Applicant F1Conditional Approval
H~ Addition of Institution fl1 Design/(Device El Deemed Approved
H- Expansion I Extension of Study H- Informed Consent 7] Deficient Final Report
H~ IRB Certification H- manufacturer H~ Deficient Progress Report

HTermination of Study H- Manufacturing Process fl Deficient Investigator Report
HWithdrawal of Application H- Protocol -Feasibility fl Disapproval
Hunanticipated Adverse Effect H- Protocol -Other F- Request Extension of
HNotification of Emergency Use H- sponsor Time to Respond to FDA

H- Compassionate Use Request f-I Request Meeting
H- Treatment IDE flReport submission: flRequest Hearing

HContinued Access H- Current Investigator
H- Annual Progress Report
H- Site Waiver Report

HFinal

fl1 Other Reason (specify):

New Device H] Additional or Expanded Indications H hnei ehooy

HOther Reason (specify):

FORM FDA 3514 (3108) Page 2 of 5 Pages
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I-IM111 ; 1 [* * ] * *: I.e [ *1 ,
Product codes of devices to which substantial equivalence is claimed Summary of, or statement concaming,

23safety and effectiveness information

I MMS 2 NUC [ 510 (k) summary attached

5 6 7 8 [] 510 (k) statement

Information on devices to which substantial equivalence is claimed (if known)

510(k) Number Trade or Proprietary or Model Name Manufacturer

1 K062682 1 CVS® Personal Lubricant &Moisturizer 1 Lake Consumer Products, Inc.

2 2 2

3 3 3

4 4 4

5 5 5

6 6 6

Common or usual name or classification name

Lubricant, Patient, Vaginal

Trade or Proprietary or Model Name for This Device Model Number

I Replens Long-Lasting Vaginal Moisturizer (35g Tube with Reusable Applicator) I 83035

2 2

3 3

4 4

5 5

FDA document numbers of all pror related submissions (regardless of outcome)

I 2 3 4 5 6

7 8 9 10 11 12

Data Included in Submission
[] Laboratory Testing [] Animal Trials [] Human Trals

.i11111 [11 [e rU _ [I[e]K 11 Ill INI I*

Product Code C.F.R. Section (if applicabla) Device Class

MMS 21 C.FR. 880.6375 Class I Class 1I

Classification Panel

ee Class III E Unclassified
General Hospital

Indications (from labeling)

A non-sterile personal lubricant for OTC consumer use, as a moisturizer for vaginal dryness and personal lubrication of the vaginal area to facilitate ease and comfort
during intimate sexual activity. This device is not a contraceptive or spermicide nor does it contain any such component.

FORM FDA 3514 (3108) Page 3 of 5 Pages
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.FDA Document Number (if known)
Note: Submission of this information does not affect the need to submit a 2891 or
2891 a Device Establishment Registration form.

Original Faclity Establishment Identifier (FEI) Number Eli manufacturer Contract Sterilizer

Add 91 ~~~~~~~~~~~~~~~Contract Manufacturer HRepackage I/ Relabeler

Company / Instiution Name Establishment Registration Number

Pharmetics Incorporated 3007743889

Division Name (if applicable) Phone Number (including area code)

1-905-871-1870 x294

Street Address FAX Number (including area code)

333 Jarvis Street 1-905-871-7758

City State I Province ZIP Code Country

Fort Erie Ontario L2A-2S9 Canada

Contact Name Contact Title ~~~~~~~~~~~~~~~Contact E-mail Address

Bill Mitchell G~~~~~~MP Trainer /Quality Assurance bmitehell~pharmeties.com

Original Facility Establishment Identifier (FEI) Numbaer H- manufacturer Contract Sterilizer

Add Delete X ~~~~~~~~~~~~Contract Manufacturer fl1 Repackager I Relabeler

Company I Institution Name Establishment Registration Number

Heinke Technology, Inc. (HTI Plastics) 1925276

Division Name (if applicable) Phone Number (including area code)

402-470-2600

Street Address FAX Number (including area code)

51I20 N.W. 38th St 402-470-2929

city State I Province ZIP Code Country

Lincoln NE 68524 USA

Contact Name Contact Title ~~~~~~~~~~~~~~~Contact E-mail Address

Rick Thomas ~~~~~~~Regulatory Manager rthomasghtiplastic.com

~jOriginal Facility Establishment Identifier (FF1) Number H- Manufacturer F]Contract Sterilizer

Add Delete F1 ~~~~~~~~~~~Contract Manufacturer XI Repaclcagerl/ Relabeler

Company I Institution Name Establishment Registration Number

PEACOCK ENGINEERING COMPANY, LLC 2000014306

Division Name (if applicable) Phone Number (including area code)

630-845-3766

Street Address FAX Number (including area code)

720 Center Avenue

City State / Province ZIP Code Country

Carol Stream IL 60188 USA

Contact Name Contact Title Contact E-mail Address

MIChe Altman VP Engineering & Quality maltman~peacockeng.com

FORM FDA 3514 (3108) AddContinuationlpage Page 4of 5Pages
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I SI O I .Lei* 1 I

Note: Complete this section if your application or submission cites standards or includes a 'Declaration of Con formhty to a Recognized
Standard' statemtent.

Standards No. Standards Standards Title Version Date
Organization

1 10993 ISO Biological evaluation of medical devices current

Standards No. Standards Standards Title Version Date
Organization

2 32 <51> USP Antimicrobial Effectiveness Testing 2009

Standards No. Standards Standards Title Version Date
Organization

3 32 <61> UPMicrobial Examination of Nonstcrile Products: Microbial 2009

Standards No. Standards Standards Title Version Date
Organization

4 32 <62> UPMicrobial Examination of Nonslerile Products: Tests for Specified 2009

Standards No. Standards Standards Title Version Date
Organization

D3492 ASTM Standard Specification for Rubber Contraceptives (Male Condoms) 1993

Standards No. Standards Standards Title Version Date
Organization

6 4074 IONatural latcx rubber condoms -Requirements and test methods 2002

Standards No. Standards Standards Title Version Date
Organization

7

Please Include any additional standards to be cited on a separate page.

Public reporting burden for this collection of information is estimated to average 0.5 hour per response, including the time for reviewing instructions, searching
existing data sources, gathering and maintaining the data needed, and completing reviewing the collection of information. Send comments regarding this burden
estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Department of Health and Human Services
Food and Drug Administration
Office of the Chief Information Offlcer (HFA-710)
5600 Fishers Lane
Rockville, Maryland 20857

An agency' nav not conduct or sponsor, and a person is not required to respond to, a collection of information unless it displays a currently valid 0MB control number.

FORM FDA 3514 (3108) Page S of S Pages
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Lii' Drug Store Products
STORE.
PRODUCTS

510(k) Pre-Market Notification

February 25, 2010

U.S. Food and Drug Administration
Center for Devices and Radiological Health
Document Mail Center - WO66-G609
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002

Reference: Replens Long-Lasting Vaginal Moisturizer (in 35g Tube
with Reusable Applicator)

Applicant: Lil' Drug Store Products, Inc.

Dear Sir or Madam:

We hereby submit in triplicate this Traditional 510(k) Premarket Notification
for Replens Long-Lasting Vaginal Moisturizer (in 35g Tube with Reusable
Applicator) ("Replens"), a vaginal moisturizer for treatment of vaginal
dryness.

This product, Replens, has been sold as a cosmetic in the U.S. since 1989 based
on its intended use as a moisturizer. The company has been marketing Replens
with the understanding that it did not fall under the definition of a medical device
under Section 201(h) of the Federal Food, Drug, and Cosmetic Act ("the Act")
and was therefore not subject to the requirements for premarket clearance or
approval under the Act.1

Based on recent discussions with CDRH, we understand that the Center's
current position is that claims for relief of vaginal dryness may render a
product a medical device under 21 C.F.R. § 880.6375 (Class I, Product Code
MMS). Accordingly, although the company continues to believe that the
product, if properly labeled, may be appropriately marketed as a cosmetic, at
the Center's request we herewith submit a 510(k) premarket notification to
support the marketing of Replens as a medical device for over-the-counter
(OTC) use.

We have been advised by regulatory counsel that claims to moisturize, lubricate, and relieve dryness are
traditionally considered to be "cosmetic" claims and have been used for decades by skin care products. In
fact, there is a long history of marketing feminine moisturizers as cosmetics. See comments to Docket
2003N-0539. Additionally, prior inquiries directed to agency staff appeared to support the conclusion that
vaginal moisturizers are regulated as cosmetics. While in 2003 FDA indicated that it was considering
categorizing feminine moisturizing products making vaginal dryness claims and discomfort relief claims as
OTC drug products (see 68 Fed. Reg. 75,585, 75,580 (Dec. 31, 2003)), no further action has been taken on
the subject.

Lii' Drug Store Products, Inc. I 1201 Continental Place NE I Cedar Rapids, IA 52402
Phone: 319-294-3745 I Fax: 319-393-3494 I Internet: www.lildrugstore.com I E-mail: tmi~ler~lildrugstore.com

lq9
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Lii' Drug Store Products D&1G
STORE.
P ROD U CT S

The review division should be aware that, on January 25, 2010, CDRH 's Office of
Compliance advised Lii' Drug Store Products that the agency would exercise
enforcement discretion to allow the company to continue to market the Replens
product until June 1, 2010, subject to the following conditions: (1) submission
of a 510(k) notice by February 26, 2010 (either to FDA or to an accredited, third
party review organization); and (2) monthly reports to the Office of Compliance
by the first of each month (the first of which was submitted on January 29,
2010). This 510(k) notice is intended to satisfy the first condition (and its
submission will be included in our next monthly report).

The agency should be aware that Uil' Drug Store has concurrently filed a 510(k)
notice for another version of this product, Replens Long-Lasting Vaginal
Moisturizer (in Pre-filled Applicators). The subject device differs from this
product both in the method of delivery and the absence of one of the
preservatives (methylparaben).

We consider our intent to market this device as confidential commercial
information and request that it be treated as such by FDA. We have taken
precautions to protect the confidentiality of the intent to market this device. We
understand that the submission to the government of false information is
prohibited by 18 U.S.C. 1001 and 21 U.S.C. 331(q).

Thank you in advance for your consideration of our submission. If there are any
questions, please feel free to contact me as below.

Sincerely,

Patricia L. Miller
Lil' Drug Store Products, Inc.
Director of Regulatory
Tel: 319-294-3745

LiI' Drug Store Products, Inc. 1201 Continental Place NE I Cedar Rapids, IA 52402
Phone: 319-294-3745 I Fax: 3l9-393-3494 1Internet: www.lildrugstore.com I E-mail: tmiller~lildrugstore.com
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Screening Checklist for Traditional/Abbreviated Premnarket

Notification [510(k)J Submissions

based on
Guidance for Industry and FDA Staff

Format for Traditional and Abbreviated 510(k~s

I ~Title I Related Information I Present lInadequate N/A
MDUFMA Cover Sheet Medical Device User Fee Cover

ISheet _ _ _ _ _ _ _ _ _ _ _

CDRH Premarket CDRH Premarket Review Submission 0.1

Cover Sheet _ _ _ _ _ _ _ _ _ _ _ _ _ _ _

510(k) Cover Letter Appendix A of "Guidance for 0.2
Industry and FDA Staff Format for
Traditional and Abbreviated 510(k)s"

____________updated November_17,_2005 _ _ _ _ _ _ _ _ _ _

Rndications for Use IDevice Advice "Content of a 510(k)" j 1.0
Statement ~ Section DN _____I_________

510(k) Summary or IDevice Advice "Content of a 510(k)"! 2.0
p510(k) Statement ISection E ____I_____ __

Truthful and Accuracy IDevice Advice "Content of a 510(k)" 3.0
Statement ISection G ___ __ _ _ _ _ _ _

IClass III Summary Class III Summary and Certification
.and Certification IForm
Financial Certification IFORM FDA 3454, Certification: X
or Disclosure IFinancial Interests and
Statement 'Arrangements of Clinical

Investigiators -

FORM FDA 3455. Disclosure:
Financial Interests and
Arrangements of Clinical

Financial Disclosure by Clinical
_ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ I v e s i g a o rs

[Declarations of Use of Standards in Substantial 0.5
Conformity and fquivalence Determinations
Summary Reports FDA Standards program
(Abbreviated 510(k)s) Declaration of conformity

RequredElements for Declaration of
Conformity to Recognized Standard

© This document is property of LII' Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be reproduced or used
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Title Related Information Present Inadequate N/A
Executive Summary See section 10 in Chapter II of 4.0

"'Guidance for Industry and FDA
IStaff Format for Traditional and
Abbreviated 510(k)s" updated
November 17, 2005

Device Description See section 11 in Chapter II of 6.0
"Guidance for Industry and FDA
Staff Format for Traditional and
Abbreviated 510(k)s" updated
November 17, 2005

Substantial Guidance on the CDRH Premarket 7.1
Equivalence Notification Review Program 6/30/86
Discussion IK86-3)
Proposed Labeling IDevice Advice" Content of a 510(k)" 5.0

ISection H
Sterilization/Shelf Life Updated 510(k) Sterility Review 2.0

Guidance (K90-1)
For reuse of single use devices, see
Guidance for Industry and FDA Staff
- Medical Device User Fee and
Modernization Act of 2002 Validation
Data in Premarket Notification
Submissions (510(k)s) for
Reprocessed Single-Use Medical
Devices

Biocompatibility FDA Blue Book Memo, G95-1, Use of 8.1
International Standard ISO-10993,
"Biological Evaluation of Medical
Devices Part 1: Evaluation and
Testing"

Software Guidance for the Content of X
Premarket Submissions for Software
IContained in Medical Devices

Electromagnetic ICDRH Medical Device X
Compatibility/Electrical Electromagnetic Compatibility
Safety lProgram

See also IEC 60601-1- 2 Medical
Electrical Equipment -- Part 1:
General Requirements for Safety;
Electromagnetic Compatibility --
Requirements and Tests (Second
Edition, 2001) _

© This document is property of LII' Drug Store Products, Inc. All Information contained is CONFIDENTIAL and may not be reproduced or used
without the prior written consent of LII' Drug Store Products, Inc.
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Title Related Information Present Inadequatel N/A
Performance Testing - See section 18 in Chapter II of 8.1
Bench "Guidance for Industry and FDA

Staff Format for Traditional and 8.2
Abbreviated 510(k)s" updated
INovember 17, 2005

Performance Testing - See section 19 in Chapter II of X
Animal "Guidance for Industry and FDA

Staff Format for Traditional and
Abbreviated 510(k)s" updated
November 17, 2005

Performance Testing - See section 20 in Chapter II of X
Clinical "Guidance for Industry and FDA

Staff Format for Traditional and
Abbreviated 510(k)s" updated
November 17, 2005

FORM FDA 3454, Certification:
Financial Interests and
lArrangements of Clinical
lInvestiaators

IFORM FDA 3455, Disclosure:
IFinancial Interests and
!Arranaements of ClinicallInvestigators

Kit Certification Device Advice: Special I
iconsiderationsX

© This document is property of Lil' Drug Store Products, Inc. All information contained Is CONFIDENTIAL and may not be reproduced or used
without the prior written consent of Li' Drug Store Products, Inc.
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Fornm Approved: 0MB No. 09 104)120; Expiration Oalo: (131110

Doapartinwrit ol Health land Human Services
I-oodi(i Dlitiq .ru Admninistfratioin

STANDARDS DATA REPORT FOR 510(k)s
(To be filled in by applicantj

I his report anid the Summary Report Tbblo are to be completed by the applicant when submitting a 5110(k) that rotor.
ences a national or international standard. A Separate report is required for Bach standard referenced in) the 510(k).
I YPtE OF 510(K) SUBMISSION

Traditional spocial IAbbreviated
STANDARD TITLE'

ISO3 10993-1 :2003,13iological evaluation ofnmedical devices Ir art I: bivaluation and testing. (Iliocomlpatibility)

Please answer the following questions Yes No

Is this standard recognized by FDA'9- .... ........................................... 0 [1]

Was a third party laboratory responsible for lesting conformity of Ihe device to this slandard identified

Is a summary report' describing the extent of conformance of the standard used included in [tie
5 151 0 . .. . . . . .. . . . . . .. . . . . .. . . . . . .. . . . . .. . . . . . .. . . . . .. . . . . . .. . . . . .. . . . . . .. . . . . .. . . . . .
If no, complete a summary report table.

Does the test data for this device demonstrate conformity to the requirements of this standard as it

Does this standard include acceptance criteria'? ..........................................
If no, include the results of testing in the 510(k).

Does this standard include more than one option or selection of tests9 . ........................ C
If yes, report options selected in the summary report table.

Were there any deviations or adaptations made in the use of the standard?........................
If yes, were deviations in accordance with the FDA supplemental information sheet (SIS)5'?.........

Were deviations or adaptations made beyond what is specified In the FDA SIS? ...................
if yes, report these deviations or adaptations in the summary report table.

Were there any exclusions from the standard? ............................................ E 0
If yes, report these exclusions in) the summary report table.

Is there an FDA guidancts that is associated with this standard? ........ W..................... C
If yes, was the guidance document followed in preparation of this 510Ok? ........................ C
Title of guidance: FD)A Bluebook Memo 095-I "use ofrInternational Standard ISO 10993, 'Biological Eval of Mcd Dye..."

'The formatting cornention for [ho title is: [5DO3 (numeric Identifier] ceertiticalion body involved in ofomcaassessment to this
[title of standardj (date of publication) standard. The summary report includes information on anl standards
'Authorily (21 U.S.C. 360d3. wvww.rda.gov/cdrhistdsprog.hlnd utilized during the development of the device.
hltp:Idwv.accesscfatalfda.gov/scaiptsicdrhlIcfdocslcf~tanderds/ The supplemental Information shooet (SIS) is additional information
search~.cfm which is necessary before FDA recognizes the standard. Found at
'The summafry report should include: any adaptations used toadp htfp:Ilwww.accssdata.Ida~govlscriptslcdrh/ckfocs/IcSlondards/
to the devic under review (for example. allernative test methods):. searchicfm
choices madia when options or a selection ol nethods are dsos4bed- 'Tie online search, for CDRH Guidance Documents can be found at
dwevitions from he standard; requiremnonts not applicable t0 mhe wvtwwfdo.gov/cdrh/guidance.htm~l
device: and Iho name and address of tho test laboratory or

FORM FDA 3654 (9107) Page I w*n
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EXTENT OF STANDARD CONFORMANCE
SUMMARY REPORTTABLE

S1TAN WI)A ) ~TITLE............... - ........-----

ISO 1 0993-1 :2003, fliologicall evillisatkm ofimedical devices -- Part I: Iivaluation and tes: log. (Itieotoulpat ib lily)

CONFORMANCE WITH STANDARD SECTIONS'

SETO USECTI ECTIOTITLE COFRAC?
vauton and test iig. (BIiocomupatibi lily) VtYsINo .N/

TYPF OF DEVIATION Oil OPI ION SI-l.E-CrIt)~

C(2to Lox icily; Sellsi t /4111 o; and I rri tat on or Inotracui mcous reaut i vit)'are rcqu ijed tests

DFESCR1IFTION

JUSTIFICATION

SECTION NUMBER SECTION ITII lE CNOMN

ci Yes [AJNo A
TYPE OF DEVIATION OR OTPTION S~ETE

DESCRIPTION

JUSTIFICATION

SECTION NUMBER SECTION TIL CONFORMANCE

TYPE OF DEVIATION ORl OPTION SELECTED*

DESCRIPTION

JUSTIFICATION

*For completeness list all sections of the standard and indicate whether conformance is met. If a section is not applicable (N/A)
an explanation Is needed under iustiflcalion." Some standards include options, so similar to deviations, the option chosen needs
to be described and adequately justifiled as appropriate for the subject device. Explanation of oil deviauions or description of
options selected when following a standard is required under 'type of deviation or oplion selected."c"description' and 'Justifica-
tion' on the report. More than one page may be necessary.

*Types of deviations canl Include anl exclusion of a section in the standard, a deviation brought out by the FDA supplemental
information sheet (515), a deviation to adapt the standard to the device, or any adaptation of a section.

Poperwvort RDeduction Act Slalement

Public reporting burden for this collection of intormatian is estiiiatctt to average I hour per respunse, including the
time for ieviewing instructions, searching existing data sources, gal hering and maintakining the dritug needed, mid
completing and reviewing the collection of in~formalion. Scud comments regarding this burden estilnate or ally oilier
aspect of this collection of information. including suggestions for reducing. this burden1 to:

Center- for Devices and Radiological Itealtli
1350 IPiccard iDrivc
Rockville, MD 20850

An agency IioG sic! eoicl or sponsor and a persoln is no! irqtnnird to rxespond to1. a volt-lkctw of inh/billastion
Blnless iU dispgiyas a cusrrntlv valid OA/I cantrol inuiibtt

FORM FDA 3654 (9/07) Page 2
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Form ̂Approvel: OMB No. 0910-0120; Expir'aion Date: 8/31110

D!parl incil of I-{ealtlh and Humnai Services
Food and Druij Adininistration

STANDARDS DATA REPORT FOR 510(k)s
(To be filled in by applicane)

This report and Ihe Summary Report Tablc are to be completed by the applicant when submiltiiig a 510(k) that refer-
ences a national or international standard. A separate report is required foi each standard referenced in the 510(k).

"., h'adilioal ; 1 special AbAbrreviated

~ -i~'/5~ D T IT L~~~~~~~z'-~ ~............ - - -...... .... .......... .. ..... ... .......... - - - . .......... .. .. ......... ........... .........................................

IJSP 32:2009, <51 i> Antih icrohi:d 1E1l1etiveass l'sTting

Please answer the following questions Its No

Is this standard recognized by IFDA"? .............. ....................................................................................

FDA Recognition number :3 .....................................................................................................................

Was a third party laboratory responsible for testing conformity of ithe device to this standard Identified
in th e 5 1 0 (k)? ........................................................................................................................................

Is a summary report 4 describing Ihe extent of conformance of the standard used included in the
510(k)? ............................................................................................................................................... []
If no. complete a summary report table.

Does the test data for this device demonstrate conformity to the requirements of this standard as it
perta ins to th is d evice? .........................................................................................................................

Does this standard include acceptance criteria? ..................................................... ............................. [
If no, include the results of testing in the 510(k).

Does this standard include more than one option or selection of tests? ............................................... El [
If yes, report options selected in the summary report table.

Were there any deviations or adaptations made In the use of the standard? .......................................

If yes, were deviations in accordance with the FDA supplemental information sheet (SIS) ? .............. .

Were deviations or adaptations made beyond what is specified in the FDA SIS? ................................. 0] [
If yes, report these deviations or adaptations in the summary report table.

Were there any exclusions from the standard? ..................................................................................... 0l []
If yes, report these exclusions in the summary report table.

Is there an FDA guidance6 that is associated with this standard? ......................................................... El
If yes, was the guidance document followed in preparation of this 510k? ............................................. [ ] El

Title of guidance:

The formatting convention for the title is: (S0O] [numoric identifieri certificalion body involved in conformance assessment to this
[title of standard] Idate of publicalion] standard. The summary report includes information on all slandards
Authority 121 U.S.C. 300d), www.fda.gov/cdrh/sldsprog.htnl utilized during the developmenl of the device.
htlp:llwww.accessdala.fdagovtscriptslcdrhlcfdocslctStandardsl ' The supplemental Information sheet (SIS) Is additional inrenaltJon
search.cfm which is necessary before FDA recognizes the standard. Found at
The summary report should include: any adaptations used to adapt http-J/www.acessdsta.fdolgovscrtpts/cdrhicfdocslcfStandardsI
to the device under review (for example, alternative test methods); SearC
choices made when options or a selection of ielthods are described; The onini sarch for CDRH Guidance Docjments can be tound at
deviations ronm the standard; requirements mol applicable to the www.fda.gov/cdrh/guidanco.hbrn
device: and the name and address of the lest laboratory or

FORM FDA 3654 (9107) Page 1 IT..$.~.I~.IO, S

3
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EXTENT OF STANDARD CONFORMANCE
SUMMARY REPORT TABLE

S'IANI)AI;I) 'rI'I
USP 32:2009, <51> Anltmicrobial EIll:ctivencss lcsting

CONFORMANCEWITH STANDARD SECTIONS'

SECTION NUMSECTI ECTION TITLE CONFORMANCE?
SI J ln robial kIfYeci iveness I tintlg VIvAs I No 1 NA

TYPi. 0--: DEVAI'ION OIt OPTION SELECTED"

DESCRIPTION

JUSTIFICATION

SCINNMESECT ECTIO TITLE CNORMANCE?

TYPE OF DEVIATION OiN OPTION SELECTEDA

DESCRIPTION

JUSTIFICATION

SECTION NUSECTISECTION TITLE CONFORMANCE?

li~es V4 No It ;N/A
TYPE OF DEVIATION OR OPTION SELECTED

DESCRIPTION

JUSTIFICATION

For completeness list all sections of the standard and indicate whether conformance is met. If a section is not applicable (N/A)
an explanation is needed under ijustification.' Some standards include options, so similar to deviations, the option chosen needs
to be described and adequately justified as appropriate for the subject device. Explanation of all deviations or description of
options selected when following a standard is required tinder 'type of deviation or oplion selected,' "description" and 'justifica-
tion' on the report. More than one page may be necessary.

Types of deviations can include an exclusion of a section in the standard, a deviation brought out by the FDA supplemental
information sheet (SIS), a deviation to adapt the standard to Ihe device, or any adaptation of a section.

Paperwork Reduction Act Stelemnli

Public reporting burden fbr this collection of inl'ormalion is cstimated io average I hour per response, includ ins ihe
time for reviewing instructions, seanehing existing data sources, geathring and maintaining hc data tneeded, and
completing and reviewing the cotlectiot of informat iol. Seod comments regarding ibis burden estnimam or any other
aspect of this collection of information. incltlding suggesti0ns for re(lucing Ihis burden, to:

Ccntcr for Devices and Radiological IHcahh
1350 Piccard Drive
Rockville, MD 20850

4n iHencyw qt nor ¢?oolrucl 01' sponso.: allda pr1 soli is notr ieqluire'd to mespy's't to. o collection (j'i/orianion
inless it ¢disp.uys a '(i4t'lxnly valid OMR control numbe,:

FORM FDA 3654 (9/07) Page 2
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Nx,,in Appioved: OMh No. 09)10-0120: l~xpiratien Date: IV1113/0

Depal an unil of I leaith and Hurnmn Services
lood a, id DruLg Admnijlst ration

STANDARDS DATA REPORT FOR 510(k)s
(To be filled in by applicant)

This report and thie Summary Report Table arc to be completed by the aIplIitXatt when submittiiig a 510(k) that refer-
ences a national or international standard. A sep~arate report is required for each standard referenced in thie 510(k).

TYPE OF 510O(K) SUBMISSION

'ATraditional Spec:ial j Abbreviated

STANDARD TITLE'I

3S I' 32:2009, <61I > Microbiological Exam iinaltion of N onsterl~e Il'rodticts: M i crob il Enitune-aii mi tsint

Please answer the folio wing questions Yes No

Is this standard recognized by FDA' 7......................................I.....A...... 17 EJ

FDDA c g ito n m erRecognition............................number3 . ....................... 11 654 .. .........

Was a third party laboratory responsible for testing conformity of the device to this standard identified
in tein th e. . . . .. .. ... . : .. .. .. .. ... . . .. .. ... . . .. .. .... . .. . . . .. . . .. . .. .. . . .. .. ... . . . . . .

Is a summary report4 describing the extent of conformance of the standard used included in the
5 10 k ? . .. . . . . .. . . . . . .. . . . . .. . . . . ..). . . . .. . . . . . .. . . . . .. . . . . . .. . . . . .. . . . . . .. . . . . .. . . . . .
If no, complete a summary report table.

Does the test data for this device demonstrate conformity to the requirements of this standard as it
pertains hs e ic ? .............to........this...........device9 ............................ lE

Does this standard Include acceptance criteria? ............. 1............................. El
If no, Include the results or testing in the 510(k).

Does this standard include more than one option or selection of tests9 . .........................
If yes, report options selected in the sumrmary report table.

Were there any deviations or adaptations made in the use of the standard?..................0....
If yes, were deviations in accordance with thie FDA supplemental information sheet (SIS) 5?........ E] El
Were deviations or adaptations made beyond what is specified in the FDA 515? .. El...............
If yes, report these deviations or adaptations in the summary report table.

Were there any exclusions from the standard?..E...........................l.............. 10
If yes, report these exclusions in the summary report table.

Is there an FDA guidance0 that is associated with this standard9 . ............................. l 0
If yes, was the guidance document followed in preparation of this 510k? ........................ l El
Title of guidance: ____________

'The formatting convontion for the nitle is: ISDOI Inumoric idenhifierl certification body involved in conformance, assessment to this
[title of standard) (date of ptnblicalionl standard, The summary repori includes information on all standards
Autliorily [21 UsC. 300d]. www.tdo.oov/cdrlvstdsiprog.html utilized during tho developmnt onic the device.
http://www.accessdata.fda.gov/.saiptslcdrh/cfdocs/ctStandardsJ The supplemenutl iniormation sheet (SIS) is additional information
search.ctrm which is necessary before FDA recognizes thea standard. Found at

'The summary repori should include: any adaptations used to adapt http):llwww.aCCessdata.fda.gcvtscriptscdrhicfdocs/ciltandardsI
to the device under review (tor exmampie. ollernauli test nieihods); search.cfm
chokces made when options or a selec-lion of methods are described; ' The online search for CDRH Guidance Documents can be found at
deviations from the standard: re'quiremonts no] applicable to the www~fda.govlcdrhlguidancohtmni
device; end the name and address of the test tabonniory Or

FORM FDA 3654 (9107) Page 1 n ,..an~,
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Replens Vaginal Moisturizer (35g Tube) 510k
Lir Drug Store Products, Inc. 0.5 FDA Form 3654-Standards Data Reports

EXTENT OF STANDARD CONFORMANCE
SUMMARY REPORT TABLE

SIANI)_AR ITITLiEI _
I$.S"I' 32:201)9, <61> Micrnlo)gical IExaulinalll itf Non;icrilc Prodtucts: Microbial EnuaIr tiorieunl 'l'sis

CONFORMANCEWITH STANDARD SECTIONS'

SECTION NUMBER SE'C IrON I1 I1I CONFORMANCE?
61 Micioliulugical Exam or Nonsicrile Products: Microbial Inaumeration Tesis VI vs ' No) "j N/A

l1YI:aE 01 Oi3VIAIION OR OP IrON 8El II)

DESCRIPTFION

JUSTIFICATION

SECTION NUMBER SECTION Ule1IE CONFORMANCE?

L-I Ys No N/A
TYPE OF DEVIATION OR OPT ION B'IEI.IC-Xt3E

DESCRIPTrION

JUSTIFICATION

SECTION NUMBER SECTION ITLE CONFORMANCE'

CJYes ?S No Li N/A
TYPE OF DEVIATION OR OPTION SELEC IEI E

DESCRIPTION

JUSTIFICATION

For completeness list all sections of the standard and indicate whether conformance is met. If a section is not applicable (N/A)
an explanation is needed under'justilication?. Some standards include options. so similar to deviations, the option chosen needs
to be described and adequately justified as appropriate for the subject device. Explanation of all deviations or description of
options selected when following a standard is required under type of deviation or option selecled' description' and 'justifica-
lion' on the report. More than one page may be necessary.

"Types of deviations can include an exclusion of a section in the standard, a deviation brought out by the FDA supplemental
information sheet (SIS). a deviation to adapt the standard to the device, or any adaptation of a section.

Paperwork Reduction Act Shlten.nl

Public reporting burden for tiis collection of information is csfnmincd to avcrgc I hour per response, including the
time for reviewing instructions, scarching existing data sources. gathering and maintaining the data neccded, and
completing and reviewing the collection of iiforniation. Send coemients regarding this burden estimate or any other
aspect of this collection of' informalion, including suggeslions for reducing itis burden, to:

Cenier for Devices and Radiological I1caith
1350 Iliccard Drive
Rockville, MD 20850

Afn lCge.cy i* nz not conduct or spuon/o: andc perst'on is not requiried to respond io, a collection /' f illflrmation
.n1hss it disyhtwrs a curwnzlv valid OMB 'onurol ,nilnbel:

FORM FDA 3654 (9/07) Page 2
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Replons Vaginal Moisturizer (35g Tube) 510k
Lii Drug Store Products, Inc. 0.5 FDA Form 3654-Standards Data Reports

Far Approved: 0M1B No. 0920-120: Expiration Onto: flJ31110

Ijepar hucant of Hwdtalh and Hluman Servicels
j:oud ai id Drug Admitimsi a lion

STANDARDS DATA REPORT FOR 51O(k)s
(To be filled in by applicant)

1 his report and the Summary Report laIbleare to be completed by thea applicant when submitting a 510(k) thaI refer-
ences a national or inlomnalional standard. A separate report is required for each standard referenced fin the 510(k).

ITYPE OF 51 O(K) FBSUIIMSSIO

9 Special I. Abtmuviatod

STANDARD TITIE'

US!' 32:2009, <62> M icrtiojl ogichl ExItta'Munation oI N onsterie IcI roduils:Tlests Inr Specified M icnoorgfiiii 511s

Please answer Ilie folio wing questions ?tes No

Is this standard recotgnized by FDA 2 ? . .. .... LA ...................................... El

Was a third party laboratory responsible for testing conformity of the device to this standard identified

is a summary report 4 describing the extent of conformance of the standard used included in the
51 0k0 . .. . . ..(.. . ... ... . . . ... .. . ... . . . . ... . . . . .. . .. . .. ... [].. .. .. .. . .. . . .. . . . . .. . . . . .
If no, complete a summary report table.

Does the test data for this device demonstrate conformity to the requirements of this standard as it

Does this standard include acceptance criteria?............................................ I]
If no, include the results of testing in the 510(k).

Does this standard include more than one option or selection of tests9 . .........................
If yes, report options selected in the summary report table.

Were there any deviations or adaptations made in the use of the standard?........................
If yes, were deviations in accordance with the FDA supplemental information sheet (SiS) 5 9. ........ l 1]

Were deviations or adaptations made beyond what is specified in the FDA SIS? ....................
If yes, report these deviations or adaptations, in the summary report table.

Were there any exclusions from the standard9 ........................................... El (10
If yes, report these exclusions in the summary report table.

Is there an FDA guidance6 that is associated with this standard? ...............................
If yes, was the guidance document fotlowed In preparation of this 510k?........................ El
Title of guidance: _ _ _ _ _ _ _ _ _ _ _ _ _ _ _

IThe lormalling conientian for [he tlit is: ISDOJ joumorie identiflorj certification body ivolv~d in conformance assessment to this
tittle of standardj [date of publication[ standard. The sunmmary report Includes infionmation on ati standards

2Au~tbority 121 U.S.C. 3B0d]. wtnw.fdrtgovicdrbistcdsproqghtnml utilized during the development of the device.
3 http:Pwww.accessdala.Ida.govlscripts/cdrhlcfdocslclStandards/ 5 T he supplemental intormatton sheet (S15) is additional lrntornmatieo

searchtorn, which is necessary beflore FDA recognizes Itia standard. Found at
T he summary report should Include: any adaptations used to adapt hlpllsxJw.accessdata.fdexgov/scatptslcdrhicldocsiclStandards/
to the device under review (for example, alternalWtivest nmethods): search.cfm
choices mode when options or a seleclion of methods are described;: The ontine search for CDRH Guidance Docmments con be found at
deviations from the standard: requirements not applicable to Ilie v~wfda.gov/cdrhfgu'idanco.htmil
device: and the name and address of the test laboratory or

FORM FDA 3654 (9107) Page I VP aa.to 11 i
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Raplens Vaginal Moisturizer (35g Tube) 510k
Lil' Drug Store Products, Inc. 0.5 FDA Form 3654-Standards Data Reports

EXTENT OF STANDARD CONFORMANCE
SUMMARY REPORTTABLE

S IANIARI) 1IIL

IJSI) 32:200i, <62> Microbialogical Examsination if'Noaisteric I 'rodlucts: Irusts for Specilied Micnorganiisills

CONFORMANCE WITH STANDARD SECTIONS'

SI-CI'ION NUMBER SECTION TITLE CONFORMANCE?
62 Micro IExam ot'Nonst?]ilC ,aroducts: ' l-ts l'r Specified Microorganisms VI Y.s I No I j NI

IYPE OF DEVIATION OR OPTION SELECTEO*

DESCRIPTION

JUSTIFICATION

SECTION NUMBER SECTION TITLE CONFORMANCE?

TYPE OF DEVIATION OR OPTION SELECTED

DESCRIPTION

JUSTIFICATION

SECTION NUSECTIO ECTION TITLE CONFORMANCE?

!__]l v 1,-j:i=] No li =J N/A
TYPE OF DEVIATION OR OPTION SELECTED

DESCRIPTION

JUSTIFICATION

' For completeness list all sections of the standard arid indicate whether conformance is met. If a section is not applicable (N/A)
an explanation is needed under 'justification. Some standards include options, so similar to deviations, the option chosen needs
to be described and adequately justified as appropriate for the subject device. Explanation of all deviations or description of
options selected when following a standard is required under "type of deviation or option selected."description' and 'justifica-
lion" on tile report. More than one page may be necessary.

*Types of deviations can include an exclusion of a section in the standard, a deviation brought out by the FDA supplemental
information sheet (SIS), a deviation to adapt the standard to the device, or any adaptation of a section.

Plaperwork Reduction Act Stalement

Public reporting burden for this collection of information is cstimntcd to average I hour per response, including the
time for reviewing instructions, searching existing data sources. gathering and maintaining the dalta needed, and
completing and reviewing the collection of'information. Send commcnts regarding this burden estimate or aly other
aspecl ol'lhis collection of infarmation. includiIg suggestjins for reducing I(his burden, to:

Center for Devices had Radiological ficalib
1350 Piccard Drive
Rockville, MD 20850

An c/it:/¢ncy tnqr neo conduct or sponso:; alnd at p(,rsl' is not requin!d to ;esp$ond ro a collecruie of iqin-mation
,mnlkss it displlays a (urtrnld, valid 0)MI ¢'nmll nun be,:

FORM FDA 3654 (9/07) Page 2
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Replens Vaginal Moisturizer (35g Tube) 510k
Lir Drug Store Products, Inc. 0.5 FDA Form 3654-Standards Data Reports

I-str'nt Approved: 0MIB No. 0!)10-0120: I:Rpilatnf IOnto:; itJ3$1ro

DepartlnIeitol Healhand Human Services
Food auid I)riJg Admiiltimlion

STANDARDS DATA REPORT FOR 510(k)s
(To be filled in by applicant)

This report and the Summary Report Table are to be completed by the applicant when submitting a 510(k) that refer-
ences a national or international standard. A separale report is required for each standard referenced in the 510(k).

TYPE OF 510(K) SUBMISSION

~/J~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~... ....tina ..J ..
)( c I

.... ..A..l...h......w...........
SrANDARD TITLE1

ASTM D)3492:1993 Stundaid Splcification tin' Iuhhcr (Contrceptives (Male Condomn.;)

Please answer the following questions Yes No

Is tlis standard recognized by FDA ? .................................................................................................

FDA R ecognition num ber3 ................................................................................................................. v2

Was a third party laboratory responsible for testing conformity of the device to this standard identified
in th e 5 1 0(k)? ........................................................................................................................................ Ii]

Is a summary report 4 describing hte extent of conformance of the standard used included in thie
5 10 (k)? ..................................................................................................................................................
If no, complete a summary repor table.

Does the test data for this device demonstrate conformity to the requirements of this standard as it
pertains to this device? ....................................................................................................................... []

Does this standard Include acceptance criteria? ..................................................... L...................I......... []
If no, include the results of testing in the 510(k).

Does this standard include more than one option or selection of tests? ............................................... l
If yes, report options selected in thie summary report table.

Were there any deviations or adaptations made in the use of the standard? ........................................
If yes, were deviations in accordance with the FDA supplemental information sheet (SIS)5 ? .............. L

Were deviations or adaptations made beyond what is specified in the FDA SIS? ................................ . El
If yes, report these deviations or adaptations in the summary report table.

W ere there any exclusions from the standard? ..................................................................................... .
If yes, report these exclusions in the summary report table.

Is there an FDA guidance6 that is associated with this standard? ......................................................... El 0
If yes, was the guidance document followed in preparation of this 510k? ............................................. ] El
Title of guidance: ........................................................... .......................................................... . . .......

'rThe ormalting convention for the title is: ISDO) tnuemons identitierl certilication body involved in conformance assessment to this
[title of standard] fdeto ol publicationj standard. The summary reporp Icludes Information on all standards
Authorily 121 U.S.C. 3S01d, wwwfda.govlcdrIVsldsprog.hIml utilized during the development of the device.
http:/Avw~.accessdata.fda.govtscriptslcdrh/cfdocslcf~tandardsl ~ The supplemental Information sheot (SIS) is additional information
search.cfm which is necessary before FDA recojnizes the slandard. Found at
The summary report should include: any adaptations used to adapt http:ltAwrvaccossdata.fda govltsCiplscdri/cldocs/cfStandardsi
to the device under review (for example. alternative test methods):
choices made when options or a selection of nethods ore described: 4 The online search for CDRH Guidance Documents can be found at
deviations from the standard; requirements not applicable to the wwwfda.gov/cdrhwguidancoehtnl
device; and the name and address ol the test taboralory or

FORM FDA 3654 (9/07) Page I t T
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Replens Vaginal Moisturizer (35g Tube) 510k
Lil' Drug Store Products, Inc. 0.5 FDA Form 3654-Standards Data Reports

EXTENT OF STANDARD CONFORMANCE
SUMMARY REPORT TABLE----- ----[ - - -i-i ---- -- . .. . ....... ... ... .... ..............................................................STIANDARD TI IILE

ASTM D3492:1993 Standard Specilicalion lIhr Rubler Conotrceptives (Male Condoms)

CONFORMANCE WITH STANDARD SECTIONS'

SECTION NUMBER SECTION ITII13 CONFORMANCE?

Apdx X.I TensilelTesting [ Ye _'No .j N/A

TYPE OF DEVIATION OlR5 OPTION SiEI-.CiII~) -

uscd lor tensile testing .land ards only, tesi procedure pulled i'(Im current IS0 ,1074I standard

DESCRIPTION

JUSTIFICA. ION

SECTION NUMBER SEClI'ON 'llT~ CNORANE
;EC ~~~~~~~~~~~~~I IONFORMANCE?

TYPE OF IDEVlATION OR OPTIONSi~I.-I N

DESCRIPTION

JUSTIFICATION

SECT ION NUMBER SECTION TI'lUE CONFORMANCE?

Li Yes o No i N/A

TYPE OF DEVIATION ORl OPTION SELECTEDI

DESCRIPTION

JUSTIFICATION

For completeness list all sections of the standard and indicate whether conformance is met. If a section is not applicable (N/A)
an explanation is needed under justification.' Some standards include options, so similar to deviations, the option chosen needs
to be described and adequately justified as appropriate for the subject device. Explanation of all deviations or description of
options selected when following a standard is required under'type of deviation or option selected,."description' and 'justifica-
lion' on the report. More than one page may be necessary.

' Types of deviations can include an exclusion of a section in the standard, a deviation brought out by the FDA supplemental
informalion sheet (SIS). a deviation to adapt the standard to the device, or any adaptation of a section.

Paperwork Reduction Act Slitalenent

Public reporting burden for this collection of information is estimated to avcrdgc I hour per response, including tihe
tine Ibr reviewing instructions, searching existing data sources. gathering and inainlaining the data needed, and
completing and reviewing Ihe colicedion of information. Scud comments regarding this burden estimate or any other
uspect of ibis collection of informatina, iacluding suggestions for reducing this burden, to:

Center for Devices and Radiological Health
1350 Piccard Drive
Rockvillc, MD 20850

An (jttenCfy InIICI nor conduct orsponso'; anda p/rsya is no) requivd to :espoed In. a collecion cJ'infiu'nzalion
utiless if dislhoysc e curentli' valid OMAB colnu¥ nuillbel;

FORM FDA 3654 (9107) Page 2
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Replons Vaginal Moisturizer (359 Tube) 510k
Lil' Drug Store Products, Inc. 0.5 FDA Form 3654-Standards Data Reports

Fosm Approved: OMB No. 0910o0120; Expirailion Dale: 843ll/(1

Deparltneltl of Health atod Hun;1 alSlvices
Food and Dr tig Admninishalitau

STANDARDS DATA REPORT FOR 510(k)s
(To be filled in by applicant)

rhis report and thie Summary Reporl Table are to be completed by tho applicant when submitting a 51 0(k) that reler-
ences a national or intornational standard. A separate report is reouiite] [or each standard referenced in ithe 510(k).

TYPE 02: 510(K) SUBMISSON

V'J fiamitionail i. I }Special ].iAbbiovialed

S1ANDARD Tn'l.IE

ISO 4074:2002/Cor.I :2003(k). Natural latex rutlcr condoms R-cjtiiremeitis and test melhods, Tech Corr I, 09/08/2009

Please answer the following questions Yes No

Is this standard recognized by FD ~'[7
Is thi stand rd rec gnized by HDA 1 .1.................................................................................................. [ ] I-_I

FDA R ecognilion num ber .................................................................................................................... it ...:..........

Was a third party laboratory responsible for testing conformity of (lhe device to this standard identified
in the 5 1 0 (k)? ........................................................................................................................................

Is a summary report describing the extent of conformance of tire standard used included in the
510(k)? ................................................................................................................................................. I i
If no, complete a summary report table.

Does the test data for this device demonstrate conformity to the requirements of this standard as it
pertains to this device? ........................................................................................... [.............................. ' L

Does this standard Include acceptance criteria? ................................................................................... VI E
If no, include the results of testing in the 510(k).

Does this standard include more than one option or selection of tests? ...............................................
If yes, report options selected in the summary report table.

Were there any deviations or adaptations made in the use of the standard? ........................................ 0V
If yes, were deviations in accordance with the FDA supplemental information sheet (SIS) 5? .............. El []

Were deviations or adaptations made beyond what is specified in the FDA SIS? .................................
If yes, report these deviations or adaptations in the summary report table.

W ere there any exclusions from the standard? ..................................................................................... ( [
If yes, report these exclusions in the summary report table.

Is there an FDA guidance6 that is associated with this standard? ................................................
If yes, was the guidance document followed in preparation of this 510k? ..........................................

Title of guidance: ..........

' The rorratling convention for the title is: [SOO) Inumerlc Identifier] ceftificatlon body involved in conformance assessment to this
[title of standard) (date oi ptublicalionl standard. The summary report includes information on all standards
I Authority 121 U.S.C. 3600dj. w~vwfda.gov/cdrrlistdsprog.hitmil utilized during the development of the device.
t ittp:lwww.accossdnta.Ida.govlsciptslcdrhlcfdocsicfSlandard/ 'The supplemental iniorration sheet ($18) Is additional information
senrch.cnim which is necessary beorer FDA recognizes the standard. Found at

' The summary report should include: any adaptations used to adapi htapit/wvtoccessdala.fda.govscripts/cdrhctdocslcfStandardsi
search.clmto the device under review (for example, alternative lest methods);

choices made when options or a selection of methods are described; The online search for CDRH Guidance Docuaeats can be fouad at
deviations from the standard; requirements not applicable to the www.ida.govlcrh/guidance.ltafli
device: and the name and address of the test laboratory or

FORM FDA 3654 (9107) Page 1 a
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Replons Vaginal Moisturizer (S5g Tube) 510k
Lii' Drug Stowe Products, Inc. 0.5 FDA Form 3654-Standards Data Reports

EXTENT OF STANDARD CONFORMANCE
SUMMARY REPORT TABLE

SlNAD TITU

I SC) 4074:2002/Cor. 1:2003(1E), Natural latex rubber condoins - Requlirmnielts maid test methods, Teuh Conr I, 09A/P081200

CONFORMANCE WITH STANDARD SEGTIONS.
Sr-1 ION NUMAER SECTION TIT LE CONFORMANCE?

I'lesile & Air BIursit~estiag VI You lNo Ki N/A
TYEOF DEVIAI ION OR OPT-ION SELECTED*

T ensiIc and Air Biursi Iesini g, not leak testing

DESCRIPTION

JUSTIFICATION

SECTION NUMBER SECTION TITLE CNORMANCE?

____________________________ Fim~~~~~~~~~~~~~~'s KNo IN/A
TYPE OF DEVIATION OR OPTION SELECTED

DESCRIPTION

JUSTIFCAION

SCINNSECTIO ECTINTTLE CONFrORMANCE?

_____________________________________________ Liv~~~~~~1. es K No LiN/A
TYPE OF DEVIATION OR OPTION SELECTED +

DESCRIPTION

JUSTIFICATION

For completeness list all sections of the standard and indicate whether conrormance is met. If a Section is not applicable (N/A),
* ~~an explanation Is needed under iustificatlon." Some standards include options, so similar to deviations, the option chosen needs
* ~~~to be described anid adequately justified as appropriate for the subject device. Explanation of all deviations or description of

options selected when following a standard is required tinder 'type of deviation or option selected," description' and justiflca-
lion" on the report. More than one page may be necessary.
Types of deviations can include an exclusion of a section in the standard, a deviation brought out by the FDA supplemental
information sheet (SIS), a deviation to adapt the standard to the device, or any adaptation of al section.

Pnperwvorl led uction Act Statement

Public reporting burden for this collecion ofiintbnnalion is estfimated to average I hour per response, including, the
11i11 for reviewing instructions, searching existing da Ia sources. Lathering and Iflintztinillg the data needed, and
completing and reviewving the collection of inl'onuation. Send comments regarding this burden estimate or any oilier
,aspect of this eol lectioni of information. iuiclud ing suggestiotis for reducing, this burden, to:

Cenler far Devices and )Radiological I ealth
1350 Iliceard Drive
Rockville, MD 20850

,ln rnqeuncj InUfe /lo 1017 hcnuc a,'sponson sand a pwrso~n is not requircedt iv sps.ond it). a colfeclion o/fiq/rmliaon
inless ii disphg's a t w renit; iqtlide GM!) cannoil inumbe,

FORM FDA 3654 (9/07) Page 2
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See CMII Slaflmmat o, Reverse. Fwrn Approved: CMII No. O91lO41IG. Fxpjantkz Date: 10.31-201 I

DEPARTMENT OF' HEALTH AND HUMAN SERVICES
Food and Drug Admlnislratlon

~~JI~~~ Certification of Compliance, under 42 U.S.C. § 2820)(5)(B), withF D A ~~~Requirements of ClinicalTrials.gov Data Batik (42 U.S.C. § 2820))

(For submission wilh an appllcalionftubmlsslon. Including oiieiidiients, sIup;lemallts. and rosubmlssions. under % 505. 515, 520(m). or 51I0BI) of the
Federal Food. Drug, and Cosmetic ALt or § 351 of the Public I fcafth Service Adt)

SPONSOR I APPLICANT I SUBMITTER INFORMATION
1 .NAME OrF SPON-SORIAPPPUCANT/SUBMITT ER 2. DATE OF THE APPLICATIONISUBMISSION

IJII IDrug Stowc Isoduurt,. hr.s MU-CH THIlS CERTIFICATION ACCOMPANIES
______________ _________ ____ ______________ ______________Fe kwuuy 19.20310

3. ADDRESS(N MsbrStreet, State. anid ZIP Code) 4. TELEPHONE ANDFAX NUMBERS
(lnclude Area Code)

1201 ConlincualI Pl'ce NIE CreL) 319-294- 374IS
Cedar Rapids, IA 52402, LISA ...... - ... .

(Fax) Ji9-191-3494

PRODUCT INFORMATION
6. FOR DRUGSIBIOLOGICS: Inchide Any/AlI Available Established, Proprietawy andilo Chamnical/lechenlcolgiod/Cellubar/Goe Therapy Product Name(s)

FOR DEVICES: Include WyANl common or Usual Name(s). Classification. Tfade or Proprietary or Model Namrels) andior Model Nurnber(s)
(Atach extra pages as rwcessary)
Iteplen tLong-L.astingl Vagimttl Moisturizer (35S Tube will, Rcusiblk
AIpplicator) (13035)

APPLICATION I SUBMISSION INFORMATION
B. TYPE OF APPL.ICATIONISUBMISSION WHICH THI-IS CERTIFICATION ACCOMPANIES

0J IND 5 NDA 51 ANDA r5 BLA 51 PMA 5] HOE gj 510(k) 5 POP 5 Other
7. INCLUDE INDINDAIANDAIBLPJPMAJHDEJ5I0(kC)IPOPIOTHER NUMBER (Ifi nmber p'eviousil assigned)

S. SERIAL NUMBER ASSIGNED TO APPLICATIONISUBMISSION Wft-CH- THIS CERTIFICATION ACCOMPANIES

CERTIFICATION STATEMENT/I INFORMATION
9. CHECK ONLY ONE OF THE FOLLOWING BOXES (See instnWCtions (or additional WhfOnallOn end explanation)

A. I cerltiy, that the requkrements of 42 U.S.C. 1 2620). Section 4020) of the Public Health Service Act, enacted by 121 Slat. 823. Public Law
110.05, do not apply because the applicatlornftubmlssion which (his certification accompanies does not reference any clinical utral.

5 . I cerniy that the requirements of 42 U.S.C. S 2820). Section 4020) of the Public Heatth Service Act, enacted by 121 Stat. 823. Public Low
11I0-85, do not apply to any clinical trial referenced in the applicationfsubmission which this cerlificatvon accompanies.5C. I certify that the requirements of 42 U.S.C. § 2320), Section 4020) of the Public Health Service Act, enacted by 121 Stat. 823, Public, Law
110.85, apply to one or more of the clinical tmials referenced in the applicationisubmission which this certification accompanies and that
these requirements have been met.

10. IF YOU CHECKED BOX C.IN NUMBER9. PROVIDE THE NATIONAL CLINICAL TRIAL (NCT) NUMBER(S) FOR ANY "APPLICABLE CLINICAL TRIAL(S).-
UNDER 42 U.S.C. S 282(j)(I1)(fi0i, SECTION 402(1)(1)(A)(i) OF THE PUBLIC HEALTH SERVICE ACT, REFERENCED IN THE APPLICATION/
SUBMISSION WHICH THIS CERTIFICATION ACCOMPANIES (Attch extra pages as necessary
NCT Number(s):

The undersigned declares, to the best of herhi~s knowledge, that this Is an accurate, true, and complete submission of Informiation. I understand that the
failure to subnmit [he certi~cation reqdired bly 42 U.S.C. § 282W)(5)(B), section 4020)(5)(B) of the Public Health Service Act. end the knowing submission
of a false ceutlflcatlon under such section are prohibited adts under 21 U.S.C. 4 331. section 301 of the Federal Food, Drug, and Cosmietic Act
WarnIng: A wllfufly and knowingly false statement Is a criminal offense, U.S. Code, tie is. section 100 1.
I 1. SIGNATURE OF SPONSORJAPPLICANTISUBMITTER OR AN 12. NAME AND TITLE OF THE PERSON WHO SIGNED IN NO. I11

AUTHORIZED REPRESENTATIVE (Sign)(Nm) PtiaL.Mle

(Name).... . ...... .... .....-

t vvuo~~~~~~~~~ ~(Title). _.Director of Regulatory

13. ADDRESS (Number. Street State, and ZIP Code) (of'person Mden/dfied 14. TELEPHONE AND FAX NUMBERS I6 AEO
in Nos. IIland 12)(IcueAeCo)CETFAIO
LiI Drug Slore Products, Inc.(Tl)392475
1201 ContinentAll Place NE I...... .... ............ ..... ...
Cedar Rtapids, IA 52402, USA (a)391339

Form FDA 3874 (11108) (FRONT)

NVI
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STATEMENT OF INDICATIONS FOR USE

510(k) Number: _ __

Device Name: Replens Long-Lasting Vaginal Moisturizer (in 35g
Tube with Reusable Applicator)

Indications for Use: A non-sterile personal lubricant for OTC consumer
use, as a moisturizer for vaginal dryness and
personal lubrication of the vaginal area to facilitate
ease and comfort during intimate sexual activity.
This device is not a contraceptive or spermicide nor
does it contain any such component.

Prescription Use ____ OR Over-the-Counter Use ___

(Per 21 CFR 801.109) (Optional Format 1-2-96)

(PLEASE DO NOT WRITE BELOW THIS LINE - CONTINUE ON ANOTHER PAGE IF NEEDED)
Concurrence of CDRH, Office of Device Evaljuation (ODE)

© This document Is property of LlII Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lii' Drug Store Products, Inc.
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510(k) Summary

Submitter:
Lil' Drug Store Products, Inc.
1201 Continental Place NE
Cedar Rapids, IA 52402

Contact Person:
Tricia Miller
Director of Regulatory
Telephone: 319-294-3745
Facsimile: 319-393-3494
Email: tmillerhlildruqstore.com

Date:
February 25, 2010

Proprietary Name:
Replens Long-Lasting Vaginal Moisturizer (in 35g Tube with Reusable
Applicator)

Common name:
Personal Lubricant

Classification name:
21 C.F.R. 880.6375 Lubricant, Patient, Vaginal
Product Code: MMS
Class: 1
Review Panel: General Hospital

Predicate Devices:

Device Name: CVS Personal Lubricant & Moisturizer
510(k) Number: K062682
Product Code: NUC, MMS

Intended Use:

A non-sterile personal lubricant for OTC consumer use, as a moisturizer for
vaginal dryness and personal lubrication of the vaginal area to facilitate ease

© This document is property of Lil' Drug Store Products, Inc. All Information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lir' Drug Store Products, Inc.
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and comfort during intimate sexual activity. This device is not a
contraceptive or spermicide nor does it contain any such component.

Description of Device

Replens Vaginal Moisturizer is a non-sterile, water-based, white to off-white,
non-irritating, non-greasy, non-staining vaginal gel delivered in a tube with
a reusable applicator as a moisturizer for long-lasting relief of vaginal
dryness. The use of the reusable applicator provides less mess in
application. Replens Vaginal Moisturizer is intended for ongoing use, not
exclusively for use during intimate sexual activity.

Replens Vaginal Moisturizer contains ingredients commonly used in other
products for vaginal use sold as medical devices and cosmetics. All
ingredients are either NF, USP, or are considered "generally recognized as
safe for their intended use". The quantitative formulation is considered
confidential commercial information.

Technological Characteristics of the Device

Replens Vaginal Moisturizer is substantially equivalent to the identified
previously cleared vaginal lubricant predicate with respect to its design and
materials, principle of operation, function, formulation, and intended use. It
is also substantially equivalent to other water-based vaginal lubricants and
personal lubricants being commercially marketed in the U.S.

Summary of Performance Data

Biocompatibility Testing: The following biocompatibility testing has been
performed on Replens Long-Lasting Vaginal Moisturizer:

* Cytotoxicity
* Acute Vaginal Irritation
* Subacute Vaginal Irritation
* Subacute Vaginal Irritation with Histological Examination
* Acute Systemic Toxicity
* Hypersensitivity
* Acute Oral Toxicity
* Acute Dermal Toxicity
* Dermal Irritation
* Eye Irritation.

© This document is property of LII' Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lil' Drug Store Products, Inc.
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Stability Data: Real-time stability data confirms a shelf life of three (3)
years for Replens Long-Lasting Vaginal Moisturizer.
Preservative Effectiveness: Replens Long-Lasting Vaginal Moisturizer has
successfully passed the requirements of the USP <51> Antimicrobial
Effectiveness Test.
Condom Compatibility Testing: Condom compatibility testing confirms
that Replens Long-Lasting Vaginal Moisturizer does not materially affect the
strength or integrity of latex or synthetic condoms.

Conclusion

Based on the information presented in the 510(k) notice, it is concluded that
Replens Long-Lasting Vaginal Moisturizer (in 35g Tube with Reusable
Applicator) for OTC use is safe and effective for its proposed indications and
is substantially equivalent in intended use, formulation, safety, and
technological characteristics to the identified predicate device and other
similar water-based personal lubricants.

©) This document is property of UlI' Drug Store Products, Inc. All Information contained Is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of LII1' Drug Store Products, Inc.
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Premarket Notification [510(k)]
Truthful and Accurate Statement

(as required by 21 CFR 807.87(j))

I certify in my capacity as Director of Regulatory for Lii' Drug Store Products,
Inc., that to the best of my knowledge, all data and information submitted in
the premarket notification are truthful and accurate and that no material fact
has been omitted.

Signature

Patricia L. Miller, Director of Regulatory, Lil' Drug Store Products, Inc.

Typed Name

1/25/10

Dated

Premarket Notification 510(k) Number

©This document is property of Uli' Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Uli' Drug Store Products, Inc.
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DEVICE INFORMATION

Proprietary name of the new Replens Long-Lasting Vaginal
device Moisturizer (in 35g Tube with

Reusable Applicator)

Generic name of the device Lubricant, Patient, Vaginal

Proposed regulatory class for the 1
new device

Review Panel General Hospital

Product Code MMS

Regulation Number 880.6375

Previous/Concurrent New, initial submission
Submissions

Previously submitted to the FDA No
for identical or different
indications

Currently being reviewed for No
different indications by the same
or different branch within ODE

Previously cleared by the FDA for No
different indications

© This document is property of Lii' Drug Store Products, Inc. All information contained Is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lil' Drug Store Products, Inc.
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Front & Back Panel
Estrogen Free
Replens Logo
Long-Lasting Vaginal Moisturizer

* Replenishes Vaginal Moisture
* Long Lasting Formula lasts and lasts
* Soothing, immediate relief

14 Applications
One reusable applicator

NET WT 1.23 OZ (35 G) EACH

Side Panels
* Estrogen Free
* Fragrance Free
* Natural Feeling

Vaginal dryness can be a serious problem for women of menopausal age and
beyond, new mothers, cancer/chemotherapy patients and women with
dryness due to medications, stress or tampon use. Replens relieves vaginal
dryness and provides long-lasting results.

Comfortable applicator delivers just the right amount of Replens Long-
Lasting Vaginal Moisturizer to provide vaginal dryness relief at the source of
discomfort. The patented formula keeps Replens in place to deliver moisture
for long-lasting hydration with less mess.

(Applicator diagram)

Usage: Use one application every three days or as needed for day-to-day
comfort and moisture.

© This document is the property of Lii' Drug Store Products, Inc. All information contained Is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lil' Drug Store Products, Inc.
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Warnings:
* Replens is not a contraceptive and does not contain a spermicide.
* Keep out of reach of children.
* Keep out of eyes and ears.
* If vaginal irritation occurs, discontinue use. If symptoms persist,

contact your physician.
* If pregnant or breast-feeding, consult your healthcare provider before

use.
* Store at room temperature.

TAMPER EVIDENT FEATURE:
For your protection, the opening of the aluminum tube is sealed and must be
punctured before use. DO NOT USE this product if the aluminum seal of the
tube is damaged or opened.

Ingredients:
PURIFIED WATER, GLYCERIN, MINERAL OIL, POLYCARBOPHIL, CARBOMER
HOMOPOLYMER TYPE B, HYDROGENATED PALM OIL GLYCERIDE,
METHYLPARABEN, SORBIC ACID, SODIUM HYDROXIDE

Questions? 1-877-507-6516 (M-F 8AM-4:30PM CST) or www.replens.com
Manufactured for:
Lil' Drug Store Products, Inc.
1201 Continental Place NE
Cedar Rapids, IA 52402

Too Panel
Replens Logo
Long-Lasting vaginal moisturizer

Bottom Panel
Replens is a registered U.S. trademark of Lil' Drug Store Products, Inc.
UPC code
LOT#
EXP
Made in Canada

Right Bottom Tab
87100C-US-02-10

© This document Is the property of LII' Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
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Replens LONG-LASTING vaginal moisturizer

Please read the following carefully before use.
Warnings

* Replens is not a contraceptive and does not contain a spermicide.
.· Keep out of the reach of children.
* Keep out of eyes and ears.
* If vaginal irritation-occurs, discontinue use. If symptoms persist,

contact your physician.
* If pregnant or breast-feeding, consult your healthcare provider before

use.
* Store at room temperature.

TAMPER EVIDENT FEATURE: For your protection, the opening of the
aluminum tube is sealed and must be punctured before use. DO NOT USE
this product if the aluminum seal of the tube is damaged or opened. Return
entire contents with receipt to place of purchase.

Directions for Reusable Applicator
Note: Do not roll the tube up like a toothpaste tube. This may cause
the tube to crack.

1. Remove cap from Replens tube. Break seal on tube opening by
puncturing it with the opposite end of the cap. Screw the open end of
the applicator onto the tube. (Figure 1).

2. Gently squeeze the tube, pushing Replens into the open barrel of the
applicator. DO NOT roll up the tube. The applicator contains the
recommended amount when the plunger stops (approx. 1 inch).
(Figure 2)

3. Unscrew the applicator from the tube. Replace cap.
4. While sitting, standing or lying on your back with knees bent, gently

insert open end of applicator into the vagina as deeply as it will go
comfortably. Holding the applicator in place with thumb and middle
finger, press the plunger until it stops. (Figure 3) Withdraw the
applicator.

5. After use, pull the plunger all the way out of the barrel. (Figure 4)
Wash both parts of the applicator in warm, soapy water. Rinse
thoroughly and dry. To reassemble, gently push the plunger back into
the barrel as far as it will go.

© This document is the property of LI]' Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lil' Drug Store Products, Inc.
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How Does Replens Work?
Replens Long-Lasting Vaginal Moisturizer contains a patented ingredient for
soothing and long-lasting moisture. When you apply Replens, it immediately
goes to work to provide long lasting moisture. As the cells of the vaginal
wall are regenerated, dry cells are cleared and Replens is eliminated
naturally. As with dry skin that you experience on your face and hands,
regular moisturizing treatment may be necessary to prevent dryness from
recurring.

Commonly Asked Questions...

How often should Replens Long-Lasting Vaginal Moisturizer be used?
For most women, Replens Long-Lasting Vaginal Moisturizer should be used
every three days for best results. However, depending on the severity of
your dryness, Replens can be used more or less frequently, as necessary.
Replens is safe to use daily.

When should Replens Long-Lasting Vaginal Moisturizer be used?
Replens can be used any time of day or night. Replens works best when
used on a regular schedule and not just prior to intercourse. Because
Replens delivers long lasting moisture, there is no need to apply it just prior
to intercourse in order to replenish vaginal moisture. We recommend using
Replens at least 2 hours prior to intercourse to allow proper moisturization.

Will Replens Long Lasting Moisturizer make intimacy more
enjoyable? One of the most common ways that women discover vaginal
dryness is during intimacy. When used regularly, Replens replenishes your
natural vaginal moisture, making intimacy more enjoyable. Replens' formula
delivers long lasting moisture so sexual intercourse can be more
spontaneous. Since Replens does not need to be applied immediately before
intercourse, it does not interrupt the moment by being runny, messy or
slippery. Instead, Replens provides natural feeling long-lasting lubrication
whenever the moment is right.

What causes vaginal dryness? Nearly every woman will experience
vaginal dryness sometime in her life. It is most often associated with the
normal decline or fluctuation of the female hormone estrogen. This
fluctuation can be triggered by childbirth, breastfeeding or menopause.
Dryness can also be caused by taking certain medications, exercising
intensively or being under stress. It is also common to experience vaginal
dryness when douching, using tampons or at the end of the menstrual cycle.

©This document Is the property of Uli' Drug Store Products, Inc. All Information contained Is CONFIDENTIAL and may not be
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Can Replens be used as birth control? No. Replens does not contain
spermicide. It is not a contraceptive.

Should I use Replens during my period? No. It is best to resume use
after your flow completely stops.

Are there any side effects after using Replens? Some women notice a
residue or discharge after initial use of Replens. This is caused by the
elimination of dead skin cells. Your body naturally sheds dry vaginal tissue
that has built up over time. When used on a regular basis, Replens will help
prevent the buildup of dead skin cells and the discharge should dissipate. If
the discharge does not dissipate, you may wish to wait an extra day or two
between applications. While use is recommended every three days, every
woman is unique and you may wish to increase or decrease the amount of
time between Replens applications to maximize moisture and minimize
discharge.

For additional information, visit our website at: www.replens.com or call toll-
free 1-877-507-6516 (M-F 8AM - 4:30PM CST).

Manufactured for:
Lil' Drug Store Products, Inc.
1201 Continental Place NE
Cedar Rapids, IA 52402

Replens is a registered U.S. trademark of Lil' Drug Store Products, Inc.

©2010 87100I-US-02-10
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Replens Logo
Long-Lasting Vaginal Moisturizer

* Replenishes Vaginal Moisture
* Long Lasting Formula lasts and lasts
* Soothing, immediate relief

14 Applications NET WT 1.23 OZ (35 G) TUBE

The Replens applicator delivers just the right amount of Replens Long-
Lasting Vaginal Moisturizer to provide vaginal dryness relief at the source of
discomfort.

Usage: Use one application every three days or as needed for day-to-day
comfort and moisture.
Directions: See enclosed pamphlet.

TAMPER EVIDENT FEATURE: For your protection, the opening of the
aluminum tube is sealed and must be punctured before use. DO NOT USE
this product if the aluminum seal of the tube is damaged or opened.

Ingredients: PURIFIED WATER, GLYCERIN, MINERAL OIL, POLYCARBOPHIL,
CARBOMER HOMOPOLYMER TYPE B, HYDROGENATED PALM OIL GLYCERIDE,
METHYLPARABEN, SORBIC ACID, SODIUM HYDROXIDE

Questions? 1-877-507-6516 (M-F 8AM-4: 30PM CST) or www. reolens.comn

Manufactured for:
Lil' Drug Store Products, Inc.
1201 Continental Place NE
Cedar Rapids, IA 52402

87100T-US-02-10

(Near end of tube) Do not roll the tube as this may cause the tube to crack.

LOT

EXP
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GENERAL DESCRIPTION OF DEVICE AND ITS CHARACTERISTICS

REPLENS LONG-LASTING VAGINAL MOISTURIZER GEL

Replens Long-Lasting Vaginal Moisturizer (Replens) is a non-sterile, water-
based, vaginal moisturizing gel for vaginal dryness and personal lubrication
of the vaginal area to facilitate ease and comfort during intimate sexual
activity. It is not a contraceptive or spermicide and it does not contain any
such component.

Replens is a smooth, homogenous gel with a white to off-white color, and
has a pH of approximately 2.9 (within a range of 2.5-3.5), which is in the
physiologic range of the normal vagina. Replens is a highly viscous gel with
viscosity of approximately 70,000 (within a range of 30,000-110,000).
Specific gravity of the gel is approximately 1.02 (within a range of 1.01-
1.04).

The action of Replens is to hydrate the vaginal mucosa. This is achieved by
the gel formulation, which holds the water in intimate contact with the
mucosal epithelium and permits the water to be absorbed into the epithelial
cells. This effect is related to the presence of polycarbophil in the gel base,
which has the ability to hold 60 times its weight of water. The gel vehicle,
which coats the vaginal epithelium and stays attached until the cells turn
over 3 to 5 days later, is not absorbed.

Replens is not labeled for use with condoms, but testing has confirmed that
the product does not materially affect condom strength or integrity (see
section 8.2).

REUSABLE TUBE AND APPLICATOR

Replens Long-Lasting Vaginal Moisturizer is packaged in a 35g aluminum
tube (for 14 applications) with a reusable, two-piece, clear, plastic
(polyethylene) applicator that is designed to deliver 2.5 grams of gel. The
applicator is over-wrapped in clear, biaxially oriented polypropylene film.
The tube and applicator are packed in cartons with a consumer leaflet (i.e.
instructions for use) for sale to consumers. Directions for application of the
gel and appropriate cleaning of the applicator after each use are included in
the consumer leaflet along with appropriate diagrams (see section 5.3).

Pictures of the tube, applicator, and gel can be found in section 6.2.

© This document is property of LiI' Drug Store Products, Inc. All information contained Is CONFIDENTIAL and may not be
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Specifications for Replens Vaginal Moisturizer in a 35g Tube can be found in
section 6.3.1.

CONTRAINDICATIONS / PRECAUTIONS
* Replens is not a contraceptive and does not contain a spermicide.
* Keep out of reach of children.
* Keep out of eyes and ears.
* If vaginal irritation occurs, discontinue use. If symptoms persist,

contact your physician.
* If pregnant or breast-feeding, consult your healthcare provider before

use.
* Store at room temperature.

TAMPER EVIDENT FEATURE

The opening of the aluminum tube is sealed and must be punctured before
use. Additionally, each carton is sealed.

INGREDIENTS:

PURIFIED WATER, GLYCERIN, MINERAL OIL, POLYCARBOPHIL, CARBOMER
HOMOPOLYMER TYPE B, HYDROGENATED PALM OIL GLYCERIDE,
METHYLPARABEN, SORBIC ACID, SODIUM HYDROXIDE

Information about the formulation and raw materials can be found in
sections 6.4 and 6.5 and Appendix A.

STORAGE AND SHELF LIFE

Replens should be stored at room temperature.

The shelf life is three (3) years based on stability data, which is provided in
Appendix E.1 and E.2.
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Sam Ie Tube Carton

Sample Tube

Sam le Reusable A licator for Tube (Wrapad

Sample Reusable Applicator for Tube (Plunger Pulled)
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Sam IcRual iao o ube with Gel
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The specification for Replens Long-Lasting Vaginal Moisturizer packaged in a
35g Tube can be found in section 6.3.1 and the product's MSDS can be
found in section 6.3.2.
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The following is a discussion of the substantial equivalence of Replens Long-
Lasting Vaginal Moisturizer (also referred to as "Replens" and "Replens
Vaginal Moisturizer (35g Tube)") to a legally-marketed predicate device, CVS
Personal Lubricant & Moisturizer (K062682). A detailed substantial
equivalence comparison table is provided following this discussion.

Comparison of Intended Use and Indications to Predicate

Both Replens and the CVS Personal Lubricant & Moisturizer are intended to
provide vaginal lubrication and moisturization for the relief of vaginal
dryness. In other words, Replens has the same intended use as its
predicate device. Therefore, Replens satisfies the first criteria of substantial
equivalence.

In addition, the indications for use for Replens and the predicate device are
substantially similar. The following table compares the Indications for Use
statement of Replens to the predicate device. The portions of the CVS
Personal Lubricant & Moisturizer statement that do not match the Replens
statement are in bold.

Replens Vaginal Moisturizer (35g CVS ® Personal Lubricant &
Tube) Moisturizer (K062682)

A non-sterile personal lubricant for OTC A non-sterile personal lubricant for OTC
consumer use, as a moisturizer for consumer use, as a moisturizer for
vaginal dryness and personal vaginal dryness and personal
lubrication of the vaginal area to lubrication of the vaginal area to
facilitate ease and comfort during enhance condom use and to facilitate
intimate sexual activity. This device is ease and comfort during intimate
not a contraceptive or spermicide nor sexual activity. CVS Personal
does it contain any such component. Lubricant & Moisturizer is

compatible with latex condoms.
This device is not a contraceptive or
spermicide nor does it contain any such
component.

The only difference between the Replens indications for use statement and
the predicate device is that Replens does not claim to enhance condom use
or be compatible with latex condoms. This difference does not alter the
intended therapeutic effect of the product for the relief of vaginal dryness.
In addition, in order to demonstrate that the Replens product does not
materially affect condom strength or integrity, the company has conducted
condom compatibility testing of Replens (Air Burst and Tensile Strength
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testing) with both latex and synthetic condoms (provided in section 8.2).
This testing demonstrates that there are no new questions of safety related
to the use of Replens with condoms in comparison to the predicate device.

It should be noted that Replens is being submitted under only product code
"MMS" (lubricant, vaginal, patient, class 1) instead of both product codes
"MMS" and "NUC" (lubricant, patient, vaginal, latex compatible, class 2),
under which the predicate device was approved, because it does not make a
claim of condom compatibility.

Therefore, the intended use of both products is the same and the indications
for use for the Replens Long Lasting Vaginal Moisturizer is substantially
equivalent to the predicate device.

Comparison of Technological Characteristics to Predicate

The following table compares the technological characteristics of Replens to
the predicate device.

CVS ® Personal
Replens Vaginal Lubricant &

Characteristic Moisturizer (35g Tube) Moisturizer (K062682)
Physical Characteristics
pH appropriate for Yes Same
vaginal use
Highly Viscous Gel Yes Same
Color White to Off-white Clear
Density 1.01-1.04 Unknown
Sterile No Same
Safe for Long-term Use Yes Same
Fragrance Free Yes Same
Container Aluminum Tube with Plastic Bottle

Plastic (Polyethylene
Applicator)

Delivery Applicator Manually

Replens is substantially equivalent to the predicate device in all of its
physical characteristics. The device and the predicate are both highly
viscous gels with similar density, and a pH that is appropriate for vaginal
use. The device and the predicate are non-sterile, fragrance free, and are
safe for long term use. In terms of container material, Replens is equivalent
to the predicate, and it has been shown to be stable in this material.
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Replens is delivered in a reusable polyethylene applicator designed for
vaginal use. The safety of the applicator has been demonstrated through its
commercial use in the Replens Vaginal Moisturizer cosmetic product.
Additionally, a vaginal applicator is used with RepHresh Vaginal Gel
(K021737) and with all of the vaginal moisturizers sold as cosmetics
identified in section 7.3. Although the appearance of the gel is white instead
of clear (like the predicate), this does not affect the safety or effectiveness
of the device for its intended purpose.

Similarly, the formulation of Replens is substantially equivalent to that of the
CVS Personal Lubricant & Moisturizer. Water and glycerin represent
approximately 92% of the Replens formulation and provide the primary
lubrication and moisturizer characteristics of both Replens and the predicate
device. While certain of the other ingredients differ between the two
formulations, these other ingredients perform equivalent functions that can
be safely accomplished via a variety of ingredients. Each product has
ingredients that perform the following functions: vehicle, humectant, gel
former and preservative. All ingredients included in Replens are either NF,
USP, or are considered "generally recognized as safe for their intended use".
In addition, these other Replens ingredients are commonly used in other
devices and cosmetics for vaginal use, discussed in more detail below.
Finally, the company has conducted biocompatibility testing and condom
compatibility testing to demonstrate that Replens is as safe as the predicate
and other vaginal moisturizers. Therefore, Lil' Drug Store Products does not
believe that the differences in formulation between Replens and the
predicate affect the safety or effectiveness of the device. In addition, these
differences do not raise new questions of safety or effectiveness with regard
to the Replens product.

Although they perform the same functions as analogous ingredients included
in the CVS Personal Lubricant & Moisturizer, Replens contains the following
ingredients that are not utilized in the predicate: polycarbophil, Carbomer
Homopolymer Type B, mineral oil, hydrogenated palm oil glyceride, sorbic
acid, and sodium hydroxide. All of these ingredients are well characterized
and are used in other vaginal lubricants.1 Each ingredient is discussed
below.

1 Replens' formulation is very similar to Crinone (NDA 20-701 and NDA 20-756), a gel with
progesterone as the active ingredient, marketed in the U.S. since 1997 for vaginal use
during the first trimester of pregnancy to support embryo implantation and maintain
pregnancies as part of assisted reproductive technology treatment regimens. With the
exception of water, methylparaben, and the active ingredient, the two gels have the same
weight to weight ratio of all Replens ingredients, including the ones not in the identified
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Thus, all of the ingredients in Replens are well characterized, and are well-
accepted ingredients used in legally-marketed vaginal lubricants. The
company believes that any differences in formulation between Replens and
the predicate do not affect the safety or effectiveness of the device and do
not raise new questions of safety or effectiveness with regard to the Replens
product.

The company has included information and testing results in this 510(k)
notice to support the equivalence of the Replens product to legally-marketed
vaginal moisturizers, specifically CVS Personal Lubricant & Moisturizer
(K062682). Biocompatibility testing is included in section 8.1, and condom
compatibility testing is included in section 8.2 that demonstrate the safety of
Replens. In addition, Replens Vaginal Moisturizer has been marketed in the
U.S. since 1989 as a cosmetic with the same basic formulation provided
above. Since its introduction, more than 100 million doses of Replens
Vaginal Moisturizer have been used with no significant safety or health
concerns. The long history of safe use of the product demonstrates that any
differences from predicate devices do not affect the safety or effectiveness of
the product, and supports its substantial equivalence to legally-marketed
vaginal moisturizers.

Conclusion

Replens Long-Lasting Vaginal Moisturizer and its predicate device have the
same intended use and similar indications and technological characteristics.
The only technological differences between Replens and its predicate device
are: (1) the applicator method used with Replens for delivery of the vaginal
lubricant and moisturizer; (2) minor differences in formulation and (3) the
device's preservative system. These differences do not present any new
issues of safety or effectiveness. Indeed, test data provided in this 510(k)
submission demonstrates that even with these minor differences, Replens is
a vaginal lubricant and moisturizer that is biocompatible and does not
materially impact condom strength or integrity similar to the predicate
device. Therefore, the Replens Long-Lasting Vaginal moisturizer is
substantially equivalent to the predicate device, CVS Personal Lubricant &
Moisturizer.
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Detailed Substantial Equivalence Comparison

Characteristic Subiect Device: Predicate Device:
Replens Vaginal Moisturizer CVS® Personal Lubricant &

(35g Tube) Moisturizer (K062682)
Regulatory 21 C.F.R. 880.6375 21 C.F.R. 880.6375, 21 C.F.R.
Classification Product Code MMS 884.5300

Product Code MMS, NUC
Intended Use Vaginal lubrication and Same

moisturization for the relief of
vaginal dryness

Indications for A non-sterile personal lubricant A non-sterile personal lubricant for
Use for OTC consumer use, as a OTC consumer use, as a moisturizer

moisturizer for vaginal dryness for vaginal dryness and personal
and personal lubrication of the lubrication of the vaginal area to
vaginal area to facilitate ease enhance condom use and to facilitate
and comfort during intimate ease and comfort during intimate
sexual activity. This device is sexual activity. CVS Personal
not a contraceptive or Lubricant & Moisturizer is compatible
spermicide nor does it contain with latex condoms. This device is
any such component. not a contraceptive or spermicide nor

Idoes it contain any such component.
Physical Characteristics

pH appropriate Yes Same
for vaginal use
Highly Viscous Yes Same
Gel
Color White to Off-white Clear
Density 1.01-1.04 Unknown
Sterile No Same
Safe for Long- Yes Same
term Use
Fragrance Free Yes Same
Container Aluminum Tube with Plastic Plastic Bottle

(Polyethylene Applicator)
Delivery Applicator Manually

Formulation
Vehicle Water Water
Humectant Glycerin, Glycerin,

Mineral Oil, Propylene Glycol
Hydrogenated Palm Oil

Glyceride
Gel formers Polycarbophil, Polyquaternium

Carbomer Homopolymer Type B
Preservatives Methylparaben, Methylparaben,

Sorbic Acid Propylparaben
Buffer Sodium Hydroxide
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CVS Personal Lubricant & Moisturizer (K062682) labeling samples
are provided below. A comparison of the labeling for this device and
Replens Long-Lasting Vaginal Moisturizer can be found in the
predicate device comparison in section 7.1.
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meftca3ons dpatcng. usen e soreness. et:.) Wrtle using CVM'
twopass, ceAses exercise anm Long-Lasting Vafnal Moisturizer ' mt-' ii
stess csn also have am impact on can mae rmeua activity mme -,iW5 Corhr P
vaginal ryn.a, comfortabie, pharmaits ' m~ ,,""7-,

recommend the use of a prsomnae
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IPORTANT
Wamings It af applicator Is unwrapped
Keep out of reach of children. or Me wrapper is torn DO NOT
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Moisturer s not a contracepie. plce of purchase.
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sealed wrapper Hold firmly at the
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fetefcore.se Wv bSird shakse dowm to ensure that the
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2.
2. Suap of tab and discard, While
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3.
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applicator firrly tO deposit gel
Remove the applicattr and
discard.
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(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Proprietary Information, Test Data
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Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Proprietary Information, Test Data
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Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018
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Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018
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(b)(4) Proprietary Information, Test Data
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(b)(4) Proprietary Information, Test Data
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(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118
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(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



(b)(4) Proprietary Information, Test Data

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



Food and Drug Administration
Office of Device Evaluation &
Office of In Vitro Diagnostics

~,,,~~ COVER SHEET MEMORANDUM

:'.rom: Reviewer Name COrn I S+nvr. ('Rcn., ¥c-I-t Ck[-cc I -- r oCibject:'s"'" c no ~ se~rcQcs
Jbject: 510(k) Number

To: The Record

Please list CTS decision code % E
O Refused to accept (Note: this is considered the first review cycle, See Screening Checklist

http:/leroom.fda.qov/eRoomReoIFiles CDRH3 CDRHPremarketNotification51kProgram/O 5631/Screeninq%O2Checklist%2o7%
202%2007.doc.)

.O old (AdditionalgI formation or Telephone Hold).
r lFinral Decision (SS SE with Limitations, NSE, Withdrawn. etc.).

Please complete the following for a final clearance decision(i.e., SE, SE with Limitations, etc.): S

Indications for Use Page

510(k) Summary /510(k) Statement Attach
_____________i Atac Summary

Truthful and Accurate Statement. Must be present for a Final Decision
Is the device Class IIl? .... : .....-
If yes; does firm include Class III Summary? Must be present for a Final Decision
Does firm reference standards?

(If yes, please attach form from http://www.fda.gov/opacom/morechoices/fdaformslFDA _ - /
3654.pndf)

Is this a combination product? I

(Please specify category lI , see !
httb:/erom~fda.QovleRomReq/Files/CDRH3/CDRHPremarketNotification5lokprogramo 413b/CO
MBINATION%20PRODUCT%20ALGORITHM%20(REVISED%203.12.0

3 ).DOC
t this a reprocessed single use device?

(Guidance for Industry and FDA Staff - MDUFMA -Validation Data in 510(k)s for
Repro-ce.ssed Single -Use Medical Devices, http://www fda qovlcdrh/ode/quidance/1216.html) .

Is this device intended for pediatric use only?
Is this a prescription device? (If both prescription & OTC, check both-boxes.) '
Did the application include a completed FORM FDA 3674, Certification with Requirements of
GCinicalTrials.gov Data Bank? -

Is clinical data necessar-y to support the review of this 510(k)?Did the application include a completed FORM FDA 3674, Certification with Requirements of
ClinicalTrials:gov Data Bank?
(If not, then applicant must be contacted to obtain completed form.)
Does this device include an Animal Tissue Source? -
All Pediatric Patients age<=21
Neonate/Newborn (Birth to 28 days) /
Infant (29 days -< 2 years old)

Child (2 years -< 12 years old)
Adolescent (12 years-< 18 years old) . ..... :

-Transitional Adolescent A (18 - <21 years old) Special considerations are being given to this
'D,, different from adults age > 21 (different device design or testing, different protocol i

'res, etc.)

A
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TranitinalAdolscet B(18-<=2; N spcia conid~tios cmpard t adlts> 21 years

lanotechnology
------------- ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~~______ ~~~~this device subject to the Tracking Regulation? (Medical Device Tracking liContact OC.

Guidance, http://w.fda~gov/cdrh/comp/auidance/169.html)
Regulation Number Class' Product Code

2 1 CFR 9 9.I;In N CS
('If unclassified, see 510(k) Staff)

Additional Product Codes:______________________________

Review:
(Branch ~ ~ ~ ~ (rac Cd) bae

Final Review: ( r~ . e
(Division Director- (Date)
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Andrews, Sharon M

From: Carole Stamp [stamp.carole~gmail.com]

Sent: Friday, August 13, 2010 5:48 PM

To: Andrews, Sharon M

Cc: 'Mark Job'

Subject: RE: K101241 & K101098, Replens vaginal lubricant

Attachments: 5.1 Tube Carton (871 0CC-US-08-i10) v3.1 .doc; 5.1 Set App Carton (80800C-US-08-1 0)
v3.1 .doc

Hi Sharon,

Attached are the revised box labeling for both the 35g Tube and the Applicators incorporating the statement
that the product is compatible with natural rubber latex, polyisoprene, and polyurethane condoms.

Thank you,
Ca role

From: Andrews, Sharon M [mailto:Sharon.Andrews~fda.hhs.gov]
Sent: Friday, August 13, 2010 3:53 PM.To: 'Carole Stamp'
Subject: RE: K101241 & K(101098, Replens vaginal lubricant

Carole,

Thank you for this information. I apologize if I was not clear in my earlier e-mail about this, but when I was
referring to the device labeling, I was referring to the box labeling, not the package insert. Therefore, please ask
the sponsor to revise the box labeling to state that the device is compatible with natural rubber latex,
polyisoprene, and polyurethane condoms.

Thank you.

Sharon

From: Carole Stamp [mnailto:stamp.carole~gmaiI.comj]
Sent: Friday, August 13, 2010 4:24 PM
To: Andrews, Sharon M
Cc: 'MARK JOB'; Pollard, Colin M.
Subject: RE: K101241 & K(101098, Replens vaginal lubricant

Hello Sharon,

The sponsor has provided the updated documents requested in your ernails below. I have reviewed them and
they have addressed all of the requested information outlined below. Please find the 6 updated documents. attached. If you have any further questions, please let me know.

Thank you,
Ca role

8/16/2010
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From: Andrews, Sharon M [mailto:Sharon.Andrews~fda.hhs.gov]
Sent: Friday, August 13, 2010 10:39 AM
To: 'MARK JOB'; 'Carole Stamp'
Subject: RE: K101241 & K101098, Replens vaginal lubricant

Mark and Carole,

I apologize for not including this in my earlier e-mail, but please also ask the sponsor to submit a revised version
the ClinicalTrials.gov (Form 3674), which states that clinical data was submitted in this submission.

Thank you.

Sharon

Sharon M. Andrews
Biomedical Engineer, DRGUD/OGDB
10903 New Hampshire Avenue
WO66, Room G102
Silver Spring, MD 20993
Phone: 301-796-6650
Fax: 301-847-8111
sharon.andrews@fda.hhs.gov

From: Andrews, Sharon M
Sent: Friday, August 13, 2010 11:22 AM
To: 'MARK JOB'; 'Carole Stamp'
Cc: Pollard, Colin M.
Subject: RE: K101241 & K101098, Replens vaginal lubricant

Mark and Carole,

Please ask the sponsor to revise the 510(k) Summary and labeling for both K101241 and K101098 as described
below.

1. Please revise the 510(k) Summary as follows:

a. Under the heading, "Summary of Performance Data," please include a short summary of the
published clinical data provided in response to Question 2 of our June 10, 2010 e-mail.

b. Under the heading, "Summary of Performance Data," regarding the "Stability Data" information,
please state that the stability data confirms a 1-year shelf-life for the device-

c. Under the heading, "Summary of Performance Data," regarding "Condom Compatibility Testing"
information, please specify that the synthetic condoms evaluated were polyisoprene and
polyurethane.

Please provide a revised copy of the 510(k) Summary including the above requested revisions for review.

2. Please revise the labeling to state that the product is compatible with natural rubber latex, polyisoprene,
and polyurethane condoms. Please also provide a revised copy of the labeling with the revision for
review.

In order for use to complete our review of this submission in a timely manner, please provide a response no later
that COB, Monday, August 16, 2010 via e-mail.

8/16/2010 t
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Thank you.

Sharon

Sharon M. Andrews
Biomedical Engineer, DRGUD/OGDB
10903 New Hampshire Avenue
WO66, Room G102
Silver Spring, MD 20993
Phone: 301-796-6650
Fax: 301-847-8111
sharon.andrews~fda.hhs.gov

From: MARK JOB [mailto:mark@markjob.com]
Sent: Friday, August 13, 2010 10:40 AM
To: Pollard, Colin M.
Cc: Andrews, Sharon M
Subject: RE: K101241 & K101098, Replens vaginal lubricant

Hello Colin,

I am curious to know if you have any further questions related to the additional information provided for these
two submissions.

Please let me know.

Thanks,

Mark

Mark Job
Reviewer
Regulatory Technology Services LLC
Phone: 763 682 4139
FAX: 763 682 4420
Email: mork@markjob.com

8/16/2010 el.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and I)tug Administrationr~ A \ Certification of Compliance, under 42 U.S.C. § 282(J)(5)(B), with

Requirements of ClinicaITrials.gov Data Bank (42 U.S.C. § 282(j))

(For submission with an application/submission, inlunhding arforidrimes, supploments. aind iosublmissions, under §§ S06, gts, 520(m), or 510(k) f tihe
Federal Food, Drug, and Cosmotic Act o' § 361 of the Public Health Service ACt)

:':::-:';' <:::.:) ;::':: :SPONSOR IAPPLiCANT./ SUBMITTER INFORMATION'
1. NAML OF SPONSOR/APPII.GAN l/SUISMI II]:-R 2, IA I )I,: OF Itfi AIPPICA I ION/SUBMISSION

I il I, trig Store 1'rc...fircls, tic. Vr.2:HIC; TIS CEI IFICATION ACCOMPANIES

3.AD DRB B(Nm IiSooT. Stt. ,urd ZIP Code) 4. iISI1.13P1IONE -ANDI-IAX NUMIJIB'tS
(Inchude Area Code)

1201 Conlinenral I'lhrr. NIT (I:) .193.4*
Cedar ltrjiids, IA 52,1112. I SA

(Fax) . I ')-:19t 31194.

______.:________ ::; ;':<::~: !;-.. 'PRODUCT INFORMATION '.tt:' V !c.;:..:\.''vi',:.;.
5. FOR DRUGS/BIOLOGICS: Includo Any/All Available Established, Propi ieraly arid/ol Chomlcal/lliocheonicI/10BIood/Colllhar/Gn1o ii euapy Ioductl Name(s)

FOR DEVICES: Includo Any/All Comimon or Ustral Narno(s). Classilication, I nic orP 1 dOl)Jtmy on Model Nante(s) aind/or Model Numbrir(s)
(Attach extra pages as orecessoy)

ReFplrc I ong-ltaslinrg Vgltinral Mnisiruri/c (lic-Elhtd Apilicarurs), 8 olnll

11cplens Irorg-tLisliniu 'V':ldirndi Mlisrrrei~ ( Pre-filledi Aplicitichas). I cownil
(83101)

=:________ _ '.7. :·'APPLICATION/ SUBMISSION INFORMATION : ' : , "'
6. TYPE OF APPLICATIONN/SUIrMiSSION w-tIIl( lTRIS CERTIFICATION ACCOMIPANIE, S

[] IND n NDA jJ ANDA EJ BLAA [ M IDE g- j 510(k) j] PDP H21 on

7. INCLUDE IND/NDA/ANDAIBl TIMAII)E/I10(k)/PDP/OTHER NUMBER (If nurnor rpeviously assigned)

8. SERIAL NUMBER ASSIGNED 10 APPLICATION/SUBMISSION WHCIC TIIS CIE-11FICA'ION ACCOMPANIES

' ' ':" "" : ___ CERTIFICATION STATEMENTI INFORMATION
9. CHECK ONLY ONE OF TIHIE FOL.ILOWING BOXES (Soo instnictions for add/iionrt intounat/on and explanation)

H A. I certify that the requirements of 42 U.S.C. § 282j). Section 4020) of the Public Health Service Act. enacted by 121 Stat. 823, Public Law
110-85, do not apply because the application/submission which this certification accompanies does not reference any clinical trial.

B. I certify that the requirements of 42 U.S.C. § 282(). Section 402(j) of the Public Health Service Act. enacted by 121 Slat, 823, Public Law
110-85. do not apply to any clinical trial referenced in the application/submnission which this certification accompanies.

L] C, I certify that the requirements of 42 U.S.C. § 282(j), Section 4020) ol the Public Health Service Act, enacted by 121 Stat, 823. Public Law
110-85, apply to one or more of the clinical trials referenced in the application/submission which this certification accompanies and that
those requirements have been met.

10. IF YOU CHECKED BOX C, IN NUMBER 9, PROVIDE THE NATIONAL. CLINICAL TRIAL (NCT) NUMBER(S) FOR ANY "APPLICABLE CLINICAL TRIAL(S),"
UNDER 42 U.S.C. § 282(I)(1)(A)(i). SECTION 402(j)(1)(A)(i) OF THE PUBLIC HEALTH SERVICE ACT. REFERENCED IN TlE APPLICATION/
SUBMISSION WHICH THIS CERTIFICATION ACCOMPANIES (A/tach extra pages as necessary)

NCT Number(s):

The undersigned declares, to the best of her/his knowledge, that this, is an accurate, true, and complete submission of information. I understand that the
failure to submit the certification required by,42 U.S.C. § 282(j)(51{B), seion.402()(5)(B) of ithe Public'Health Service Act, and the knowing submissIon
of a false certification.under such section are prohibited acts under 21 U.s.c. § 33isectlon"30 ithe'Federal Food, Drug, dCsrntic Act
Warning: A willfully and knowingly false statement isa criminal offense, U.S. Code,ititle'18, section 1001. :;'... ...

11. SIGNATURE OF SPONSOR/APPLICANT/SUBMITTER OR AN 12. NAME AND TITLE OF THE PERSON WHO SIGNED IN NO. I I
AUTHORIZED REPRESENTATIVE (Sign)

(?Qt7AA.- LAA~~~ C YY~~k..t~~k----. (Name) ~Patricnt L. Miller

I)irector of Rcguialory
(Title)

13. ADDRESS (Number. Street, Stale. and ZIP Code) (ofperson identified 14. TELEPHONE AND FAX NUMBERS 15. DATE OF
in Nos. I1 and 12) (Include Area Code) CERTIFICATION

t.il' Drug Store Products. tie(. 319-294-3745
1201 Contijental Place NIB ~li3;]
Cedar Rapids, IA 52402, USA (Fax) 319-393-3494

..........~ ~ ~ ~ ~(:~~,,:¢~~,.,,It
Form FDA 3674 (11108) (FRONT) PSI II;(3IIO iX1 IT

to
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Replens Vaginal Moisturizer (35g Tube) 510k

Idnr: 2.0 510k Summary
Version: 2.2

Date: August 13, 2010
Page 1 of 4

510(k) Summary

Submitter:
Lil' Drug Store Products, Inc.
1201 Continental Place NE
Cedar Rapids, IA 52402

Contact Person:
Tricia Miller
Director of Regulatory
Telephone: 319-294-3745
Facsimile: 319-393-3494
Email: tmillerblildrugstore.com

Date:
August 13, 2010

Proprietary Name:
Replens Long-Lasting Vaginal Moisturizer (in 35g Tube with Reusable
Applicator)

Common name:
Personal Lubricant

Classification name:
21 C.F.R. 884.5300 Lubricant, Patient, Vaginal, Latex Compatible
Product Code: NUC
Class: 2
Review Panel: Obstetrics/Gynecology

Predicate Devices:

Device Name: CVS Personal Lubricant & Moisturizer
510(k) Number: K062682
Product Code: NUC, MMS

Intended Use:

Replens is a personal lubricant for vaginal application, intended to moisturize
and lubricate, to enhance the ease and comfort of intimate sexual activity
and supplement the body's natural lubrication. This product is compatible
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Replens Vaginal Moisturizer (35g Tube) 510k

DiRJG Idnr: 2.0 510k Summary
Version: 2.2

Date: August 13, 2010
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P R O D U C T

with natural rubber latex condoms and synthetic (polyurethane and
polyisoprene) condoms.

Description of Device

Replens Vaginal Moisturizer is a non-sterile, water-based, white to off-white,
non-irritating, non-greasy, non-staining vaginal gel delivered in a tube with
a reusable applicator as a long-lasting moisturizer for vaginal dryness. The
use of the reusable applicator provides less mess in application. Replens
Vaginal Moisturizer is intended for ongoing use, not exclusively for use
during intimate sexual activity.

Replens Vaginal Moisturizer contains ingredients commonly used in other
products for vaginal use sold as medical devices and cosmetics. All
ingredients are either NF, USP, or are considered "generally recognized as
safe for their intended use". The quantitative formulation is considered
confidential commercial information.

Technological Characteristics of the Device

Replens Vaginal Moisturizer is substantially equivalent to the identified
previously cleared vaginal lubricant predicate with respect to its design and
materials, principle of operation, function, formulation, and intended use. It
is also substantially equivalent to other water-based vaginal lubricants and
personal lubricants being commercially marketed in the U.S.

Summary of Performance Data

Biocompatibility Testing: The following biocompatibility testing has been
performed on Replens Long-Lasting Vaginal Moisturizer:

* Cytotoxicity
* Acute Vaginal Irritation
* Subacute Vaginal Irritation
* Subacute Vaginal Irritation with Histological Examination
* Acute Systemic Toxicity
* Hypersensitivity
* Acute Oral Toxicity
* Acute Dermal Toxicity
* Dermal Irritation
* Eye Irritation.
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Clinical Studies: The following clinical studies have been performed on
Replens Long-Lasting Vaginal Moisturizer:

· Bachmann GA, Notelovitz M, Gonzalez SJ, Thompson C, Morecraft BA.
(1991) Vaginal Dryness in Menopausal Women: Clinical Characteristics
and Nonhormonal Treatment. Clinical Practice in Sexuality, 7(9): 1-8.

* Bachmann GA, Notelovitz M, Kelly SI, Owens A, Thompson C. (1992)
Long Term Nonhormonal Treatment of Vaginal Dryness. Clinical
Practice in Sexuality, 8(8/9): 3-8.

* Zinny MA, Lee S. (1991) Double-Blind Study of the Comparative
Effects of Two Gels on Vaginal pH in Postmenopausal Women. Today's
Therapeutic Trends, 8(4): 65-72.

* Young R, Goldzieher J, Kaufman R. (1991) A Study of the Effects of
Col-1003 In Postmenopausal Women. Unpublished.

* Nakamura R. (1991) Evaluation of Col-1003 in the treatment of
vaginal dryness in postmenopausal women. Unpublished.

* Whitehead M. (1991) A Randomised Double Blind Evaluation of Col-
1003, a bioadhesive polymer system vaginal moisturizing gel and, KY
Brand Lubricating Jelly in the treatment of vaginal dryness in
postmenopausal women receiving concomitant oral hormone
replacement therapy. Unpublished

* Nachtigall LE. (1994) Comparative study: Replens versus local
estrogen in menopausal women. Fertility and Sterility, 61(1): 178-
180.

* Gelfand MM, Wendman E. (1994) Treating Vaginal Dryness in Breast
Cancer Patients: Results of Applying a Polycarbophil Moisturizing Gel.
J. Women's Health, 3(6): 427-433.

The format of the studies listed above is summarized in the table below:

No.
Patients
Enrolled Study

Citation (Replens) Design* Dosage Regimen Duration
Bachmann et al 89 D-B, X-over 2.5 g per day 5 days
Bachmann et al 54 Open 2.5 g, 3 x weekly 12 months
Zinny and Lee 26 D-B, parallel 2.5 g alternate nights 4 weeks
Young et al 30 Open 2.5 g, 3 x weekly, plus 12 months

option of additional
application prior to
intercourse.

Nakamura 10 Open, X-over 2.5 g daily 1-5 days
between

treatment
durations
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No.
Patients
Enrolled Study

Citation (Replens) Design* Dosage Regimen Duration
Whitehead 32 D-B, X-over 2.5 g, 3 x weekly plus 8 weeks

option of additional
application prior to
intercourse.

Nachtigall 15 Open, parallel 2.5 g, 3 x weekly 3.months
Gelfand and 25 Open 2.5 g, 3 x weekly, plus 3 months
Wendman option of additional

application prior to
intercourse.

* D-B = double-blind; X-over = cross-over design

The parameters employed in the studies included the influence of Replens on
vaginal pH and the vaginal mucosa, the relief of the patient's symptoms, the
vaginal dryness index, determination of vaginal pH at varying time intervals
after single or multiple applications of the gel, PAP smears and the
completion of diary cards by the patient. All of the studies concluded that
Replens was safe and well-tolerated.

Stability Data: Real-time stability data confirms a shelf life of three (3)
years for Replens Long-Lasting Vaginal Moisturizer.
Preservative Effectiveness: Replens Long-Lasting Vaginal Moisturizer has
successfully passed the requirements of the USP <51> Antimicrobial
Effectiveness Test.
Condom Compatibility Testing: Condom compatibility testing confirms
that Replens Long-Lasting Vaginal Moisturizer does not materially affect the
strength or integrity of natural rubber latex or synthetic condoms
(polyurethane and polyisoprene).

Conclusion

Based on the information presented in the 510(k) notice, it is concluded that
Replens Long-Lasting Vaginal Moisturizer (in 35g Tube with Reusable
Applicator) for OTC use is safe and effective for its proposed indications and
is substantially equivalent in intended use, formulation, safety, and
technological characteristics to the identified predicate device and other
similar water-based personal lubricants.
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Replens LONG-LASTING vaginal moisturizer

Please read the following carefully before use.
Warnings

* Replens is not a contraceptive and does not contain a spermicide.
* Keep out of the reach of children.
* Keep out of eyes and ears.
* If vaginal irritation occurs, discontinue use. If symptoms persist,

contact your physician.
* If pregnant or breast-feeding, consult your healthcare provider before

use.
* Store at room temperature.

TAMPER EVIDENT FEATURE: For your protection, the opening of the
aluminum tube is sealed and must be punctured before use. DO NOT USE
this product if the aluminum seal of the tube is damaged or opened. Return
entire contents with receipt to place of purchase.

Directions for Reusable Applicator
Note: Do not roll the tube up like a toothpaste tube. This may cause
the tube to crack. The applicator should be thrown away when all of
the gel in the tube has been used.

1. Remove cap from Replens tube. Break seal on tube opening by
puncturing it with the opposite end of the cap. Screw the open end of
the applicator onto the tube. (Figure 1).

2. Gently squeeze the tube, pushing Replens into the open barrel of the
applicator. DO NOT roll up the tube. The. applicator contains the
recommended amount when the plunger stops (approx. 1 inch).
(Figure 2)

3. Unscrew the applicator from the tube. Replace cap.
4. While sitting, standing or lying on your back with knees bent, gently

insert open end of applicator into the vagina as deeply as it will go
comfortably. Holding the applicator in place with thumb and middle
finger, press the plunger until it stops. (Figure 3) Withdraw the
applicator.

5. Immediately after use, pull the plunger all the way out of the barrel
(Figure 4) and wash both parts of the applicator in warm, soapy water.
Rinse thoroughly and dry. The applicator should be completely dry
before reassembly. To reassemble, gently push the plunger back into
the barrel as far as it will go.

© This document is the property of Lii Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lil' Drug Store Products, Inc.

is
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How Does Replens Work?
Replens Long-Lasting Vaginal Moisturizer contains a patented ingredient for
soothing and long-lasting moisture. When you apply Replens, it immediately
goes to work to provide long lasting moisture. As the cells of the vaginal
wall are regenerated, dry cells are cleared and Replens is eliminated
naturally. As with dry skin that you experience on your face and hands,
regular moisturizing treatment may be necessary to prevent dryness from
recurring.

Commonly Asked Questions...

How often should Replens Long-Lasting Vaginal Moisturizer be used?
For most women, Replens Long-Lasting Vaginal Moisturizer should be used
every three days for best-results. However, depending on the severity of
your dryness, Replens can be used more or less frequently, as necessary.
Replens is safe to use daily. I

When should Replens Long-Lasting Vaginal Moisturizer be used?
Replens can be used any time of day or night. Replens works best when
used on a regular schedule and not just prior to intercourse. Because
Replens delivers long lasting moisture, there is no need to apply it just prior
to intercourse. We recommend using Replens at least 2 hours prior to
intercourse to allow proper moisturization.

Will Replens Long Lasting Moisturizer make intimacy more
enjoyable? One of the most common ways that women discover vaginal
dryness is during intimacy. When used regularly, Replens helps replenish
your natural vaginal moisture, making intimacy more enjoyable. Replens'
formula delivers long lasting moisture so sexual intercourse can be more
spontaneous. Since Replens does not need to be applied immediately before
intercourse, it does not interrupt the moment by being runny, messy or
slippery. Instead, Replens provides long-lasting lubrication whenever the
moment is right.

What causes vaginal dryness? Nearly every woman will experience
vaginal dryness sometime in her life. It is most often associated with the
normal decline or fluctuation of the female hormone estrogen. This
fluctuation can be triggered by childbirth, breastfeeding or menopause.
Dryness can also be caused by taking certain medications, exercising
intensively or being under stress. It is also common to experience vaginal
dryness when dlouching, using tampons or at the end of the menstrual cycle.

CO This document is the property of Lii' Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Uli Drug Store Products, Inc.
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Can Replens be used as birth control? No. Replens does not contain
spermicide. It is not a contraceptive.

Should I use Replens during my period? No. It is best to resume use
after your flow completely stops.

Are there any side effects after using Replens? Some women notice a
residue or discharge after initial use of Replens. This is caused by the
elimination of dead skin cells. Your body naturally sheds dry vaginal tissue
that has built up over time. When used on a regular basis, Replens will help
prevent the buildup of dead skin cells and the discharge should dissipate. If
the discharge does not dissipate, you may wish to wait an extra day or two
between applications. While use is recommended every three days, every
woman is unique and you may wish to increase or decrease the amount of
time between Replens applications to maximize moisture and minimize
discharge.

Is Replens compatible with condoms? Yes, Replens is compatible with
natural rubber latex, polyisoprene, and polyurethane condoms.

For additional information, visit our website at: www.Replens.com or call
toll-free 1-877-507-6516 (M-F 8AM - 4:30PM CST).

Manufactured for:
Lil' Drug Store Products, Inc.
1201 Continental Place NE
Cedar Rapids, IA 52402

Replens is a registered U.S. trademark of Lil' Drug Store Products, Inc.

©2010 87100I-US-08-10

© This document is the property of LII' Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lil' Drug Store Products, Inc.
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Front & Back Panel
Estrogen Free
Replens Logo
Long-Lasting Vaginal Moisturizer

* Helps Replenish Vaginal Moisture
* Supplements the body's natural lubrication
* Long Lasting Formula

14 Applications
One reusable applicator

NET WT 1.23 OZ (35 G) EACH

Side Panels
* Estrogen Free
* Fragrance Free

Vaginal dryness can be a serious problem for women of menopausal age and
beyond, new mothers, cancer/chemotherapy patients and women with
dryness due to medications, stress or tampon use. Replens helps replenish
vaginal moisture and provides long-lasting results.

Comfortable applicator delivers just the right amount of Replens Long-
Lasting Vaginal Moisturizer to provide vaginal moisture at the source of
discomfort. The patented formula keeps Replens in place to deliver moisture
for long-lasting hydration with less mess.

(Applicator diagram)

Usage: Use one application every three days or as needed for day-to-day
comfort and moisture.

Reiplens is compatible with natural rubber latex, polyisoprene, and
polyurethane condoms.

©This document'is the property of Lii' Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lii' Drug Store Products, Inc.
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Warnings:
* Replens is not a contraceptive and does not contain a spermicide.
* Keep out of reach of children.
* Keep out of eyes and ears.
* If vaginal irritation occurs, discontinue use. If symptoms persist,

contact your physician.
* If pregnant or breast-feeding, consult your healthcare provider before

use.
* Store at room temperature.

TAMPER EVIDENT FEATURE:
For your protection, the opening of the aluminum tube is sealed and must be
punctured before use. DO NOT USE this product if the aluminum seal of the
tube is damaged or opened.

Ingredients:
PURIFIED WATER, GLYCERIN, MINERAL OIL, POLYCARBOPHIL, CARBOMER
HOMOPOLYMER TYPE B, HYDROGENATED PALM OIL GLYCERIDE,
METHYLPARABEN, SORBIC ACID, SODIUM HYDROXIDE

Questions? 1-877-507-6516 (M-F 8AM-4:30PM CST) or www.replens.com
Manufactured for:
Lil' Drug Store Products, Inc.
1201 Continental Place NE
Cedar Rapids, IA 52402

Top Panel
Replens Logo
Long-Lasting vaginal moisturizer

Bottom Panel
Replens is a registered U.S. trademark of Lil' Drug Store Products, Inc.
UPC code
LOT#
EXP
Made in Canada

Right Bottom Tab
87100C-US-08-10

© This document is the property of Lit' Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lii' Drug Store Products, Inc.
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Food and Drug Adminisiralion
Office of Device Evalualion &
Office of in VLLro Diagnoslics

COVER SHEET MEMORANDUM

From: Reviewer Namne "e

Subject: 510(k) Number y'

T'o: 'The Record

Please list CT'S decision code
r3 Refused to accept (Note: this is considered the first review cycle, See Screening Checklist

hlpl:/leroom.fda.qov/eRoounReg/Files/CDRH3/CDRHPrernarfrel~olification510kProqram/0 5631/Screeninp%2oChecklis%2o7%
202%2007.doc )

%, Hold (Additional Information o Telephone Hold) 'At'Final Decision (SE. SE with Limitaions, , thdrawn etc.)

Please complete the following for a final clearance decision (i.e., SE, SE with Limitations, etc):

Indications for Use Page Attach IFU
510(k) Summary /510(k) Statement Attach Surniary

Truthful and Accurate Statement. Must be present for a Final Decision

Is the device Class III?
If yes, does firm include Class Ill Summary? Must be present for a Final Decision

Does firm reference standards?
(If yes, please attach form from.http:llwww.fdagov/opacomlmorechoiceslfdaformsFDA.
3654 pdf)

Is this a combination product?
(Please specify category , see
htp://eroom.fdaqoovfeRomReorFilesC/cRH~3lCDRHPremarketNotification5 lkPr lqm 413b/COMBINATION%2OPRODUCT%20ALGORITHM%20(REVISED%

20 3_ 1 2 0).DO
Is this a reprocessed single use device?

(Guidance for Industry and FDA Staff - MDUFMA - Validation Data in 510(k)s for
. Reprocessed Single-Use Medical Devices, http://www.fda.qov/cdrh/odel/uidance/1216.html).

Is this device intended for pediatric use only? ' .

Is this a prescription device? (If both prescription & OTC, check both boxes.) ....
Did the application include a completed FORM FDA 3674, Certification with Requirements' of
ClinicalTrials,_ov Data Bank? . ' iIs clinical data necessary to Support the review of this 5 10(k)?Did the application include a completed FORM FDA 3674, Certification with Requirements.of
ClinicalTrials.gov Data Bank?
(if not, then applicant must be contacted to obtain completed form.)
Does this device include an Animal Tissue Source?

All Pediatric Patients age<=21

N onate/Newborn (Birth to 28 days)

Infant (29 days -<2 years' old)

Child (2 years.-<.12 years old)

Adolescent (12 years -¢ 18 years old)
Transitional Adolescent A(18 - c21 years old) Special considerations are being given to this
group, different from adults age > 21 (different device design or testing, different protocol
procedures, etc,)

Rev. 7/2/07
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Transitional Adolescent B (18 -<- 21: No special considerations compared to adults -> 21 years
old)

Na notechnology

Is lhis device subject Io the Tracking Regulation? (Miedical Device Tracking Contact DC
Guidance, http:/wrNv.fda.qov/cdrh/comp/quidance/169.html)

Regulation Number Class' Product Code

(I unclassified, see 510(k) StaffQ
Additional Product Codes:

Rev iew:i~
ranch Chief) (Branche)

Final Review:
(Division Director) (Date)
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Pollard, Colin M.

:roam: Pollard, Colin M.
ent: Thursday, June 10, 2010 12:04 PM

To: 'Carole Stamp'

Cc: 'Mark Job'
Subject: RE: K101241 & K101098, Replens vaginal lubricant - ASTM draft standard (protocol)

Carole:

Just to close the loop on the 510(k) reviews and this morning's t-con, here are the remaining
deficiencies. I plan to place the two documents back on hold until your revised reviews address the
following concerns:

Condom Compatibility

1. The mfr provided the results of condom compatibility testing in terms of percent drop in
properties (tensile and airburst) following exposure to the subject lubricant for each condom type
evaluated. This testing showed that exposure to Replens caused a significant drop in condom
properties, condoms made from natural rubber latex, polyisoprene, and polyurethane. In many
cases, the percent drop in properties exceeded 20%. (We sent you a chart yesterday illustrating
these results.) Consequently, it appears that Replens is not compatible with condom use. Replens
labeling should reflect this as a caution statement.

The mfr stated that the data provided demonstrate that the subject lubricant is condom compatible0
because (1) following exposure, the condom properties met the requirements outlined in ISO and
ASTM standards, and (2) the subject lubricant performed equivalently to KY Jelly; which is labeled
condom compatible.

However, please note that FDA evaluates the condom compatibility of all personal lubricants based
on percent drop in condom properties (typically tensile and airburst) to determine the physical
effect of the lubricant on the condom membrane. Furthermore, KY Jelly is known to be condom
compatible and is often used as a negative control in condom compatibility studies. It is possible
that the specific test method you used to evaluate condom compatibility may have led to negative
results, (e.g., brushing the lubricant onto the condom).

Therefore, please revise the Indications for Use form, 510(k) Summary, and labeling for the subject
lubricant to state that it is not condom compatible, and please provide revised copies of these
documents for review.

Alternatively, you may provide the results of additional condom compatibility testing to support the
condom compatibility of the subject lubricant. However, please note that if the results do not
demonstrate that the subject lubricant is condom compatible, you will need to revise your labeling
accordingly.

Human Use Data

2. In response to questions 9 and 10 for both 510(k)s that we sent you earlier, the mfr referred to
published clinical studies of the proposed Replens gel. However, it is unclear whether the published
studies used versions of the device with or without methylparaben. For each published study
referenced, please identify the formulation used (with or without methylparaben), the number and

6/10/2010
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frequency of applications, and negative reports following device use (e.g., irritation, allergic
response, adverse events, etc). Sufficient data on the methylparaben version of the device should be
provided to support safe use in humans as this version would be expected to have the greater
potential for toxic effects based on the results of the acute systemic toxicity studies.

In addition, please provide information from complaint files or MDRs regarding any negative
effects associated with use of both versions of the device (please provide results separately). Please
also confirm how many samples have been sold and information on where devices have been
shipped (e.g., one million in US, two million in Canada, etc.).

If the information provided is not sufficient to demonstrate that use of both versions of the device is
safe following use by humans, additional testing as described in question 10 from our previous
comments (i.e., combined vaginal irritation/systemic toxicity) will be requested.

Shelf-Life

3. In response to question 5 for K101241, the mfr provided the results of shelf-life. In addition,
you state that based on a phone conversation April 30, 2010, there was agreement that the device
could be labeled with an initial shelf-life of 17 months that could be extended to one year upon
completion of the shelf-life study.

Our review of the data showed that real-time test data is available from one lot for 6 months, and
additional lots at 3 months. In addition, accelerated shelf-life testing has been conducted for 6
months on one lot, and multiple lots out to 2 months. However, the protocol does not discuss how
the environmental conditions used were developed (e.g., no standards identified), or how long 2 or
6 months at these conditions relates to real-time use. Please provide a detailed discussion how the
accelerated conditions were developed, and if a published standard method was not used, please
provide data validating the accelerated methods used. In addition, please limit the shelf-life to a
duration that is supported by data from three lots of device (accelerated or real-time). All
accelerated results will need to be confirmed with real-time results.

From: Pollard, Colin M.
Sent: Thursday, June 10, 2010 11:50 AM
To: 'Carole Stamp'
Cc: 'Mark Job'
Subject: RE: K101241 & K101098, Replens vaginal lubricant -- ASTM draft standard (protocol)

Carole:

It's not an FDA protocol, it's a draft ASTM protocol. I think you'd have to obtain it from ASTM. If Akron Rubber is a
member of ASTM, they should be able to get a copy.

I can check internally, but - under ASTM rules - I don't think we're entitled to share that draft with you.

On the other hand, as I mentioned, we certainly are willing to look at any proposed draft protocol you want us to
consider.

Colin

6/10/2010 Vt~
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From: Carole Stamp [mailto:stamp.carole~gmnail.comj]
Sent: Thursday, June 10, 2010 11:42 AM
To: Pollard, Colin M.
Cc: 'Mark Job'
Subject: RE: K(101241 & K(101098, Replens vaginal lubricant

Hello Colin,

For our own reference and internal use doing 510(k) reviews, could you forward the draft protocol that
FDA has proposed for the lubricant testing?

Thank you,
Carole

From: Pollard, Colin M. [mailto:Colin.Pollard~fda.hhs.gov]
Sent: Wednesday, June 09, 2010 4:58 PM
To: Mark Job
Cc: Carole Stamp; joseph.levitt~hoganlovells.com; Benesch, Bryan H.
Subject: RE: K(101241 & 1(101098, Replens vaginal lubricant

How about tomorrow morning, Thursday, June 10Oth, at 10:30 am (EST).

Please send me a list of the names of all participants, including their affiliation and title.

Will you have someone from the test lab available on the call (i.e., Akron Rubber Development
Laboratories)? That would definitely be advisable.

Also, please provide call-in information.

Thanks!

Colin

From: Mark Job [mailto: mark~markjob.com]
Sent: Wednesday, June 09, 2010 5:50 PM
To: Pollard, Colin M.
Cc: Carole Stamp; ioseph.levitt~hoganlovells.com; Benesch, Bryan H.
Subject: Re: K(101241 & 1(101098, Replens vaginal lubricant

Hi Colin,

We and the sponsor will be available any convenient for you.

Please let me know.

Best regards,

Mark

On Wed, Jun 9, 2010 at 4:36 PM, Pollard, Colin M. <Colin.Pollard~fda.hhs.gov> wrote:

Carole, Mark:

6/10/2010 W
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We've looked at the test data on condom compatibility and we find some problems with it.

In particular, there are many instances when the drop in properties exceeds 1 0%, with quite a few
that exceed 20%. (It's not enough to show that the sample condoms meet the standard.) Attached is
a chart that illustrates the situation. All values that exceed a 1 0% drop are highlighted in yellow.

The data shows similar effects with K-Y jelly, and this is puzzling because we don't expect to see that
for K-Y jelly. We've seen lots of data on K-Y jelly and there should be minimal effect on condom
properties. In addition, no positive control was run (typically done with petroleum jelly).

The only real options that occur to us are:

*re-run testing (after considering source of anomalous test findings); or
*label product as not compatible with condom use

Can we talk about this tomorrow? You are welcome to invite staff from the manufacturer who are
familiar with this testing.

Colin Pollard
Chief, Ob/Gyn Devices

From: Levitt, Joseph A. <ioseph .levitt~choganlovells.com>
To: Benesch, Bryan H.
Cc: Spears, Larry D
Sent: Mon Jun 07 11:17:13 2010
Subject: Request for Assistance

0 ~~~~~Hi Bryan-
My client, Lii' Drug Store Products, Inc., very much appreciates the 30-day
extension your office has afforded them--until July 1, 201 0-to obtain 51 0(k)
clearance for its two Replens vaginal moisturizer products. I am writing to
solicit you help in encouraging ODE to grant a request for an in-person
meeting between my client, the Third Party Review organization, and ODE.
The request for that meeting was submitted on June 3, 2010 to ODE by the
Third Party Review organization.
Our reasons for soliciting your help are as follows:
1. Time is of the essence. As you know, the terms of your 30-day extension
provide that the company will need to discontinue marketing of these products
as of July 1st if 510(k) clearance is not obtained by then.
2. The company has been working diligently and in good faith. As you can
see from the monthly reports, the company has been working earnestly to
obtain the necessary clearances, and is working through an authorized Third
Party Review organization, Regulatory Technology Services LILC, to do so.
3. A meeting is timely. ODE now has all the information it needs to have a
substantive discussion. As of late last week, Lil Drug Store had responded to
all of ODE's questions, and the Third Party Review organization had agreed
with those responses and forwarded them to ODE.
4. The issues are not readily amenable to a routine paper review. ODE's
questions, and Lil' Drug Stores responses, involve a number of detailed
scientific issues, such that a personal exchange is likely to be needed in order
to resolve the issues in the near term.
5. The meeting is likely to be beneficial. The fact that the company, its outside

6/10/2010`(_
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experts, and the Third Party Reviewer all believe that ODE's questions have
been addressed satisfactorily means this meeting would likely have a positive
result in narrowing and/or resolving many, if not all, of ODE's questions.
6. The company is ready. My client is prepared to travel to the DC area to
meet, once ODE has reviewed the information and a mutually agreeable time
can be arranged.
In summary, given the time constraints of the enforcement discretion period,
we believe that an in-person meeting is the best way to approach the matter
in a mutually respectful and constructive way. Any help you have provide in
encouraging ODE to grant the meeting request would be greatly appreciated.
Thanks for your assistance.

Joe
Under applicable U.S. Treasury Regulations we are required to inform you that any
advice contained in this email or any attachment hereto is not intended or written to be
used, and cannot be used, either (i) to avoid penalties imposed under the Internal
Revenue Code, or (ii) for promoting, marketing, or recommending to another party any
tax-related matter addressed herein.

Joseph Levitt
Partner

Hogan Lovells US LLP
Columbia Square
555 Thirteenth Street, NW
Washington, DC 20004

Tel: +1 202 637 5600
Direct: +1 202 637 5759
Fax: +1 202 637 5910
Email: joseph.levifttthoganlovells.com

w. hoga niovelis~com

Please consider the environment before printing this e-mail.

Hogan Lovells refers to the international legal practice comprising Hogan Lovells International LLP, Hogan Lovells US
LLP, Hogan Lovells Worldwide Group (a Swiss Verein), and their affiliated businesses. Hogan Lovells International
LLP is a limited liability partnership registered in England and Wales with registered number 00323639. Registered
office and principal place of business: Atlantic House, Holbom Viaduct, London EC1A 2FG. Hogan Lovells US LLP is a
limited liability partnership registered in the District of Columbia.
The word "partner" is used to refer to a member of Hogan Lovells International LLP or a partner of Hogan Lovells US
LLP, or an employee or consultant with equivalent standing and qualifications, and to a partner, member, employee or
consultant in any of their affiliated businesses who has equivalent standing. A list of the members of Hogan Lovells
International LLP and of the non-members who are designated as partners, and of their respective professional
qualifications, is open to inspection at the above address. Further important information about Hogan Lovells can be
found on www~.hoganlovells.com.

CONFIDENTIALITY. This email and any attachments are confidential, except where the email states it can be
disclosed, it may also be privileged. If received in error, please do not disclose the contents to anyone, but notify the
sender by return email and delete this email (and any attachments) from your system.

Mark Job
Reviewer
Regulatory Technology Services LLC
Phone: 763 682 4139

6/10/2010
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FAX: 763 682 4420
Email: mark(markjob.com

e ~~~~~~~~~~~~~~~~~

0

6/10/2010 k
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Pollard, Colin M.

From: MARK JOB [mark~markjob.coml]

a ent: Thursday, June 10, 2010 9:58 AM
To: Pollard, Colin M.

Subject: RE: K101241 & K101098, Replens vaginal lubricant

Hello Colin,

The call in information:

Dial-in information for the conference call is: 877-531-0115, Passcode *1792719* (Please make sure to enter the star*
* both before and after the passcode.).

Participates:

* Tricia Miller, Director of Regulatory, Lil' Drug Store Products, Inc. (confirmed)
* Jim Drummond, Physical & Plastics Testing Manager, Akron Rubber Development Laboratory (ARDL) V

Third Party
* Mark Job V'
* Carole Stamplv"

Best regards,'ark
Vark Job
Reviewer
Regulatory Technology Services LLC
Phone: 763 682 41 39
FAX: 763 682 4420
Email: mark~markjob.com

From: Pollard, Colin M. [mailto:Colin.Pollard~fda.hhs.gov]
Sent: Thursday, June 10, 2010 8:55 AM
To: MARK JOB
Subject: RE: K101241 & K101098, Replens vaginal lubricant

Mark:

Please send us the call-in # and the list of participants (with title/affiliation).

Also, please confirm that someone from the test lab will be on the call.

Colin

From: MARK JOB [mailto:mnark~rnarkjob.com]
Sent: Thursday, June 10, 2010 9:35 AM
To: Pollard, Colin NI.
Subject: RE: K101241 & K101098, Replens vaginal lubricant

6/10/2010
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Hi Colin,

The conference call has been confirmed with all parties on our end.

I look forward to the call.

Thank you for your time.

Best regards,

Mark

Mark Job
Reviewer
Regulatory Technology Services LLC
Phone: 763 682 4139
FAX: 763 682 4420
Email: mark@markjob.com

From: Pollard, Colin M. [mailto:Colin.Pollard@fda.hhs.gov]
Sent: Wednesday, June 09, 2010 4:58 PM
To: Mark Job
Cc: Carole Stamp; joseph.levitt@hoganlovells.com; Benesch, Bryan H.
Subject: RE: K101241 & K101098, Replens vaginal lubricant

How about tomorrow morning, Thursday, June 10th, at 10:30 am (EST).

Please send me a list of the names of all participants, including their affiliation and title.

Will you have someone from the test lab available on the call (i.e., Akron Rubber Development Laboratories)? That
would definitely be advisable.

Also, please provide call-in information.

Thanks!

Colin

From: Mark Job [mailto:mark@markjob.com]
Sent: Wednesday, June 09, 2010 5:50 PM
To: Pollard, Colin M.
Cc: Carole Stamp; joseph.levitt@hoganlovells.com; Benesch, Bryan H.
Subject: Re: K101241 & K101098, Replens vaginal lubricant

Hi Colin,

We and the sponsor will be available any convenient for you.

Please let me know.

Best regards,

6/10/2010
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Mark

On Wed, Jun 9, 2010 at 4:36 PM, Pollard, Colin M. <Colin.Pollard~fda.hhsl,gv> wrote:

Carole, Mark:

We've looked at the test data on condom compatibility and we find some problems with it.

In particular, there are many instances when the drop in properties exceeds 10%, with quite a few that
exceed 20%. (It's not enough to show that the sample condoms meet the standard.) Attached is a chart
that illustrates the situation. All values that exceed a 10% drop are highlighted in yellow.

The data shows similar effects with K-Y jelly, and this is puzzling because we don't expect to see that for K-
Y jelly. We've seen lots of data on K-Y jelly and there should be minimal effect on condom properties. In
addition, no positive control was run (typically done with petroleum jelly).

The only real options that occur to us are:

* re-run testing (after considering source of anomalous test findings); or
* label product as not compatible with condom use

Can we talk about this tomorrow? You are welcome to invite staff from the manufacturer who are familiar
with this testing.

Colin Pollard
Chief, Ob/Gyn Devices

From: Levitt, Joseph A. <joseph.,levitt~hogado\oells.com>
To: Benesch, Bryan H.
Cc: Spears, Larry D
Sent: Mon Jun 07 11:17:13 2010
Subject: Request for Assistance

Hi Bryan --
My client, Lil' Drug Store Products, Inc., very much appreciates the 30-day extension
your office has afforded them--until July 1,2010--to obtain 510(k) clearance for its
two Replens vaginal moisturizer products. I am writing to solicit you help in
encouraging ODE to grant a request for an in-person meeting between my client, the
Third Party Review organization, and ODE. The request for that meeting was
submitted on June 3, 2010 to ODE by the Third Party Review organization.
Our reasons for soliciting your help are as follows:
1. Time is of the essence. As you know, the terms of your 30-day extension provide
that the company will need to discontinue marketing of these products as of July 1st
if 510(k) clearance is not obtained by then.
2. The company has been working diligently and in good faith. As you can see from
the monthly reports, the company has been working earnestly to obtain the
necessary clearances, and is working through an authorized Third Party Review
organization, Regulatory Technology Services LLC, to do so.
3. A meeting is timely. ODE now has all the information it needs to have a
substantive discussion. As of late last week, Lil Drug Store had responded to all of
ODE's questions, and the Third Party Review organization had agreed with those
responses and forwarded them to ODE.
4. The issues are not readily amenable to a routine paper review. ODE's questions,

6/10/2010
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and Lil'. Drug Stores responses, involve a number of detailed scientific issues, such
that a personal exchange is likely to be needed in order to resolve the issues in the
near term.
5. The meeting is likely to be beneficial. The fact that the company, its outside
experts, and the Third Party Reviewer all believe that ODE's questions have been
addressed satisfactorily means this meeting would likely have a positive result in
narrowing and/or resolving many, if not all, of ODE's questions.
6. The company is ready. My client is prepared to travel to the DC area to meet,
once ODE has reviewed the information and a mutually agreeable time can be
arranged.
In summary, given the time constraints of the enforcement discretion period, we
believe that an in-person meeting is the best way to approach the matter in a
mutually respectful and constructive way. Any help you have provide in encouraging
ODE to grant the meeting request would be greatly appreciated.
Thanks for your assistance.

Joe
Under applicable U.S. Treasury Regulations we are required to inform you that any advice
contained in this email or any attachment hereto is not intended or written to be used, and
cannot be used, either (i) to avoid penalties imposed under the Internal Revenue Code, or (ii)
for promoting, marketing, or recommending to another party any tax-related matter addressed
herein.

Joseph Levitt
Partner

Hogan Lovells US LLP
Columbia Square
555 Thirteenth Street, NW
Washington, DC 20004

Tel: +1 202 637 5600
Direct: +1 202 637 5759
Fax: +1 202 637 5910
Email: joseph.levitt~ hoganlovells.com

www.hoganlovells.com

Please consider the environment before printing this e-mail.

Hogan Lovells refers to the international legal practice comprising Hogan Lovells International LLP, Hogan Lovells US LLP,
Hogan Lovells Worldwide Group (a Swiss Verein), and their affiliated businesses. Hogan Lovells International LLP is a limited
liability partnership registered in England and Wales with registered number OC323639. Registered office and principal place
of business: Atlantic House, Holborn Viaduct, London EClA 2FG. Hogan Lovells US LLP is a limited liability partnership
registered in the District of Columbia.
The word "partner' is used to refer to a member of Hogan Lovells International LLP or a partner of Hogan Lovells US LLP, or
an employee or consultant with equivalent standing and qualifications, and to a partner, member, employee or consultant in
any of their affiliated businesses who has equivalent standing. A list of the members of Hogan Lovells International LLP and of
the non-members who are designated as partners, and of their respective professional qualifications, is open to inspection at
the above address. Further important information about Hogan Lovells can be found on www.hoganlovells.com.

CONFIDENTIALITY. This email and any attachments are confidential, except where the email states it can be disclosed, it may
also be privileged. If received in error, please do not disclose the contents to anyone, but notify the sender by return email and
delete this email (and any attachments) from your system.
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Mark Job
Reviewer
Regulatory Technology Services LLC
Phone: 763 682 4139
FAX: 763 682 4420
Email: mark6markjob.com

6/10/2010 /9
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[N0 Are lie Descriptive NO
Characteristics Precise Enougtt NO
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Assessintg Effects of NO
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YES

S [~~ES

Daa equireade Are Performance Data Available NOData Required ~~~~~~~~~~~~~~~~~To Assess Effects of New
Characteristics?* *

E D - {~~~~~~~~~~~~YES

Performance Data Demonstrate Performance Data Demonstrate
Equivalence? 9C 4 ~Equivalence?

{NO .YES ~~~~~~YES NO

'Substantially Equivalent'"I
To QDetermination To '-

5 10(k) Submissions couprt new devices to marketed devices. FDA requsts~ additional information if the relationship betweenmarketed arnd 'predicate:' (pre-Annendments or reclassified post-Amendmifents) devices i unclkar.

** This decision is normally baused on descriptive information alone, but limited testing informat ion is sometimes required,
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Food and Drug Adminisiration
Office of Device Evaluation &
Office of In Vitro Diagnostics

'"' COVER SHEET MEMORANDUM

From: Reviewer Name 6_r.. "'l (RTh C.
Subject: 510(k) Number A•/O(26?6
To: The Record

Please list CTS decision code /~ \
Fr Refused to accept (Note: this is considered the first review cycle, See Screening Checklist

http:/leroom.fda gov/eReonmReq/FileslCDRH31CoRHPremarketNotaficalion51OkProoram/O 5631/Screening%20Checklisl%2o7%702%20 oc
./Hold (' dditional Inform'a ioor phone Hold ,- S - -..
0 Final Decision (SE, SE wit Limiqntau,5EWithdrawn, etc.).

Please complete the following for a final clearance decision (i.e., SE, SE with Limitations, etc.): f.l
Indications for Use Page Attach IFU
510(k) Summary /510(k) Statement Attach Summary

Truthful and Accurate Statement. : Must be present for a Final Decision

Is the device Class Ill?

If yes, does firm include Class Ill Summary? Must be present for a Final Decision
Does firm reference standards?

(If yes, please attach form from http://www.fda.gov/opacom/morechoices/fdaforms/FDA.-
3654.pdf)

Is this a combination product?
(Please specify category . see
http://eroom.fda.qov/eRoomReo/Files/coRH3/CDRHPremarketNotification51okPropramro 413b/CO
MBINATION%20PRODUCT%20ALGORITHM%20(REVISED%203-12-03).DOC

Is this a reprocessed single use device? .... -
(Guidance for Industry and FDA Staff - MDUFMA - Validation Data in 510(k)s for
.Reprocessed Singie-Use Medical Devices, http:l/www.fda.aov/cdrh/ode/guidance/1216. html)

Is this device intended for pediatric use only?
Is this a prescription device? (If both prescription & OTC, check both boxes.)
Did the application include a completed FORM FDA 3674, Certification with Requirements of
ClinicalTrials.gov Data Bank? i
is clinical data necessary to support the review of this 510(k)?Did the application include a completed FORM FDA 3674, Certification with Requirements of
ClinicalTrials.gov Data Bank?
(If not, then applicant must be contacted to obtain completed form.)

.~~~~~~~~-- iq - --- rDoes this device include an Animal Tissue Source?
All Pediatric Patients age<=21

Neonate/Newborn (Birth to 28 days)
Infant (29 days -< 2 years old)
Child (2 years -<.12 years old)
Adolescent (12 years -< 18 years old)
Transitional Adolescent A (18 - <21 years old) Special considerations are being given to this
group, different from adults age z 21 (different device design or testing, different protocol
procedures, etc.)

Rev. 7/2/07
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Transitional Adolescent B (18 -<= 21; No special considerations compared to adults => 21 years
old)

Nanotechnology

Is this device subject to the Tracking Regulation? (Medical Device Tracking Contact OC.
Guidance, http://www.fda.gov/cdrh/comp/quidance/169.html)

Regulation Number Class* Product Code

(*If unclassified, see 510(k) Siaff)
Additional Product Codes:

Review: k, (Bra nL f "
(Branch Chief) Branch Code) (Date)

Final Review:
(Division Director) (Date)

A,?.,
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510(k) "SUBSTANTIAL EQUIVALENCE"
DECISION-MAKCING PROCESS

Newv Device is Compared toA
Marketed Device

Descriptive Information Does New Device Have Same ND Do the Differences Altet the lItteuded NotSustntal
aboLut New or Marketed Indication Stateniont'? ~Therapeultic/Diagnostic/etc. Effect YES EqUivalent Determ ination

Device ReqlUestd as Needed (in Deciding, May Consider Impact on
YES Safety and Effectiveness)9?1

New Device I-as Same Intended NONe0

Use and May be "Substantially EqUivalenlt" 1
NwDevice Has

5 6 ~~~~~~~~~~~~~~New Imttendcd Usc

Does New Device Have Sante
Technological Characteristics, ND Couild the New
e.g. Design, Materials, etc **9 Characteristics Do the Newv Clsaracterintics

YES Aftect Stilety or - * Raise New Types of Safety YES
7 ,) Effectiveisess? or Effectiveness QUeStiOns?*"

NO Are tlte Descriptive ND
Characteristics Precise Enough {NO

to Ensure EqUivalenee? G

NO I
Are Performance Data Do Accepted Scientific

Available to Asses Equivalence?** YES M~ethods Exist for

~~~~~~~~~W ~~~~~~~~~~~~~~~Assessing Effects of NO
the New Characteristics?

YES 1 E

Performance Are Performance Data Available NO
Data Required To Assess Effects of New

Characteristics?** *IYES
o GD~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~

Performance Data Demonstrate Performance Data Demonstrate
Equivalence? n _ _ _ Equivalence?

jNO ~~~~~YES YES NO

"Substantially Equivalent"
To O Determination To ®

*' 5 10(k) Submissions compare new devices to marketed devices. FDA requests additional information if the relationship between
~~~W ~~~~marketed and "predicate" (pre-Amendments or reclassified post-Amendments) devices is unclear.

This decision is normally based on descriptive information alone, but limited testing information is sometimes required.

Data maybe in the 510(k), other 5l0(k)s. the Center's classification files, or the literature.
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ollard, Colin M.

4m : Pollard, Colin M.
-- gent: Wednesday, May 05, 2010 12:58 PM

To: 'mark@markjob.com'
Subject: K101098 - Lil' Drug Store Products - Replens Vaginal Moisturizer, FDA comments on 3rd

party review

Dear Mr. Job,

I am placing this 510(k) submission on hold. The 3rd party review did not address all relevant aspects, and the mfr will
need to provide additional information (listed below). If you need to discuss certain aspects, please contact me and I will
make myself and a reviewer here available for discussion.

Thank you.

Colin Pollard
Chief, Ob/Gyn Devices Branch
DRARD/Office of Device Evaluation

Device Description

1 . Please note that personal lubricants such as Replens are Class II devices, covered by procode NUC (vaginal
patient lubricant), under regulation number 21 CFR 884.5300.

You state that the pH of the subject lubricant is 2.9 and ranges from 2.3-3.5. You also state that this is in the
physiologic range of the normal vagina. However, it appears to us that the pH of the subject lubricant is below
normal vaginal pH, which typically ranges from 4.0 - 5.0 in women with active menstrual cycles (M. Garcia-Closas
et al. Epidemiologic determinants of vaginal pH. AJOG. Volume 180(5). pp.1060-1066.).

In light of this information, please justify the pH of the subject lubricant. You justification should include, but is not
limited to, a discussion of the possible changes to the vaginal microflora that may result from prolonged exposure
to this product and if a low pH environment makes the vagina more susceptible to infections of any kind.

Indications for Use

3. Please revise your indications for use statement to that of the standard indication for personal lubricants as
follows:

[Product name] is a personal lubricant, for penile and/or vaginal application, intended to moisturize and
lubricate, to enhance the ease and comfort of intimate sexual activity and supplement the body's natural
lubrication. This product is [is not] compatible with natural rubber latex condoms [and/or synthetic
condoms (specify specific type(s) of synthetic condoms)].

Please modify your Indications for Use form, 510(k) Summary, and labeling accordingly, and please provided
revised copies of these documents for review. Please note that the last sentence of your indication statement is
dependent upon how you choose to address the condom compatibility issues described in Deficiencies 12-13.

Labeling

4. Please revise your package insert as follows:

a. Please provide information in the labeling regarding when to dispose of the applicator (e.g., when the
lubricant has been used up).
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b. Please state that the applicator should be cleaned immediately after use. The cleaning validation testing
provided in Appendix D of the 510(k) submission evaluated the applicator after sitting for only 10 minutes
following contamination.0 c. Please state that the applicator should be completely dry before reassembly.

Please provide a revised copy of your product labeling including the above requested revisions.

Shelf-Life

5. Please clarify if the 36 month accelerated-aging study conducted by Pharmetics evaluated ingredients from the
current suppliers and the current product packaging. If not, please justify why any differences between the
evaluated product and the current product would not affect shelf-life. Please note that if your justification is not
sufficient you will be asked to conduct additional shelf-life testing.

Biocompatibility

6. Four key biocompatibility studies provided in your submission were conducted twenty years ago. These studies
are as follows:

Acute Vaginal Irritation in Rabbits (1989)
Subacute Vaginal Irritation in Rabbits (1989)
Subacute Vaginal Irritation with Histological Examination (1990)
Hypersensitivity (1989)

Please confirm if the current version of the subject lubricant is identical to the product evaluated in the above
studies, (i.e., identical ingredient suppliers, identical manufacturing processes, etc.). If not please provide vaginal
irritation and sensitization testing on the final, finished version of the subject lubricant. These studies should
evaluate appropriate models (e.g., ISO Vaginal Mucosal Irritation, ISO Maximization Sensitization), evaluate both
polar and non-polar extracts, and follow the extraction procedures outlined in ISO 10993-12:2007.

You conducted an Agar Overlay test to evaluate the cytotoxicity potential of the subject lubricant, which displayed
cytotoxicity scores of 2 and 3. This is a much higher degree of cytotoxicity than typically seen for personal
lubricant products. This is especially concerning because an Agar Overlay test is less sensitive than the MEM
Elution Cytotoxicity test typically used to evaluate the cytotoxicity potential of personal lubricant products. An Agar
Overlay test is less sensitive because the agar acts a barrier between the cells and the test article, allowing less
penetration compared to a direct contact method such as MEM Elution.

You state that the negative cytotoxicity result was caused by the low pH of the subject lubricant, and to
demonstrate this, you repeated the cytotoxicity study after adjusting the pH of the subject lubricant to 7.0-7.5. You
state that this modified cytotoxicity study did not display any signs of cytotoxicity.

We do not believe this is appropriate justification because the marketed product will not have a pH of 7.0-7.5.
Please provide justification that supports the safety of the subject lubricant with its intended specifications. In
addition, we are unable to locate the test report for the modified cytotoxicity study in your submission. Please
provide this information.

8. To assess the sensitization potential of the subject lubricant, your conducted a hypersensitivity test in guinea pigs.
This test is not sufficient as it is not an appropriate test for a device in contact with mucosal surfaces such as
personal lubricants. This is especially true considering the unfavorable cytotoxicity study results. Please provide
the complete protocol, results, and analysis from a sensitization study that is appropriate for materials in contact
with mucosal surfaces (e.g., ISO Maximization Study). Please note that testing should be completed with both
polar and non-polar extracts of your device.

9. You conducted an Acute Systemic Toxicity test using both IV and IP routes of administration to evaluate the acute
systemic toxicity potential of the subject lubricant. While the test animals did not display any signs of toxicity via
the IP route of administration, several very concerning adverse effects were seen in the test animals in both
studies evaluating the IV route of administration. In the first IV study, the two test animals went into convulsions
and were gasping immediately following an injection of the undiluted subject lubricant. Both animals died shortly
thereafter. In the second IV study, despite dilution of the subject lubricant in saline (2.9 grams in 15.4 mL), four
out of the five animals displayed significant clinical signs of toxicity, three animals lost excess of 10% of their body

2
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weight, and one animal died. To justify these results, you simply state that the IV route of administration is not an. ~~appropriate method for evaluating a vaginal lubricant; however, this does not explain why the subject lubrica nt
caused these reactions in the test animals. Please provide this information.

In addition, please reevaluate the acute systemic toxicity potential of the subject lubricant as described in
Deficiency 10.

Furthermore, you did not provided justification for your test dose of 50 m~ikg for either the IV or IP route of
administration. Please provide a justification for your test dose that accounts for daily, repeat use.

10. In lieu of conducting both a vaginal irritation study and an acute systemic toxicity study, an alternate testing
approach that may be more relevant to the proposed use of your device (i.e., vaginal use) is summarized below.
This alternate design is a hybrid between the ISO Vaginal Irritation test and the ISO Acute Systemic Toxicity test
and assesses both the systemic toxicity and mucosal irritation potential of your device.

* Rabbits (n=5 per group) are treated with either the test article extracted in a polar extraction vehicle, the
test article extracted in a non-polar extraction vehicle, or saline (negative control) and dosed i x/day for 1 0
days. Each animal will receive 1 ml of the test article extracted in a polar extraction vehicle (treatment
group 1), the test article extracted in a non-polar extraction vehicle (treatment group 2), or saline (control).

* The following information should be collected during the study:

* initial, daily, and terminal body weights;
* initial baseline and terminal blood samples;
* dairy health observations;
* food consumption data;
* macroscopic and microscopic evaluation of vaginal, cervical, and uterine tissues;
* necropsy including examination of major organs, including organ weights; and
* tissues from major organs during necropsy.

If you choose to follow this approach, we recommend that you discuss your protocol with us prior to initiating this
study.

11. It appears that you changed applicator material and then conducted additional biocompatibility tests (irritation and
sensitization) on the new version of the applicator. However, it is unclear is unclear which version of the applicator
was evaluated in the cytotoxicity study conducted. Please provide this information. If the cytotoxicity testing was
not completed on the new version of the applicator, please provide additional cytotoxicity testing on the new
version of the applicator. Alternatively, you may justify why the cytotoxicity testing already completed is sufficient.

Condom Compatibility

12. You conducted tensile and airburst testing on several brands of latex, polyurethane, and polyisoprene condoms.
You evaluated these condoms untreated and following 30 minutes of exposure to the subject lubricant and to KY
Jelly. You evaluated 20 samples per condom type per exposure and presented your results in terms of the mean
and standard deviation of each parameter evaluated. In order for us to fully evaluate the effect of the subject
lubricant on condoms, please provide your condom compatibility results as described in the following table for
each parameter evaluated:

airburst pressure airburst
of condoms pressure

Condom without for condoms %dce
additional lubricated with difference %dce

Type lubricant test lubricant se
(kPa) (kPa)

_________ (n =xx) (n =xx) _ _ _ _

Insert mean and Insert mean and
confidence confidence
interval Iinterval _ _ _ _ _ _____

3
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Please note that any drop in condom properties of greater than 10% will need to be justified.

13. You do not make any claims in your product labeling regarding condom compatibility. Please include an
appropriate condom compatibility claim based on the results of condom compatibility testing conducted and please
modify your Indications for Use form accordingly.

In addition, please revise your review memo to include a detailed discussion of all the performance testing conducting by
the sponsor including cleaning validation, all biocompatibility studies, shelf-life, and condom compatibility. This discussion
should include a summary of the protocol, the study results, and your reasoning as to why the study results are acceptable.

4
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Andrews, Sharon M

mark@markjob.com
Pollard, Colin M.

O bject: K101098 - Lil' Drug Store Products - Replens Vaginal Moisturizer

Dear Mr. Job,

I am placing this 510(k) submission on hold. Please ask the sponsor to address the following deficiencies:

Device Description

1. Please note that this device should be classified as a Class II vaginal patient lubricant under regulation number
21 CFR 884.5300 and procode NUC.

2. You state that the pH of the subject lubricant is 2.9 and ranges from 2.3-3.5. You also state that this is in the
physiologic range of the normal vagina. However, it appears to us that the pH of the subject lubricant is below
normal vaginal pH, which typically ranges from 4.0 - 5.0 in women with active menstrual cycles (M. Garcia-
Closas et al. Epidemiologic determinants of vaginal pH. AJOG. Volume 180(5). pp.1060-1066.).

In light of this information, please justify the pH of the subject lubricant. You justification should include, but is not
limited to, a discussion of the possible changes to the vaginal microflora that may result from prolonged exposure
to this product and if a low pH environment makes the vagina more susceptible to infections of any kind.

Indications for Use

3. Please revise your indications for use statement to that of the standard indication for personal lubricants as
follows:

[Product name] is a personal lubricant, for penile and/or vaginal application, intended to moisturize and
lubricate, to enhance the ease and comfort of intimate sexual activity and supplement the body's natural
lubrication. This product is [is not] compatible with natural rubber latex condoms [and/or synthetic
condoms (specify specific type(s) of synthetic condoms)].

Please modify your Indications for Use form, 510(k) Summary, and labeling accordingly, and please provided
revised copies of these documents for review. Please note that the last sentence of your indication statement is
dependent upon how you choose to address the condom.compatibility issues described in Deficiencies 12-13.

Labeling

4. Please revise your package insert as follows:

a. Please provide information in the labeling regarding when to dispose of the applicator (e.g., when the
lubricant has been used up).

b. Please state that the applicator should be cleaned immediately after use. The cleaning validation testing
provided in Appendix D of the 510(k) submission evaluated the applicator after sitting for only 10 minutes
following contamination.

c. Please state that the applicator should be completely dry before reassembly.

Please provide a revised copy of your product labeling including the above requested revisions.

Shelf-Life

5. Please clarify if the 36 month accelerating aging study conducted by Pharmetics evaluated ingredients from the
current suppliers and the current product packaging. If not, please justify why any differences between the
evaluated product and the current product would not affect shelf-life. Please note that if your justification is not
sufficient you will be asked to conduct additional shelf-life testing.

'"~iocompatibili
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6. Four key biocompatibility studies provided in your submission were conducted twenty years ago. These studies
are as follows:

Acute Vaginal Irritation in Rabbits (1989)
Subacute Vaginal Irritation in Rabbits (1989)
Subacute Vaginal Irritation with Histological Examination (1990)
Hypersensitivity (1989)

Please confirm if the current version of the subject lubricant is identical to the product evaluated in the above
studies, (i.e., identical ingredient suppliers, identical manufacturing processes, etc.): If not please provide vaginal
irritation and sensitization testing on the final, finished version of the subject lubricant. These studies should
evaluate appropriate models (e.g., ISO Vaginal Mucosal Irritation, ISO Maximization Sensitization), evaluate both
polar and non-polar extracts, and follow the extraction procedures outlined in ISO 10993-12:2007.

7. You conducted an Agar Overlay test to evaluate the cytotoxicity potential of the subject lubricant, which displayed
cytotoxicity scores of 2 and 3. This is a much higher degree of cytotoxicity than typically seen for personal
lubricant products. This is especially concerning because an Agar Overlay test is less sensitive than the MEM
Elution Cytotoxicity test typically used to evaluate the cytotoxicity potential of personal lubricant products. An
Agar Overlay test is less sensitive because the agar acts a barrier between the cells and the test article, allowing
less penetration compared to a direct contact method such as MEM Elution.

You state that the negative cytotoxicity result was caused by the low pH of the subject lubricant, and to
demonstrate this, you repeated the cytotoxicity study after adjusting the pH of the subject lubricant to 7.0-7.5.
You state that this modified cytotoxicity study did not display any signs of cytotoxicity.

We do not believe this is appropriate justification because the marketed product will not have a pH of 7.0-7.5.
Please provide justification that supports the safety of the subject lubricant with its intended specifications. In
addition, we are unable to locate the test report for the modified cytotoxicity study in your submission. Please
provide this information.

To assess the sensitization potential of the subject lubricant, your conducted a hypersensitivity test in guinea pigs.
This test is not sufficient as it is not an appropriate test for a device in contact with mucosal surfaces such as
personal lubricants. This is especially true considering the unfavorable cytotoxicity study results. Please provide
the complete protocol, results, and analysis from a sensitization study that is appropriate for materials in contact
with mucosal surfaces (e.g., ISO Maximization Study). Please note that testing should be completed with both
polar and non-polar extracts of your device.

9. You conducted an Acute Systemic Toxicity test using both IV and IP routes of administration to evaluate the acute
systemic toxicity potential of the subject lubricant. While the test animals did not display any signs of toxicity via
the IP route of administration, several very concerning adverse effects were seen in the test animals in both
studies evaluating the IV route of administration. In the first IV study, the two test animals went into convulsions
and were gasping immediately following an injection of the undiluted subject lubricant. Both animals died shortly
thereafter. In the second IV study, despite dilution of the subject lubricant in saline (2.9 grams in 15.4 mL), four
out of the five animals displayed significant clinical signs of toxicity, three animals lost excess of 10% of their body
weight, and one animal died. To justify these results, you simply state that the IV route of administration is not an
appropriate method for evaluating a vaginal lubricant; however, this does not explain why the subject lubricant
caused these reactions in the test animals. Please provide this information.

In addition, please reevaluate the acute systemic toxicity potential of the subject lubricant as described in
Deficiency 10.

Furthermore, you did not provided justification for your test dose of 50 mL/kg for either the IV or IP route of
administration. Please provide a justification for your test dose that accounts for daily, repeat use.

10. In lieu of conducting both a vaginal irritation study and an acute systemic toxicity study, an alternate testing
approach that may be more relevant to the proposed use of your device (i.e., vaginal use) is summarized below.
This alternate design is a hybrid between the ISO Vaginal Irritation test and the ISO Acute Systemic Toxicity test
and assesses both the systemic toxicity and mucosal irritation potential of your device.

Rabbits (n=5 per group) are treated with either the test article extracted in a polar extraction vehicle, the
test article extracted in a non-polar extraction vehicle, or saline (negative control) and dosed 1x/day for 10
days. Each animal will receive 1 ml of the test article extracted in a polar extraction vehicle (treatment
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group 1), the test article extracted in a non-polar extraction vehicle (treatment group 2), or saline (control).

* The following information should be collected during the study:

* initial, daily, and terminal body weights;
* initial baseline and terminal blood samples;
* daily health observations;
* food consumption data;
* macroscopic and microscopic evaluation of vaginal, cervical, and uterine tissues;
* necropsy including examination of major organs, including organ weights; and
* tissues from major organs during necropsy.

If you choose to follow this approach, we recommend that you discuss your protocol with us prior to initiating this
study.

11. It appears that you changed applicator material and then conducted additional biocompatibility tests (irritation and
sensitization) on the new version of the applicator. However, it is unclear is unclear which version of the
applicator was evaluated in the cytotoxicity study conducted. Please provide this information. If the cytotoxicity
testing was not completed on the new version of the applicator, please provide additional cytotoxicity testing on
the new version of the applicator. Alternatively, you may justify why the cytotoxicity testing already completed is
sufficient.

Condom Compatibility

12. You conducted tensile and airburst testing on several brands of latex, polyurethane, and polyisoprene condoms.
You evaluated these condoms untreated and following 30 minutes of exposure to the subject lubricant and to KY
Jelly. You evaluated 20 samples per condom type per exposure and presented your results in terms of the mean
and standard deviation of each parameter evaluated. In order for us to fully evaluate the effect of the subject
lubricant on condoms, please provide your condom compatibility results as described in the following table for
each parameter evaluated:

airburst pressure airburst
of condoms pressure

Condom without for condoms clre
additional lubricated with difference %dce

Type lubricant test lubricant se
(kPa) (kPa)

(n =xx) (n =xx)
1 Insert mean and Insert mean and

confidence confidence
interval interval

2
3 _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _

Please note that any drop in condom properties of greater than 1 0% will need to be justified.

13. You do not make any claims in your product labeling regarding condom compatibility. Please include an
appropriate condom compatibility claim based on the results of condom compatibility testing conducted and
please modify your Indications for Use form accordingly.

In addition, please revise your review memo to include a detailed discussion of all the performance testing conducting by
the sponsor including cleaning validation, all biocompatibility studies, shelf-life, and condom compatibility. This discussion
should include a summary of the protocol, the study results, and your reasoning as to why the study results are
acceptable.

Thank yu

isaron

Sharon M. Andrews
Biomedical Engineer, DRARD/OGDB

3
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10903 New Hampshire Avenue
W066, Room G102
Silver Spring, MD 20993
"hone: 301-796-6650

:: 301-847-8111
jron.andrews@fda.hhs.gov

4

Q~-)4l

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



THIRD PARTY REVIEW .CHECLS

1: s this 510(k) eligible for third party review, i~e.:

:a. Is the device on the list of eligible devices?*Ye NO

b. Ca a dtermnatin ofsubstantial equivalence bemd withoiiielinical

data?

cz Are you aware df t~he 510(k) holder being the subject of an Integrity Yes N

Investigation?

~IF THE ANSWER IS`"NO" TO A or Babove, or "YES" to C above, PLEASE BRING THE

SUBMISSION TO POS IMMEDIATELY.

A the follewing elements included in the submisin

2. A Cov~er letter sighed by the third party's official Correspondent dlearly identifying:

a. Th6.purpose of the submission .Yec No

b.Thep.arne and address of the third party esNo

c- The name and address of the 510(k) holder YsNo

d. The narne of the~ deVice (trade name, common or usual name, and FDA YsNo

classifi cation name)

e- The third party's recorrimendation with respect to the substantial equivalence YsNo

of the device

f. Thiedate thethird party first recei-vedtihe510(k) fro~n the .510(k) holder. Yes No

submnit the 5 10(k) on its behalf and t& discuss its contents with FDA. 9 N
4. The complete 5 10(k) conforrinirg to FDA's established requirements No

relating to content and form of such submissions.
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5. A complete review'of the 510(k, sig~ned. by allpersonnel who Yes No

conducted the third party reiew and4by an'i.dividual within the third

party responsible for supervisig third-party reviews, with a

recommendation coneerming'he substantial equivalenee.of the

device. .- . . :.

. . . a:.,- .~~QAI
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Page 2 - Third Party Review Checklist

a. The third party conti~nues to meet the personnel qualifications and prevention Yles) No

b. Statements made in the third party's review are true and accutate to the best YsNo

knowledge of the third party

*c. The third party's review is based on the 510(k) that it is submitting with the Yes No

review

a .The third party understands that the submission to the government of false Ye No

* informiation is prohibited

*7, Are the fdilowing forms included in the, submission as discussed in the Center's guidance

ddcurnent entitled Third Party Review-An Instruction Manual for Conducting RevieWs of*

Prernarket Notifications:

a. Third Party Premarket Notification (5 19(k)) Checklist for Acceptance. e No

fTid. P1)Smarty 'SubStantial Equivalence" (SE) DeiinMaigO

IF ANY OF TH-E ABQVE INFORMATION IS NOT INCLUDED WITH THE THIRD

PARTY'S SUBMISSION OR IS HOT ADEQUATE, CONTACT THE THIRD PARTY AND

*ATTEMPT TO RESOLVE THE DEFICIENCY.. PLEASE INCLUDE A MEMORANDUM4 TO

TI-IFRECORD OF THE TELEPHONE CALL. WHEN THE 1NFOFRMATION ISPRECEIVE D

P3LEASE REVISE THIS CHECKLIST OR COMPLETE A NEW ONE.

COMME__NTS: r'1d h hro r~~s & h
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* I th thrd paty ncoretly classified the device and it is not a devic type eligible fort tird

party review please bring to POS.
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510(k) "SUBSTANTIAL EQUIVALENCE"
DECISION-MAKING PROCESS

New Device is Compared toA
Marketed Device

T k 0 _(

Descriptive Information Does New Device Have Same NO Do the Differences Alter the Intended Not Substantially

about New or Marketed Indication Statemnent?·' Therapeutic/Diagnostic/etc. Effect YES Equivalent Determination

Device Requested as Needed (in Deciding. May Consider Impact on

4YES Safety and Effectiveness)?**

New Device Has Same Intended NO
Use and May be "S bstantially Equivalent" I- 1ew D

New Device Has 0
New Intended Use

Does New Device Have Same
Technological Characteristics, NO Could the New
e.g. Design. Materials, etc.? · Characteristics Do the New Characteristics

YES Affect Safety or ' Raise New Types of Safety YES ·

Effecti eness? or Effectiveness Questions?"

NO Are the Descriptive NOr Characteristics Precise Enough NO

to Ensure Eqtivalence? 4

NO 7
Are Performance Data Do Accepted Scientific

Available to Asses Equivalence?" YES Methods Exist for
Assessing Effects of NO

the New Characteristics?

YES

Performance Are Performance Data Available NO

Data Required To Assess Effects of New
Characteristics?**

YES

iI

Performance Data Demonstrate Performance Data Demonstrate
Equivalence? C)m./SEquivalence? q

{NO YES . YES NO

"Substantially Equivalent"
To Determination To

· : t.510(k) Submissions compare new devices to marketed devices. FDA requests additional information if the relationship between

marketed and "predicate" (pre-Amendments or reclassified post-Amendments) devices is unclear.

·:..:. This decision is normally based on descriptive information alone, but limited testing information is sometimes required.

· :..: .. Data maybe in the 510(k), other 51 0(k)s. the Center's classification files, or the literature.

L,
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

U.S. Food and Drug Administration
Center for Devices and Radiological Health
D0903mew HampshienAvenue660

Silver Spring, MD 20993-0002

May 28, 201 0

LIL DRUG STORE PRODUCTS, INC. 5 10k Number: K IO 1 098

c/o REGULATORY TECHNOLOGY SERVICES, LLC Product: REPLENS LONG-LASTING VAGINAL M
1394 25TH STREET, NW

BUFFALO, MINNESOTA 55313

UNITED STATES
ATTN: MARK JOB

The additional information you have submitted has been received.

We will notify you when the processing of this submission has been completed or if any additional information is
required. Pleaseremember that all correspondence concerning your submission MUST be sent to the Document
Mail Center at the above letterhead address. Correspondence sent to any address other than the one above will not
be considered as part of your official premarket notification submission. Also, please note the new Blue Book
Memorandum regarding Fax and E-mail Policy entitled, 'Fax and E-Mail Communication with Industry about
Premarket Files Under Review. Please refer to this guidance for information on current fax and e-mail practices at
http://www.fda.gov/MedicalDevices/DeviceResiyulationandGuidance/GuidanceDocuments/ucm089402.htm. On
August 12, 2005 CDRH- issued the Guidance for Industry and FDA Staff: Format for Traditional and Abbreviated
5 10(k)s. This guidance can be found at
httip//www.fda.gov/Medicalflevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm084365.htm. Please
refer to this guidance for assistance on how to format an original submission for a Traditional or Abbreviated
5 1 0(k).

The Safe Medical Devices Act of 1990, signed on November 28, states that you may not place this device into
commercial distribution until you receive a letter from FDA allowing you to do so. As in the past, we intend to
complete our review as quickly as possible. Generally we do so in 90 days. Howevet, the complexity of a
submission or a requirement for additional inform-ation may occasionally cause the review to extend beyond 90
days. Thus, if you have not received a written decision or been contacted within 90 days of our receipt date you
may want to check with FDA to determine the status of your submission.

Please ensure that whether you submit a 510(k) Summary as per 21 CFR 807.92, or a 510(k) Statement as
per 21 CFR 807.93, it meets the content and format regulatory requirements.

If you have procedural questions, please contact the Division of Small Manufacturers International and Consumer
Assistance (DSMICA) at (301)796-7 100 or at their toll-free number (800)638-2041, or contact the 5 10k staff at
(301)796-5640.

Sincerely,

5 10(k) Staff

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



FDA Cover Letter Regulatory Technology Services LLC

Date: May 27, 2010

FDA CDRH DMC
U.S. Food and Drug Administration
Center for Devices and Radiological Heath MAY 2 8 2010
Document Mail Center - W066-0609
10903 New Hampshire Avenue Received
Silver Spring, MD 20993-0002

RE: Additional Information for K101098
Lil' Drug Store Products Inc..
Long-Lasting Vaginal Moisturizer Gel

To Whom It May Concern:

Enclosed in duplicate is the following information:

As requested by a letter from Colin Pollard dated May 5, 2010, requesting
additional information for this submission. The review memo has been revised.
The sponsor provided additional information to support the revision of the memo.
This information addresses the items raised in the request. Based on this review
of the additional information, a decision of substantially equivalence is
recommended.

If you should have any further questions regarding this submission please contact
me at 763 682 4139 or fax 763 682 4420 or email at mark(a~markiob.com. Please
fax any correspondence regarding this submission to Regulatory Technology
Services LLC.

Sincerely,

Mark Job ~j,

Responsible Third Party Official

Regulatory Technology Services LLC RPP-F-0019
1394 25*' Street NW Revision 2, Effective 16 Feb 04
Buffalo, MN 55313 Page 1 of 1
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Addendum to the Review Memo for K101098
Third Party Reviewer: Mark Job - Regulatory Technology Services LLC
Dated: May 26, 2010
Replens Long-Lasting Vaginal Moisturizer Gel
Deficiencies from a letter dated May 5, 2010 from Colin M. Pollard

Device Description

1. Please note that personal lubricants such as Replens are Class II devices, covered by
procode NUC (vaginal patient lubricant), under regulation number 21 CFR 884.5300.

Reviewer comments: The sponsor has provided the updated CDRH cover sheet,
510(k) Summary and the Device Information (section 4.0) with the corrected product
code and regulation number. These documents are provided with this response.

2. You state that the pH of the subject lubricant is 2.9 and ranges from 2.3-3.5. You also state
that this is in the physiologic range of the normal vagina. However, it appears to us that the
pH of the subject lubricant is below normal vaginal pH, which typically ranges from 4.0 -
5.0 in women with active menstrual cycles (M. Garcia-Closas et al. Epidemiologic
determinants of vaginal pH. AJOG. Volume 180(5). pp.1060-1066.). In light of this
information, please justify the pH of the subject lubricant. You justification should include,
but is not limited to, a discussion of the possible changes to the vaginal microflora that may
result from prolonged exposure to this product and if a low pH environment makes the
vagina more susceptible to infections of any kind.

Reviewer comments: The sponsor has provided an extensive summary from
numerous articles that supports their selection of the pH range of 2.5 to 3.5 for the
Replens product. In developing Replens, the company noted that products with pH
ranges around 3 to 5 are commonly used as vaginal moisturizers. This may be due
to the observed pH ranges in pre-menopausal women (as cited in the FDA's
reference above), as well as the clinical observation that post-menopausal women
(many of whom report an increase in vaginal dryness discomfort) frequently are
shown to have an upward shift in vaginal pH. Replens, therefore, was formulated at
a pH that, in addition to providing moisture to the vaginal environment, could act as
a mild buffering agent. While the sponsor does not intend to seek pH adjustment or
maintenance claims for Replens, they have summarized pH data in their response
from both pre- and post-menopausal women using the product that demonstrates
that the pH of the Replens vaginal moisturizer does not have a negative impact on
vaginal pH or vaginal microflora. The company provided references from the clinical
literature that describe the normal pH of a healthy vagina as weakly acidic, having a
pH lower than 4.5 in pre-menopausal women and generally in a range of 3.5 to 4.5.
The acidic condition is maintained by the normal lactobacillus-dominated flora
producing lactic acid. The low vaginal pH restricts the growth of anaerobic
microflora that can produce abnormal vaginal discharge and odors when the
discharge amines are volatilized at pH > 5. During menopause, the vaginal pH
becomes less acidic and rises to almost 7.0 in the post-menopausal female.

There is a body of literature demonstrating a linkage between high pH and
unfavorable changes in the balance of flora that comprise the normal vaginal
ecosystem and corresponding risk of vaginal infections. In vitro studies have shown
that acidification by lactobacilli can inhibit the proliferation of pathogenic
microorganisms, such as C. albicans, E. Coli, G. vaginalis, Mobiluncus spp., and
other bacteria. In addition, published literature has demonstrated that locally-
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Addendum to the Review Memo for K101098
Third Party Reviewer: Mark Job - Regulatory Technology Services LLC
Dated: May 26, 2010
Replens Long-Lasting Vaginal Moisturizer Gel
Deficiencies from a letter dated May 5, 2010 from Colin M. Pollard

administered products with a low pH (lactic acid, low-pH lactate gel, polycarbophil
acidic gels) can help restore normal vaginal acidity and facilitate recolonization with
normal vaginal flora in patients with bacterial vaginosis. The clinical literature
supports the view that it is desirable to maintain normally acidic vaginal pH and to
preserve the normal balance of flora in the vaginal ecosystem.

Effect of Replens in Post-Menopausal Women

Bachmann et al performed a double-blind evaluation of Replens and KY Brand
Lubricating Jelly in the treatment of vaginal dryness in pen-menopausal and
post-menopausal women. Five consecutive days application of Replens resulted
in a reduction in mean pH from 5.6 to 4.9.

Zinny and Lee performed a double-blind evaluation of Replens and KY Jelly on
pH and normal vaginal flora in post-menopausal women. Replens or KY Jelly
was applied on alternate nights for twenty eight days. The mean pH values at
baseline and at the end of treatment were 5.8 and 4.8, respectively.

Two longer studies were conducted by Nachtigall (treatment of vaginal dryness
in post-menopausal women) and Gelfand and Wendman (treatment of vaginal
dryness in women with a history of breast cancer in whom hormone replacement
therapy was contraindicated). The first demonstrated the vaginal pH after 3
months of use dropped from 5.8 to 4.8. The second demonstrated the vaginal pH
after 4 months dropped from 6.9 to 4.1..

Young performed a long-term (12 month) open study of the effects of Replens
use (3 applications per week) in post-menopausal women. There was a small
decrease in mean and median pH values; mean pH value decreased from 5.1 at
baseline to 4.7 at 12 months. Minimum pH was consistently 4.0 at baseline, week
12, month 6, and month 12.

The long-term extension of the Bachmann study reported that over a twelve
month treatment period (3 applications per week) there was a sustained
reduction in vaginal pH associated with use of Replens. Mean pH values
declined from 5.1 at day 16 (entry to open extension phase) to 4.7 at month 6, and
remained at 4.7 at 12 months. Minimum pH was 3.5 at baseline and remained at
3.5 after 12 months.

All of these studies resulted in acceptable pH values within the normal vaginal pH
range of 3.5 to 4.5. The lower pH of the Replens product (2.5 to 3.5) did not result
in any vaginal pH values lower than 3.5 indicating it has no negative effect on the
vaginal pH.

In addition, limited data show that Replens does not have a negative impact on
vaginal flora or risk of vaginal infection in post-menopausal women. The impact
of Replens on vaginal flora (lactobacillus colony counts) was studied by Zinny et
al (1991) in post-menopausal women. Replens was applied on alternate nights
for twenty eight days. Four weeks of application of Replens did not have a
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Addendum to the Review Memo for K101098
Third Party Reviewer: Mark Job - Regulatory Technology Services LLC
Dated: May 26, 2010
Replens Long-Lasting Vaginal Moisturizer Gel
Deficiencies from a letter dated May 5, 2010 from Colin M. Pollard

significant effect on lactobacillus counts in this study.

Effect of Replens in Pre-Menopausal Women

There is limited data regarding the use of Replens in pre-menopausal women,
primarily because vaginal dryness, which the product is intended to treat, tends
to disproportionally affect post-menopausal women.

With regard to pre-menopausal women with a healthy (low) pH at baseline, the
company does not have clinical data on changes in pH associated with Replens
use in this population. However, the two long-term (12 month) studies described
above reported minimum pH in addition to mean pH. In the Young study,
minimum pH reported in the population treated with Replens remained constant
at 4.0 at baseline, week 12, month 6 and month 12. In the Bachmann extension
study, minimum pH was 3.5 at baseline, 4.0 at day 16, and 3.5 at months 6 and 12.
Although these studies included primarily post-menopausal women, they show
that in women with low baseline pH treated with Replens, pH stays relatively
constant and remains within the normal, healthy range. Lil' Drug Store believes
that this data demonstrates that the product will not adversely affect pH in pre-
menopausal women.

Effect of Replens on Microflora

There is limited data showing that Replens does not have a negative impact on
vaginal flora or risk of vaginal infection in pre-menopausal women. Wu
performed a pilot study to assess the effect of Replens use every third day on
bacterial vaginosis. At week four, there was improvement in Nugent scores,
vaginal odor and clue cell count (p < 0.05). Eleven women converted from amine
positive to negative (73 +/- 20%). There was no significant change in vaginal pH.

References to publications that were used for this summary are provided in the
sponsor's response. The sponsor's summary provides adequate justification for the
pH range of the product and that the product has no negative impact on vaginal pH
or vaginal microflora. This deficiency has been addressed.

Indications for Use

3. Please revise your indications for use statement to that of the standard indication for
personal lubricants as follows: [Product name] is a personal lubricant, for penile and/or
vaginal application, intended to moisturize and lubricate, to enhance the ease and comfort
of intimate sexual activity and supplement the body's natural lubrication. This product is [is
not] compatible with natural rubber latex condoms [and/or synthetic condoms (specify
specific type(s) of synthetic condoms)]. Please modify your Indications for Use form,
510(k) Summary, and labeling accordingly, and please provided revised copies of these
documents for review. Please note that the last sentence of your indication statement is
dependent upon how you choose to address the condom compatibility issues described in
Deficiencies 12-13.

Page 3 of 11

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



Addendum to the Review Memo for K101098
Third Party Reviewer: Mark Job - Regulatory Technology Services LLC
Dated: May 26, 2010
Replens Long-Lasting Vaginal Moisturizer Gel
Deficiencies from a letter dated May 5, 2010 from Colin M. Pollard

Reviewer comments: The sponsor has provided an updated Indications for Use
Form and 510(k) Summary with the corrected indication statement. The updated
indication statement is acceptable.

Labeling

4. Please revise your package insert as follows:

a) Please provide information in the labeling regarding when to dispose of the applicator
(e.g., when the lubricant has been used up).

Reviewer comments: The package insert has been updated with a sentence that
adequately addresses this item.

b) Please state that the applicator should be cleaned immediately after use. The cleaning
validation testing provided in Appendix D of the 510(k) submission evaluated the
applicator after sifting for only 10 minutes following contamination.

Reviewer comments: The package insert has been updated with a sentence that
adequately addresses this item.

c) Please state that the applicator should be completely dry before reassembly.

Reviewer comments: The package insert has been updated with a sentence that
adequately addresses this item.

Please provide a revised copy of your product labeling including the above requested
revisions

Reviewer comments: The revised package insert is acceptable.

Shelf Life

5. Please clarify if the 36 month accelerated-aging study conducted by Pharmetics evaluated
ingredients from the current suppliers and the current product packaging. If not, please
justify why any differences between the evaluated product and the current product would
not affect shelf-life. Please note that if your justification is not sufficient you will be asked to
conduct additional shelf-life testing.

Reviewer comments: The 36 month real time study conducted by Pharmetics
evaluated the current product packaging and materials with equivalent grades to
those indicated in the 510(k). The real time testing of the product (summarized in the
review memo) demonstrates that it meets the product specifications and supports
the proposed 3 year shelf life. This item has been addressed.

Biocompatibility

6. Four key biocompatibility studies provided in your submission were conducted twenty years

Page 4 of 11

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



Addendum to the Review Memo for K101098
Third Party Reviewer: Mark Job - Regulatory Technology Services LLC
Dated: May 26, 2010
Replens Long-Lasting Vaginal Moisturizer Gel
Deficiencies from a letter dated May 5, 2010 from Colin M. Pollard

ago. These studies are as follows:
Acute Vaginal Irritation in Rabbits (1989)
Subacute Vaginal Irritation in Rabbits (1989)
Subacute Vaginal Irritation with Histological Examination (1990)
Hypersensitivity (1989)

Please confirm if the current version of the subject lubricant is identical to the product
evaluated in the above studies, (i.e., identical ingredient suppliers, identical manufacturing
processes, etc.). If not please provide vaginal irritation and sensitization testing on the
final, finished version of the subject lubricant. These studies should evaluate appropriate
models (e.g., ISO Vaginal Mucosal Irritation, ISO Maximization Sensitization), evaluate
both polar and non-polar extracts, and follow the extraction procedures outlined in ISO
10993-12:2007.

Reviewer comments: According to the sponsor, the Replens formulation used in
these four studies is essentially identical to the product as it is marketed today.
Specifically:

1. The product has an equivalent formulation with the exception of insignificant
variations in the amount of purified water and glycerin in the gel (refer to
material percentage table in sponsor's response);

2. The product has comparable product specifications (appearance, color, pH,
sorbic acid identity and content, density, no leakage);

3. The product has used the same grade of raw materials (all are GRAS or USP-
NF grade materials); and

4. The manufacturing process used today is comparable to the manufacturing
process used to produce the Replens formulation used in these four
biocompatibility studies. Minor changes include mixing the gel in two vessels
instead of three, using a tighter temperature range during a particular mixing
step, and changing sampling protocol.

Therefore, although the material suppliers have changed, they provide the identical
grade of ingredients and the changes to the manufacturing processes as described
would not be considered significant as it relates to the biocompatibility studies. This
deficiency has been addressed adequately and further vaginal irritation and
sensitization testing on the current version of the product is not warranted.

7. You conducted an Agar Overlay test to evaluate the cytotoxicity potential of the subject
lubricant, which displayed cytotoxicity scores of 2 and 3. This is a much higher degree of
cytotoxicity than typically seen for personal lubricant products. This is especially
concerning because an Agar Overlay test is less sensitive than the MEM Elution
Cytotoxicity test typically used to evaluate the cytotoxicity potential of personal lubricant
products. An Agar Overlay test is less sensitive because the agar acts a barrier between
the cells and the test article, allowing less penetration compared to a direct contact method
such as MEM Elution.

You state that the negative cytotoxicity result was caused by the low pH of the subject
lubricant, and to demonstrate this, you repeated the cytotoxicity study after adjusting the pH

Page 5 of 11

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



Addendum to the Review Memo for K101098
Third Party Reviewer: Mark Job - Regulatory Technology Services LLC
Dated: May 26, 2010
Replens Long-Lasting Vaginal Moisturizer Gel
Deficiencies from a letter dated May 5, 2010 from Colin M. Pollard

of the subject lubricant to 7.0-7.5. You state that this modified cytotoxicity study did not
display any signs of cytotoxicity.

We do not believe this is appropriate justification because the marketed product will not
have a pH of 7.0-7.5. Please provide justification that supports the safety of the subject
lubricant with its intended specifications. In addition, we are unable to locate the test report
for the modified cytotoxicity study in your submission. Please provide this information.

Reviewer comments: The sponsor consulted with their primary GLP testing
laboratory (Nelson Labs) and consulting toxicologist (Dr. Dan McLain, Walker
Downey & Associates, Inc) regarding the methodology for testing cytotoxicity of
personal lubricants. Both Nelson Labs and Dr. McLain believe that the Agar Overlay
test is more appropriate to determine the cytotoxicity of an acidic lubricant material
(such as Replens) than the direct contact MEM Elution test. A reasonable
justification for this position is summarized in the response. In addition, the
sponsor explained that the pH adjustment would be considered appropriate per ISO
10993-5 and the test results demonstrate the issue is related to pH and not
chemically- or toxicologically-induced. Considering the passing cytotoxicity result
with pH adjustment and the passing results from the GLP sensitization and vaginal
mucosal cell irritation testing which are more reflective of the clinical intended use
of the product, the sponsor has demonstrated acceptable biocompatibility of
Replens. The GLP test report for the modified cytotoxicity study was provided. This
deficiency has been adequately addressed.

8. To assess the sensitization potential of the subject lubricant, your conducted a
hypersensitivity test in guinea pigs. This test is not sufficient as it is not an appropriate test
for a device in contact with mucosal surfaces such as personal lubricants. This is
especially true considering the unfavorable cytotoxicity study results. Please provide the
complete protocol, results, and analysis from a sensitization study that is appropriate for
materials in contact with mucosal surfaces (e.g., ISO Maximization Study). Please note
that testing should be completed with both polar and non-polar extracts of your device.

Reviewer comments: The sponsor believes that the hypersensitivity test performed
on Replens (the modified Maguire sensitization test) is comparable to the two
sensitization methods currently used to test personal lubricants (the ISO
Maximization Study and the Buehler method) in terms of procedure and sensitivity
and, therefore, that further testing of Replens is not warranted.

The sponsor consulted with Nelson Laboratories regarding these test
methodologies. According to Nelson Labs the Buehler method has historically been
the preferred method for personal lubricants for the following reasons: 1) they are
applied topically (as administered in the Buehler method); 2) the ISO maximization
test requires the test article to be a liquid, suspendable powder, or extract (and
lubricants are not liquids or suspendable powders and they are difficult to extract);
and 3) injecting the lubricant "neat" (i.e., directly) by intradermal means is in
contrast with the test method and has not been studied to know if it is a valid
method that will accurately measure sensitization without harm to the test animals.
Therefore, while the ISO Maximization test is generally considered more sensitive
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than the Buehler method, it has inherent limitations that the company believes
prevent it from being an appropriate test method for lubricants such as Replens. As
described in the response, the sponsor believes that the modified Maguire method
used in the Replens hypersensitivity test is a better alternative to both the ISO
Maximization and Buehler methods.

The modified Maguire sensitization test method involves topical application of the
test material as in the Buehler method, but it also involves injection of an adjuvant to
stimulate the immune system response as in the ISO Maximization method. Because
the Maguire method only involves topical application of the test material, it
eliminates the issues involved in either creating extracts of the lubricant or injecting
it neat in the ISO Maximization test.

The sponsor has provided a reasonable justification of their use of the modified
Maguire sensitization test for the Replens product. The modified Maguire
sensitization test is more sensitive than the Buehler method and potentially more
consistent than the ISO Maximization test, and it does not have the same technical
limitations as the ISO Maximization test for use with personal lubricants. This
deficiency has been addressed and no further hypersensitivity testing (e.g., ISO
Maximization test) is necessary.

9. You conducted an Acute Systemic Toxicity test using both IV and IP routes of
administration to evaluate the acute systemic toxicity potential of the subject lubricant.
While the test animals did not display any signs of toxicity via the IP route of administration,
several very concerning adverse effects were seen in the test animals in both studies
evaluating the IV route of administration. In the first IV study, the two test animals went into
convulsions and were gasping immediately following an injection of the undiluted subject
lubricant. Both animals died shortly thereafter. In the second IV study, despite dilution of
the subject lubricant in saline (2.9 grams in 15.4 mL), four out of the five animals displayed
significant clinical signs of toxicity, three animals lost excess of 10% of their body weight,
and one animal died. To justify these results, you simply state that the IV route of
administration is not an appropriate method for evaluating a vaginal lubricant; however, this
does not explain why the subject lubricant caused these reactions in the test animals.
Please provide this information.

In addition, please reevaluate the acute systemic toxicity potential of the subject lubricant
as described in Deficiency 10.

Furthermore, you did not provided justification for your test dose of 50 mL/kg for either the
IV or IP route of administration. Please provide a justification for your test dose that
accounts for daily, repeat use.

Reviewer comments: The sponsor provided a detailed explanation why the lubricant
caused the adverse effects noted during the IV study. Replens is a nonsterile,
primarily aqueous product composed of approximately 8% waxes and/or fat. After
two expert toxicology consultations the sponsor learned that this latter property
should have Immediately exempted it from acute toxicity testing by the intravenous
route. Additionally, the non-sterile nature of the product is not ideal for dosing by an
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intravenous route and the test solution should have been sterilized prior to
administration. The experts they consulted indicated that it is not scientifically
appropriate or advisable to administer a nonsterile, lipid-containing solution with
potential for micro-emboli formation via intravenous administration.

Their consulting toxicologist (Dr. Dan McLain, Walker Downey & Associates, Inc)
retrospectively reviewed the data from these Acute Systemic Toxicity studies. Dr.
McLain and a different testing laboratory concurred that the described clinical signs
(i.e. convulsions, gasping, and death after administration) of the test animals in the
first two studies are classical signs of pulmonary embolism most likely caused, in
this case, by the embolic fatty micelles formed following test article extraction.

A third IV test was conducted after the 510(k) was submitted and produced passing
results (see final test report provided in the response). In this protocol, they further
diluted the test article to 1/20th the original dosing concentration. Based on the
absorption rate provided in the response, this dosage represented over 120 million
times the amount of the product that would be expected to make its way into the
blood stream. Thus, this dosage more than adequately reflects daily, repeat use of
the device. This final test demonstrated that in the absence of significant quantities
of embolism-causing fatty micelles, Replens does not exhibit toxic effects when
delivered intravenously even in a non-sterile form.

This response adequately addresses this deficiency and supports the acceptable
biocompatibility of the product.

10. In lieu of conducting both a vaginal irritation study and an acute systemic toxicity study, an
alternate testing approach that may be more relevant to the proposed use of your device
(i.e., vaginal use) is summarized below. This alternate design is a hybrid between the ISO
Vaginal Irritation test and the ISO Acute Systemic Toxicity test and assesses both the
systemic toxicity and mucosal irritation potential of your device.

Rabbits (n=5 per group) are treated with either the test article extracted in a polar extraction
vehicle, the test article extracted in a non-polar extraction vehicle, or saline (negative
control) and dosed Ix/day for 10 days. Each animal will receive 1 ml of the test article
extracted in a polar extraction vehicle (treatment group 1), the test article extracted in a
non-polar extraction vehicle (treatment group 2), or saline (control).

The following information should be collected during the study:
initial, daily, and terminal body weights;
initial baseline and terminal blood samples;
daily health observations;
food consumption data;
macroscopic and microscopic evaluation of vaginal, cervical, and uterine tissues;
necropsy including examination of major organs, including organ weights; and
tissues from major organs during necropsy.

If you choose to follow this approach, we recommend that you discuss your protocol with us
prior to initiating this study.
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Reviewer comments: The sponsor provided justification that the Vaginal Irritation
Studies, including the Vaginal Irritation with Histological Examination, already
performed are substantially equivalent in terms of methodology to the test requested
above. This test was: 1) performed on six rabbits; 2) involved "neat" (i.e., direct)
administration of the product for 14 days; 3) included targeted microscopic
evaluation of the vaginal, cervical, uterine, and ovarian tissues; 4) included
macroscopic evaluation of major organs; and 5) included observation for behavioral
or toxic signs, food consumption and body weights. These vaginal irritation tests
demonstrated that the product is non-irritating in the target tissue.

The sponsor provided support for the safety of Replens through the acute toxicity
studies. Test results for IP administration were consistent with the biocompatibility
profile of the product and indicate that it is non-toxic when delivered by the IP route.
The company maintains that the results observed in the IV portion of the test are not
relevant, due to the wax/fat content of the product that could reasonably be expected
to cause emboli. It is noted that test results were provided, however, that indicate
Replens is non-toxic when delivered by the IV route when embolic fatty micelles are
minimized (e.g., further diluted).

This response adequately addresses this deficiency and supports the acceptable
biocompatibility of the product. No further testing using the alternate testing
approach described above is required.

11. It appears that you changed applicator material and then conducted additional
biocompatibility tests (irritation and sensitization) on the new version of the applicator.
However, it is unclear is unclear which version of the applicator was evaluated in the
cytotoxicity study conducted. Please provide this information. If the cytotoxicity testing was
not completed on the new version of the applicator, please provide additional cytotoxicity
testing on the new version of the applicator. Alternatively, you may justify why the
cytotoxicity testing already completed is sufficient.

Reviewer comments: The sponsor has stated that all of the applicator
biocompatibility tests (cytotoxicity, vaginal irritation, and sensitization) were
conducted on the current version of the reusable applicator. The vaginal irritation
and sensitization studies were not complete at the time of the initial 510(k)
submission and were provided as supplemental information in response to a
deficiency from the Third Party Reviewer. This deficiency is adequately addressed.

Condom Compatibility

12. You conducted tensile and airburst testing on several brands of latex, polyurethane, and
polyisoprene condoms. You evaluated these condoms untreated and following 30 minutes
of exposure to the subject lubricant and to KY Jelly. You evaluated 20 samples per
condom type per exposure and presented your results in terms of the mean and standard
deviation of each parameter evaluated. In order for us to fully evaluate the effect of the
subject lubricant on condoms, please provide your condom compatibility results as
described in the following table for each parameter evaluated:
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Condom Type
airburst pressure of condoms without additional lubricant (kPa)
(n = xx)
airburst pressure for condoms lubricated with test lubricant (kPa)
(n =xx)
difference
Insert mean and confidence interval
% decrease
Insert mean and confidence interval

Please note that any drop in condom properties of greater than 10% will need to be
justified.

Reviewer comments: The sponsor provided a revised table with the requested
condom compatibility testing data. Values that decreased following treatment with
either Replens or KY Jelly by more than 10% compared to untreated condoms are
highlighted in orange and those that decreased by more than 20% are highlighted in
red.

Latex Condom Test Results:
Five out of 15 test sets across 3 brands of latex condoms treated with Replens (n>20
each) resulted in decreases from the untreated condoms greater than 20%. These 5
results were 22% and 25% for air burst pressure, 27% for air burst volume, 30% for
tensile strength, and 29% for breaking force. For each of these 5 results, the
corresponding minimum value compared to the ISO/ASTM latex condom standard
goal were 173%, 120%, 152%, 104%, and 268%, respectively. Since the latex
condoms treated with Replens still met the ISO/ASTM standard and they performed
equivalent to the condoms treated with the latex condom compatible predicate (K-Y
Jelly), the Replens vaginal lubricant is considered compatible with latex condoms.

Synthetic Condom Test Results:
Two out of 10 test sets across 2 brands of synthetic condoms treated with Replens
(n-20 each) resulted in decreases from the untreated condoms greater than 20%.
These 2 results were 25% for air burst pressure and 23% for tensile strength. For
each of these 2 results, the corresponding minimum value compared to the
ISO/ASTM latex condom standard goal were 128% and 169%, respectively. Since the
synthetic condoms treated with Replens still met the ISOIASTM standard and they
performed equivalent to the condoms treated with the synthetic condom compatible
predicate (K-Y Jelly), the Replens vaginal lubricant is considered compatible with
synthetic condoms.

This response adequately addresses this deficiency and supports the latex and
synthetic condom compatibility of the Replens product.

13. You do not make any claims in your product labeling regarding condom compatibility.
Please include an appropriate condom compatibility claim based on the results of condom
compatibility testing conducted and please modify your Indications for Use form
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accordingly.

Reviewer comments: The sponsor has updated the Indications for Use form to
include a condom compatibility statement. The package insert has been updated to
include a Frequently Asked Question that states: "Is Replens compatible with
condoms? Yes, Replens is compatible with latex and synthetic condoms"

In addition, please revise your review memo to include a detailed discussion of all the
performance testing conducting by the sponsor including cleaning validation, all
biocompatibility studies, shelf-life, and condom compatibility. This discussion should include a
summary of the protocol, the study results, and your reasoning as to why the study results are
acceptable.

Reviewer comments: The cleaning validation discussion was presented in the
Sterilization/Shelf Life/Reuse section VII of the review memo. The summary of the
biocompatibility testing was in the Biocompatibility section ViII. The summary of shelf
life testing was in the Sterilization/Shelf Life/Reuse section VII of the review memo. The
condom compatibility testing was summarized in the Performance Testing - Bench
section XI. The Performance Testing - Bench section of the review memo was updated
with a reference to these other sections. This item is complete.
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Purpose and Submission Summary:

The 510(k) holder Lil' Drug Store Products, Inc. would like to introduce the RepIens Long-
Lasting Vaginal Moisturizer into interstate commerce as a vaginal patient lubricant device.
This product, Replens, has been sold as a cosmetic in the U.S. since 1989 based on its
intended use as a moisturizer. The sponsor has been marketing Replens with the
understanding that it did not fall under the definition of a medical device under Section 201(h) of
the Federal Food, Drug, and Cosmetic Act ("the Act") and was therefore not subject to the
requirements for premarket clearance or approval under the Act. Based on recent discussions
with CDRH, the sponsor understands that the Center's current position is that claims for relief of
vaginal dryness may render a product a medical device under 21 C.F.R. § 884.5300 (Class II,
Product Code MMS, NUC). Lir' Drug Store Products, Inc. has submitted a 510(k) premarket
notification to support the marketing of Replens as a medical device for over-the-counter (OTC)
use. During the review of the original submission dated February 25, 2010 one round of
deficiencies was issued (March 16, 2010). Additional information was provided April 9, 2010 to
respond to!the deficiencies. FDA review resulted in anotherf rnd _of deficiencies on nMa
2010. Additional information was provided May24 2010' All deficiencies have been
adequately addressed.

Administrative Requirements

Indications for Use = Over-the-Counter
Page Number: Additional Information dated May 24, 2010 X
Truthful and Accuracy Statement
Page Number: Section 3.0
510(k) Summary
Page Number: Additional Information dated May 24, 2010 X
Standards Form (FDA Form 3654) X
Page Number: Section 0.5 l

III. Device Description

Is the device life-supporting or life sustaining? m _ X
Is the device an implant (implanted longer than 30 days)? X
Does the device design use software? X
Is the device sterile? ! X
Is the device reusable (not reprocessed single use)? X
Are "cleaning" instructions included for the end user? X

The submission describes the Replens Long-Lasting Vaginal Moisturizer Gel as a non-
sterile, water-based, vaginal moisturizing gel for vaginal dryness and personal lubrication of
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Contains Polyguaternium 15 No Yes
Contains Methylparaben Yes Yes
Contains Polyparaben No Yes
Contains Mineral Oil NF Yes No
Contains Polycarbophil USP Yes No
Contains Carbomer Homopolymer Type Yes No
BNF
Contains Hydrogenated Palm Oil Yes No
Glyceride (GRAS per 21 CFR 184.1505)
Contains Sodium Hydroxide NF Yes No
Contains Sorbic Acid Yes No
Container Aluminum Tube with Plastic Plastic Bottle

(Polyethylene Applicator)
Delivery Applicator Manually
Sterile No No

Both products are composed of similar ingredients and the technological characteristics are very
similar. Replens is delivered in a reusable polyethylene applicator designed for vaginal use.
The safety of the applicator has been demonstrated through its commercial use in the Replens
Vaginal Moisturizer cosmetic product. Additionally, a vaginal applicator is used with RepHresh
Vaginal Gel (K021737).

The formulation of Replens is similar to that of the CVS Personal Lubricant & Moisturizer. Water
and glycerin represent approximately 92% of the Replens formulation and provide the primary
lubrication and moisturizer characteristics of both Replens and the predicate device. While
certain of the other ingredients differ between the two formulations, these other ingredients
perform equivalent functions that can be safely accomplished via a variety of ingredients. Each
product has ingredients that perform the following functions: vehicle, humectant, gel former and
preservative. All ingredients included in Replens are either NF, USP, or are considered
"generally recognized as safe for their intended use". In addition, these other Replens
ingredients are commonly used in other devices and cosmetics for vaginal use.

Although they perform the same functions as analogous ingredients included in the CVS
Personal Lubricant & Moisturizer, Replens contains the following ingredients that are not utilized
in the predicate: polycarbophil, Carbomer Homopolymer Type B, mineral oil, hydrogenated
palm oil glyceride, sorbic acid, and sodium hydroxide. All of these ingredients are well
characterized and are used in other vaginal lubricants. Each ingredient and its characteristics
are discussed in detail in section 7.1 of the submission.

Intended Use:
The Replens Long-Lasting Vaginal Moisturizer is intended for the same use as the over-the-
counter predicate device, CVS Lubricant & Moisturizer. Both devices are non-sterile, aqueous
gels intended for use as a vaginal lubricant and moisturizer for vaginal dryness and personal
lubrication of the vaginal area to facilitate ease and comfort during intimate sexual activity.

The comparison of the indications for use statements is provided in the following table.

Regulatory Technology Services LLC RPP-F-0014
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Replens Vaginal Moisturizer (35g Tube) CVS® Personal Lubricant & Moisturizer
New Device (K(062682)

Replns s aperona lubricant fr vaginal A non-sterile personal lubricant for OTC
~pp~cati intndedto moisturize and lub-ric~a~it~i consumer use, as a moisturizer for vaginal
to nhace he aseand comfort of intimate___ dryness and personal lubrication of the vaginal

sexual activity and supplement the body's natural area to enhance condom use and to fcltt
lubrication. This product is compatible with`__ ease and comfort during intimate sexual activity.
'natural rubber latex condoms and synthetic CVS Personal Lubricant & Moisturizer is
'(poqlyurethane and pglyisoprene) condoms.~ compatible with latex condoms. This device is not

a contraceptive or spermicide nor does it contain
_________________________________ any such component.

T-he -daed----cai-sf-or R-epl-en-s ar-e c-o-nsi-ste-nt w-ti-ththecurren-t FDAr~c-om-men-de-d -c'orner
~f te sandad idicaionfor ersnallubricants!'
(Prouct amelis apersnal ubri~ntfor peie vgnlapiain-neddto~
Moisurie ad lbriate toenhncdtheease and cornfort Of intimate sexual act ivityd and
suppemet te boy'snatral ubrcaton.This product is (is not] compatible with nat ural rubber
latex cndoms -for ticcondoms(sptc~ify pecific typie('s~Lqyofsytheic condoms)],!-

Conclusion
The differences in formulations between the predicate device and the new device have been
adequately addressed by the biocompatibility testing, condom compatibility testing, and
preservative effectiveness testing of the new device. Performance testing demonstrates that
Replens is as safe as the predicate and other vaginal moisturizers. Therefore, based on the
comparison of the device technological characteristics, the indications for use, and the safety
and performance testing results, the Replens Long-Lasting Vaginal Moisturizer is substantially
equivalent to the predicate device and does not raise new questions of safety or effectiveness.

VI. Labeling
The labeling is provided in section 5.4 and in the additional information that was provided April 9
and May 24, 201 0. The labeling includes all the appropriate instructions for use of this over-the-
counter device and the applicable warnings to the user. Based on biocompatibility testing
results that indicated the device was an eye irritant, a warning stating, "Keep out of eyes and
ears" was added to the instructions for use. There are detailed instructions and diagrams to
assist the user in understanding the proper use of the device, cleaning of the reusable
applicator, along with a description of how the device works and a list of commonly asked
queastions with answers T. f6instructions were -updated'MayW24, 2010 toinclud-e the~following-
FAQ: Is Replens compatible with condoms? Yes, Rep/ens ii`66mpatible with latex and
'synth&:c condoms. Nlo other specific claims are made which would raise questions of safety
and effectiveness.

VII. Sterilization/Shelf Life/Reuse
The device is provided non-sterile and the applicator is intended to be reused.
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Verification & Validation Testing:
Revision level history:
Unresolved anomalies:

The device does not employ software.

X. Electromagnetic Compatibility and Electrical, Mechanical and Thermal Safety

The device is not electrically powered.

Xl. Performance Testing - Bench

Refehr toth ciatio di sion and the summary of shelf life testing presented in the
Sterilization/Shelf Life/Reuse section VII of this review memo, Refer to the summan of the
biocom pa iit eting in the biocompatbiliy secion IIIe

Condom Compatibility Testing

The overview of the condom compatibility testing is presented in section 8.2 of the submission
and the full test report is provided in Appendix C. 1. Condom compatibility was evaluated by
measuring burst pressure, burst volume, breaking force, tensile strength and elongation. 5
different brands of condoms were used. Three brands were latex, with two non-lubricated and
one lubricated. The other two brands were lubricated synthetic condoms - one was
polyurethane and one was polyisoprene. Condoms treated with Replens were used as the test
group; untreated condoms and condoms treated with KY Jelly (K810310) were used as the
control and comparator, respectively, across all brands. KY Jelly was chosen as the comparator
since it is a widely used international brand, like Replens, and because it has a condom
compatibility claim that is not limited to latex condoms.

Forty (40) condoms / brand / treatment protocol were tested for Burst Volume and Burst
Pressure using the Airburst Testing procedure identified in the FDA recognized standard, ISO
4074:2002(E). Twenty (20) condoms / brand / treatment protocol were tested for Tensile
Strength, Elongation, and Breaking Force using the Tensile Testing procedure identified in ISO
4074:2002(E). Acceptance criteria were utilized from both the ISO 4074:2002 and the ASTM
D3492-93.

Results from this testing:
* Replens treated condoms met recognized standards on 22 of 25 measures with the

following exceptions:
o The untreated Durex Natural Feeling (lubricated latex) condoms did not meet ASTM

standards for Tensile Testing - Tensile Strength. Both the Replens and KY Jelly
treated condoms also did not meet the standard and showed equivalent performance
declines.

o The untreated Durex Avanti (polyurethane) condoms did not meet ISO standard for
Airburst Testing - Burst Volume. The Replens treated condoms also did not meet

Regulatory Technology Services LLC RPP-F-0014
1394 25~ Street NW Revision 2, Effective November 12, 2008
Buffalo, MN 53313 Page 13 of 18

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



RTS
Accredited Person R TS
SE Documentation Regulatory Technology Services LLC

the standards, but they performed better than the untreated condoms and performed
equivalent to KY Jelly.

o The untreated Durex Avanti (polyurethane) condoms did not meet ASTM standards
for Tensile Testing - Elongation at Break. The Replens treated condoms also did not
meet the standard, but they performed better than the untreated condoms and also
better than KY Jelly.

As compared to expected test results, performance of Replens treated condoms in air burst
and tensile testing exceeded test standards and was substantially equivalent to performance
of the untreated and KY Jelly treated condoms.

Conclusions from this testing:
The results of this testing demonstrate that condom strength and integrity are not materially
affected by Replens. Therefore, Replens is safe for use with both lubricated and non-lubricated
latex condoms and also synthetic condoms. Replens performs comparably to other lubricants
with approved claims of condom compatibility.

Preservative Effectiveness Testing

A Preservative Effectiveness Test (PET) was conducted according to USP 32 <51> to verify the
effectiveness of the preservative system (methylparaben and sorbic acid). This study tests
anti-microbial preservatives against the following organisms: Candida albicans (ATCC 10231),
Aspergillus niger (ATCC 16404), Escherichia coli (ATCC 8739), Pseudomonas aeruginosa
(ATCC 9027), and Staphylococcus aureus (ATCC 6538).

After inoculation and 0 hour assay, the samples were stored in a 20-250C incubator for the
duration of the test. At 14 days and 28 days, the samples were removed from the incubator and
assayed for growth. At each of these time points, an aliquot is removed from the samples and
the concentration of organism remaining in the sample is determined by standard plate count
procedure.

Plate counts from each time point were compared to those seen in the 0 hour positive control.
Reductions in CFU/mL were converted to log reduction values for assessing the antimicrobial
effectiveness of the samples, according to USP 32 <51> criteria. Replens was compared
against the criteria for category 2 type products (topically used products made with aqueous
bases or vehicles, nonsterile nasal products, and emulsions, including those applied to mucous
membranes) as follows:

Bacteria: Not less than 2.0 log reduction from the initial count at 14 days, and
no increase from the 14 days' count at 28 days.

Yeast and Molds: No increase from the initial calculated count at 14 and 28 days.

The results for Replens in the table below demonstrated conformance with the criteria above
and the preservative was determined to be effective.
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XIV. Substantial Equivalence Discussion
Yes No

1. Same Indication Statement? X If YES = Go To 3

2. Do Differences Alter The Effect Or Raise New If YES = Stop NSE
Issues of Safety Or Effectiveness?

3. Same Technological Characteristics? X If YES = Go To 5

4. Could The New Characteristics Affect Safety Or If YES = Go To 6
Effectiveness?

5. Descriptive Characteristics Precise Enough? X If NO = Go To 8
If YES = Stop SE

6. New Types Of Safety Or Effectiveness If YES = Stop NSE
Questions?

7. Accepted Scientific Methods Exist? If NO = Stop NSE

8. Performance Data Available? X If NO = Request Data

9. Data Demonstrate Equivalence? X Final Decision: SE

Note: Document the decision path by marking the arrows followed on the FDA flowchart.

Please complete the following table and answer the corresponding questions. "Yes" responses
to questions 2, 4, 6, and 9, and every "no" response requires an explanation.
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1. Explain how the new indication differs from the predicate device's indication:

2. Explain why there is or is not a new effect or safety or effectiveness issue:

3. Describe the new technological characteristics:

4. Explain how new characteristics could or could not affect safety or effectiveness:

5. Explain how descriptive characteristics are not precise enough:

The submission includes the descriptive characteristics but the performance
testing is needed to support substantial equivalence and demonstrate the
similarities between the new device and the predicate device.

6. Explain new types of safety or effectiveness question(s) raised or why the question(s) are
not new:

7. Explain why existing scientific methods cannot be used:

8. Explain what performance data is needed:

9. Explain how the performance data demonstrates that the device is or is not substantially
equivalent:

As the reviewer of this submission I have reviewed the instructions for use, the
sponsor's description of the device and compared this information against the
information for the predicate device that was provided by the sponsor. The
specifications for the predicate device and the new device have been compared.
They are very similar. The comparison table demonstrates the similarities and
differences between the new device and predicate device. The submission
includes biocompatibility and performance testing which demonstrates the new
device and the predicate device have similar performance characteristics. The
labeling included in the submission was reviewed and found to be similar to the
predicate labeling. There are no new questions of safety and effectiveness raised
during this review.

Based upon the above summary, a substantially equivalent decision is
recommended.

XV. Deficiencies

During the review of the original submission dated February 25, 2010 one round of
deficiencies was issued (March 16, 2010). Additional information was provided April 9, 2010
to respond to the deficiencies. FlDA e'view resuilted ihnr an-diherround ofndeficiencies on May 1''
.0IA-~d-ditiona~ll~ii i~n wtn, ass provded May 24, 2010.iAll deficiencies have been
adequately addressed.
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XVI. Contact History

All correspondence is included in the submission.

XVII. Recommendation

Classification Name: Lubricant, Patient, Vaginal
Regulatory Class: II
Product Code: MMS, NUC
Classification Number: 21 CFR 884.5300
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Response to 510(k) Deficiency Letter

May 24, 2010

U.S. Food and Drug Administration
Center for Devices and Radiological Health
Document Mail Center - W066-G609
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002

Reference: Replens Long-Lasting Vaginal Moisturizer (in 35g Tube
with Reusable Applicator) 510(k) (K101098) Deficiency
Letter dated May 5, 2010

Applicant: Lii' Drug Store Products, Inc.

Dear Sir or Madam:

Further to your deficiency letter dated May 5, 2010 for the Traditional 510(k)
Premarket Notification for Replens Long-Lasting Vaginal Moisturizer (in 35g
Tube with Reusable Applicator) ("Replens"), a vaginal moisturizer for
treatment of vaginal dryness, please see below the response from the
applicant. Your comments are restated in bold followed by the response.

Device Description

1. Please note that personal lubricants such as Replens are Class I
1I devices, covered by prodcode NUC (vaginal patient
lubricant), under regulation number 21 CFR 884.5300.

Please find attached revised versions of the following documents that
have been modified to reflect the indicated product categorization:

* 0.1 FDA Form 3514
* 2.0 510(k) Summary
* 4.0 Device Information

LiP Drug Store Products, Inc. 11201 Continental Place NE I Cedar Rapids, IA 52402
Phone: 319-294-3745 I Fax: 319-393-3494 I Internet: ww.Iildrugstorexcom I E-mail: tmiller~lildrugstore.com
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2. You state that the pH of the subject lubricant is 2.9 and ranges
from 2.3-3.5. You also state that this is in the physiologic
range of the normal vagina. However, it appears to us that the
pH of the subject lubricant is below normal vaginal pH, which
typically ranges from 4.0 - 5.0 in women with active menstrual
cycles (M. Garcia-Closas et al. Epidemiologic determinants of
vaginal pH. AJOG. Volume 180(5). pp.1060-1066.).
In light of this information, please justify the pH of the subject
lubricant. Your justification should include, but is not limited
to, a discussion of the possible changes to the vaginal
microflora that may result from prolonged exposure to this dv
product and if a low pH environment makes the vagina more
susceptible to infections of any kind.

Please find attached a detailed response regarding Replens' effect on
vaginal pH and vaginal flora.

Indications for Use

3. Please revise your indications for use statement to that of the
standard indication for personal lubricants as follows:

[Product name] is a personal lubricant, for penile and/or
vaginal application, intended to moisturize and lubricate, to A
enhance the ease and comfort of intimate sexual activity and
supplement the body's natural lubrication. This product is [is
not] compatible with natural rubber latex condoms [and/or
synthetic condoms (specify specific type(s) of synthetic
condoms)].

Please modify your Indications for Use form, 510(k) Summary,
and labeling accordingly, and please provided revised copies of
these documents for review. Please note that the last sentence
of your indication statement is dependent upon how you
choose to address the condom compatibility issues described in
Deficiencies 12-13.

Please find attached revised versions of the following documents that
have been modified to reflect an indications for use statement
consistent with the standard indication for personal lubricants:

* 0.1 FDA Form 3514
* 1.0 Indications for Use Statement
* 2.0 510(k) Summary

Lil' Drug Store Products, Inc. I 1201 Continental Place NE I Cedar Rapids, IA 52402
Phone: 319-294-3745 I Fax: 319-393-3494 I Internet: www.lildrugstore.com I E-mail: tmiller~lildrugstore.com
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The revised indications for use statement for Replens is as follows:

"Replens is a personal lubricant for vaginal application, intended to
moisturize and lubricate, to enhance the ease and comfort of intimate
sexual activity and supplement the body's natural lubrication. This
product is compatible with natural rubber latex condoms and synthetic
(polyurethane and polyisoprene) condoms."

As Replens is intended only for direct vaginal application, the portion
of the suggested statement related to "penile application" has been
removed.

Labeling

4. Please revise your package insert as follows:
a. Please provide information in the labeling regarding when to 1,k
dispose of the applicator (e.g., when the lubricant has been
used up).
b. Please state that the applicator should be cleaned
immediately after use. The cleaning validation testing provided
in Appendix D of the 510(k) submission evaluated the
applicator after sitting for only 10 minutes following
contamination.
c. Please state that the applicator should be completely dry A/-
before reassembly.
Please provide a revised copy of your product labeling including
the above requested revisions.

Please find attached a revised copy of the package insert. The
package insert has been revised to include: a) instructions to dispose
of the applicator after the tube of lubricant has been used; b) to
instruct the user to clean the applicator immediately after use; and c)
to state that the applicator should be completely dry before
reassembly.

Shelf Life

5. Please clarify if the 36 month accelerated-aging study
conducted by Pharmetics evaluated ingredients from the
current suppliers and the current product packaging. If not,
please justify why any differences between the evaluated
product and the current product would not affect shelf-life.
Please note that if your justification is not sufficient you will be
asked to conduct additional shelf-life testing.

Lil' Drug Store Products, Inc. I 1201 Continental Place NE I Cedar Rapids, IA 52402
Phone: 319-294-3745 j Fax: 319-393-3494 I Intemet: www.lildrugstore.com I E-mail: tmillerilildrugstore.com

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



Lii' Drug Store Products D G
STORE.
P R 0 D U C T 9

The 36 month real time study conducted by Pharmetics evaluated the
current product packaging and materials with equivalent grades to
those indicated in this 510(k). While this data independently supports
the proposed shelf life, an ongoing stability study is in progress as
described in the protocol provided in appendix E.1 of the original
510(k) notice.

Biocompatibility

6. Four key biocompatibility studies provided in your submission
were conducted twenty years ago. These studies are as
follows:

Acute Vaginal Irritation in Rabbits (1989)
* Subacute Vaginal Irritation in Rabbits (1989)
* Subacute Vaginal Irritation with Histological

Examination (1990)
· Hypersensitivity (1989)

Please confirm if the current version of the subject lubricant is
identical to the product evaluated in the above studies, (i.e.,
identical ingredient suppliers, identical manufacturing
processes, etc.). If not please provide vaginal irritation and
sensitization testing on the final, finished version of the subject
lubricant. These studies should evaluate appropriate models
(e.g., ISO Vaginal Mucosal Irritation, ISO Maximization
Sensitization), evaluate both polar and non-polar extracts, and
follow the extraction procedures outlined in ISO 10993-
12:2007.

The Replens product has been sold as a cosmetic in the U.S. since
1989 and in Europe initially as a drug and later as a Class Ha Medical
Device since 1992 (it is still sold as a drug in some countries around
the world). Therefore, certain of the biocompatibility tests of the
product were conducted to support its approval in Europe as a drug
and marketing in the U.S. at that time.

The Replens formulation used in the acute and subacute vaginal
irritation studies and hypersensitivity study included in the 510(k)
notice is essentially identical to the product as it is marketed today.
Specifically:

Lil' Drug Store Products, Inc. I 1201 Continental Place NE I Cedar Rapids, IA 52402
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The formulation ingredients of Replens (all are GRAS or USP-NF grade
materials) have not changed since the subject GLP biocompatibility
testing was completed. Moreover, when new suppliers were selected
they were required to provide the same GRAS or USP-NF grade
materials. It is noted that all of the ingredients in Replens are
included in the FDA Drug Inactive Ingredients database 3 as
appropriate for vaginal gels or emulsions in percentages lower than
the "maximum potency" allowed.

Minor changes in the manufacturing process (e.g., mixing the gel in
two vessels instead of three, using a tighter temperature range during
a particular mixing step, changing sampling protocol) were determined
to have no expected effect on product quality or integrity.

The company does not believe any of the changes in raw material
suppliers or manufacturing processes would be expected to have any
effect on the product's biocompatibility. Changing raw material
suppliers is common in the production of medical devices, and does
not typically necessitate repeating biocompatibility testing, particularly
for the same GRAS or USP-NF grade materials. In addition, minor
changes in manufacturing would not be expected to affect the
biocompatibility of the product, or necessitate additional testing.

In addition, the biocompatibility of the Replens product is confirmed by
a significant amount of testing, including testing that was conducted
on the current product (cytotoxicity and acute systemic toxicity). See
Section 8.1 of the 510(k) for more detail.

Therefore, Lil' Drug Store believes that the vaginal irritation and
hypersensitivity studies included in the 510(k) notice are applicable to
the current product, and do not need to be repeated.

Finally, in considering the biocompatibility of Replens, it is important to
note that the formulation of Replens is substantially equivalent to that
of the predicate, CVS Personal Lubricant & Moisturizer (K062682).
Water and glycerin represent approximately 92% of the Replens
formulation and provide the primary lubrication and moisturizer
characteristics of both Replens and the predicate device. While certain
of the other, minor ingredients differ between the two formulations,
these other ingredients perform equivalent functions that can be safely
accomplished via a variety of ingredients. All ingredients included in
Replens are either NF, USP, or are considered "generally recognized as

3 httD://www.accessdata.fda.aov/scriots/cder/iiq/index.cfm (Note: Carbomer Homopolymer
Type B is a new name for Carbomer 974P, as listed in the database.)
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safe for their intended use". In addition, these other Replens
ingredients are commonly used in other devices and cosmetics for
vaginal use (see Section 7.1 of the 510(k) for additional detail). 4
Therefore, Lil' Drug Store Products believes that any differences in
formulation between Replens and the predicate do not affect the safety
or effectiveness of the device and do not raise new questions of safety
or effectiveness with regard to the Replens product.

7. You conducted an Agar Overlay test to evaluate the cytotoxicity
potential of the subject lubricant, which displayed cytotoxicity
scores of 2 and 3. This is a much higher degree of cytotoxicity
than typically seen for personal lubricant products. This is
especially concerning because an Agar Overlay test is less
sensitive than the MEM Elution Cytotoxicity test typically used
to evaluate the cytotoxicity potential of personal lubricant
products. An Agar Overlay test is less sensitive because the
agar acts a barrier between the cells and the test article,
allowing less penetration compared to a direct contact method
such as MEM Elution.

You state that the negative cytotoxicity result was caused by
the low pH of the subject lubricant, and to demonstrate this,
you repeated the cytotoxicity study after adjusting the pH of
the subject lubricant to 7.0-7.5. You state that this modified
cytotoxicity study did not display any signs of cytotoxicity.

We do not believe this is appropriate justification because the
marketed product will not have a pH of 7.0-7.5. Please provide
justification that supports the safety of the subject lubricant
with its intended specifications. In addition, we are unable to
locate the test report for the modified cytotoxicity study in your
submission. Please provide this information.

Lil' Drug Store consulted with our primary GLP testing laboratory
(Nelson Labs) and our consulting toxicologist (Dr. Dan McLain, Walker
Downey & Associates, Inc) regarding the methodology for testing
cytotoxicity of personal lubricants. For the reasons described below,

4 Replens' formulation is also very similar to Crinone (NDA 20-701 and NDA 20-756), a gel
with progesterone as the active ingredient, marketed in the U.S. since 1997 for vaginal use
during the first trimester of pregnancy to support embryo implantation and maintain
pregnancies as part of assisted reproductive technology treatment regimens. With the
exception of water, methylparaben, and the active ingredient, the two gels have the same
weight to weight ratio of all Replens ingredients, including the ones not in the identified
predicate. Replens was used as the non-drug control in several Crinone clinical studies.
Together, this provides further evidence of the safety of these ingredients.
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both Nelson Labs and Dr. McLain believe that the Agar Overlay test is
more appropriate to determine the cytotoxicity of an acidic lubricant
material (such as Replens) than the direct contact MEM Elution test.

In the MEM Elution test, the test sample is applied directly to the cells;
however, the test sample is an extract of the test article, not the
actual test article. Extraction must be used because dosing a lubricant
"%neat" (i.e., directly) on the cell cultures is not a viable option because
the cell cultures would not survive without the nutrients in the MEM
solution. For lubricants, the sample partially dissolves into the MEM
solution during the extraction process creating a diluted or lower dose
(4g/20ml or 25% solution) of the sample rather than an extract.
There is no practical way to determine a dose ratio for this test since
the cells do not have a basis to compare to patient use (e.g. animal
dosing can be compared to human dosing based on weight). As a
result, this dilution effect makes it difficult to determine the true
cytotoxic effect of the test material. Additionally, the extraction
process has a pH buffering effect due to the higher pH ("'7.3) of the
extraction media, which matches the pH of the cultured cells. Cells
are very sensitive and can be killed by minor changes in pH, salinity,
or temperature. Therefore, because the pH of a lubricant is buffered by
the extraction process, the MEM test would not detect cell changes due
to the original pH of the test article. As a result, acidic vaginal
lubricants tested with the MEM elution test are less likely to show
reactivity due to both the dilution and the pH buffering effects.

For these reasons, Nelson Labs prefers the Agar Overlay method to
test the cytotoxicity of lubricants despite the following limitations of
this method: 1) the ability of lubricants to spread beyond the filter
disks making it difficult to grade the zone of reactivity; and 2)
significant differences in pH, salinity, osmolarity, etc. from the cell
cultures will show reactivity that may not be reflective of the test
substance's actual use.

The original negative cytotoxic results associated with Replens on the
Agar Overlay test were entirely mitigated following pH adjustment of
the product, using an otherwise-identical test methodology. It can be
concluded, therefore, that the unfavorable results were caused by the
gel's pH. It is noted that adjusting the pH of a test sample is allowable
per ISO 10993-5 and is appropriate given the intended use of the
product and pH range of the normal, healthy vagina, which is also
acidic (see response to deficiency #2 for a discussion of vaginal pH).
Because of the naturally acidic environment, cells in the vaginal
mucosa would not be expected to exhibit the same reaction to low pH
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as the L-929 cell line used in the cytotoxicity testing. Finally, the pH
adjustment in the Agar Overlay test is equivalent to the pH buffering
effect that occurs with an extract in the MEM Elution test, without also
having a dilution effect. The favorable results on the final test with the
pH-adjusted Replens (GLP report attached) are therefore more
representative of the product in actual use.

In conclusion, the company believes that the Agar Overlay test is the
most appropriate method for testing cytotoxicity of personal lubricants
such as Replens. We have demonstrated through a series of
mechanistic cytotoxicity studies that the observed effects of Replens
were physical in nature (due to pH), and not chemically- or
toxicologically-induced. Finally, the company believes that the GLP
sensitization and vaginal mucosal cell irritation testing included in the
510(k) notice are more reflective of the clinical intended use of the
product and provide clear evidence of the biocompatibility of Replens
in vivo.

8. To assess the sensitization potential of the subject lubricant,
your conducted a hypersensitivity test in guinea pigs. This test
is not sufficient as it is not an appropriate test for a device in
contact with mucosal surfaces such as personal lubricants.
This is especially true considering the unfavorable cytotoxicity
study results. Please provide the complete protocol, results,
and analysis from a sensitization study that is appropriate for
materials in contact with mucosal surfaces (e.g., ISO
Maximization Study). Please note that testing should be
completed with both polar and non-polar extracts of your
device.

As described in detail below, we believe that the hypersensitivity test
performed on Replens (the modified Maguire sensitization test) is
comparable to the two sensitization methods currently used to test
personal lubricants (the ISO Maximization Study and the Buehler
method) in terms of procedure and sensitivity and, therefore, that
further testing of Replens is not warranted.

As hypersensitivity testing requires visual scoring for any reaction, our
understanding is that the conventional ISO protocols, including the
ISO Maximization Study, are not amenable to administration in any of
the standard mucosal cell surface models (e.g., vaginal or oral).
Therefore, we assume that FDA's request for the ISO Maximization
test over the commonly-used Buehler method, both of which employ
dermal administration of the test article, is because the ISO
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Maximization test is considered the more sensitive of the two tests and
not a request to test the product directly on mucosal surfaces.

A recent article by the biocompatibility director at a major testing
laboratory (Toxikon Corporation) summarized the difference between
these two tests as follows: "Two primary test methods are used for
medical devices to satisfy the sensitization testing requirement. The
first is the guinea pig maximization test (GPMT 5); the second is the
closed patch test, also known as the Buehler. Due to the use of an
adjuvant to stimulate the immune system, the GPMT has been
considered the more sensitive test. The GPMT has intradermal
injections in the beginning of the study and topical applications at the
conclusion. The Buehler consists of all topical applications. Due to the
intradermal injections in the GPMT, the requirements specify that the
test article be a liquid, suspendable powder, or extract. The Buehler is
better performed with surface contact devices as they are used, if
possible, and chemicals." 6 Following administration, these tests both
evaluate dermal sensitization to the test material.

Lil' Drug Store has consulted with Nelson Laboratories regarding these
test methodologies. We understand from Nelson Labs that the Buehler
method has historically been the preferred method for personal
lubricants for the following reasons: 1) they are applied topically (as
administered in the Buehler method); 2) the ISO maximization test
requires the test article to be a liquid, suspendable powder, or extract
(and lubricants are not liquids or suspendable powders and they are
difficult to extract); and 3) injecting the lubricant "neat" (i.e., directly)
by intradermal means is in contrast with the test method and has not
been studied to know if it is a valid method that will accurately
measure sensitization without harm to the test animals. Therefore,
while the ISO Maximization test is generally considered more sensitive
than the Buehler method, it has inherent limitations that the company
believes prevent it from being an appropriate test method for
lubricants such as Replens. As described in more detail below, we
believe that the modified Maguire method used in the Replens
hypersensitivity test is a better alternative to both the ISO
Maximization and Buehler methods.

As previously stated, the method used for the guinea pig
hypersensitivity study of Replens submitted in the 510(k) notice was

'The guinea pig maximization test (GPMT) is also known as either the ISO Maximization test
or the Magnussen-Kligman Maximization test.
I Lister L. (2010) Biocompatibility Testing: Tips for Avoiding Pitfalls, Part 2. MD&DI, 32(2).
(htto://www.mddionline.com/article/testino tips2)
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the modified Maguire sensitization test 7. This method involves topical
application of the test material as in the Buehler method, but it also
involves injection of an adjuvant to stimulate the immune system
response as in the ISO Maximization method. Because the Maguire
method only involves topical application of the test material, it
eliminates the issues involved in either creating extracts of the
lubricant or injecting it neat in the ISO Maximization test. In addition,
a study comparing the sensitivity of guinea pig test models (Marzulli
and Maguire (1982)) showed that the modified Maguire method is
significantly more sensitive than the Buehler method for weak
sensitizers 8. Marzulli and Maguire did not show the Maguire method to
be as sensitive as the Magnusson-Kligman test (ISO Maximization),
but another study reported it to be more consistent in detecting the
sensitizing effects of materials in the predicted order than the
Magnusson-Kligman test 9. Therefore, as the modified Maguire
sensitization test is more sensitive than the Buehler method and
potentially more consistent than the ISO Maximization test, and it does
not have the same technical limitations as the ISO Maximization test
for use with personal lubricants, we consider the submitted test to
remain a valid assessment of the sensitization potential of Replens.

Moreover, it is noted that no significant allergenicity/sensitization has
been observed in the numerous clinical studies performed on Replens
(see the response to FDA deficiency #2).

For these reasons, the company does not believe that additional
hypersensitivity testing of Replens is necessary.

9. You conducted an Acute Systemic Toxicity test using both IV
and IP routes of administration to evaluate the acute systemic
toxicity potential of the subject lubricant. While the test
animals did not display any signs of toxicity via the IP route of
administration, several very concerning adverse effects were
seen in the test animals in both studies evaluating the IV route
of administration. In the first IV study, the two test animals
went into convulsions and were gasping immediately following

'Maguire HC. (1973) The Bioassay of Contact Allergens in the Guinea Pig. 1. Soc.
Cosmet. Chem., 24: 151-162.8 Marzulli F, Maguire HC. (1982) Usefulness and Limitations of Various Guinea-Pig
Test Methods in Detecting Human Skin Sensitizers-Validation of Guinea-Pig Tests
for Skin Hypersensitivity. Fd Chem. Toxic. 20:67-74.
9 Horton JR, MacEwen JD, Vernot EH. (1981) Comparison of Skin Sensitization
Methods: Landsteiner, Maguire and Guinea Pig Maximization. Air Force Aerospace
Medical Research Laboratory, report # AFAMRL-TR-81-131.
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an injection of the undiluted subject lubricant. Both animals
died shortly thereafter. In the second IV study, despite
dilution of the subject lubricant in saline (2.9 grams in 15.4
mL), four out of the five animals displayed significant clinical
signs of toxicity, three animals lost excess of 10% of their body
weight, and one animal died. To justify these results, you
simply state that the IV route of administration is not an
appropriate method for evaluating a vaginal lubricant;
however, this does not explain why the subject lubricant
caused these reactions in the test animals. Please provide this
information.

In addition, please reevaluate the acute systemic toxicity
potential of the subject lubricant as described in Deficiency 10.

Furthermore, you did not provided justification for your test
dose of 50 mL/kg for either the IV or IP route of
administration. Please provide a justification for your test dose
that accounts for daily, repeat use.

In the 510(k) notice, we identified two primary reasons why the Acute
Systemic Toxicity by IV route is not an appropriate measure of the
biocompatibility or toxicity of the product. First, the viscosity of the
product and the lack of a homogenous test solution because the
product is not completely soluble in water raise significant questions as
to the scientific validity of testing acute systemic toxicity with IV
administration for vaginal lubricants. Second, while it is difficult to
model the differential absorption rates for the vaginal membrane and
blood, in testing the absorption rate through the vaginal membrane of
a variety of substances, the worst case absorption rate measured was
0.095 pg/g.'0 Using this absorption rate, the dosage administered in
the second test represented 705 million times the amount of a
vaginally-delivered dose that might make its way into the blood
stream of a user. These two points are further discussed below.

Replens is a nonsterile, primarily aqueous product composed of
approximately 8% waxes and/or fat. The company now understands
from two expert toxicology consultations that this latter property
should have immediately exempted it from acute toxicity testing by
the intravenous route. Additionally, the non-sterile nature of the

10 Pharmaceutical Society of Japan; Vol 12 (1964) The Absorption of Organomercurial
Compounds from the Vaginal Route of the Rabbits. I. Comparative Study on the Effect of
Suppository Vehicles on the Absorption of w-Ethylmercurithio-n-undecanoic Acid,
Phenylmercuric Acetate and Ethylmercuric Chloride after Single Dose Administration.
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product is also not ideal for dosing by an intravenous route and the
test solution should have been sterilized prior to administration. The
experts we consulted indicated that it is not scientifically appropriate
or advisable to administer a nonsterile, lipid-containing solution with
potential for micro-emboli formation via intravenous administration.

Nelson Laboratories, who conducted these tests, did not investigate
the cause of death of the animals. Therefore, Lil' Drug Store asked
our consulting toxicologist (Dr. Dan McLain, Walker Downey &
Associates, Inc) to retrospectively review the data from these Acute
Systemic Toxicity studies. Dr. McLain and a different testing
laboratory concurred that the described clinical signs (i.e. convulsions,
gasping, and death after administration) of the test animals in the first
two studies are classical signs of pulmonary embolism most likely
caused, in this case, by the embolic fatty micelles formed following
test article extraction. Based on this conclusion, they indicated that
filtering of the 0.2 g/mL test article solution would have been the only
logical recourse (other than dilution) for intravenous administration,
but viewed this as a potentially significant departure from standard
ISO testing practice.

While we now believe that the intravenous test should not have been
conducted based on the information presented above, we attempted
three different protocol modifications in our effort to satisfy this
assumed requirement. The third test was completed after the 510(k)
was submitted and produced passing results (see final test report
attached). In this protocol, we further diluted the test article to 1/20th
the original dosing concentration. Based on the absorption rate
provided above, this dosage still represented over 120 million times
the amount of the product that would be expected to make its way
into the blood stream. Thus, this dosage more than adequately
reflects daily, repeat use of the device. It should be noted that this
dilution rate also reduced the potential microbial and fatty micelle
burden to 1 / 2 0 th of the original amount so that it did not affect the
animals in this particular test. This final test demonstrates that in the
absence of significant quantities of embolism-causing fatty micelles,
Replens does not demonstrate toxic effects when delivered
intravenously even in a non-sterile form.

Finally, while the acute systemic toxicity test is not designed to
address the effects of repeat administration, the dosages administered
by both the IP and IV route represented many multiples of individual
doses. The dosage delivered in both tests was based on ISO 10993-
11:2006, which recommends a 50-mL/kg dose for systemic toxicity
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evaluation for both IP and IV administrations. As noted above, at the
dilution used, the dosage delivered via the IV route in the last
(successful) test represented 120 million times the amount that might
possibly make its way into the bloodstream based on the weight of the
animal. At the dilution used in the IP test, the dosage delivered via
the IP route represents > l0x dosage based on the weight of the
animal. Additionally, the company has submitted other data in the
510(k) notice that demonstrate the biocompatibility of the gel
following repeat administration, specifically the Subacute Vaginal
Irritation with Histological Examination study.

In summary, as concluded by two different and independent expert
sources, the observed clinical signs of the test animals in the first two
studies administered the product via the IV route are classic signs of
pulmonary embolism, most likely caused by intravenous administration
of embolic fatty micelles. We respectfully submit, therefore, that the
intravenous administration test was not scientifically appropriate and
that the intraperitoneal administration test should be sufficient to
demonstrate the safety of the product in the acute systemic toxicity
test. It is noted, however, that Replens, after dilution to essentially
eliminate the embolic fatty micelles, successfully passed the Acute
Systemic Toxicity test by IV administration, demonstrating that
without this factor, the product is not toxic by the IV route.

10. In lieu of conducting both a vaginal irritation study and
an acute systemic toxicity study, an alternate testing approach
that may be more relevant to the proposed use of your device
(i.e., vaginal use) is summarized below. This alternate design
is a hybrid between the ISO Vaginal Irritation test and the ISO
Acute Systemic Toxicity test and assesses both the systemic
toxicity and mucosal irritation potential of your device.

Rabbits (n=5 per group) are treated with either the test article
extracted in a polar extraction vehicle, the test article
extracted in a non-polar extraction vehicle, or saline (negative
control) and dosed ix/day for 10 days. Each animal will
receive 1 ml of the test article extracted in a polar extraction
vehicle (treatment group 1), the test article extracted in a non-
polar extraction vehicle (treatment group 2), or saline
(control).

The following information should be collected during the study:
-initial, daily, and terminal body weights;
-initial baseline and terminal blood samples;
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-daily health observations;
-food consumption data;
-macroscopic and microscopic evaluation of vaginal, cervical,
and uterine tissues;
-necropsy including examination of major organs, including
organ weights; and
-tissues from major organs during necropsy.

If you choose to follow this approach, we recommend that you
discuss your protocol with us prior to initiating this study.

In response to deficiency #6, we have provided justification that the
Vaginal Irritation Studies, including the Vaginal Irritation with
Histological Examination are applicable to the current Replens product.
The Vaginal Irritation with Histological Examination test is substantially
equivalent in terms of methodology to the test requested above. This
test was: 1) performed on six rabbits; 2) involved "neat" (i.e., direct)
administration of the product for 14 days; 3) included targeted
microscopic evaluation of the vaginal, cervical, uterine, and ovarian
tissues; 4) included macroscopic evaluation of major organs; and 5)
included observation for behavioral or toxic signs, food consumption
and body weights. These tests demonstrate that the product is non-
irritating in the target tissue. This conclusion is further supported by:
1) the clinical studies performed on Replens, including two long-term,
protracted use studies (see the response to deficiency #2 for a
discussion of the clinical studies conducted using Replens) and 2) the
extensive use of Replens over 20 years with over 100 million doses
used. The significant clinical experience with the product confirms that
the product is non-irritating when used as intended.

Additionally, in response to deficiency #9, we have provided support
for the safety of Replens through acute toxicity studies. Test results
for IP administration were consistent with the biocompatibility profile
of the product and indicate that it is non-toxic when delivered by the
IP route. The company maintains that the results observed in the IV
portion of the test are not relevant, due to the wax/fat content of the
product that could reasonably be expected to cause emboli. It is
noted that test results were provided, however, that indicate Replens
is non-toxic when delivered by the IV route when embolic fatty
micelles are minimized.

For these reasons, the company believes that the vaginal irritation
studies and the acute systemic toxicity study support the
biocompatibility of the current product, that no further testing is

Lii' Drug Store Products, Inc. I 1201 Continental Place NE I Cedar Rapids, IA 52402
Phone: 319-294-3745 I Fax: 319-393-3494 I Internet: www~lildrugstorexcon I E-mail: tmiller~lildrugstore.com

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



Lil' Drug Store Products Di6 G
STORE.
PRODUCTS

required, and that further testing would be a redundant and
unnecessary use of laboratory animals. In addition, the significant
clinical experience with the product, including seven clinical studies
and the extensive commercial use of Replens for over 20 years with no
safety concerns, clearly demonstrate that the product is non-irritating
and non-toxic when used as intended.

II. It appears that you changed applicator material and then
conducted additional biocompatibility tests (irritation and
sensitization) on the new version of the applicator. However, it
is unclear is unclear which version of the applicator was
evaluated in the cytotoxicity study conducted. Please provide
this information. If the cytotoxicity testing was not completed
on the new version of the applicator, please provide additional
cytotoxicity testing on the new version of the applicator.
Alternatively, you may justify why the cytotoxicity testing
already completed is sufficient.

This question appears to result from a misunderstanding of the
materials submitted. All of the applicator biocompatibility tests
(cytotoxicity, vaginal irritation, and sensitization) were conducted on
the current version of the reusable applicator. The vaginal irritation
and sensitization studies were not complete at the time of the initial
510(k) submission and were provided as supplemental information in
response to a deficiency from the Third Party Reviewer.

Condom Comoatibilitv

12. You conducted tensile and airburst testing on several
brands of latex, polyurethane, and polyisoprene condoms. You
evaluated these condoms untreated and following 30 minutes
of exposure to the subject lubricant and to KY Jelly. You
evaluated 20 samples per condom type per exposure and
presented your results in terms of the mean and standard
deviation of each parameter evaluated. In order for us to fully
evaluate the effect of the subject lubricant on condoms, please
provide your condom compatibility results as described in the
following table for each parameter evaluated:

Condom Type airburst pressure of condoms without
additional lubricant

(kPa)
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(n = xx) airburst pressure

for condoms

lubricated with test lubricant

(kPa)

(n = xx) difference 0/ decrease
1 Insert mean and confidence interval Insert mean and

confidence interval
2
3

Please note that any drop in condom properties of greater than
100/ will need to be justified.

Please find attached a revised table with the requested condom testing
data. Values that decreased following treatment with either Replens
or KY Jelly by more than 100/ compared to untreated condoms are
highlighted in orange and those that decreased by more than 200/ are
highlighted in red. It is noted that, even with untreated condoms,
significant variability in results are observed. Specifically, the
following can be seen from the table provided: 1) condoms from
different brands perform differently from each other on the same test;
2) condoms made from different materials perform differently from
each other on the same test; 3) the same brand of condoms perform
differently on the various tests; and 4) results for untreated condoms
compared to ISO/ASTM standards vary for the various tests, brands,
and materials.

As described in Section 8.2 of the original 510(k) notice, the company
believes that the most appropriate way to determine whether a
lubricant is compatible with condoms is by comparing the performance
of the treated and untreated condoms with the FDA recognized
ISO/ASTM requirement for latex condoms for the particular test
parameter (Note: no standards currently exist for synthetic condoms).
These requirements are also provided in the attached condom testing
data table. Where performance exceeded the requirement in the
standard, the cell is highlighted in green; where performance did not
meet the requirement, the cell is highlighted in red.

The company does not believe that simply assessing the percentage
decline following treatment against a specific cutoff (for example 100/
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or 200/) provides adequate information to determine whether a
lubricant is compatible with condoms. This is because a lubricant can
have an effect on condoms, but if the condoms continue to meet or
exceed specifications for the various properties, the lubricant would
not be considered to have a significant deleterious effect on condoms
and therefore would be compatible with condoms. For example, we
can see that a 300/ decline in performance for lubricant-treated
condoms on a test where the untreated condom performed at 4800/ of
the standard is not a significant effect. However, a 50k decline in
performance for lubricant-treated condoms on a test where the
untreated condom performed at 34%/ of the standard may or may not
be significant. The company believes these factors must be taken into
account in assessing the condom compatibility of Replens, or any other
vaginal lubricant.

The following results were observed in this testing:

Replens-treated condoms met recognized standards in every case,
with the exception of three cases in which the particular condom
had not met the standard in the untreated condition (specifically,
Durex Natural Feeling (lubricated latex) condoms for Tensile
Testing-Tensile Strength, Durex Avanti (polyurethane) condoms
for Airburst Testing-Burst Volume, and Durex Avanti
(polyurethane) condoms for Tensile Testing-Elongation at Break).
In these three cases, the Replens-treated condoms performed
equivalently to or better than both the untreated condoms and the
KY Jelly-treated condoms.
As compared to expected test results, performance of Replens
treated condoms in air burst and tensile testing exceeded test
standards and was substantially equivalent to performance of the
untreated and KY Jelly treated condoms. KY Jelly is labeled as
compatible with condoms.

In conclusion, the results of this testing demonstrate that condom
strength and integrity are not materially affected by Replens, as
condoms treated with Replens were in compliance with recognized
standards in every case in which the untreated condom also was in
compliance with the standard. In the cases where the untreated
condom did not meet the standard, Replens-treated condoms
performed equivalently to or better than both the untreated condoms
and the K-Y Jelly-treated condoms. Across all measures, Replens-
treated condoms exhibited a 9.80k average performance decline
compared to untreated condoms and performed at 1850/ of the
relevant ISO or ASTM goal (K-Y Jelly-treated condoms had a 9.2%
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average performance decline and performed at 184% of goal).
Therefore, Replens is safe for use with both lubricated and non-
lubricated latex condoms and also synthetic (polyurethane and
polyisoprene) condoms.

13. You do not make any claims in your product labeling
regarding condom compatibility. Please include an appropriate
condom compatibility claim based on the results of condom
compatibility testing conducted and please modify your
Indications for Use form accordingly.

As described in the response to #3 above, the documents that include
the indications for use statement have been modified to reflect a
statement consistent with the standard indication for personal
lubricants, including a claim of condom compatibility with both latex
and synthetic (polyurethane and polyisoprene) condoms.
Additionally, please find attached the revised package insert, which
has been modified to include an FAQ related to compatibility with
condoms.

In addition, please revise your review memo to include a detailed
discussion of all the performance testing conducting by the
sponsor including cleaning validation, all biocompatibility studies,
shelf-life, and condom compatibility. This discussion should
include a summary of the protocol, the study results, and your
reasoning as to why the study results are acceptable.

Please note that this information has been previously provided and
should be available from the Third Party Reviewer.

Please do not hesitate to contact me at (319) 294-3745 or by email at
tmiller~lildrucgstore.com should you require any clarification regarding this
response.

Sincerely,

Patricia L. Miller
Lil' Drug Store Products, Inc.
Director of Regulatory
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Attachments:

0.1 FDA Form 3514

1.0 Indications for Use

2.0 510(k) Summary

4.0 Device Information

5.2 Instructions for Use

Replens Effect on Vaginal pH and Vaginal Flora

Final Cytotoxicity Report with pH Adjusted Replens

Final Acute Systemic Injection Test (IV) Report

Condom Compatibility Tables

Lii' Drug Store Products, Inc. 11201 Continental Place NE I Cedar Rapids, IA 52402
Phone: 319-294-3745 I Fax: 319-393-3494 I Internet: www.lildrugstore.com I E-mail: tmiller~lildrugstore.com

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approval
FOOD AND DRUG ADMINISTRATION OMB No. 0910-0120

Expiration Date: August 31, 2010.CDRH PREMARKET REVIEW SUBMISSION COVER SHEETSee MB Statement on page 5.

Date of Submission User Fee Payment ID Number FDA Submission Document Number (ilknown)

February 25, 2010 n/a, using 3rd Party Review

PMA PMA & HDE Supplement PDP 510(k) Meeting

l Original Submission [] Regular (180 day) ] Original PDP [] Original Submission: Pre-510(K) Meeting

El Premarket Report El Special El Notice of Completion [ Traditional [ Pre-IDE Meeting
[]Modular Submission El Panel Track (PMA Only) El Amendment to PDP El Special fl Pre-PMA Meeting

fl Amendment []30-day Supplement - Abbreviated (Complete fl Pre-PDP Meeting
fl[Report 30-day Notice ]section , Page 5) Day 100 Meeting

El Report Amendment fl 135-day Supplement El Additional Information El Agreement Meeting
El[Licensing Agreement Real-time Review Third Party Determination Meeting

Amendment to PMA & El Other (specify):
HDE Supplement

El Other

IDE Humanitarian Device Class II Exemption Petition Evaluation of Automatic Other Submission
Exemption (HDE) Class III Designation

(De Novo)
El Original Submission El Original Submission El Original Submission El Original Submission El 513(g)

El Amendment El Amendment El Additional Information El Additional Information El Other
El Supplement El Supplement (describe submission):

El Report

El Report Amendment

Have you used or cited Standards in your submission? [] Yes El No (If Yes, please complete Section I, Page 5)

Company I Institution Name Establishment Registration Number (if known)

Lit' Drug Store Products, Inc. 3003491851

iilliw Division Name (if applicable) Phone Number (including area code)

319-294-3745

Street Address FAX Number (including area code)

1201 Continental Place NE 319-393-3494

City State / Province ZIP/Postal Code Country

Cedar Rapids IA 52402 USA

Contact Name

Patricia (Tricia) L. Miller

Contact Title Contact E-mail Address

Director of Regulatory TMiller~lildrugstore.com

Company / Institution Name

Division Name (if applicable) Phone Number (including area code)

Street Address FAX Number (including area code)

City State / Province ZIP Code Country

Contact Name

Contact Title Contact E-mail Address
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E] New Device [] Change in design, component, or [] Location change:

E] Withdrawal spficaton: Manufacturer
[] Additional or Expanded Indications E] Software/Hardware 5] Sterilizer

[] Request for Extension 5 Color Additive [] Packager

5 Post-approval Study Protocol 5 Material
5 Request for Applicant Hold [] Specifications

O Request for Removal of Applicant Hold E] Other (specify below)

5 Request to Remove or Add Manufacturing Site 5 Aualoseiodi
E] Annual or Peheodic
[] Post-approval Study

5 Process change: 5 Labeling change: 1 Adverse R tion
5] Manufacturing 5] Packaging 5] Indications devie Defct

[] Sterilization [] instructions D

5] Other (specify below) [] Performance Characteristics Amendment
5 Shelf Life
5 Trade[Name Change in Ownership

RA Other (specify below) 5 Change in Correspondent
[] Response to FDA correspondence. 5] Ch ange of Applicant Address

5 Other Reason (specify):

:L * :1 -J 6 *_ *i 6]

5 New Device 5] Change in' 5 Response to FDA Letter Concerning:
5 New Indication 5 Correspondent/Applicant El Conditional Approval
5 Addition of Institution 5 Design/oevice [] Deemed Approved

O Expansion / Extension of Study 5] Informed Consent 5] Deficient Final Report

IRB Certification E] Manufacturer [] Deficient Progress Report
O Termination of Study ] Manufacturing Process l Deficient Investigator Report

r] Withdrawal of Application 5 Protocol -Feasibility 5] Disapproval

5] Unanticipated Adverse Effect 5] Protocol -Other [] Request Extension of
5 Notification of Emergency Use 5 Sponsor Time to Respond to FDA

[] Compassionate Use Request [Request Meeting
5] Treatment IDE 5 Report submission: 5 Request Hearing
O Continued Access 5] Current Investigator

5 Annual Progress Report
5 Site Waiver Report

5 Final

5 Other Reason (specify):

[ New Device E] Additional or Expanded Indications El Change in Technology

5 Other Reason (specify):
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Product codes of devices to which substantial equivalence is claimed Summary of, or statement concerning,
1 1 MMS 2 1 NUC 3 4 ~ ~~~~~~~~~~~~~~~~~~~~safety and effectiveness information
1 MMS 2 NUC ~~~~~~~~~~~~~~~~~~~~~~~)510 (k) summary attached

15 116 1 17 1181E 51 0 (k) statement

Information on devices to which substantial ectuivalence is claimed (if known)

510(k) Nunmber Trade or Prmpfetary or Model Name Manufacturer

1 K062682 1 CVS®& Personal Lubricant &Moisturizer 1 Lake Consumer Products, Inc.

2 2 2

3 3 3

4 4 4

5 55

6 6 6

M I: e0 ~ft]Bl"2I 11:1LFl
Common or usual name or classification name

Lubricant, Pattern. Vaginal

Trade or Propretary or Model Name for This Device Moe umber

1 ReplensLong-Lasting Vaginal Moisturizer (35g Tube with Reusable Applicator) i 83035

2 2

3 3

4 4

15

FDA document numbers of all pnior related submissions (regardless of outcome)
I ~~~~~~~12 3 146
7 ~~~~ ~~ ~~8 9 10 11 12

Data nclued i Subissin
Laboratory Testing E]Animal Trials E Human Trats

M 10FOUI[Sh Ul1ifEW tt[4I[Sl~Wl IJ1JE[SfauIOY-l1 I E-11 11 - 161
Product Code C.F.R. Section (if applicable) Device Class

NUC 21 C.F.R. 884,5300 class I ~ classll1

Classification Panel

Obstetrics/Gynecology flClass III 5Unclassified
Indications (hiorn labeling)

Replens is a personal lubricant for vaginal application, intended to moisturnize and lubricate, to enhance the ease and comfort of intimate sexual activity and supplement
the body's natural lubrication. This product is compatible with natural rubber latex condoms and synthetic (polyurethane and polyisoprene) condoms.
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FDA Document Number (if known)
Note: Submission of this information does not affect the need to submit a 2891 or
2891a Device Establishment Registration form.

El Oniginal Facility Establishment Identifier (FEI) Number Manufacturer Contract Sterlizer

[] Add [] Delete I] Contract Manufacturer fl Repackager/ Relabeler

Facility Establishment Identifier (FEI) Number Manufacturer Contract Sterilizer

Ej Add [] Delete [] Contract Manufacturer Q Repackager / Relabeler

Facility Establishment Identifier (FEI) Number manufacturer Contract Sterilizer

[] Add E] Delete ]f Contract Manufacturer [] Repackager I Relabeler

FORM FDA 3514 (3/08) IAdd Continuatidn Page Page 4 of 5 Pages

(b)(4) 

(b)(4) 

(b)(4) 

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018

Questions? Contact FDA/CDRH/ODE/DID at CDRH-FOISTATUS@fda.hhs.gov or 301-796-8118



Note: Complete this section if your application or submission cites standards or includes a 'Declaration of Conformity to a Recognized
Standard statement.

Standards No. Standards Standards Title Version Date
Organization

10993 ISO Biological evaluation of medical devices current

Standards No. Standards Standards Title Version Date
Organization

2 32 <51> USP Antimicrobial Effectiveness Testing 2009

Standards No. Standards Standards Title Version Date
Organization

32 <61> Microbial Examination of Nonsterile Products: Microbial 2009
Enumeration Tests

Standards No. Standards Standards Title Version Date
Organization

4 32 <62> Microbial Examination of Nonsterile Products: Tests for Specified 2009
USP ~~~ Microorganisms

Standards No. Standards Standards Title Version Date
Organization

$ D3492 ASTM Standard Specification for Rubber Contraceptives (Male Condoms) 1993

Standards No. Standards Standards Title Version Date
Organization

6 4074 ISO Natural latex rubber condoms -Requirements and test methods 2002

Standards No. Standards Standards Title Version Date
Organization

7

Please Include any additional standards to be cited on a separate page.

Public reporting burden for this collection of information is estimated to average 0.5 hour per response, including the time for reviewing instructions, searching
existing data sources, gathering and maintaining the data needed, and completing reviewing the collection of information. Send comments regarding this burden
estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Department of Health and Human Services
Food and Drug Administration
Office of the Chief Information Officer (HFA-7 10)
5600 Fishers Lane
Rockville, Maryland 20857

An agency may not conduct or sponsor, and a person is not required to respond to, a collection of information unless it displays a currently valid OMB control number.
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Replens Vaginal Moisturizer (35g Tube) 510k

DiUG Idnr: 1.0 Indications Statement
Version: 2.1

Date: May 12, 2010
Page 1 of 1

STATEMENT OF INDICATIONS FOR USE

510(k) Number:

Device Name: Replens Long-Lasting Vaginal Moisturizer (in 35g
Tube with Reusable Applicator)

Indications for Use: Replens is a personal lubricant for vaginal
application, intended to moisturize and lubricate, to
enhance the ease and comfort of intimate sexual
activity and supplement the body's natural
lubrication. This product is compatible with natural
rubber latex condoms and synthetic (polyurethane
and polyisoprene) condoms.

Prescription Use OR Over-the-Counter Use X
(Per 21 CFR 801.109) (Optional Format 1-2-96)

(PLEASE DO NOT WRITE BELOW THIS LINE - CONTINUE ON ANOTHER PAGE IF NEEDED)
Concurrence of CDRH, Office of Device Evaluation (ODE)
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Replens Vaginal Moisturizer (35g Tube) 510k

D &UG Idnr: 2.0 510k Summary
Version: 2.1

I CY : ~" Date: May 12, 2010
Page 1 of 3

510(k) Summary

Submitter:
Lil' Drug Store Products, Inc.
1201 Continental Place NE
Cedar Rapids, IA 52402

Contact Person:
Tricia Miller
Director of Regulatory
Telephone: 319-294-3745
Facsimile: 319-393-3494
Email: tmiller~lildrugstore.com

Date:
May 12, 2010

Proprietary Name:
Replens Long-Lasting Vaginal Moisturizer (in 35g Tube with Reusable
Applicator)

Common name:
Personal Lubricant

Classification name:
21 C.F.R. 884.5300 Lubricant, Patient, Vaginal, Latex Compatible
Product Code: NUC
Class: 2
Review Panel: Obstetrics/Gynecology

Predicate Devices:

Device Name: CVS Personal Lubricant & Moisturizer
510(k) Number: K062682
Product Code: NUC, MMS

Intended Use:

Replens is a personal lubricant for vaginal application, intended to moisturize
and lubricate, to enhance the ease and comfort of intimate sexual activity
and supplement the body's natural lubrication. This product is compatible

Records processed under FOIA Request # 2016-3323; Released by CDRH on 05-01-2018
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Replens Vaginal Moisturizer (35g Tube) 510k
D &UG Idnr: 2.0 510k Summary

Version: 2.1
STORE* Date: May 12, 2010

PTOIRE. C S Page 2 of 3

with natural rubber latex condoms and synthetic (polyurethane and
polyisoprene) condoms.

Description of Device

Replens Vaginal Moisturizer is a non-sterile, water-based, white to off-white,
non-irritating, non-greasy, non-staining vaginal gel delivered in a tube with
a reusable applicator as a long-lasting moisturizer for vaginal dryness. The
use of the reusable applicator provides less mess in application. Replens
Vaginal Moisturizer is intended for ongoing use, not exclusively for use
during intimate sexual activity.

Replens Vaginal Moisturizer contains ingredients commonly used in other
products for vaginal use sold as medical devices and cosmetics. All
ingredients are either NF, USP, or are considered "generally recognized as
safe for their intended use". The quantitative formulation is considered
confidential commercial information.

Technological Characteristics of the Device

Replens Vaginal Moisturizer is substantially equivalent to the identified
previously cleared vaginal lubricant predicate with respect to its design and
materials, principle of operation, function, formulation, and intended use. It
is also substantially equivalent to other water-based vaginal lubricants and
personal lubricants being commercially marketed in the U.S.

Summary of Performance Data

Biocompatibility Testing: The following biocompatibility testing has been
performed on Replens Long-Lasting Vaginal Moisturizer:

* Cytotoxicity
* Acute Vaginal Irritation
* Subacute Vaginal Irritation
* Subacute Vaginal Irritation with Histological Examination
* Acute Systemic Toxicity
* Hypersensitivity
* Acute Oral Toxicity
* Acute Dermal Toxicity
* Dermal Irritation
* Eye Irritation.
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Replens Vaginal Moisturizer (35g Tube) 510k

Idnr: 2.0 510k Summary
Version: 2.1STORES ~~~~~~~~~~~~~~~~~~~Date: May 12, 2010

P R o R u c T E Page 3 of 3

Stability Data: Real-time stability data confirms a shelf life of three (3)
years for Replens Long-Lasting Vaginal Moisturizer.
Preservative Effectiveness: Replens Long-Lasting Vaginal Moisturizer has
successfully passed the requirements of the USP <51> Antimicrobial
Effectiveness Test.
Condom Compatibility Testing: Condom compatibility testing confirms
that Replens Long-Lasting Vaginal Moisturizer does not materially affect the
strength or integrity of latex or synthetic condoms.

Conclusion

Based on the information presented in the 510(k) notice, it is concluded that
Replens Long-Lasting Vaginal Moisturizer (in 35g Tube with Reusable
Applicator) for OTC use is safe and effective for its proposed indications and
is substantially equivalent in intended use, formulation, safety, and
technological characteristics to the identified predicate device and other
similar water-based personal lubricants.
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Replens Vaginal Moisturizer (35g Tube) 510k

DRL Gc3 Idnr: 4.0 Device Information
Version: 1.1STORE. Date: May 12, 2010

Page lofl

DEVICE INFORMATION

Proprietary name of the new Replens Long-Lasting Vaginal
device Moisturizer (in 35g Tube with

Reusable Applicator)

Generic name of the device Lubricant, Patient, Vaginal, Condom
Compatible

Proposed regulatory class for the 2
new device

Review Panel Obstetrics/Gynecology

Product Code NUC

Regulation Number 884.5300

Previous/Concurrent New, initial submission
Submissions

Previously submitted to the FDA No
for identical or different
indications

Currently being reviewed for No
different indications by the same
or different branch within ODE

Previously cleared by the FDA for No
different indications

© This document Is property of LIl' Drug Store Products, Inc. All Information contained Is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of LII' Drug Store Products, Inc.
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Replens Vaginal Moisturizer (35g Tube) 510k
DIFjG Idnr: 5.2 35g Tube Insert - US

Version: 3.1ST©RE· Date: May 2010
STOR 0 E C T 5 Page lof 3

Replens LONG-LASTING vaginal moisturizer

Please read the following carefully before use.
Warnings

* Replens is not a contraceptive and does not contain a spermicide.
* Keep out of the reach of children.
* Keep out of eyes and ears.
* If vaginal irritation occurs, discontinue use. If symptoms persist,

contact your physician.
* If pregnant or breast-feeding, consult your healthcare provider before

use.
* Store at room temperature.

TAMPER EVIDENT FEATURE: For your protection, the opening of the
aluminum tube is sealed and must be punctured before use. DO NOT USE
this product if the aluminum seal of the tube is damaged or opened. Return
entire contents with receipt to place of purchase.

Directions for Reusable Applicator
Note: Do not roll the tube up like a toothpaste tube. This may cause
the tube to crack. T 'e applicator should be thrown awaywhen all9o
the qel inthe tube ,has beenusd

1. Remove cap from Replens tube. Break seal on tube opening by
puncturing it with the opposite end of the cap. Screw the open end of
the applicator onto the tube. (Figure 1).

2. Gently squeeze the tube, pushing Replens into the open barrel of the
applicator. DO NOT roll up the tube. The applicator contains the
recommended amount when the plunger stops (approx. 1 inch).
(Figure 2)

3. Unscrew the applicator from the tube. Replace cap.
4. While sitting, standing or lying on your back with knees bent, gently

insert open end of applicator into the vagina as deeply as it will go
comfortably. Holding the applicator in place with thumb and middle
finger, press the plunger until it stops. (Figure 3) Withdraw the
applicator.

5. immediate: ly' dfter use, pull the plunger all the way out of the barrel
(Figure 4) and wash both parts of the applicator in warm, soapy water.
Rinse thoroughly an ry heaplcto hould be compeel r
before reassembly.! To reassemble, gently push the plunger back into
the barrel as far as it will go.

© This document Is the property of LII' Drug Store Products, Inc. All Information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Ul' Drug Store Products, Inc.
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Replens Vaginal Moisturizer (35g Tube) 510k

Idnr: 5.2 35g Tube Insert - US
Version: 3.1MTORE, Date: May 2010

P RO UC T S Page2of3

How Does Replens Work?
Replens Long-Lasting Vaginal Moisturizer contains a patented ingredient for
soothing and long-lasting moisture. When you apply Replens, it immediately
goes to work to provide long lasting moisture. As the cells of the vaginal
wall are regenerated, dry cells are cleared and Replens is eliminated
naturally. As with dry skin that you experience on your face and hands,
regular moisturizing treatment may be necessary to prevent dryness from
recurring.

Commonly Asked Questions...

How often should Replens Long-Lasting Vaginal Moisturizer be used?
For most women, Replens Long-Lasting Vaginal Moisturizer should be used
every three days for best results. However, depending on the severity of
your dryness, Replens can be used more or less frequently, as necessary.
Replens is safe to use daily.

When should Replens Long-Lasting Vaginal Moisturizer be used?
Replens can be used any time of day or night. Replens works best when
used on a regular schedule and not just prior to intercourse. Because
Replens delivers long lasting moisture, there is no need to apply it just prior
to intercourse. We recommend using Replens at least 2 hours prior to
intercourse to allow proper moisturization.

Will Replens Long Lasting Moisturizer make intimacy more
enjoyable? One of the most common ways that women discover vaginal
dryness is during intimacy. When used regularly, Replens helps replenish
your natural vaginal moisture, making intimacy more enjoyable. Replens'
formula delivers long lasting moisture so sexual intercourse can be more
spontaneous. Since Replens does not need to be applied immediately before
intercourse, it does not interrupt the moment by being runny, messy or
slippery. Instead, Replens provides long-lasting lubrication whenever the
moment is right.

What causes vaginal dryness? Nearly every woman will experience
vaginal dryness sometime in her life. It is most often associated with the
normal decline or fluctuation of the female hormone estrogen. This
fluctuation can be triggered by childbirth, breastfeeding or menopause.
Dryness can also be caused by taking certain medications, exercising
intensively or being under stress. It is also common to experience vaginal
dryness when douching, using tampons or at the end of the menstrual cycle.

© This document Is the property of Lii' Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of ULI' Drug Store Products, Inc.
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Replens Vaginal Moisturizer (35g Tube) 510k

D & G Idnr: 5.2 35g Tube Insert - US
Version: 3.1STORE.·ae3o Date: May 2010

p R o o u c T a$ae3o

Can Replens be used as birth control? No. Replens does not contain
spermicide. It is not a contraceptive.

Should I use Replens during my period? No. It is best to resume use
after your flow completely stops.

Are there any side effects after using Replens? Some women notice a
residue or discharge after initial use of Replens. This is caused by the
elimination of dead skin cells. Your body naturally sheds dry vaginal tissue
that has built up over time. When used on a regular basis, Replens will help
prevent the buildup of dead skin cells and the discharge should dissipate. If
the discharge does not dissipate, you may wish to wait an extra day or two
between applications. While use is recommended every three days, every
woman is unique and you may wish to increase or decrease the amount of
time between Replens applications to maximize moisture and minimize
discharge.

1s Replens compatible with condoms?.. Yes, Replens is _compat hi with
latex and synthetic condomsf

For additional information, visit our website at: www.Replens.com or call
toll-free 1-877-507-6516 (M-F 8AM - 4:30PM CST).

Manufactured for:
Lil' Drug Store Products, Inc.
1201 Continental Place NE
Cedar Rapids, IA 52402

Replens is a registered U.S. trademark of Lil' Drug Store Products, Inc.

©2010 87100I-US-05-10

© This document Is the property of Lil' Drug Store Products, Inc. All information contained is CONFIDENTIAL and may not be
reproduced or used without the prior written consent of Lii' Drug Store Products, Inc.
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2. You state that the pH of the subject lubricant is 2.9 and ranges from
2.3-3.5. You also state that this is in the physiologic range of the
normal vagina. However, it appears to us that the pH of the subject
lubricant is below normal vaginal pH, which typically ranges from 4.0 -
5.0 in women with active menstrual cycles (M. Garcia-Closas et al.
Epidemiologic determinants of vaginal pH. AJOG. Volume 180(5).
pp.1060-1066.).
In light of this information, please justify the pH of the subject
lubricant. Your justification should include, but is not limited to, a
discussion of the possible changes to the vaginal microflora that may
result from prolonged exposure to this product and if a low pH
environment makes the vagina more susceptible to infections of any
kind.

Lil' Drug Store understands from FDA's question about pH values and the impact of
Replens on vaginal flora that FDA appears to be concerned that the product may
have a significant impact on vaginal pH, as well as vaginal microflora. The specific
intended use of Replens, its pH value, and the ability of the product to influence
vaginal pH (and microflora) are each addressed in greater detail below. The
company, however, would like to note that the specification for Replens' pH range is
2.5 to 3.5 (rather than 2.3 to 3.5).

As previously described by the company to FDA, Replens gel is intended as a
vaginal moisturizer only. As advertised, Replens is intended for any woman seeking
relief from discomfort due to vaginal dryness. Lil' Drug Store does not intend the
product as an aid in modifying vaginal pH, nor does the company make any claims
regarding the product's impact on vaginal pH or vaginal microflora.

In developing Replens, the company, nevertheless, noted that products with pH
ranges around 3 to 5 are commonly used as vaginal moisturizers. This may be due
to the observed pH ranges in pre-menopausal women (as cited in the agency's
reference), as well as the clinical observation that post-menopausal women (many
of whom report an increase in vaginal dryness discomfort) frequently are shown to
have a shift in vaginal pH (1,2). Replens, therefore, was formulated at a pH that,
in addition to providing moisture to the vaginal environment, could act as a mild
buffering agent.

While Lil' Drug Store does not intend to seek pH adjustment or maintenance claims
for Replens, the company has gathered pH data, described below, from both pre-
and post-menopausal women using the product that demonstrates that the pH of
the company's vaginal moisturizer does not have a negative impact on vaginal pH
or vaginal microflora.

1 Kistner RW. (1994) Physiology of the vagina. In: E.S.E. Hafex and T.N. Evans (Eds.) Human
Reproductive Medicine: The Human Vagina, North-Holland Publishing Company, 2: 109-120.
2 R.W. Steger and E.S.E. Hafex. (1978) Age-associated changes in the vagina. In: EXE. Hafez and
T.N. Evans (Eds.) Human Reproductive Medicine: The Human Vagina. North-Holland Publishing
Company. New York, 2: 95-106.
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Background

The company understands from the clinical literature that the normal pH of a
healthy vagina is weakly acidic, having a pH lower than 4.5 in pre-menopausal
women and generally in a range of 3.5 to 4.5. (3) The acidic condition is
maintained by the normal lactobacillus-dominated flora producing lactic acid. The
low vaginal pH restricts the growth of anaerobic microflora that can produce
abnormal vaginal discharge and odors when the discharge amines are volatilized at
pH > 5. (4) During menopause, the vaginal pH becomes less acidic and rises to
almost 7.0 in the post-menopausal female. (5)

There is a body of literature demonstrating a linkage between high pH and
unfavorable changes in the balance of flora that comprise the normal vaginal
ecosystem and corresponding risk of vaginal infections. The vaginal ecosystem
contains a variety of microorganisms that compete for nutrients and space by
various mechanisms. Healthy vaginal pH, as discussed briefly above, is mildly
acidic, generally < 4.5. Recent studies have demonstrated that the vaginal flora,
namely the lactobacillus population, and not the vaginal epithelial cells, are
responsible for maintaining the acidity of the vaginal environment (6). The low pH
is the first line of defense used by the lactobacilli to dominate the vaginal
ecosystem, thereby preventing or minimizing growth of other undesirable
organisms. In vitro studies have shown that acidification by lactobacilli can inhibit
the proliferation of pathogenic microorganisms, such as C. albicans, E. Co/i, G.
vaginalis, Mobiluncus spp., and other bacteria (7,8). In addition, published
literature has demonstrated that locally-administered products with a low pH (lactic
acid, low-pH lactate gel, polycarbophil acidic gels) can help restore normal vaginal
acidity and facilitate recolonization with normal vaginal flora in patients with
bacterial vaginosis. (9,10,11,12,13)

3 Owen DH, Katz DF. (1999) A Vaginal Fluid Simulant. Contraception 59: 91-95 (see Table 2).
4 Andersch B, Forssman L, Lincoln K, Torstensson P. (1986) Treatment of bacterial vaginosis with an
acid cream: a comparison between the effect of lactate-gel and metronidazole. Gynecol. Obstet.
Investig. 21:19-25.
5 Kistner RW. (1994) Physiology of the vagina. In: E.S.E. Hafex and T.N. Evans (Eds.) Human
Reproductive Medicine: The Human Vagina, North-Holland Publishing Company, 2: 109-120.
6 Boskey ER, Telsch KM, Whaley K], Moench TR, Cone RA. (1999) Acid production by vaginal flora in
vitro is consistent with the rate and extent of vaginal acidification. Infect Immun., 67: 5170-5175.
7 Skarin A and Sylwan J. (1986) Vaginal Lactobacilli Inhibiting Growth of Gardnerella Vaginalis,
Mobiluncus and other bacterial species cultured from vaginal content of women with bacterial
vaginosis. Acta Pathologica Microbiologica Scandinavica Series B: Microbiology, 94B(1-6): 399-403.
8 Boris S, Barbds C. (2000). Role played by lactobacilli in controlling the population of vaginal
pathogens. Microbes and Infection, 2: 543-546.
9 Andersch B, Forssman L, Lincoln K, Torstensson P. (1986) Treatment of bacterial vaginosis with an
acid cream: a comparison between the effect of lactate-gel and metronidazole. Gynecol. Obstet.
Investig. 21:19-25.
10 Hoist E, Brandberg A. (1990) Treatment of Bacterial Vaginosis in Pregnancy with a Lactate Gel.
Scandinavian I Infectious Diseases, 22(5): 625-626.
11 Milani M, Molteni B. (2000) Effects of Miphil, a new polycarbophil vaginal gel, in suspected bacterial
vaginosis: a randomized study versus vaginal douche. Obstet Gynecol, 95: S58.
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The clinical literature therefore supports the view that it is desirable to maintain
normally acidic vaginal pH and, thereby, to preserve the normal balance of flora in
the vaginal ecosystem.

Effect of Replens in Post-Menopausal Women

During menopause, the vaginal pH becomes less acidic and can rise to almost 7.0 in
the post-menopausal female, (14) due to hormonal differences, lack of cellular
sloughing and nutrients needed to maintain lactobacilli.

As described below, Replens has been shown in clinical studies over time periods
ranging up to one year to lower vaginal pH from > 5 to a more healthy range
(around 4.6-4.9) in primarily peri- and post-menopausal women with elevated
vaginal pH at baseline. In addition, the product has not been shown to significantly
lower vaginal pH that is already low (for example pH 4.0) below the normal range,
even with repeat application. The company theorizes that this capacity of Replens
may be due to the difference in volume of material (gel vs. vaginal fluid), and a
buffering effect.

Bachmann et al (15) performed a double-blind evaluation of Replens and KY Brand
Lubricating Jelly in the treatment of vaginal dryness in peri-menopausal and post-
menopausal women. Five consecutive days application of Replens resulted in a
reduction in mean pH from 5.6 to 4.9 (Table 1).

Table 1: Vaginal pH Values (Bachmann et al, 1991)
Baseline I Replens

N 80 78
Mean 5.6 k 1.1 4.9 + 1.1

Zinny and Lee (16) performed a double-blind evaluation of Replens and KY Jelly on
pH and normal vaginal flora in post-menopausal women. Replens or KY Jelly was
applied on alternate nights for twenty eight days. The mean pH values at baseline
and at the end of treatment are listed in Table 2. These show varying decreases in
pH associated with Replens use. Note that the larger percentage declines seen at

12 Paternoster DM, Tudor L, Milani M, Magino T, Ambrosini A. (2004) Efficacy of an acidic vaginal gel
on vaginal pH and interleukin-6 levels in low-risk pregnant women: a double-blind, randomized
placebo-controlled trial. J Mater Fet Neonat Med, 15: 198-20 1.
13 Fiorilli A, Molteni B, Milani M. (2005) Successful treatment of bacterial vaginosis with a
polycarbophil-carbopol acid vaginal gel: results from a randomized, double-blind, placebo-controlled
trial. Eur J Obstet Gynecol Reprod Biol, 120: 202-205.
14 Kistner RW. (1994) Physiology of the vagina. In: E.S.E. Hafex and T.N. Evans (Eds.) Human
Reproductive Medicine: The Human Vagina, North-Holland Publishing Company, 2: 109-120.
15 Bachmann GA, Notelovitz M, Gonzalez SJ, Thompson C, Morecraft BA. (1991) Vaginal Dryness in
Menopausal Women: Clinical Characteristics and Nonhormonal Treatment. Clinical Practice in
Sexuality, 7(9): 1-8.
16 Zinny MA, Lee S. (1991) Double-Blind Study of the Comparative Effects of Two Gels on Vaginal pH
in Postmenopausal Women. Today's Therapeutic Trends, 8(4): 65-72.
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weeks 1 and 3 may be due to the gel being inserted the previous night whereas at
weeks 2 and 4 the gel had been inserted two nights earlier.

Table 2: Mean Observed pH Values (Zinn and Lee, 1991)
Replens

n Mean %/o Change
from

Week Baseline
0 25 5.8
1 25 4.8 -16.7
2 23 5.3 -9.9
3 25 4.5 -20.8
4 25 4.8 -17.0

Nakamura (17) performed an evaluation of Replens in the treatment of dryness in
post-menopausal women. Vaginal pH was measured at varying time intervals after
nightly applications of Replens for 1, 2, 3 or 5 days. Multiple applications of the gel
resulted in a reduction in pH from a range of 5.2-5.6 to a range of 4.6-5.3 for each
number of applications (Table 3).

Table 3: Mean pH following single and multiple applications of Replens
(Nakamura, 1991)

120 144 168 240
0 hrs 24 hrs 48 hrs 72 hrs hrs hrs hrs hrs

1 Application
N 10 10 10 9 9
Mean 5.2 4.9 4.7 4.9 5.1
SE 0.24 0.11 0.15 0.15 0.2
p-value 0.246 0.109 0.289 0.516

2 Applications
N 10 10 10 9 9 9
Mean 5.6 5.3 4.8 4.8 5.0 5.2
SE 0.25 0.21 0.20 0.15 0.18 0.19
p-value 0.063 0.0121 0.008 0.31 0.094

3 Applications
N 10 10 10 10 10 10 10
Mean 5.6 4.9 4.8 4.6 4.6 4.6 4.9
SE 0.27 0.16 0.15 0.12 0.17 0.13 0.15
p-value 0.016 0.008 0.008 0.010 0.002 0.004

5 Applications
N 10 10 10 10 10 10 10 10
Mean 5.4 5.0 4.8 4.6 4.8 4.6 4.8 5.1
SE 0.24 0.13 0.15 0.15 0.20 0.18 0.16 0.09
p-value 0.031 0.008 0.016 0.070 0.031 0.031 0.297

17 Nakamura R. (1991) Evaluation of Col-1003 in the treatment of vaginal dryness in postmenopausal
women.

tCq
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Nachtigall (18) performed a three month evaluation of Replens and Premarin Cream
in the treatment of vaginal dryness in post-menopausal women. Replens use (3
applications per week) resulted in a reduction in pH from 5.8 to a range of 4.8-5.3
at the different time points (Table 4).

Table 4: pH values following Replens application (Nachtigall, 1994):
Treatment Baseline Week 4 Week 8 Week 12

Mean Replens N 14 11 1 5 15
Vaginal pH Mean 5.8 4.8 5.3 4.8

p-value 0.004 0.102 0.022

Gelfand and Wendman (19) performed a prospective evaluation of Replens in the
treatment of vaginal dryness in women with a history of breast cancer in whom
hormone replacement therapy was contraindicated. Replens was applied three
applications per week for three months, plus the option of an additional application
prior to intercourse. From the assessment at the end of the first month of
treatment onwards, pH was reduced from 6.8 to 4.1 (Table 5) compared with the
value at the end of the first month's evaluation without treatment.

Table 5: pH values following Replens application (Gelfand & Wendman,
1994):

Baseline Month 1 Month 2 Month 3 Month 4
Mean vaginal pH (SE) 6.9 6.8 5.5 4.9 4.1

(0.15) (0.12) (0.21) (0.19) (0.07)

p-value <0.001 <0.001 <0.001

Young et al (20) performed a long-term (12 month) open study of the effects of
Replens use (3 applications per week) in post-menopausal women. There was a
small decrease in mean and median pH values; mean pH value decreased from 5.1
at baseline to 4.7 at 12 months (Table 6). Minimum pH was consistently 4.0 at
baseline, week 12, month 6, and month 12.

18 Nachtigall L. (1994) Comparative study: Replens versus local estrogen in menopausal women.
Fertility and Sterility, 61(1): 178-180.
19 Gelfand MM, Wendman E. (1994) Treating Vaginal Dryness in Breast Cancer Patients: Results of
Applying a Polycarbophil Moisturizing Gel. 1. Women's Health, 3(6): 427-433.
20 Young RL, Kumar NS, Goldzieher 3W. (1990) Management of Menopause When Estrogen Cannot Be
Used. Drugs, 40(2): 220-230.
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Table 6: pH values followin Replens application (Young et al, 1990):
Baseline Week 12 Month 6 Month 12

N 30 25 24 22
Mean 5.1 4.9 5.0 4.7
SE 0.17 0.16 0.16 0.09
Median 4.9 4.7 4.7 4.7
Minimum 4.0 4.0 4.0 4.0
Maximum 7.0 7.0 7.0 5.7
p-value 0,492 0.834 0.337

The long-term extension of the Bachmann et al (21) trial described above reported
that over a twelve month treatment period (3 applications per week) there was a
sustained reduction in vaginal pH associated with use of Replens (Table 7). pH
value declined from 5.1 at day 16 (entry to open extension phase) to 4.7 at month
6, and remained the constant at 12 months.

Table 7: pH values following Replens application (Bachmann et al,
1992):

Baseline Day 16 Month 6 Month 12
N 81 80 52 45
Mean 5.6 5.1 4.7 4.7
SE 0.12 0.11 0.10 0.12
Median 5.5 4.6 4.5 4.5
Minimum 3.5 4.0 3.5 3.5
Maximum 8.0 7.5 6.5 7.5
p-value <0.001 <0.001

Finally, Whitehead (22) performed a randomized double-blind evaluation of Replens
and KY Lubricating Jelly in the treatment of vaginal dryness in post-menopausal
women receiving concomitant oral hormone replacement therapy. pH was not
recorded as an absolute value, but the number of pH values falling into the
following ranges were recorded: _> 6.0, 4.6-5.9 and 3.5-4.5. Although Replens did
not significantly change pH, the percentage of patients treated with Replens falling
into the lower range (3.5-4.5) progressively increased during treatment.

In each of these published studies, application of Replens was shown to lower
vaginal pH in women who exhibited baseline pH values >5, without significantly
impacting more acidic baseline values. In addition, limited clinical data show that
Replens does not have a negative impact on vaginal flora or risk of vaginal infection
in post-menopausal women. The impact of Replens on vaginal flora (lactobacillus
colony counts) was studied by Zinny et al (1991) in post-menopausal women.
Replens was applied on alternate nights for twenty eight days. Four weeks of

21 Bachmann GA, Notelovitz M, Kelly Si, Owens A, Thompson C. (1992) Long Term Nonhormonal
Treatment of Vaginal Dryness. Clinical Practice in Sexuality, 8(8/9): 3-8.
22 Whitehead M. (1991) A Randomised Double Blind Evaluation of Col-1003, a bioadhesive polymer
system vaginal moisturizing gel and, KY Brand Lubricating Jelly in the treatment of vaginal dryness in
postmenopausal women receiving concomitant oral hormone replacement therapy.
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application of Replens did not have a significant effect on lactobacillus counts in this
study.

Effect of Replens in Pre-Menopausal Women

Normal vaginal pH in healthy pre-menopausal women varies depending on a
number of factors, including age, stage in the menstrual cycle (day in the month),
and site within the vagina where the pH measurement is taken. (23,24)

There is limited clinical data regarding the use of Replens in pre-menopausal
women, primarily because vaginal dryness, which the product is intended to treat,
tends to disproportionally affect post-menopausal women.

Two of the studies cited in the section above did not specify post-menopausal
women in the inclusion criteria for the trial, therefore, it is expected they included
some pre-menopausal women. (25,26) Both of these studies reported reductions
in mean pH that was > 5.0 at baseline to within a healthier range (4.1 and 4.9).
The company believes this data supports the conclusion that the product can lower
vaginal pH from > 5 to around 4.6-4.9 in either post- or pre-menopausal women.

With regard to pre-menopausal women with a healthy (low) pH at baseline, the
company does not have clinical data on changes in pH associated with Replens use
in this population. However, the two long-term (12 month) studies described
above reported minimum pH in addition to mean pH. (27,28) In the Young et al
study, minimum pH reported in the population treated with Replens remained
constant at 4.0 at baseline, week 12, month 6 and month 12. In the Bachmann et
al extension study, minimum pH was 3.5 at baseline, 4.0 at day 16, and 3.5 at
months 6 and 12. Although these studies included primarily post-menopausal
women, they show that in women with low baseline pH treated with Replens, pH
stays relatively constant and remains within the normal, healthy range. Lil' Drug
Store believes that this data demonstrate that the product will not adversely affect
pH in pre-menopausal women.

23 Wagner G, Otteson B. (1982) Vaginal Physiology During Menstruation. Ann. Int. Med. 96(2): 921-
23.
24 Owen DH, Katz DF. (1999) A Vaginal Fluid Simulant. Contraception 59: 91-95 (see Table 2).
25 Bachmann GA, Notelovitz M, Gonzalez SI, Thompson C, Morecraft BA. (1991) Vaginal Dryness in
Menopausal Women: Clinical Characteristics and Nonhormonal Treatment. Clinical Practice in
Sexuality, 7(9): 1-8.
26 Gelfand MM, Wendman E. (1994) Treating Vaginal Dryness in Breast Cancer Patients: Results of
Applying a Polycarbophil Moisturizing Gel. .. Women's Health, 3(6): 427-433.
27 Young RL, Kumar NS, Goldzieher ]W. (1990) Management of Menopause When Estrogen Cannot Be
Used. Drugs, 40(2): 220-230.
28 Bachmann GA, Notelovitz M, Kelly SI, Owens A, Thompson C. (1992) Long Term Nonhormonal
Treatment of Vaginal Dryness. Clinical Practice in Sexuality, 8(8/9): 3-8.
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Finally, limited clinical data shows that Replens does not have a negative impact on
vaginal flora or risk of vaginal infection in pre-menopausal women. Wu et al (29)
performed a pilot study to assess the effect of Replens use every third day on
bacterial vaginosis. At week four, there was improvement in Nugent scores,
vaginal odor and clue cell count (p < 0.05). Eleven women converted from amine
positive to negative (73 +/- 20%). There was no significant change in vaginal pH.

Conclusion

Although the company seeks clearance of Replens only as a vaginal moisturizer,
and does not make claims with regard to the impact of the product on pH values,
the available data demonstrate that Replens does not have an adverse impact
either on vaginal pH or on vaginal microflora.

29 Wu JP, Fielding SIL, Fiscella K. (2006) The effect of polycarbophil gel (ReplensT") on bacterial
vaginosis: A pilot study. European]I Obstetrics and Gynecology and Reproductive Biology, 130(1):
132-136.
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

¾ ~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~U.S. Food mnd Drug Administration
Center for Devices and Radiological ftalth
Document Mail Center W066-0609
10903 New Hampshire Avenue

Silver Spring, MD 20993-0002

August 03, 2010

LIL DRUG STORE PRODUCTS, INC. 5 10k Number: K101098

c/o REGULATORY TECHNOLOGY SERVICES, LLC Product: REPLENS LONG-LASTING VAGINAL M

1394 25TH STREET, NW

BUFFALO, MINNESOTA 55313

UNITED STATES
ATTN: MARK JOB

The additional information you have submitted has been received.

We will notify you when theprocessing of this submission has been completed or if any additional information is
required. Please remember that all correspondence concerning your submission MUST be sent to the Document
Mail Center at the above letterhead address. Correspondence sent to any address other than the one above will not
be considered as part of your official premarket notification submission. Also, please note the new Blue Book
Memorandum regarding Fax and E-mail Policy entitled, "Fax and E-Mail Communication with Industry about
Premarket Files Under Review. Please refer to this guidance for information on current fax and e-mail practices at
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm089402.htm. On
August 12, 2005 CDRH issued the Guidance for, Industry and FDA Staff: Formnat for Traditional and Abbreviated
5 1 0(k)s. This guidance can be found at
http://www.fda.v~ov/Medica]Devices/DeviceRegulationiandGuidance/GuidanceDocumients/ucm084365.htm. Please
refer to this guidance for assistance on how to format an original submission for a Traditional or Abbreviated
5 1 0(k).

The Safe Medical Devices Act of 1990, signed on November 28, states that you may not place this device into
commercial distribution until you receive a letter from FDA allowing you to do so. As in the past, we intend to
complete our review as quickly as possible. Generally we do so in 90 days. However, the complexity of a
submission or a requirement for additional information may occasionally cause the review to extend beyond 90
days. Thus, if ydu have not received a written decision or been contacted within 90 days of our receipt date you
may want to check with FDA to determine the status of your submission.

Please ensure that whether you submit a 510(k) Summary as per 21 CFR 807.92, or a 510(k) Statement as
per 21 CFR 807.93, it meets the content and format regulatory requirements.

If you have procedural questions, please contact the Division of Small Manufacturers International and Consumer
Assistance (DSM1CA) at (301)796-71 00 or at their toll-free number (800)638-2041, or contact the 5 10k staff at
(301)796-5640.

Sincerely,

5 1 0(k) Staff
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FDA Cover Letter Regulatory Technology Services LLC

Date: July 30, 2010

U.S. Food and Drug Administration
Center for Devices and Radiological Heath
Document Mail Center - W066-0609
10903 New Hampshire Avenue CDRU DA/C
Silver Spring, MD 20993-0002

AUG 02 2010

RE: Additional Information for K101098 Received
Lil' Drug Store Products Inc..
Long-Lasting Vaginal Moisturizer Gel

To Whom It May Concern:

Enclosed in duplicate is the following information:

As requested by a letter from Colin Pollard dated June 10, 2010, requesting
additional information for this submission. The sponsor provided additional
information in response to the questions raised. This information addresses the
items raised in the request. This additional information has been reviewed and
documented in an addendum to the review memo enclosed. Based on this review
of the additional information, a decision of substantially equivalence is
recommended.

If you should have any further questions regarding this submission please contact
me at 763 682 4139 or fax 763 682 4420 or email at mark(markiob.com. Please
fax any correspondence regarding this submission to Regulatory Technology
Services LLC.

Sincerely,

Responsible Third Party Official

Regulatory Technology Services LLC RPP-F-0019
1394 25M Street NW Revision 2, Effective 16 Feb 04
Buffalo, MN 55313 Page 1 of 1
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Addendum to the Review Memo for K101098
Third Party Reviewer: Mark Job - Regulatory Technology Services LLC
Dated: July 29, 2010
Replens Long-Lasting Vaginal Moisturizer Gel
Deficiencies from a letter dated June 10, 2010 from Colin M. Pollard

Condom Compatibility

1. The mfr provided the results of condom compatibility testing in terms of percent drop in
properties (tensile and airburst) following exposure to the subject lubricant for each condom
type evaluated. This testing showed that exposure to Replens caused a significant drop in
condom properties, condoms made from natural rubber latex, polyisoprene, and
polyurethane. In many cases, the percent drop in properties exceeded 20%. (We sent you
a chart yesterday illustrating these results.) Consequently, it appears that Replens is not
compatible with condom use. Replens labeling should reflect this as a caution statement.

The mfr stated that the data provided demonstrate that the subject lubricant is condom
compatible because (1) following exposure, the condom properties met the requirements
outlined in ISO and ASTM standards, and (2) the subject lubricant performed equivalently
to KY Jelly, which is labeled condom compatible.

However, please note that FDA evaluates the condom compatibility of all personal
lubricants based on percent drop in condom properties (typically tensile and airburst) to
determine the physical effect of the lubricant on the condom membrane. Furthermore, KY
Jelly is known to be condom compatible and is often used as a negative control in condom
compatibility studies. It is possible that the specific test method you used to evaluate
condom compatibility may have led to negative results, (e.g., brushing the lubricant onto
the condom).

Therefore, please revise the Indications for Use form, 510(k) Summary, and labeling for the
subject lubricant to state that it is not condom compatible, and please provide revised
copies of these documents for review.

Alternatively, you may provide the results of additional condom compatibility testing to
support the condom compatibility of the subject lubricant. However, please note that if the
results do not demonstrate that the subject lubricant is condom compatible, you will need to
revise your labeling accordingly.

Reviewer comments: The sponsor made some changes to their condom
compatibility test protocol, included both positive and negative controls, applied the
lubricants manually (rather than brushed on), and utilized a different laboratory
(Nelson Laboratories) to conduct additional condom compatibility testing. The
revised protocol resulted in the expected results for both the negative control (KY
Jelly) and the positive control (Mineral Oil). Testing consisted of Air Burst Testing
(pressure and volume) and Tensile Testing (breaking force, tensile strength, and
elongation at break) on 20 samples of each condom and treatment group. The
condoms tested included:

DurexoAvanti Non-Latex Lubricated Condoms, Lot #T3621G
Durex® Latex Non-Lubricated Condoms, Lot #21108385
LifeStyles SKYN Lubricated Non-Latex Condoms, Lot #090941P116
LifeStyles Ultra Sensitive Non-Lubricated Latex Condoms, Lot #0906172116
Trojane Non-Lubricated Latex Condoms, Lot #TT0022TZ219

The condom treatment groups included untreated, KY Jelly (negative control),

Page 1 of 4
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Addendum to the Review Memo for K101098
Third Party Reviewer: Mark Job - Regulatory Technology Services LLC
Dated: July 29, 2010
Replens Long-Lasting Vaginal Moisturizer Gel
Deficiencies from a letter dated June 10, 2010 from Colin M. Pollard

Shelf-Life

3. In response to question 5 for K101241, the mfr provided the results of shelf-life. In addition,
you state that based on a phone conversation April 30, 2010, there was agreement that the
device could be labeled with an initial shelf-life of 17 months that could be extended to one
year upon completion of the shelf-life study.

Our review of the data showed that real-time test data is available from one lot for 6
months, and additional lots at 3 months. In addition, accelerated shelf-life testing has been
conducted for 6 months on one lot, and multiple lots out to 2 months. However, the protocol
does not discuss how the environmental conditions used were developed (e.g., no
standards identified), or how long 2 or 6 months at these conditions relates to real-time use.
Please provide a detailed discussion how the accelerated conditions were developed, and
if a published standard method was not used, please provide data validating the
accelerated methods used. In addition, please limit the shelf-life to a duration that is
supported by data from three lots of device (accelerated or real-time). All accelerated
results will need to be confirmed with real-time results.

Reviewer comments: This question is not applicable to K101098.

Page 4 of 4
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Lii' Drug Store Products
P R 0 D U C T S

Response to 510(k) Deficiency Letter

July 28, 2010

U.S. Food and Drug Administration
Center for Devices and Radiological Health
Document Mail Center - W066-G609
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002

Reference: Replens Long-Lasting Vaginal Moisturizer (in 35g Tube
with Reusable Applicator) 510(k) (K101098) Deficiency
Letter dated June 10, 2010

Applicant: Lil' Drug Store Products, Inc.

Dear Sir or Madam:

In response to the Food and Drug Administration's ("FDA" or the "agency")
deficiency letter dated June 10, 2010 for the Traditional 510(k) Premarket
Notification, K101098, for Replens Long-Lasting Vaginal Moisturizer (in 35g
Tube with Reusable Applicator) ("Replens"), a vaginal moisturizer for
treatment of vaginal dryness, please see below the response from the
applicant. Your comments are restated in bold followed by the response.

Condom Compatibility

1. The mfr provided the results of condom compatibility testing in
terms of percent drop in properties (tensile and airburst)
following exposure to the subject lubricant for each condom
type evaluated. This testing showed that exposure to Replens
caused a significant drop in condom properties, condoms made
from natural rubber latex, polyisoprene, and polyurethane. In
many cases, the percent drop in properties exceeded 20%.
(We sent you a chart yesterday illustrating these results.)
Consequently, it appears that Replens is not compatible with
condom use. Replens labeling should reflect this as a caution
statement.

The mfr stated that the data provided demonstrate that the
subject lubricant is condom compatible because (1) following
exposure, the condom properties met the requirements
outlined in ISO and ASTM standards, and (2) the subject

Lil' Drug Store Products, Inc. I 1201 Continental Place NE I Cedar Rapids, IA 52402
Phone: 319-294-3745 I Fax: 319-393-3494 I Internet: wwwlildrugstore.com I E-mail: tmiller~lildrugstore.com
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lubricant performed equivalently to KY Jelly, which is labeled
condom compatible.

However, please note that FDA evaluates the condom
compatibility of all personal lubricants based on percent drop
in condom properties (typically tensile and airburst) to
determine the physical effect of the lubricant on the condom
membrane. Furthermore, KY Jelly is known to be condom
compatible and is often used as a negative control in condom
compatibility studies. It is possible that the specific test
method you used to evaluate condom compatibility may have
led to negative results, (e.g., brushing the lubricant onto the
condom).

Therefore, please revise the Indications for Use form, 5 10(k)
Summary, and labeling for the subject lubricant to state that it
is not condom compatible, and please provide revised copies of
these documents for review.

Alternatively, you may provide the results of additional condom
compatibility testing to support the condom compatibility of
the subject lubricant. However, please note that if the results
do not demonstrate that the subject lubricant is condom
compatible, you will need to revise your labeling accordingly.

As noted in the agency's question, Lii' Drug Store initially submitted
the results of condom compatibility testing of Replens conducted by
ARDL, Inc. that showed similar declines in condom properties for
Replens and K-Y Jelly In a phone conversation on June 10, 2010, the
agency questioned the protocol used in these studies, as: (1) K-Y Jelly
is known to be condom compatible and should not show a decline in
condom properties; and (2) based upon a review of the ingredients in
Replens, the product would not be expected to cause a significant
decline in condom properties, either. The agency also noted that,
without a positive control, the results of these tests were difficult to
interpret.

Lil' Drug Store agrees that Replens is not expected to cause significant
declines in condom properties, and noted that the product has
performed equivalently to K-Y Jelly, which labeled as condom
compatible, on all testing conducted to date. Therefore, the company
chose to conduct further testing to better assess the condom
compatibility of Replens.

Lil' Drug Store Products, Inc. I 1201 Continental Place NE I Cedar Rapids, IA 52402
Phone: 319-294-3745 I Fax: 319-393-3494 I Internet: ww.lildrugstorexcom I E-mail: tmiller~likirugstore.com
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Based upon concerns with the test protocol used, and inconsistent
implementation of quality control measures at the initial testing
laboratory, LiI' Drug Store chose to work with Nelson Laboratories to
develop a protocol that would accurately assess the condom
compatibility of Replens, and that would incorporate all necessary
controls (both positive and negative) and quality control measures to
ensure that the tests results are reliable.

The protocol for this additional testing was developed based on the
ASTM condom/lubricant test standard under development, a review of
condom compatibility protocols available from various labs, and a
review of protocols in published studies. Improvements to the
protocol at the new lab included: 1) use of both positive and negative
controls; 2) testing all variations on the same day; 3) implementation
of more precise cleaning and handling procedures-e.g. changing of
gloves between lubricants; 4) hand rubbing the lubricant on the
condoms instead of brushing; 5) replacement of Durex lubricated latex
condoms with Durex non-lubricated latex condoms; 6) drying the
condoms before testing them; 7) testing lubricants in order of
expected performance (untreated, KY, Replens, Mineral Oil) as an
additional control to avoid any possible effect of the positive control on
other condoms; and 8) subjecting untreated condoms to the same
humidity conditions as treated condoms prior to testing. The amount
of lubricant applied and time/storage conditions in the humidity
chamber did not change. Additionally, the lab exercised tighter
controls over the protocol and processes.

Importantly, this study at the new laboratory yielded expected results
for both the negative control (KY Jelly) and the positive control
(Mineral Oil), confirming the reliability of the protocol and the study
results. Please note that the Durex Avanti polyurethane condoms are
labeled as compatible with oil based lubricants, so it is an expected
result that the positive control did not affect them. The results
demonstrate that Replens is compatible with both latex and synthetic
condoms. Specifically, out of 50 measures tested (across two Replens
formulas (with and without methylparaben) on five brands of
condoms, two Air Burst measures and three Tensile measures), no
performance declines greater than 20% were observed for
Replens-treated condoms, and only five performance declines between
1O-2O0/ were observed (3 on latex condoms and 2 on synthetic
condoms). These were not observed consistently (ihe., none of them
were seen on both Replens formulas (3 were on the formula with
methylparaben and two were on the formula without methylparaben)
and none were seen in prior tensile testing of Replens) and are likely

Lii' Drug Store Products, Inc. I1201 Continental Place NE I Cedar Rapids, IA 52402

Phone: 319-294-3745 J Fax: 319-393-3494 IInternet: www.lildrugstore.corn I E-mail: tmiller~lildmugstore.comn
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due to variability of condom performance within a lot or occasional
impact incurred during the application of the lubricant. It is concluded
from this testing that Replens (both with and without methylparaben)
is condom compatible. Complete test results are attached. In
summary, the new test results, conducted using a more reliable
protocol, procedure, and test lab, demonstrate that Replens is
compatible with both latex and synthetic condoms. Unlike in prior
testing, negative and positive controls performed as expected,
confirming the appropriateness of the study protocol. In Air Burst
testing, Replens performed as well as or better than the negative
control. In Tensile testing, Replens generally had performance
declines less than 100/. Therefore, Lil' Drug Store believes that
Replens should be labeled as condom compatible.

Human Use Data

2. In response to questions 9 and 10 for both 510(k)s that we
sent you earlier, the mfr referred to published clinical studies
of the proposed Replens gel. However, it is unclear whether the
published studies used versions of the device with or without
methylparaben. For each published study referenced, please
identify the formulation used (with or without methylparaben),
the number and frequency of applications, and negative reports
following device use (e.g., irritation, allergic response, adverse
events, etc). Sufficient data on the methylparaben version of
the device should be provided to support safe use in humans as
this version would be expected to have the greater potential for
toxic effects based on the results of the acute systemic toxicity
studies.

In addition, please provide information from complaint files or
MDRs regarding any negative effects associated with use of
both versions of the device (please provide results separately).
Please also confirm how many samples have been sold and
information on where devices have been shipped (e.g., one
million in US, two million in Canada, etc.).

If the information provided is not sufficient to demonstrate
that use of both versions of the device is safe following use by
humans, additional testing as described in question 10 from
our previous comments (i.e., combined vaginal
irritation/systemic toxicity) will be requested.

Please see attached response to this question.

LiP Drug Store Products, Inc. I 1201 continental Place NE I Cedar Rapids, IA 52402
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Shelf-Life

3. In response to question 5 for K101241, the mfr provided the
results of shelf-life. In addition, you state that based on a
phone conversation April 30, 2010, there was agreement that
the device could be labeled with an initial shelf-life of 17
months that could be extended to one year upon completion of
the shelf-life study.

Our review of the data showed that real-time test data is
available from one lot for 6 months, and additional lots at 3
months. In addition, accelerated shelf-life testing has been
conducted for 6 months on one lot, and multiple lots out to 2
months. However, the protocol does not discuss how the
environmental conditions used were developed (e.g., no
standards identified), or how long 2 or 6 months at these
conditions relates to real-time use. Please provide a detailed
discussion how the accelerated conditions were developed, and
if a published standard method was not used, please provide
data validating the accelerated methods used. In addition,
please limit the shelf-life to a duration that is supported by
data from three lots of device (accelerated or real-time). All
accelerated results will need to be confirmed with real-time
results.

This question is only applicable to the Replens in Pre-filled applicators
510(k) submission, K101241.

Please do not hesitate to contact me at (319) 294-3745 or by email at
tmiller@lildrugstore.com should you require any clarification regarding this
response.

Sincerely,

Patricia L. Miller
Lil' Drug Store Products, Inc.
Director of Regulatory

Lil' Drug Store Products, Inc. I 1201 Continental Place NE I Cedar Rapids, IA 52402
Phone: 319-294-3745 I Fax: 319-393-3494 I Internet: www.lildrugstore.com I E-mail: tmiller~lildrugstore.com
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Attachments:

Human Use Data

Condom Compatibility Test Results Summary

Condom Compatibility Test Reports
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Human Use Data

2. In response to questions 9 and 10 for both 510(k)s that we sent you
earlier, the mfr referred to published clinical studies of the proposed
Replens gel. However, it is unclear whether the published studies used
versions of the device with or without methylparaben. For each published
study referenced, please identify the formulation used (with or without
methylparaben), the number and frequency of applications, and negative
reports following device use (e.g., irritation, allergic response, adverse
events, etc). Sufficient data on the methylparaben version of the device
should be provided to support safe use in humans as this version would be
expected to have the greater potential for toxic effects based on the
results of the acute systemic toxicity studies.

In addition, please provide information from complaint files or MDRs
regarding any negative effects associated with use of both versions of the
device (please provide results separately). Please also confirm how many
samples have been sold and information on where devices have been
shipped (e.g., one million in US, two million in Canada, etc.).

If the information provided is not sufficient to demonstrate that use of
both versions of the device is safe following use by humans, additional
testing as described in question 10 from our previous comments (i.e.,
combined vaginal irritation/systemic toxicity) will be requested.

Response:

Introduction

As described in the 510(k) notice, Replens has a 20 year history of safe use in the
U.S. as a cosmetic. Seven clinical trials were conducted as part of the development
program for Replens, described in detail below. No serious adverse events were
reported in these studies. Some of the studies reported non-serious gynecological
symptoms such as soreness, irritation, itching or burning; however, these
symptoms were frequently observed in patients in the study at baseline. All of the
studies concluded that Replens was safe and well-tolerated.

In addition, Lil' Drug Store has detailed customer complaint data from 1993-2009,
also described in detail below. Overall, there have been no serious adverse events
related to the product recorded during this time period. There have been 1,217
non-serious adverse events, including possible allergic reactions and infections,
irritation, and applicator discomfort, reported globally during this time period for
over 151million patient exposures to the product. One serious adverse event was
reported (congenital anomaly), but was not related to the product. This represents
an extremely low percentage (0.0008%) of patient exposures.

In reviewing this information, it is important to note that the intended users of the
Replens device are patients suffering from vaginal dryness and its associated
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symptoms. These symptoms can include soreness, irritation, itching or burning.
Therefore, some level of these types of symptoms would be expected in this
population, independent of the use of any vaginally-applied product.

In summary, Lil' Drug Store believes that the extensive clinical data on the product,
including data from seven clinical studies and over 151 million doses sold,
demonstrate that Replens, both with and without methylparaben, is safe and is
well-tolerated in humans. Therefore, the company believes that additional
biocompatibility testing of the product would not contribute any meaningful
additional information to the safety profile of the device.

Replens Clinical Development Program

Overview

As described in the company's response to the agency's May 5, 2010, deficiency
letter, seven clinical studies were performed as part of the development program
for Replens. These studies are summarized below in Table 1 and are described in
detail in this section. As requested by the agency, information with regard to the
formulation used (with or without methylparaben), the number and frequency of
applications, and any negative reports following device use are described below for
each of these studies.

Table 1: Overview of Replens Clinical Development Program

No.
Patients

Protocol Enrolled Study
No. Citation (Replens) Design* Dosage Regimen Duration

01 Bachmann et al 89 D-B, X-over 2.5 g per day 5 days
(!)

01 ext. Bachmann et al 54 Open 2.5 g, 3 x weekly 12 months
(2)

02 Zinny and Lee 26 D-B, parallel 2.5 g alternate 4 weeks
(3) nights

03 Young et al (4) 30 Open 2.5 g, 3 x weekly, 12 months
plus option of
additional application
prior to Intercourse.

04 Nakamura (5) 10 Open, X- 2.5 g daily 1-5 days
over btwn
treatment
durations

1 Bachmann GA, Notelovitz M, Gonzalez SI, Thompson C, Morecraft BA. (1991) Vaginal Dryness in Menopausal
Women: Clinical Characteristics and Nonhormonal Treatment. Clinical Practice in Sexuality, 7(9): 1-8.
2 Bachmann GA, Notelovitz M, Kelly SI, Owens A, Thompson C. (1992) Long Term Nonhormonal Treatment of
vaginal Dryness. Clinical Practice in Sexuality, 8(8/9): 3-8.
3 Zinny MA, Lee S. (1991) Double-Blind Study of the Comparative Effects of Two Gels on Vaginal pH in
Postmenopausal Women. Today's Therapeutic Trends, 8(4): 65-72.
4 Young R, Goldzieher J, Kaufman R. (1991) A Study of the Effects of Col-1003 In Postmenopausal Women.
Unpublished.

%%>
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No.
Patients

Protocol Enrolled Study
No. Citation (Replens) Design* Dosage Regimen Duration

90/10 Whitehead (6) 32 D-B, X-over 2.5 g, 3 x weekly 8 weeks
plus option of
additional application

_____ ___ _____ ____ ____ _____ ____ __ __ ____ ____ prior to intercourse. _ _ _ _ _

05 Nachtigall (7) 15 Open, 2.5 g, 3 x weekly 3 months
___________ ~~~~~~~~parallel _ _ _ _ _ _

0F6 Gelfand and 25 Open 2.5 g, 3 x weekly, 3months
Wendman (8) plus option of

additional application
_____ ___ _ _____ _____ __ __ _____ ___ _ _____ ____ prior to intercourse. _ _ _ _ _

*D-B = double-blind; X-over = cross-over design

In all seven studies, a single 2.5 g application of Replens has been the standard
dosage. The gel has been inserted at bed-time with a frequency ranging from
alternate days (study 02) to three times weekly as long-term maintenance. Studies
01 (short-term) and 04 involved daily application of the gel ranging from one to five
days.

The clinical development program was conducted with the initial formulation of
Replens, which contained 0.18% methylparaben as a preservative. Therefore, all
seven studies used this formulation.

The parameters employed in the studies included the influence of Replens on
vaginal pH and the vaginal mucosa, the relief of the patient's symptoms, the
vaginal dryness index, determination of vaginal pH at varying time intervals after
single or multiple applications of the gel, PAP smears and the completion of diary
cards by the patient.

Study Design and Results

Table 2 below summarizes the study design and safety and efficacy results for
each of the studies. In response to the agency's questions, a detailed discussion of
adverse reactions reported in these studies follows the table.

5 Nakamura R. (1991) Evaluation of Col-1003 in the treatment of vaginal dryness in postmenopausal women.
Unpublished.
6i Whitehead M. (1991) A Randomised Double Blind Evaluation of Col-1003, a bioadhesive polymer system vaginal
moisturizing gel and, KY Brand Lubricating Jelly In the treatment of vaginal dryness in postmenopausal women
receiving concomitant oral hormone replacement therapy. Unpublished
7 Nachtigall LE. (1994) Comparative study: Replens versus local estmogen in menopausal women. Fertility and
SterilIty, 61(1): 178-180.
B Gelfand MM, Wendman E. (1994) Treating Vaginal Dryness in Breast Cancer Patients: Results of Applying a
Polycarbophil Moisturizing Gel. J. Women's Health, 3(6): 427-433.
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Adverse Reactions, Tolerance and Interactions Reported

There were no serious adverse events reported in these seven studies. In some
cases, non-serious events such as irritation, burning, and itching have been
reported in patients while using Replens. However, conclusions regarding the
relationship to the device are difficult to make, as many of these symptoms were
also present in subjects at baseline, and the relationship of the reported event to
the treatment as determined by the investigator was either missing or reported as
unknown for a majority of the clinical studies. There were also several reports of
discharge or leakage of Replens in these studies, which is not an unexpected
occurrence. As described in the published articles and clinical study reports, the
clinical investigators universally found Replens to be safe and well-tolerated.

A detailed description of the specific adverse events reported in the seven individual
clinical studies is presented below:

Bachmann et al. (Study 01): In the short-term phase of the study, there was no
difference between the treatments with respect to urethral irritation, vaginal
burning, and product residue side effects (13.80/ for Replens, 10.8% for K-V Jelly;
p=0.112). Except for two women on Replens and one woman on K-Y Jelly, patients
reporting these problems had the symptoms present at baseline and they persisted
independent of the study group (Replens or K-V Jelly) the patient was in during the
cross-over design.

Two patients were withdrawn from the study while on Replens because of urethral
irritation. Urine cultures were negative in these patients. In one patient, the
reason for withdrawal was not considered to be treatment related and, in the
second case, an allergic reaction presenting as vaginal irritation was reported to be
the reason for withdrawal. While receiving Replens, 43 patients reported a total of
77 adverse events of all types (29 K-Y Jelly patients reported 54 adverse events).
The most commonly reported events while receiving Replens were discharge,
leakage, burning and irritation. In the K-Y Jelly group, leakage and itching were
most commonly reported.

During the twelve month extended treatment period, there were no patients who
dropped out due to adverse effects. One patient withdrew due to itching which was
considered as possibly related to Replens. None of the women reported serious side
effects and all women reported continued improvement in their original symptoms,
including irritation, burning, and itching. During the twelve months, 74 patients
reported a total of 341 adverse events. Of the adverse events reported, 123 were
gynecological in nature. The most commonly reported gynecological adverse
events were residue and leakage. The most commonly reported non-gynecological
adverse events were headache and back problems. Ten reported irritation as an
adverse event, but six of these reported irritation at baseline. Twelve reported
itching as an adverse event, but nine of these reported itching at baseline. The
authors conclude that Replens was effective and well-tolerated.
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Zinny and Lee (Study 02): No serious adverse effects were reported in either
treatment group. 9 patients (36%) who received Replens and 4 who received K-Y
Jelly (16%) reported 17 adverse experiences, none of which were serious or
required withdrawal from the study. The most frequently reported occurrences
were slight itching (2 in each group) and a trace of blood on the applicator (3
Replens, 1 K-Y Jelly). The authors note this is most likely due to localized irritation
of the atrophic, friable vaginal wall by insertion of the applicator. Of those reported
in the Replens group, there was only one adverse event which was considered
'probably related' to the product; one patient complained of leakage.

Young et al. (Study 03): In this long-term study (12 months duration), no
patients were withdrawn due to an adverse event. There were no serious adverse
events recorded throughout the study. Although mild symptoms such as itching,
dryness, burning and a discharge were frequently recorded, none of them was
stated as being possibly or definitely treatment related. However, in many
instances the relationship between the event and the treatment was not completed
on the record form. The majority of the instances of dryness (5/7 patients) or
itching (8/14 patients) were considered by the investigators to be a continuation of
the underlying symptoms.

Nakamura and March (Study 04): No serious adverse events were reported in
the study. 3 patients reported leakage or discharge of Replens. One patient
reported increased urination on one day during the study, but this patient had
reported increased urination prior to the study. One patient reported exterior
dryness after 5 applications of Replens. The relationship of the event to the
treatment was not established. No patients were withdrawn.

Whitehead (Study 90/10): Two patients on K-Y Jelly were withdrawn due to
adverse events (vaginal irritation and soreness, vaginal irritation). No patients on
Replens were withdrawn for adverse events. No serious adverse events were
reported throughout the study period. Vaginal dryness and irritation/soreness were
the most frequently reported events. Vaginal irritation or soreness was reported by
3 patients on Replens and 2 patients on K-Y Jelly. Vaginal dryness was reported in
2 patients on Replens, but these patients had reported dryness at baseline.
Candidal infection was reported in both treatment groups (Replens, 4; K-Y Jelly, 2),
however, all patients were also receiving hormone replacement therapy, which is
often associated with candidal vaginitis. The relationship of the events to the
treatment was not established.

Nachtigall (Study 05): In this study, no serious adverse events were reported in
either group. One patient withdrew from each treatment group related to itching
and irritation. Itching and irritation were present in 50% of the Replens and 60%
of the Premarin group at baseline and most patients had relief of these symptoms
at week 12. The author concludes that Replens is a safe and effective alternative to
estrogen cream.

Gelfand and Wendman (Study 06): No patients withdrew from the study due to
adverse events. One patient reported continuing minor vaginal irritation at months
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