May 1, 1997

Dear Contact Lens Care Product NManufacturer or |nterested Person:

The encl osed GUI DANCE FOR | NDUSTRY- - PREMARKET NOTI FI CATI ON (510(k)) GU DANCE
DOCUMENT FOR CONTACT LENS CARE PRODUCTS represents the special control which
has been determ ned by the Center for Devices and Radi ol ogi cal Health (CDRH)
of the Food and Drug Adm nistration (FDA) as necessary to provide reasonabl e
assurance of the safety and effectiveness of class Il contact |ens care
products (listed bel ow).

Thi s docunent represents the agency's current thinking on the preparation of
510(k)s for contact lens care products. It does not create or confer any
rights for or on any person, and does not operate to bind FDA or the public.
An alternative approach may be used if such approach satisfies the

requi renents of the applicable statute, regulations, or both.

The draft guidance was initially provided to the public on April 1, 1996, at
which tine the agency requested conments frominterested persons. As

di scussed at the July 26, 1996, neeting of the Ophthal m c Devices Pane
(Panel ), FDA has eval uated the coments received and has revised the gui dance
docunent to incorporate changes resulting fromcoments determ ned to have
scientific merit.

PLEASE NOTE THAT THE MAY 1, 1997, DOCUMENT REPLACES THE APRIL 1, 1996, VERSION
AS THE APPROPRI ATE GUI DANCE DOCUMENT THAT CONTAI NS THE " SPECI AL CONTRCOLS'

VWH CH SHOULD BE FOLLOWED FOR SUBM SSI ON OF A 510(k). PLEASE READ THI S
DOCUMENT CAREFULLY BECAUSE | T CONTAI NS | MPORTANT ADDI TI ONS, DELETI ONS, AND
REVI SIONS FROM THE APRIL 1, 1996, VERSI ON.

The Safe Medical Devices Act (SMDA) requires that the Food and Drug
Admi ni stration (FDA) issue an order placing class Ill transitional devices in
class Il if FDA has not determned that the devices nust remain in class I11.
FDA al so requires that appropriate regulatory safeguards (i.e., special
controls) be in effect when reclassification occurs. The order will be
published in the FEDERAL REAQ STER announci ng the reclassification of soft
(hydrophilic) and rigid gas perneable contact |ens care products and heat
disinfection units. Reclassification will be effective 30 days from date of
publication of the order. Devices covered by this reclassification include
generic types of devices as foll ows:

1. Ri gid Gas Perneable Contact Lens Care Products: A rigid gas perneable
contact Tens care product is a device intended for use in the cleaning,
conditioning, rinsing, lubricating/rewetting, or storing of a rigid gas
permeabl e contact lens. This includes all solutions and tablets used
together with rigid gas perneable contact |enses.

2. Soft (Hydrophilic) Contact Lens Care Products: A soft (hydrophilic)
contact Tens care product is a device intended for use in the cleaning,
rinsing, disinfecting, lubricating/rewetting, or storing of a soft
(hydrophilic) contact lens. This includes all solutions and tablets
used together with soft (hydrophilic) contact |enses and heat
disinfecting units intended to disinfect a soft (hydrophilic) contact
| ens by nmeans of heat.




Page 2 - Contact Lens Care Product Manufacturer or Interested Person

Speci fic devices covered by this reclassification include:

- Saline Solutions (including dry products/tablets)

- Cl eaners (Daily O eaners and Periodi c C eaners)

- Chemical Disinfecting Products for Contact Lenses

- Mul ti - Purpose Sol utions

- I n-Eye Contact Lens Solutions (e.g., Lubricating and/or Rewetting Drops)
- Heat Disinfecting Units

The recl assification order does not apply to such contact |ens care products
as contact |lens cases and cl eaning accessories (e.g., nechanical cleaning aids
and cl eani ng pads) because these devices have not been separately classified.
In the near future FDA intends to revise 21 CFR 886.5918 and 886.5928 to
i ncl ude such care products as contact |ens cases and cl eani ng accessories
(e.g., nechanical cleaning aids and cl eaning pads). For this reason, we have
|ncluded gui dance on submtting a 510(k) for these contact |ens care products
in the encl osed docunent.

Thi s gui dance should be used for all prenmarket notification subm ssions nade
after reclassification occurs. Mnufacturers should be aware that although
this docunent represents the special control required by SVDA it is expected
to be inmpacted by ongoing policy initiatives within CORH and FDA's efforts to
harmoni ze its data requirenents with international standards. Any significant
updates or changes in data requirenents will be announced at forthcom ng
meetings of the Panel. Although comments received to date have been
considered prior to this revision, interested persons may submt witten
comments at any time, which will be incorporated in future updates of this
guidance if CDRH determ nes that they are appropriate. Coments should be
submtted to:

Docket s Managenent Branch (HFA-305)
Food and Drug Admi nistration

12420 Parkl awn Drive, Room 1-23
Rockville, MD 20857

and

Di vi sion of Ophthal m c Devices

Ofice of Device Evaluation

Center for Devices and Radi ol ogi cal Health
Food and Drug Admi nistration

9200 Corporate Bl vd

Rockville, MD 20850
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The qui dance docunent is available on the CDRH Wirl dwi de web hone page at
"http:IIMMMAfda.gov/cdrh]" You are encouraged to obtain el ectronic copies;
however, 1T you are unable to do so, you may obtain a hard copy by faxing your

request to the Division of Small Mnufacturers Assistance (DSMA) [fax: (301)
443- 8818] .

| would like to take this opportunity to thank the Panel nenbers, contact |ens
i ndustry and other interested persons for taking the tinme and effort to

eval uate and comment on this special controls docunent. In addition, | would
like to thank the nmenbers of the Vitreoretinal and Extraocul ar Devi ces Branch
and ot hers who have worked extrenely hard in preparing this guidance docunent.

Questions concerning this guidance docunment may be addressed to Janes F.
Saviola, OD., or Muriel Gelles at (301) 594-1744.

Sincerely yours

A. Ral ph Rosenthal, MD

Di r ect or

Di vi sion of Ophthal m c Devices

O fice of Device Eval uation

Center for Devices and
Radi ol ogi cal Heal th

Encl osure
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Guidance for Industry

PREMARKET NOTIFICATION (510(k))
GUIDANCE DOCUMENT FOR CONTACT LENS
CARE PRODUCTS

This document represents the agency®s current thinking on the
preparation of a 510(k) for contact lens care products. It does
not create or confer any rights for or on any person and does not
operate to bind FDA or the public. An alternative approach may be
used if such approach satisfies the requirements of the applicable
statute, regulations, or both. The guidance is available on the
Worldwide web on CDRH*s home page at "http://www.fda.gov/cdrh."

While this guidance document represents a final document, comments
and suggestions may be submitted at any time for agency
consideration to Dockets Management Branch (HFA-305), Food and
Drug Administration, 12420 Parklawn Dr., Rm. 1-23, Rockville, MD
20857 or by writing to James F. Saviola, 0.D., Chief,
Vitreoretinal and Extraocular Devices Branch (HFZ-460), Division
of Ophthalmic Devices, Office of Device Evaluation, Center for
Devices and Radiological Health, Food and Drug Administration,
9200 Corporate Blvd., Rockville, MD 20850. This guidance document
replaces the draft PREMARKET NOTIFICATION (510(k)) GUIDANCE
DOCUMENT FOR CONTACT LENS CARE PRODUCTS, which issued on April 1,
1996.

U.S. DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration

Center for Devices and Radiological Health
May 1, 1997
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I. INTRODUCTION

The Safe Medical Devices Act of 1990 (SMDA) requires that the Food and Drug
Admi ni stration (FDA) issue an order placing class Ill transitional devices
[e.g., contact |lens care products such as soft (hydrophilic) and rigid gas
permeabl e contact |ens solutions (including dry products/tablets) and heat
disinfection units] in class Il if FDA has not determ ned that the
transitional devices must remain in class Ill. The order, issued by FDA is
effective 30 days after publication in the FEDERAL REA STER. It includes
reclassification of rigid gas perneable and soft (hydrophilic) contact |ens
solutions (including dry products/tablets) and heat disinfection units
(defined in 21 CFR 886.5918, 886.5928, and 886. 5933, respectively) fromcl ass
I1l (premarket approval) into class Il (special controls). This guidance
docunent sets forth the general information and special controls FDA believes
are needed to assure the safety and effectiveness of contact |ens care
products such as rigid gas perneable and soft (hydrophilic) contact |ens
solutions (including dry products/tablets) and heat disinfection units and the
evi dence that denonstrates the substantial equival ence of these devices to

| egal |y marketed devices [21 CFR 807.92(a)(3)]. For purposes of this guidance
docunent, the term"class Il" is used to describe a generic type of contact

| ens care product. However, each manufacturer [i.e., 510(k) hol der] should be
awar e that an unapproved individual contact |ens care product is not a class
Il device until it has been determined to be a class Il device by
classification through the premarket notification (510(k)) process.

Definition of Contact Lens Care Products Covered by this Gui dance Docunent:

A Cass Il contact lens care products are defined in 21 CFR 886.5918 and
886. 5928, and generally include:
- Sal i ne Sol uti ons
- Cl eaners (Daily O eaners and Periodi c C eaners)
- Chemical Disinfecting Products for Contact Lenses (including
Condi tioning Solutions for Hydrophobic Lenses)
- Mul ti - Purpose Sol utions
- I n-Eye Contact Lens Solutions (e.g., Lubricating and/or Rewetting
Dr ops)
- Heat Disinfection Units
B. Cont act Lens Cases and Contact Lens Accessories (e.g., Mechanical

G eaning Aids and Accessory C eani ng Pads):

Al t hough contact |ens cases and contact | ens accessories have not been
separately classified as of the date of this guidance, in the past FDA
has revi ewed applications for these devices through the 510(k) process.
The Center for Devices and Radiol ogical Health (CDRH) believes that it
is appropriate to include guidance for submtting 510(k)s for these
devices in this docunent. At this tinme the Ophthal m ¢ Devices Pane
(Panel') has recommended that contact |ens cases be classified in
class I'l; however, final classification has not occurred to date. The
remai ni ng unclassified | ens care products will be brought before the
Panel for classification in the near future. For this reason we have



i ncl uded gui dance on information that should be included in 510(k)s for
t hese devi ces.

As FDA re-evaluates its data requirenments for contact |ens care products
and works to harnonize its requirenments with international standards,
signi ficant changes in our guidance may be forthcom ng. Such changes
may include nodifications in test nmethods, definitions, and especially
in the design of clinical trials for care products, all of which are now
bei ng considered. Any changes in requirenents will be announced at
forthcom ng neetings of the Panel and copies will be placed on the CDRH
Wor | dwi de web (www) home page at "http://ww. fda. gov/cdrh.” You are
encouraged to obtain electronic copies; however, if you are unable to do
so, you may obtain a hard copy by faxing your request to the Division of
Smal | Manuf acturers Assistance (DSMA) (see list of fax and tel ephone
nunbers at end of the Introduction section).

Pur pose of Docunent:

Thi s docunent is intended to provide conprehensive directions to enable a
manuf acturer of a contact |ens care product to submt a 510(k) that FDA
bel i eves adequately denonstrates whether the device is substantially
equivalent to a legally marketed devi ce.

Thi s docunent represents the agency's current thinking on the preparation of a
510(k) for contact lens care products. It does not create or confer any
rights for or on any person and does not operate to bind FDA or the public.

An alternative approach may be used if such approach satisfies the

requi renents of the applicable statute, regulations, or both. It sets forth
the preclinical and clinical testing that FDA believes woul d be acceptable to
est abl i sh substantial equival ence as required by section 513(i) and 513(f) of
the act.

VWil e use of this docunment to prepare preclinical and clinical protocols wll
not ensure investigational device exenptions (IDE) approval or 510(k)

cl earance, follow ng the recommendati ons of this document should ensure that
the necessary tests are conducted. A substantial equival ence determ nation
for a 510(k) can be expected to followif tests are conducted properly, data
are adequately anal yzed and presented, applications are subnitted in
accordance with applicable regulations, and the test results show that the
contact lens care product is substantially equivalent to a |egally-marketed
contact |ens care product.

Persons may choose to follow the guidance herein or may follow di fferent data
col l ection and preparati on procedures and protocols. |If a person chooses to
follow different collection and preparation procedures and protocols, a person
may discuss the matter in advance with CDRH to prevent the expenditure of
money and effort on an activity that may | ater be deternmined to be
unacceptable. If alternate procedures are used, the applicant should be
prepared to denonstrate to CDRH s satisfaction that such procedures
denonstrate the substantial equivalence in terns of safety and effectiveness
to the predicate device

Qui dance is provided on the preclinical and clinical tests which should be
used to denonstrate substantial equivalence. |If clinical performance data are



needed, this guidance provides directions for obtaining an | DE [see
I nvesti gati onal Device Exenptions (21 CFR 812) section].

The conprehensi ve gui dance docunent includes matrices and descriptions of the
types of preclinical testing (e.g., manufacturing/chem stry, toxicology, and
m cr obi ol ogy) that should be conpleted prior to submtting a 510(k) or, if
clinical performance data are necessary to denonstrate substanti al
equi val ence, prior to seeking |IDE approval froman institutional review board
(I'RB). The document al so includes reconmended test nethods for neeting these
requirenents.

The clinical portion of this docunment includes the major elenments of clinica
performance data coll ecti on and suggested net hodol ogies to be included in the
protocol. The clinical protocol is part of the investigational plan that nust
be submitted to an IRB in order to obtain approval of an |IDE under 21 CFR Part
812.

O her el enents of the guidance docunent include: (1) general information on
t he applicable regul ations and requirenments for |abeling of contact |ens care
products, (2) requirements for nodifications of a |legally marketed contact

| ens care product (see manufacturing/chem stry, toxicology, and clinica
recomendati ons), and (3) general information needed in a 510(k) subm ssion

Preclinical or clinical data in other docunents on file with CDRH may be

i ncorporated by reference into a 510(k). To be referenced, docunents such as
| DEs, 510(k)s, premarket approval applications (PMAs) or device master files
(DVMFs) shoul d have been submitted by the applicant, or the applicant should
provide CDRH with appropriate authorization fromthe submtter. This

aut hori zation should be in the formof a letter addressed to the Docunent Mi
Center, HFZ-401, CDRH, 9200 Corporate Blvd., Rockville, Mryland 20850,
referencing the correct docunent numnber.

The Division of Ophthal mc Devices (DOD) should be consulted if questions
remain after reading this docunment (see list of tel ephone nunbers at end of
I ntroducti on section).

Perti nent Regul ati ons:

The FDA regul ations especially relevant to class Il contact |ens care products
are:

Devi ce O asses (section 513(a)(1l) of the act)
Est abl i shment Regi stration and Device Listing for Manufacturers of
Devi ces (21 CFR 807)

- Premar ket Notification Procedures (21 CFR 807, Subpart E)

- I nvesti gati onal Device Exenptions (21 CFR 812)

- Protecti on of Human Subjects; Informed Consent (21 CFR 50)

- Institutional Review Boards (21 CFR 56)

- Good Laboratory Practice for Nonclinical Laboratory Studies
(21 CFR 58)

- Determ nation of Safety and Effectiveness (Defines Valid
Scientific Evidence) (21 CFR 860.7)

- Good Manufacturing Practice for Medical Devices: Ceneral

(21 CFR 820)



- Medi cal Devi ce Reporting (21 CFR 803)
- Labeling [21 CFR 801 (see Section V, Labeling)]

Each of these regulations is briefly discussed bel ow

Devi ce O asses [Section 513(a)(1) of the Act]:

Class Il devices are subject to both general and special controls. Cenera
controls include the prohibition on adulteration (section 501 of the act);
prohi bitions on m sbrandi ng (section 502 of the act); banned devices

(section 516 of the act); notification of risks and repair, replacenent, or
refund (section 518 of the act); records and reports (section 519 of the act);
restricted devices (section 520(e) of the act), good manufacturing practices
(section 520(f) of the act); registration of establishnents (section 510 of
the act); listing of devices (section 510(j) of the act); and subm ssion of a
premar ket notification (section 510(k) of the act). Special controls may

i ncl ude the pronul gati on of performance standards, postmarket surveillance,
patient registries, devel opnent and di ssem nati on of guidelines [including
gui delines for the subm ssion of clinical data in 510(k) subm ssions in
accordance with section 510(k)], recommendati ons, and other appropriate
actions as deened necessary to provi de reasonabl e assurance of the safety and
effecti veness of the device.

Est abl i shment Regi stration and Listing for Manufacturers of Devices
(21 CFR 807):

Medi cal device manufacturers, initial distributors (U S. inporters), and
distributors are required to register their establishments by supplying CDRH
with the information required on registration form FDA 2891 (Initial

Regi stration of Device Establishments). Mnufacturers are also required to
list their devices in comrercial distributionin the U S by conpleting form
FDA 2892 (Medical Device Listing). Foreign manufacturers may, but are not
required to register; however, they nust list their devices. Questions about
registration and listing may be addressed to DSMA (see fax and tel ephone
nunbers at the end of the Introduction section).

Premar ket Notification Procedures (21 CFR 807, Subpart E)

Most devices are cleared for conmercial distribution or marketing in the U S
t hrough the 510(k) process. In this process, the manufacturer makes a 510(k)
subm ssion to CDRH and nust receive a letter (order) from CDRH perm tting
comercial distribution. This order is based on CORH s finding the device
substantially equivalent to a device legally marketed in the U S. The

manuf acturer nust provide in the subm ssion, anong other things, evidence of
such substantial equival ence. What constitutes substantial equival ence is
explained in section 513(i)(1)(A) of the act. Substantial equival ence neans
that a device has the sane intended use and the sane technol ogi ca
characteristics (i.e., design, material, function, and other simlar features)
as the predicate device; or has the sane intended use and new t echnol ogi ca
characteristics, but it can be denonstrated that the device is as safe and
effective as the predicate device and does not raise different types of
guestions regardi ng safety and effectiveness fromthe predicate device.

The 510(k) notification requirement applies (21 CFR 807.81): whenever a
manuf acturer markets a device for the first tine; when there is a change in
the i ntended use; or whenever a legally marketed device is nodified in a way



that could significantly affect its safety and effectiveness. It is not

i ntended that a 510(k) be submtted for every change, but only where such
changes could significantly affect safety or effectiveness. CDRH believes
that the manufacturer is best qualified to nmake the initial determ nation
whi ch shoul d be based on the exercise of good judgnent, adequate supporting
data, and sufficient docunentation in conjunction with general witten
policies and guidance from CDRH. The manufacturer should be aware, however,
that if he or she makes a decision not to submit a new 510(k), CDRH can
overrul e that decision and take appropriate regulatory action. |If a
manuf act urer does nmake a change or nodification to the device and does not
submt a 510(k), he or she should docunment the reason for not submitting a
510(k) in the good manufacturing practice (GW) device master record and make
it available to FDA upon request.

Subpart E of 21 CFR 807.81 (Premarket Notification Procedures) provides

gui dance on the type of changes for which an applicant nmust submt a 510(k) if
t he change could significantly affect the safety and effectiveness of the
device. Additionally, you should contact DSMA (see fax and tel ephone nunbers
at the end of the Introduction section) to obtain a copy of the nobst recent
CDRH general gui dance on changes to an existing device that may require

subm ssion of a new 510(k). Manufacturers should be aware, however, that a
devi ce specific gui dance docunent such as the "GU DANCE FOR | NDUSTRY- -
PREMARKET NOTI FI CATI ON (510(k)) GU DANCE DOCUMENT FOR CONTACT LENS CARE
PRODUCTS" supersedes or provides additional guidance to a CDRH general

gui dance invol ving device nodifications that may require subm ssion of a new

510(k). If, after attenpting to evaluate the change, manufacturers are stil
uncertain about the need for a 510(k), they may wite a letter explaining the
changes in detail, referencing the 510(k) nunmber, and mail it to the Docunent

Mai |l Center, CDRH (address above).

Once a 510(k) has been submitted, additional information may be requested by
CDRH, in which case the 510(k) application will be placed on hold. A letter
is issued stating that the file will be retained for 30 days while waiting for
the submitter's response. |If a response is not received within 30 days, the
510(k) may be deleted. The submitter should respond within 30 days or, if the
30-day period cannot be met, request an extension by letter to the Docunent
Mail Center, CDRH (address above), referencing the 510(k) nunmber. WWen CDRH
recei ves the additional information, the review period begins again. This
happens each tine additional information is requested.

Premar ket notification review allows CDRH to find not substantially equival ent
(NSE) devices that: (a) present new types of questions of safety and/or

ef fectiveness relative to the predicate devices; (b) appear to performless
safely or effectively than |l egally nmarketed devices; and (c) have indications
that are a new i ntended use.

If CDRH determ nes that a device is NSE, the manufacturer may appeal the NSE
decision, file a reclassification petition, or submt a PMA. \Wen a
manuf act urer and CDRH di sagree about the NSE decision for a device, the

foll owi ng applies:

- A 510(k) that is determined to be NSE is automatically classified
into class Ill, and unless reclassified into class | or I1l, is
subj ect to premarket approval. The manufacturer may request



reconsi deration of an NSE deci sion. The 510(k) Staff may be
contacted for informati on on how to request reconsideration of an
NSE deci sion (tel ephone nunber at end of the Introduction

section).

- Under section 513(f) of the act, a manufacturer of a class |11
device may petition CDRH for reclassification of this device into
class | or class Il. CDRHw Il refer a petition to the

appropriate FDA advisory panel for review and recommendati on. The
content and format requirements of a reclassification petition are
in 21 CFR 860.123

- If determined to be NSE because of |ack of performance data, the
manuf acturer may resubmit another 510(k) with additional data.

A 510(k) should be dated, and list the applicant's (subnmitter's) nane,
address, contact person (if different fromapplicant), tel ephone nunber, and
nmust be signed by the applicant. The 510(k) should contain a table of
contents, be submitted in duplicate on standard sized paper wth pages
nunbered, securely bound (if necessary), and three-hole punched. The
manuf act urer shoul d designate in the cover letter that the submssion is a
"510(k) notification.” Al attachments to the 510(k) subm ssion should be
appropriately identified. The general information section should include:

- the trade name (proprietary name) for the device;

- the identification of the predicate or legally marketed device to
whi ch substantial equival ence i s being clained,

- t he conmon nanme or the classification nane (21 CFR 807.87) of the
devi ce;

- a description of the device that is the subject of the 510(k);

- a statenent of the intended use of the device;

- a statenent of how the technol ogi cal characteristics of the device

conpare to those of the predicate device

- the establishment registration nunber [although not required in a
510(k), the applicant will need to register his or her
establ i shnent within 30 days of product rel ease];

- the address of the manufacturing facility/facilities, including
the sterilization site(s);

- the class in which the device has been placed (class I, I, or
I11) under section 513 of the act, and, its appropriate panel, if

known (if the submitter determ nes that the device has not been
classified, a statenment of that determi nation and the basis for
that determ nation);

- the reason for the premarket notification [e.g., a new device or a
nodi fication to an existing device (if the 510(k) is for a
nodi fication, describe in detail the reason for the nodification
and provide the equival ent device's 510(k) nunber)];



- conpliance with the requirenments of the act under section 513
special controls (class Il devices);

- copies of draft |abeling and avail abl e advertising for the device;

- engi neering drawi ngs (for care products such as heat disinfection

units, lens cases, etc.);

- under 21 CFR 807.92 and 807.93 the 510(k) submitter nust include
either a summary of the safety and effectiveness information upon
whi ch the substantial equival ence determ nation is based, or a
statenment in the 510(k) that the submitter will nake avail able the
safety and effectiveness information to interested persons upon
request. |If a statenent is provided, it should be (1) dated (2)
signed by the certifier, (3) nade on a separate page of the
premar ket notification subm ssion, and (4) clearly identified as
"510(k) statement” which contains the foll ow ng:

"I certify that, in ny capacity as [The Position Held
I n Conpany by Person Required To Submit The Prenarket
Notification, Preferably The Oficial Correspondent In
the Firm, of [Conpany Nanme], | will nake avail able
all information included in this premarket
notification on safety and effectiveness within 30
days of request by any person if the device described
in the premarket notification subm ssion is determ ned
to be substantially equivalent. The information I
agree to nake available will be a duplicate of the
premar ket notification subm ssion, including any
adverse safety and effectiveness information, but
excluding all patient identifiers, and trade secret
and confidential conmercial information, as defined in
21 CFR 20.61."

- a dated and signed statenment certifying that the submtter
bel i eves, to the best of his or her know edge, that all data and
information submtted in the premarket notification are truthfu
and accurate, and that no naterial fact has been onmtted in
accordance with 21 CFR 807.87(j).

Subpart E of Section 807 of 21 CFR and the bookl et "Premnarket

Notification 510(k): Regulatory Requirenments for Medical Devices" (HHS
Publ i cati on FDA 92-4158) provide detail ed expl anati ons and exanpl es of ways

t hat compani es can conply with the 510(k) requirenments. DSMA can provide you
with the regul ation and this booklet, answer questions, and provi de gui dance
regarding the regulatory process. DSMA's fax and tel ephone nunbers are listed
at the end of the Introduction section.

I nvesti gati onal Device Exenptions (21 CFR 812):

Data fromclinical testing may be necessary to denonstrate the substanti al
equi val ence of a contact lens care product to a |legally narketed device. To
collect these clinical data, an approved IDE is required before the sponsor
(usual ly the manufacturer) can distribute investigational medical devices for
clinical testing. The IDE regulation describes procedures for obtaining an



approved IDE and outlines the responsibilities of a sponsor and an
i nvestigator during a clinical investigation with a nedical device.

FDA considers clinical studies of certain solutions intended to be used
directly in the eye to be significant risk investigations which require both

| RB and FDA review and approval prior to initiating clinical studies.

Exampl es of significant risk investigations include studies of: (1) solutions
contai ni ng new types of active ingredients that have no history of ophthal mc
use and cannot be adequately characterized froma safety standpoint by the
preclinical testing contained in this guidance, or (2) solutions containing

bi ol ogi ¢ or pharmaceutical ingredients that could present a risk to the health
and safety of the subjects, and would invol ve overlapping jurisdiction with
other Centers within FDA

FDA consi ders nost clinical studies of contact |ens care products to be non-
significant risk investigations since the active ingredients can be adequately
characterized froma safety standpoint by the preclinical testing contained in
this gui dance. The abbreviated requirenents of the |IDE regul ation

[21 CFR 812.2(b)] apply for non-significant risk investigations, which
basically require the foll ow ng:

1. The sponsor must submit and obtain approval for a non-significant
ri sk device study froma properly constituted IRB (21 CFR 56), or
FDA if no IRB exists (21 CFR 812.62(b)), prior to distributing
devices for a clinical investigation (21 CFR 812. 30).

2. Al test subjects nust give their inforned consent (21 CFR 50)
before being treated with the investigational device. |nforned
consent is obtained on a witten form advi sing the subjects of
their rights as voluntary research subjects, apprising subjects of
ri sks, benefits, and alternate procedures, if any, and test
procedures invol ved.

3. Al'l investigations nmust be properly nonitored.

4. Certain recordkeepi ng and reporting requirenents nust be nmet [see
21 CFR 812.2(b) (1) (v)-(vi)].

FDA revi ew and approval is not required for an investigation of a non-
significant risk device. A sponsor needs to obtain |IRB approval and foll ow
the requirenents of 21 CFR 812.2(b)(1)(i) through (vii).

Under the abbreviated requirements for non-significant risk device clinica
studies (21 CFR 812.2(b)), an IRB nust determne that a particul ar contact

| ens care product poses a non-significant risk. For a device investigation to
be determ ned to be non-significant risk, a sponsor nust provide an IRB with a
statenment of why the investigation does not pose a significant risk, and the

I RB must agree with this assessnent. The |IRB nust al so approve the

i nvestigation as a non-significant risk study.

| RBs should be provided with all information necessary to reach a sound
decision. This information, in the case of a contact |ens care product,
shoul d i nclude informed consent forns and the clinical protocol. It is

important to note that, in the case of non-significant risk investigations,
al t hough preclinical data are not required to be submtted to CORH until a
510(k) is submitted, the sponsor should conduct preclinical tests prior to



initiating a clinical study to predict product performance and to protect the
heal th of the subjects. The purpose of preclinical tests is to evaluate
whet her subjects will be at undue risk, and thus preclinical test results
shoul d be submitted to the IRB for its review prior to testing in humans.

| DE Study Design:

Sponsors of investigations should consider carefully how to adequately
denonstrate the substantial equival ence of their specific devices to legally
mar ket ed devi ces and design their study to assure that the data provide valid
scientific evidence, as defined in 21 CFR 860.7; to answer all clinica

obj ectives properly; and to forma sound basis to support the intended use and
clain(s) being made in the |abeling.

Manuf acturers should carefully review the clinical recommendations in this
gui dance document, whi ch have been designed to assist in devel opi ng adequate
clinical protocols. |In addition, they should consult with the DOD scientific
staff, if necessary, when preparing their clinical protocol. The preparation
of an adequate protocol is one of the nost inportant aspects of the clinica

i nvestigation and essential for a successful 510(k) when clinical performance
data are required to denonstrate substantial equival ence. The protocol should
be designed to fully support the proposed | abeling claims) and intended use
of the device. The sponsor is responsible for ensuring that the study design
is appropriate and that all necessary tests are conpleted. |If alternative
tests are nore appropriate than those listed or additional tests nust be
conducted, the overall design of the study and its justification are the
responsibility of the study sponsor

Information available to sponsors includes the IDE regulation (21 CFR 812) and
related information. Please contact the IDE Staff or DOD for further guidance
(see tel ephone nunmbers at the end of the Introduction section).

Protecti on of Human Subjects; Informed Consent (21 CFR 50):

The fundanental purposes of I RB review and of inforned consent are to assure
that the rights, safety, and welfare of subjects are protected. A signed

i nformed consent formis evidence that the information required by

section 50.25 has been provided to a prospective investigational subject. |IRB
review of the formto ensure that the subject is given adequate information
concerning the study serves a dual function: protection of the subject and
docunentation that the institution conplied with applicable regul ations.

I nf or med consent nust be obtained in accordance with the infornmed consent
regul ati on, and any infornmed consent formused nust enbody the el ements of

i nfornmed consent required by 21 CFR 50.25. The consent formitself is an aid
to ensure that adequate information is provided to the subject. The signed
consent form provides docunentation of a subject's consent to participate in a
study. The entire inforned consent process involves giving a subject

i nformati on concerning the study, providi ng adequate opportunity for the

subj ect to consider all options, responding to the subject's questions,
ensuring that the subject has conprehended this information, and, finally,
obt ai ni ng the subject's voluntary consent to participate. Inforned consent
must be docunented pursuant to 21 CFR 50.27 and is required by 21 CFR 50. 20
for all subjects in clinical investigations of medical devices. Specific
guestions may be addressed to the IDE Staff (see tel ephone nunber at the end
of the Introduction section).



Institutional Review Boards (21 CFR 56):

An IRB is a board, conmttee, or other group formally designated by an
institution to review, to approve the initiation of, and to conduct conti nui ng
revi ew of bionedi cal research involving human subjects in accordance with FDA
regul ation. The purpose of IRB reviewis to assure that:

- risks to subjects are mninzed, and are reasonable in relation to
antici pated benefits;

- sel ection of subjects is equitable;

- i nformed consent will be sought from each prospective subject or

the subject's legally authorized representative and will be
docunent ed;

- where appropriate, the research plan makes adequate provision for
monitoring the data collected to ensure the safety of subjects;
and

- there are adequate provisions to protect the privacy of subjects

and to maintain the confidentiality of data.

The 1 RB regul ati on outlines menbership and review requirenments. Al |RBs nust
conformto and conply with all requirenents in this regul ation

Speci fic questions may be addressed to the IDE Staff (see tel ephone nunber at
the end of the Introduction section).

Good Laboratory Practice (GP) for Nonclinical Laboratory Studies (21 CFR 58):

The purpose of this regulation is to assure the high quality of nonclinica

| aboratory testing required to evaluate the safety of nedical devices.
Sponsors should state in all subm ssions whether or not nonclinical |aboratory
tests were conducted in accordance with this regulation. Wen procedures are
not conducted in accordance with the GLP regulation, justifications should be
provi ded.

Speci fic questions may be addressed to the IDE Staff (see tel ephone nunber at
the end of the Introduction section).

Determ nation of Safety and Effectiveness (Defines Valid Scientific Evidence)
(21 CFR 860.7):

This regul ati on defines what does and does not constitute valid scientific

evi dence for the purpose of determ nation by FDA that there is reasonable
assurance that a device is safe and effective for its intended use. Al though
a 510(k) only requires a denonstration of substantial equivalence to a legally
mar ket ed device, this denonstration is in ternms of the device being as safe
and as effective as a legally narketed device and that the device does not
raise different types of questions of safety and effectiveness than the

predi cat e device.

Speci fic questions about the interpretation of this regulation should be
addressed to DOD (see tel ephone nunber at the end of the Introduction
section).



Good Manufacturing Practice for Medical Devices: GCeneral (21 CFR 820):

The Good Manufacturing Practice (GW) for Medical Devices General Regul ation
requi red by section 520(f) of the act, covers the nmethods used in, and the
facilities and controls used for, the design, manufacture, packagi ng, storage,
and installation of devices. It covers the follow ng general areas:

organi zati on and personnel; buil dings; equipment; controls for conmponents,
processes, packagi ng, and | abeling; device holding, distribution, and
installation; device evaluation; device and manufacturing records; conpl aint
processing; and quality assurance (QA) system audits.

SMDA anends section 520(f) of the act to authorize the inclusion of
preproduction design validation in the GW regulation. A revised GW
regul ati on was published in the FEDERAL REGQ STER on Cctober 7, 1996
[61 FR 52601] that incorporates preproduction design controls.

Speci fic questions on GW requirenents may be addressed to DSMA (see fax and
t el ephone nunbers at the end of the Introduction section).

Medi cal Device Reporting (21 CFR 803):

The Medi cal Device Reporting (MDR) regul ation requires all manufacturers of
medi cal devices to report to FDA within 30 days whenever the firms receive or
ot herwi se becone aware of information that reasonably suggests that one of
their marketed devices: (1) may have caused or contributed to a death or
serious injury; or (2) has mal functioned and that the device or any other
simlar device would be likely to cause or contribute to a death or serious
injury if the malfunction were to reoccur

Manuf acturers and inporters of devices are required to establish and maintain
an MDR file and to permt any authorized FDA enpl oyee at reasonable tinmes to
have access to, and to copy and verify the records contained in this file.
FDA consi ders any expression of dissatisfaction, be it oral or witten,
regarding identity, quality, durability, reliability, safety, effectiveness,
or performance of a device, to be a conplaint. However, not all conplaints
meet the MDR reporting criteria.

Copi es of the MDR regul ati on and an FDA publication entitled, "An Overview of
t he Medi cal Device Reporting Regulation,” are avail able by contacting DSVMA
(see fax and tel ephone nunbers at the end of the Introduction section).

Managenent lnitiatives:

On June 30, 1993, new policies to i nprove the device approval process were
announced by CDRH. These new policies are as foll ows:

- Expedited review: To assure that those devices which represent
maj or advancenents in medical care reach the market w thout delay,
CDRH has put into effect a "fast track" review systemfor them
These device applications will be placed in a separate queue and
not treated under the usual "first-in, first-reviewed" policy.
Included in the expedited review category will be devices used to
treat serious conditions for which no alternative treatnments exi st
and devices that offer decidedly greater clinical benefits or
| ower risks than existing technol ogies.



- Refuse-to-accept policy: In the past, inadequate and inconplete
applications wasted a great deal of CORH s tinme. Reviewers were
obliged to "re-cycle" these applications, going back to the
conpany repeatedly to request needed information or to clarify
poorly presented data. To address this problem the agency has
established a "refuse-to-accept” policy that will specify the
mnimmcriteria for accepting an application. |If these are not
met, the application will be rejected.

Sonme specific reasons to refuse to accept a 510(k) submi ssion for
contact lens care products would be failure to include

i nformati on establishing substantial equival ence, a 510(k) summary
of safety and effectiveness or 510(k) statenent, or a truth and
accuracy statenent.

- Setting review priorities using risk assessment (previously called
“"Triage™): Early in the review process, CORH will determ ne the
potential health hazard posed by each device and will focus nost
of its attention on those devices that pose a significant risk to
patients. Devices with mininmal risk potential will receive a |less
extensi ve revi ew.

To achieve this, three review tiers have been identified:

Tier | - Essentially a focused |abeling review for intended
use/indications for use; Tier Il - Routine scientific and |abeling
review (the majority of 510(k)s will be in this tier); and
Tier 11l - Intensive scientific and |abeling review, using a team

revi ew approach, for all first and second of a kind devices
utilizing new technol ogy or having new intended use(s), as well as
ot her devices determned by their inherent risk to require an

i ntensive revi ew

Contact |lens care products, including solutions that incorporate
traditional preservative systens and intended uses, are currently
assigned to a Tier Il review

- Status reports to manufacturers: |In the past, device
manuf acturers have often not been able to determine the status of
their 510(k) subm ssions as they proceed through the review
system This has proven a nmajor source of frustration
particularly since lack of information can interfere with sound
busi ness planning. To address this problem CDRH has established
a conputerized system through which manufacturers will receive a
status report on their 510(k) subm ssions within 3 days of
requesting it, if the application has been under review over 90
days.

More information is avail able on each of these policies in ODE Bl ue Book nenos
avai | abl e by contacting DSMA (see fax and tel ephone nunbers at the end of the
I ntroducti on section).

Speci al Control s:

Thi s gui dance docunent sets forth the special controls which have been
determned at this tinme by CORH to be necessary to provide reasonabl e
assurance of the safety and effectiveness of class Il contact |ens care



products in the absence of an applicable standard. These special controls
consi st of the recomended protocols for the preclinical and clinical data
that FDA bel i eves establish substantial equival ence under section 513 of the
act and identify nodifications to contact |ens products that FDA believes
woul d require subm ssion of a new 510(k) and | abel i ng gui dance.

CDRH has carefully considered these recomendati ons, but al so recogni zes that
it is inportant to be open-m nded about new tests which can be, and are,
suggested. If different procedures are chosen by the applicant, a ful
justification should be submtted. The justification should clearly explain
how t he alternative procedure can provide the valid scientific evidence needed
to denonstrate substantial equival ence. The absence of any justification and
supporting evidence may nean that the application will be found unacceptabl e
during scientific review

DOD may be consulted prior to the initiation of any tests if, after reading
t he gui dance docunent, questions remain concerning a specific test
recomendati on for a contact |ens care product (tel ephone nunber |isted

bel ow) .

Fax and Tel ephone References:

DSMA: Fax: (301) 443-8818 (For copy of guidance docunent, refer to shelf
nunber 674)
Tel ephone: (800) 638-2041 or (301) 443-6597

DOD:  Fax: (301) 480-4201
Tel ephone: (301) 594-1744

IDE Staff: Tel ephone: (301) 594-1190
510(k) Staff: Tel ephone: (301) 594-1190
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GENERAL MANUFACTURING INFORMATION

This section of the guidance contains the general manufacturing information
that should be submitted in a 510(k) for contact |ens solutions and tablets.

For

pur poses of this guidance, we have focused primarily on active

i ngredi ents. However, nmanufacturers should al so assess the effects of

i nactive ingredients (e.g., buffering agents and tablet coatings) on such
factors as pH, tonicity, solution conpatibility, enzymatic activity,
preservative effectiveness, disinfection efficacy, preservative

upt ake/ rel ease, and critical mcelle concentration of surfactant.

In 510(k) subm ssions, applicants should provide the general information
listed below as well as the information in Section Il (Product Specific

Qui dance), Section V (Labeling), and other applicable sections of the

gui dance. Applicants are rem nded that when test data are subnmitted, conplete
reports of the tests as well as summary information should be included in the
510(k).

A

CGeneral Manufacturing Information for Contact Lens Sol uti ons and
Tabl et s:

The applicant should docunment and summarize the foll ow ng
manuf act uri ng/ chem stry i nformation

1. Chemi cal Conposition of the Contact Lens Sol ution or Tablet:

The chem cal conposition of the contact |ens solution or tablet
shoul d include all active and inactive ingredients and their
functions.

Note: For purposes of this guidance:

- An "active ingredient” is generally defined as any chemical
component that is included in the formulation of a contact
lens solution or tablet in sufficient concentration to
achieve the intended purpose of the specific product (e.g-,
a surfactant for a daily cleaner, an anti-microbial agent
for a disinfecting product, an enzyme for an enzymatic
tablet or a preservative for preserved lens care products).

- An "inactive ingredient” is generally defined as any
chemical component other than an active ingredient (e.g-,
buffering agents and water) that is included in the
formulation.

If the components neet United States Pharmacopoeia (USP), Nationa
Formulary (NF), or Anerican Chenical Society (ACS) specifications,
this should be noted. |If sorbic acid is used as a conponent,

al dehyde should be quantified and its specification justified.

For any non-conpendi al conponent, the applicant should establish
approved raw material specifications in accordance with GWs and
submt themin the 510(k) (e.g., characterization data on this
conponent and/or analytical results from manufacturing batches
used for preclinical and clinical tests).
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VWhen applicable, a side-by-side conparison of the conposition of
t he new devi ce conpared to the predicate device should be
provided. |If the new solution or tablet is identical to the
predi cate device in terns of concentrations of active and inactive
i ngredients, the general manufacturing information can be linmted
to a description of the manufacturing process with a flow chart,
denmonstration of product sterility and sterilization validation
shel f-l1ife data, and a description of the packagi ng, including
tanmper resistant features. |If the new solution or tablet is not
identical to the predicate device in terns of concentrations of
active and inactive ingredients, all general manufacturing

i nformati on outlined bel ow shoul d be addressed in the 510(k).
VWhenever new clains are nade for a marketed device, supporting

i nformati on shoul d be provided.

A brief description, including a flow chart, of the nmanufacturing
process shoul d be provided.

Sterility: In accordance with 21 CFR 800.10, all contact |ens
solutions should be sterile. Sterility should be denonstrated
using USP <71>, Sterility Tests, or by an equivalently validated
sterility test method. Product sterility or validated package
integrity testing should be performed to support the shelf-life
requested in the 510(k). [Section VI.E (Shelf-Life Protocol)].

For general information and references dealing with the

devel opnent and validation of sterilization cycles, manufacturers
should refer to USP <1211>, Sterilization and Sterility
Assurance/ General Information. Mnufacturers should validate
their product sterilization system(s) and cycle(s) using a

sui tabl e validation nmethod and denonstrate the efficacy and
conpatibility with the product and/or container. Mnufacturers
shoul d use the nost recent edition and include reference(s) for
the validation nmethod in the 510(k). Sone additional references
on sterilization validation nethods are provided bel ow

- ANSI / AAM /1 SO 11134: Sterilization of health care products
- Requirenents for validation and routine control -
I ndustrial noist heat sterilization

- ANSI / AAM /1 SO 11135: Medi cal devices - Validation and
routi ne control of ethylene oxide sterilization

- ANSI / AAM /1 SO 11137: Sterilization of health care products
- Requirenents for validation and routine control -
Radi ation sterilization.

- | SO TR 13409: Sterilization of health care products -
Radi ation sterilization - Substantiation of 25 kGy as a
sterilization dose for small or infrequent production
bat ches.

- Val i dation of Aseptic Filling for Solution Drug Products.
Techni cal Monograph No. 2. Parenteral Drug Association
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- Quideline on Sterile Drug Products Produced by Aseptic
Processi ng June 1991. Prepared by: Center for Drug
Eval uati on and Research, Center for Biologics Evaluation and
Research, and O fice of Regulatory Affairs, FDA

- USP <1211> Sterilization and Sterility Assurance of
Conmpendi al Articles: Aseptic Processing.

In accordance with the Ofice of Device Evaluation (ODE) 510(k)

Bl ue Book Menorandum #90-1 dated February 12, 1990, the applicant
shoul d provide the following information in the 510(k) subm ssion
to support validation of a traditional sterilizing system][e.gqg.

st eam under pressure, ethylene oxide (ETO, gamma radiation or
aseptic fill process]:

a. the sterilization nethod that will be used;

b. a description of the nmethod that will be used to validate
the sterilization cycle, but not the validation data itself;

C. the sterility assurance |evel (SAL) which the manufacturer
will neet;

d. a description of the packaging to maintain the device's

sterility (this should not include the package integrity
testing data);

e. if sterilization involves ETO the nmaxi num|evels of
resi dues of ETO, ethylene chlorhydrin, and ethyl ene glyco
whi ch remain on the device or conponents of the device
(e.g., bottles or container closure systen); and

f. the radi ation dose, if radiation sterilization will be used.

Applicants should provide, in the 510(k), a description of the
qual ity assurance procedures and sterility test nethods used to
provide routine sterility assurance.

Mcrobial Limts Test: Manufacturers of nonsterile contact |ens
products marketed in dry or tableted formul ati on shoul d submit
data fromUSP microbial limts testing to denonstrate acceptable
m cr obi ol ogi cal quality, when applicable. These data may be
omtted if the manufacturer provides data denonstrating that the
| evel of the active ingredient concentration is inhibitory.

In accordance with 21 CFR 800. 10(b), contact |ens sol utions
packaged in nmulti-dose containers should be fornul ated and
packaged as to volunme and type of container and appropriately

| abel ed to afford adequate protection and minimze the hazard of
injury resulting fromcontam nation during use (e.g., preserved
mul ti-dose solutions, unit-dose containers, discard tine periods).

Preservative Effectiveness: Manufacturers of preserved sol utions
shoul d denonstrate preservative effectiveness initially and at the
shelf-life requested in the 510(k). See Section VI (Recommended
Test Met hods) M cro--Appendix A for guidance on the recomended
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preservative effectiveness test with mcrobial rechallenge on
day 14.

7. Shelf-Life (Stability) Data Including Product Specifications,
Cont ai ner and Cont ai ner Sizes:

Pl ease refer to Section VI E. (Shelf-Life Protocol) for gui dance
on establishing, or extension of, shelf-life.

8. Tanper Resistant Packaging: Al solutions and tablets nmust neet
the requirenents of 21 CFR 800.12, Contact Lens Sol uti ons and
Tabl et s; Tanper - Resi stant Packagi ng.

9. Sol ution Conpatibility Under Recommended Care Regi nen:
Compatibility of the solution with the Iens type (hydrophilic or
hydr ophobi c) indicated for the product specific use should be
assessed. For guidance, see applicable testing matrix and Section
VI (Reconmended Test Met hods) Chem - Appendi x C.

10. Preservative Uptake/ Rel ease: Preservative uptake/rel ease data
shoul d generally be submitted in a 510(k) for a solution
cont ai ni ng new preservatives for contact |ens use. Wen
appl i cabl e, manufacturers should assess the effects of inactive
ingredients (e.g., buffering agents, etc.) on preservative
upt ake/ rel ease. However, a manufacturer may justify om ssion of
these data in a 510(k) provided:

a. t he manufacturer denonstrates that the proposed preservative
systemis essentially identical in terns of chem ca
conposition and intended use (hydrophilic lenses or rigid
gas perneable |l enses) to the preservative system of the
predi cat e device; and

b. t he manufacturer denonstrates that the new preservative does
not raise toxicol ogical concerns and the new preservative
carries no charge or the same charge as the I ens materi al
(e.g., generally negatively charged).

CDRH consi ders hydrophilic contact |enses to represent a worst
case. Therefore, manufacturers who already have SE cl earance for
a contact |ens care product intended for use with hydrophilic
contact |enses do not need, unless otherwise notified, to submt
addi ti onal preservative uptake/rel ease data for adding use with
hydr ophobi c | enses to | abeling.

For gui dance, see applicable testing matrix and Section VI (Recommended
Test Met hods) Chem -Appendix A, if the above criteria cannot be net.

O her Contact Lens Care Products:

O her contact |lens care products included in this guidance include heat
disinfecting units, lens cases, and contact |ens accessories (e.g.
nmechani cal cl eani ng ai ds and accessory cl eaning pads). See Section 11
(Product Specific Guidance) and Section V (Labeling) for guidance on

t hese devi ces.



111. PRODUCT SPECIFIC GUIDANCE

This section is a conposite of mni-guidances (hereafter referred to as
product specific guidance) for each of the devices included in the GUJ DANCE
FOR | NDUSTRY- - PREMARKET NOTI FI CATI ON (510(k)) GUI DANCE DOCUMENT FOR CONTACT
LENS CARE PRODUCTS. Each product specific guidance contains its own testing
matri x (when applicable) to provide applicants with a summary chart and
narrative explanation of preclinical and clinical testing reconrendations for
col l ecting performance data. CDRH expects that these data either be submtted
or that the testing areas be addressed in the 510(k), unless the applicant
provides a justification for why the data are not applicable.

The product specific matrices also apply when a marketed product is changed in
a way that could significantly affect its safety or effectiveness [e.qg.

change or nodification in the active ingredient(s)]. Applicants are rem nded
t hat when performance data are submitted in a 510(k), data should include ful
reports, where applicable, of the test data as well as sunmary information

Pl ease note that the informati on and data el ements included in the Genera
Manuf acturing Information section are not repeated in each product specific
gui dance section, but are included by reference. |In addition, Section V
(Label ing) includes both general and product specific |abeling guidance.

Product specific guidances included in this section are:

1. Sal i ne Sol uti ons

2. Cl eaners (Daily O eaners and Periodi c C eaners)

3. Chemical Disinfecting Products for Contact Lenses (e.g., chemca
di sinfecting solutions, chem cal disinfection systens, and conditioni ng
sol utions).

4. Mul ti - Purpose Sol utions

5. I n-Eye Contact Lens Solutions (e.g., Lubricating and/or Rewetting Drops)

6. Heat Disinfecting Units

7. Contact Lens Cases

8. Contact Lens Sol ution Accessories (e.g., Mechanical Ceaning A ds and

Accessory O eani ng Pads)

The following matrices (including preclinical and clinical guidance) and
Section V (Labeling) set forth the special controls determ ned by CORH to be
necessary to assure the continued safety and effectiveness of the devices and
the informati on that should be provided in a 510(k).

The applicant should conpare product active ingredient(s) with those of the
predi cate device and refer to the appropriate section of the applicable matrix
for guidance
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SALINE SOLUTIONS

A saline solution is generally defined as a contact |ens care product
(e.g., solution, capsule or tablet) containing sodiumchloride as the
principal active ingredient in an aqueous based solution fornulation to
produce a physiol ogi cally bal anced saline solution (approxi mtely 0.9%
by weight). These products are either pre-fornulated sterile sol utions
or packaged as salt tablets or capsules which require distilled water as
a diluent to produce a non-sterile "honemade" saline solution. They are
i ntended to be used with soft or rigid gas perneabl e contact |enses for
one or nore of the foll ow ng:

- rinsing after cleaning to renove | oosened debris and cl eani ng
sol ution

- rinsing prior to lens insertion

- keepi ng | enses wet during heat disinfection

- storage after disinfection

- a diluent for dissolving lens care tablets (e.g., enzyne or

di sinfecting tablets)

- a diluent for use in hydrogen peroxide disinfection systens
(limted use)

Pre-fornul ated sterile saline solutions can be narketed in formul ations
that are preserved or unpreserved; buffered or unbuffered. These

sol utions can be packaged in various containers (e.g., aerosols, non-
aerosol, unit-dose or nulti-dose).



TESTING MATRIX FOR SALINE SOLUTIONS

Same Achive
Ingrediants Within
Marketed

Coencentrations

Same Active Ingredijents In
Higher Concentrations Than
Harketed Products

Same Aesive Ingredients In
Lower Concentrar:ons Thap
Marketed Producrs

New Ingredients for
Ophthalnic Use or
Different Acrive
Ingrelient

Scabilicy

X

Solution Comparibility

FOOTNOTE A

Stability

Sterility h 4 X X X
Preservative Effectiveness with X X : X X
Rechallenge or
Bacteriostasis for Unpresezved
Products

X X X X

In-Vitro Cytotroxicity X X ‘ X X
Acute Ocular Irri-ation X X ! X X
doute Oral Toxicity i X
Sensitization 7 X
In-Vive Ocular Bipcomparibility X

Recommended Size/Scope of Clinical
Study

60 subi{l o

FOOTNOTE A:

otherwise noified, to submit solution compatibility data.

If the saline solution has a pH of 7.2 + 0.2 and tonicity of 290-320 mOsm/kg, manufacturers do not need, unless

20
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Pre-formul ated Sal i ne Sol utions:

Manuf act uri ng/ Chemi stry:

Pre-fornul ated Sterile Saline Solutions: Pre-formulated sterile saline
solutions are generally maintained in the confort range (e.g., pH = 6.6-
7.8 and tonicity of 290-320 nOsm kg) to avoid eye irritati on when used
in accordance with the recormended |lens care reginen. 1In addition to
the information listed in the General Manufacturing Information section
and in the matrix, the follow ng information should be provided:

1. Heat Disinfection: |If the saline solution is indicated for use
during heat disinfection, the effect of heat disinfection on pH
tonicity, and preservative concentration should be assessed and
data subm tted

2. Diluent for Lens Care Tablets: |If the saline solution is
indicated for use as a diluent for enzynme tablets, tabl et
disintegration tine and enzymatic activity tinme profile as
i ndicated in | abeling should be assessed, conpared to a control
(e.g., approved diluent), and data subm tted.

M cr obi ol ogy:

This section, Section Il (General Manufacturing Information) and the
matri x include m crobiol ogi cal guidance for all pre-formul ated saline
sol uti ons.

1. Preservative Effectiveness: Applicants should refer to the
preservative effectiveness portion of Section Il (Cenera
Manufacturing Information) and Section VI (Recommended Test
Met hods) M cro--Appendi x A for guidance. 1In addition, applicants
shoul d be aware that passing preservative effectiveness test with
rechal | enge on day 14 all ows manufacturers to | abel preserved
saline solutions for lens storage up to 30 days foll ow ng
di sinfection. Labeling instructions for 30-day storage in
preserved saline should include instructions for |ens case care
and the need to re-disinfect |lenses after the recommended storage
time.

Manuf acturers submitting 510(k)s for salines preserved with sorbic
acid or sorbate-based preservatives may onit the nicrobial
rechal l enge in preservative effectiveness testing. However,
testing should continue as directed by the protocol in Section VI
(Reconmended Test Methods) M cro--Appendi x A for 28 days,

i ncl udi ng enuneration of surviving mcroorgani sns at 21 and 28
days. In order to support labeling clains for |ong-term storage
of lenses follow ng heat disinfection (up to 30 days), the 510(k)
shoul d i nclude data denonstrating that passing preservative

ef fecti veness test results were obtained using a rechall enge on
day 14.

2. Mul ti-dose saline products nmay contain bacteriostatic agents
(e.g., boric acid or borate) instead of traditional preservatives.
In lieu of a preservative effectiveness test, a bacteriostasis
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test may be conducted and the product | abeled with the appropriate
di scard date [see Section VI (Recormmended Test Met hods) M cro--

Appendi x C].
Toxi col ogy:

See Testing Matrix for Saline Solution and Section VI (Reconmended Test
Met hods) Tox- - Appendi ces A-B, for guidance on recommended tests for
including in a 510(k).

dinical:

Cinical data are not generally required to be submtted in a 510(k) for
saline solutions provided the saline solution is formul ated, packaged
and | abel ed in an equival ent manner to the predicate device.

Honemade Saline Solutions (Salt Tabl ets/Capsul es System:

A honmemade saline solution is made froma salt tabl ets/capsul es system
that generally consists of salt tablets or capsules containing Sodi um
Chloride USP and a plastic mxing bottle of a specified size. The
systemis packaged with | abeling instructions to use over-the-counter
(OTC) distilled water as a diluent for dissolving the salt tablet or
crystals. The prepared saline solution is used with soft (hydrophilic)
contact lenses for rinsing PRROR to heat disinfection and in the |Iens
case for keeping | enses hydrated during heat disinfection. See
Section V (Labeling) for guidance on reconmended i ndications for use
statenments and war ni ngs.

Chemi stry:

Sodi um Chl ori de USP or equivalent is reconmended for use in
manuf acturing salt tablets or capsules.

M cr obi ol ogy:

M crobi ol ogy testing data are generally not required to be submtted
when a salt tablet or capsule systemis formul ated usi ng Sodi um Chl ori de
USP, packaged and | abel ed in an equival ent manner to the predicate
device. Mcrobial issues are addressed in Section V (Labeling).

Toxi col ogy:

See Section VI (Reconmended Testing Methods, Toxicol ogy Testing for
Cont ai ners) Tox--Appendi x A, for guidance on recommended tests for
including in the 510(k) for the container/closure systemfor salt

tabl et s/ capsul es systens. Toxicology information is generally not
required to be submtted for salt tablets or capsul es fornul ated using
Sodi um Chl ori de USP
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dinical:

In the early 1980s, the Ophthal m ¢ Devices Panel recomrended and CDRH
concurred, that the unit-dose aspect of the salt tabl ets/capsules system
is such that clinical testing to establish the safety and effectiveness
of the product would not be needed if the salt tablets/capsules system
is formul ated using Sodi um Chl ori de USP, packaged and | abeled in an

equi val ent manner to the predicate device.
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CLEANERS
Daily d eaners:

A daily cleaner is generally defined as a contact |ens care product
contai ning one or nore active ingredients in sufficient concentrations
to |l oosen and renove | oosely held | ens deposits and ot her contam nants
on the surface of contact lenses. A daily cleaner nmay al so be indicated
for use as a conmponent of a lens care disinfection reginen, or as a

| abel ed i ntended use for a multi-purpose |ens care solution

Daily cleaners are generally marketed as pre-formul ated sol uti ons and

| abel ed for use in conjunction with digital manipulation (e.g., fingers)
or an accessory device (e.g., nechanical cleaning aids) for a specific
period of tinme to acconplish the intended purpose. Sufficient data
shoul d be submitted in the 510(k) to support the effectiveness of the
daily cleaner when used for the minimumtinme period reconmended in the

| abel i ng.



TESTING MATRIX FOR DAILY CLEANERS
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Sane Active Ingredients
Wthin Marketed
Concentrations

Sane Active Ingredients In
H gher Concentrations Than
Mar ket ed Products

Sane Active Ingredients In
Lower Concentrations Than
Mar ket ed Product s

New | ngredients for
Opht hal m ¢ Use or
D fferent Active

I ngr edi ent
CHEMISTRY
Stability X X X X
Sol ution Conpatibility X X X X
C eaning Effectiveness - Critical X X X X
M cell e Concentration
MICROBIOLOGY
Sterility X X X X
Preservative Effectiveness with X X X X
Rechal | enge
Mcrobial Limts Test (Dry X X X X
Products/ Tabl ets Only)
Stability X X X X
TOXI1COLOGY
In-Vitro Cytotoxicity X X X X
Acute Ccular Irritation X X X X
Acute Oral Toxicity X
Sensitization X
In-Vivo Ccul ar Bioconpatibility X
CLINICAL
Recommended Si ze/ Scope of dinical FOOTNOTE A FOOTNOTE B 60 subj/3 no

St udy

FOOTNOTE A:

FOOTNOTE B:

Clinical performance data may need to be submitted depending on the physical/chemical, microbiological and toxicological data collected

(i.e., a higher concentration of the active cleaning ingredient in a multi-purpose solution with a daily cleaning claim may require

submission of clinical data while an increase in concentration of the active ingredient in a daily cleaner may not).

subject/1 month clinical study should be conducted.

to establish the efficacy of the lower concentration of active ingredient.

If necessary, a 30

IT active ingredient is a surfactant, sponsor may use either appropriate in vitro tests or conduct a clinical test with 60 subject/3 months




Chemi stry:

The following chemstry tests are applicable to a daily cleaner containing a
surfactant (s) as the active ingredient. Manufacturers of daily cleaners
contai ning active ingredients other than surfactants may wi sh to consult DOD
before initiating test protocols. The information included in Section II
(CGeneral Manufacturing Information), the testing matrix, and |isted bel ow
shoul d be provided in the 510(k):

1. Surface Tension of the Solution: [See Section VI (Recommended Test
Met hods) Chem - Appendi x B, for recommended net hodol ogy)].

2. M cel l e Concentration of the Surfactant in the Solution: [See
Section VI (Recommended Test Met hods) Chem - Appendi x B for recomended
nmet hodol ogy] .

3. O her scientifically valid nethod: Supporting literature and/or nethod
validations testing information should be provided.

M cr obi ol ogy:

See Testing Matrix for Daily O eaners, Section Il (General Manufacturing
Information), and Section VI (Reconmended Test Methods) M cro--Appendix A, for
gui dance on recommended tests for including in a 510(k).

Toxi col ogy:

See Testing Matrix for Daily O eaners, and Section VI (Reconmended Test
Met hods) Tox- - Appendi ces A-B, for guidance on recomended tests for including
in a 510(k).

dinical:

See Testing Matrix for Daily O eaners for gui dance on size and scope of a
clinical trial. Further clinical guidance on protocol devel opnent is
avail able in Section VI (Recommended Test Methods) din--Appendi ces A-E

In the absence of validated in-vitro data, applicants are advised that for

cl eaning studies (e.g., studies of non-surfactant agents) a cross-over design
with additional in-vitro analysis of worn |l enses is an exanpl e of one method
to denopnstrate substantial equivalence to the predicate device. Sponsors nay
choose to consult with DOD prior to devel oping their protocols.



Peri odi ¢ O eaners:

A periodic cleaner is generally defined as a contact |ens care product (e.g.
solution or tablet) containing one or nore active ingredients (e.g., enzynes)
in sufficient concentrations to | oosen and renove deposits (e.g., proteins)
fromthe I ens surface and fromw thin the polymer matrix. Periodic cleaners
are recommended for renoving | ens deposits such as proteins or lipids that
cannot generally be renoved fromlenses with the use of a daily cleaner
Periodic cleaners have traditionally been recomended for use on a weekly
basi s.

Periodic cleaners are generally marketed as pre-formul ated solutions or as
tablets containing the active ingredients. Labeling directions for the
original enzyme preparations derived from pancreatin and papain stated that

| enses shoul d be soaked for a specified time period after the enzyne tablets
are dissolved in diluents such as saline solutions, chem cal disinfection
solutions or multi-purpose solutions to rel ease the active ingredients.

Later technol ogi cal innovations of bacterial enzynes (e.g., subtilisin) have
in sone cases conbined the enzyne soak with the soaking period of the

di sinfection process. Newer pre-formul ated solutions are al so added during
the disinfection process, but on a daily rather than weekly basis.

Sufficient data should be submitted in the 510(k) to support the effectiveness
of the periodic cleaner when used for the mninumtime period recomended in
the | abeling. Consideration should be given to the active ingredients
utilized as well as the predicate device |abeling for general guidance in
determ ning the recommended period of use.
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TESTING MATRIX FOR PERIODIC CLEANERS

Sane Active Ingredients
Wthin Marketed
Concentrations

Sane Active Ingredients In
H gher Concentrations Than
Mar ket ed Products

Sane Active Ingredients In
Lower Concentrations Than
Mar ket ed Product s

New | ngredients for
Opht hal m ¢ Use or
D fferent Active

St udy

I ngr edi ent
CHEMISTRY
Stability X X X X
Sol ution Conpatibility X X X X
Enzymatic Activity X X X X
FOOTNOTE A FOOTNOTE A FOOTNOTE A FOOTNOTE A
MICROBIOLOGY
Sterility X X X X
Preservative Effectiveness with X X X X
Rechal | enge
Mcrobial Limts Test (Dry X X X X
Product s/ Tabl et s)
Stability X X X X
TOXI1COLOGY
In-Vitro Cytotoxicity X X X X
Acute Ccular Irritation X X X X
Acute Oral Toxicity X
Sensitization X
In-Vivo Ccul ar Bioconpatibility X
CLINICAL
Recommended Si ze/ Scope of dinical FOOTNOTE B 30 subj/1 no 60 subj/3 no

FOOTNOTE A: An In-vitro cleaning effectiveness test should be conducted statistically, using 30-day human-worn daily wear lenses (e.g., group 1 and group
1V) to assess the effect of reducing enzymatic activity in this device compared to the predicate device with the same active ingredients.
FOOTNOTE B: Clinical performance data may need to be submitted depending on the physical/chemical, microbiological and toxicological data collected

(i.e., a higher concentration of the active cleaning ingredient in a multi-purpose solution with a periodic cleaning claim may require
submission of clinical data while an increase in concentration of the active ingredient in a periodic cleaner may not).

subject/1 month clinical study should be conducted.

If necessary, a 30



Chemi stry:

In addition to the information listed in Section Il (General Manufacturing
Information) and as outlined in the testing matrix in this section, the
foll owi ng shoul d be provided. (Consideration should be given to tabl et
preparations conpared to |liquid preparations.)

1. enzyne disintegration tinme (for tablet) and enzymatic activity tinme
profile in the proposed diluents as indicated in the |abeling;

2. the pH and tonicity of the spent solution when the enzymatic tablet is
di ssolved in, or added to, the proposed diluents;

3. if the enzymatic tablet is intended to be dissolved in, or added to, a
chem cal disinfection solution for simultaneously cleaning and
di sinfecting contact |enses, the effect of the enzyne on the
effectiveness of disinfection should be assessed;

4. in-vitro cleaning effectiveness should be conducted for 30 days using
human-worn daily wear |lenses (group | and group IV for hydrophilic
| enses) to assess statistically the effect of reducing enzyme activity
in the device conpared to the predicate device containing the sane
enzyne; and

5. if the enzyme in the device in the submission is identical to the enzyne
in the predicate device, a side-by-side conparison of the information
requested in items 1-3 should be submtted along with a discussion of
why the safety of the new device and cl eaning effectiveness are
equi val ent to the predicate device.

M cr obi ol ogy:

See Testing Matrix for Periodic Ceaners, Section Il (General Manufacturing
Information) and Section VI (Recommended Test Met hods) M cro--Appendix A, for
gui dance on recommended tests for including in a 510(k).

If a periodic cleaner is indicated for use sinultaneously with a chem ca
di sinfecting product, disinfection efficacy testing should be perfornmed with
the periodic cleaner present and data submtted in the 510(k).

Toxi col ogy:

See Testing Matrix for Periodic Ceaners and Section VI (Reconmended Test

Met hods) Tox- - Appendi ces A-B, for guidance on recomrended tests for including
in a 510(k).

Cinical:

See Testing Matrix for Periodic Ceaners for gui dance on size and scope of a

clinical trial. Further clinical guidance on protocol devel opnent is
avail able in Section VI (Recommended Test Methods) din--Appendi ces A-E



30

CHEMICAL DISINFECTING PRODUCTS FOR CONTACT LENSES

Contact lens disinfection is a critical step in the safe and effective
reprocessi ng of | enses recommended for reuse. For purposes of this

gui dance document, contact lens disinfection is generally defined as a
process that uses one or nore contact |ens care products designed to
elimnate and destroy potentially harnful mcroorgani sns on a contact
lens. The contact |ens disinfecting products that utilize anti-

m crobial ingredients for chem cal disinfection of |enses are descri bed

bel ow. (Heat Disinfection Units are discussed in Section IIl.F of this
gui dance.)
1. Chemical Disinfecting Solution: A chem cal disinfecting solution

is generally defined as a contact |ens care product containing one
or nore active ingredients (e.g., preservatives or anti-m crobial
agents) in sufficient concentrations to destroy harnful

m cr oorgani sns on the surface of a contact lens within the
recomended m ni mum soaki ng tine.

In order for a contact |lens care solution to be |abeled as a
contact lens "disinfecting solution,” it should neet the primary
performance criteria of the stand-al one procedure for contact |ens
di sinfecting products [see Section VI (Recomended Test Methods)

M cro--Appendix B Part 1 for nmethodology]. This criteria may al so
be satisfied by a hydrogen peroxide (HG) disinfecting solution.

2a. Chemical Disinfection System A chemcal disinfection systemis
general |y defined as a conbination of two or nore products, when
used in accordance with the [abeled directions, results in the
cl eaning and di sinfection of a contact |ens.

In order for the contact lens reginen to be |abeled as a chem ca
di sinfection system it should at m ni num nmeet the performance
criteria of the regi men procedure [see Section VI (Recommended
Test Methods) M cro--Appendix B Part 2].

A chem cal disinfection system (also referred to as a chem cal

di sinfection reginen) generally consists of a daily cleaning
solution, rinsing solution and soaking solution. Because al

steps within the regimen (cleaning, rinsing and soaki ng) shoul d be
conpl eted to obtain adequate contact |ens disinfection, special

| abeling controls are required for these systens [see Section V
(Labeling)].

2b. Di sinfecting Systens Requiring Neutralization: Sonme disinfecting
systens may require specially designed lens vials or neutralizing
solutions. An exanple of current technology in this areais a
HO, system A HO, systemis generally defined as a conbi nation
of two or nore contact |ens care products that, when used in
accordance with | abeled directions for use, will result in the
adequate disinfection of a contact lens. HGO, systens generally
consi st of the foll ow ng:



a. HO, Solution: This product is generally defined as a
contact lens solution containing the active ingredient,
HO,, in sufficient concentrations to destroy harnful
m cr oorgani snms on the surface of a contact |lens during the
m ni mum r ecommended soaking tinme. In some cases, HG
solution may nmeet the primary performance criteria of the
st and- al one procedure for contact |ens disinfecting products
in Section VI (Recormmended Test Met hods) M cro--Appendi x B
Part 1.

b. Neutralizer: This product is generally defined as a contact
| ens care product (e.g., disk, tablet, or solution)
contai ning one or nore active ingredients in sufficient
concentration to neutralize the irritating and toxic effects
associ ated with the residual HO, remai ning on the |enses
after soaking in the HG, solution. Pre-fornmnulated
neutralizing solutions may al so be | abeled for use as a
rinsing and storage solution for contact |enses. A
neutralizer is generally considered to be a conponent of the
whol e HO, di sinfecting system

cC. Lens Vial: |In addition, the HO, system may al so contain a
speci al | y-desi gned contact lens vial that acts as a |l ens
case to store lenses during the HO, disinfection process.
Many of the currently marketed HO, systens are uni quely
designed to use only those conmponents identified in the
| abeling for safe and effective use of the system

3. Conditioning Solution: A conditioning solution is a solution that
may contain nmultiple active ingredients (e.g., preservative and
opht hal mi ¢ demul cents) in sufficient concentration to enhance the
wettability of hydrophobic | enses (i.e., RG® and PVMMA) prior to
insertion and to destroy harnful m croorgani sns on the surface of
the I ens during the recomended soaking tine.

A condi tioning solution should neet, at a mninmum the performance
criteria of the regi nmen procedure. A conditioning solution may be
recomended for use with a specific daily cleaner as part of a

| ens care reginmen for soaking and storage of RGP | enses prior to
wear. Because of the multiple clainms for this type of solution

i nformati on should be submitted in a 510(k) to support all clains
identified in the labeling for a conditioning solution. These
products may al so be used to lubricate and rewet RGP | enses prior
to insertion in the eye.

Manuf acturers who wi sh to provide eye care practitioners with separate
instructions for in-office chem cal disinfection and storage of trial |enses
shoul d submt a new 510(k) for the additional |abeling. These instructions
shoul d be intended for reprocessing of trial |enses included as part of a
manufacturer's trial lens fitting set or for individual |enses maintained in
the practitioner's inventory for reuse between patients. Because there are

i ncreased risks associated with the reuse of trial |enses between patients,

di sinfection and storage clains should be supported by anti-mcrobial efficacy
data, including virucidal efficacy (e.g., H sinplex, Adenovirus).
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Manuf acturers should include the following in their instructions to eye care
practitioners:

- To record the initial storage date and the end of the storage
peri od
- Rem nder that disinfecting solutions remain within their

expiration date during the entire trial |ens storage period

- A visual check for turbidity in storage solution that woul d
i ndi cate contam nation

- Instructions for proper care of storage vial to prevent biofilm

At this time, no harnonized industry standards address the issues associ ated
with in-office disinfection and storage of trial |enses. Professional
associ ati ons such as the American Qptonetric Association and the American
Acadeny of Opht hal nol ogy publish gui dance for practitioners on hygienic
managenment of trial |lenses and in-office disinfection. FDA is currently
working with the International Standards Organization (1SO to develop a
standardi zed method to address efficacy criteria and | abeling reconmendati ons
regarding the disinfection and storage of trial |enses. Additional guidance
will be provided as it becones avail abl e.
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TESTING MATRIX FOR SOAKING SOLUTIONS FOR DISINFECTION

Sane Active Ingredients
Wthin Marketed
Concentrations

Sane Active Ingredients In
H gher Concentrations Than
Mar ket ed Products

Sane Active Ingredients In
Lower Concentrations Than
Mar ket ed Product s

New | ngredients for
Opht hal m ¢ Use or
D fferent Active

I ngr edi ent
CHEMISTRY
Stability X X X X
Sol ution Conpatibility X X X X
MICROBIOLOGY
Sterility X X X X
Preservative Effectiveness with X X X X
Rechal | enge
Di sinfection Efficacy X X X X
Mcrobial Limts Test (Dry X X X X
Product s/ Tabl et s)
Stability X X X X
TOXICOLOGY
In-Vitro Cytotoxicity X X X X
Acute Ccular Irritation X X X X
Acute Oral Toxicity X
Sensitization X
In-Vivo Ccul ar Bioconpatibility X

CLINICAL

Recommended Si ze/ Scope of dinical
St udy

30 subj/1 no

60 subj/3 no




34

TESTING MATRIX FOR NEUTRALIZING PRODUCTS

Sane Active Ingredients
Wthin Marketed
Concentrations

Sane Active Ingredients In
H gher Concentrations Than
Mar ket ed Products

Sane Active Ingredients In
Lower Concentrations Than
Mar ket ed Product s

New | ngredients for
Opht hal m ¢ Use or
D fferent Active

St udy

I ngr edi ent
CHEMISTRY
Stability X X X X
Sol ution Conpatibility FOOTNOTE A FOOTNOTE A FOOTNOTE A X
MICROBIOLOGY
Sterility X X X X
Preservative Effectiveness with X X X X
Rechal | enge
Mcrobial Limts Test (Dry X X X X
Product s/ Tabl et s)
Stability X X X X
TOXICOLOGY
In-Vitro Cytotoxicity X X X X
Acute Ccular Irritation X X X X
Acute Oral Toxicity X
Sensitization X
In-Vivo Ccul ar Bioconpatibility X
CLINICAL
Recommended Si ze/ Scope of dinical 30 subj/1 no FOOTNOTE B 60 subj/3 no

FOOTNOTE A:
compatibility data.

FOOTNOTE B:

necessary, a 30 subject/1 month clinical study should be conducted.

IT the spent solution has a pH of 7.2 + 0.2 and tonicity of 290-320 mOsm/kg, manufacturers are not required, in most instances, to submit

Clinical performance data may need to be submitted depending on the physical/chemical, microbiological and toxicological data collected.

It
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TESTING MATRIX FOR CONDITIONING SOLUTIONS

Sane Active Ingredients Sane Active Ingredients In Sane Active Ingredients In New | ngredients for
Wthin Marketed H gher Concentrations Than Lower Concentrations Than Opht hal m ¢ Use or
Concentrations Mar ket ed Products Mar ket ed Products D fferent Active
I ngr edi ent
CHEMISTRY
Stability X X X X
Sol ution Conpatibility FOOTNOTE A FOOTNOTE A FOOTNOTE A X
Wetting Angle X X X X
MICROBIOLOGY
Sterility X X X X
Preservative Effectiveness with X X X X
Rechal | enge
Di sinfection Efficacy X X X X
Stability X X X X
TOXI1COLOGY
In-Vitro Cytotoxicity X X X X
Acute Ccular Irritation X X X X
Acute Oral Toxicity X
Sensitization X
In-Vivo Ccul ar Bioconpatibility X
CLINICAL
Recommended Si ze/ Scope of dinical 30 subj/1 no 60 subj/3 no
St udy
FOOTNOTE A: If the conditioning solution has a pH of 6.6-7.8 and tonicity of 290-320 mOsm/kg, manufacturers are not required, in most instances, to

submit compatibility data.



Chemi stry:

In addition to the information listed in Section Il (General Manufacturing
Information) and as outlined in the testing matrices in this section, the
foll owi ng shoul d be provi ded, when appropriate:

For conditioning solutions:

1. wetting angle of hydrophobic | enses in conditioning solution as a
function of soaking tinme; and

2. the pH, tonicity and viscosity of the conditioning solution
For chem cal disinfection solutions:

pH and tonicity of the chenmi cal disinfection solution used for
hydr ophilic contact | enses.

For HO, systens:
1. the pH and tonicity for the HG, and neutralization sol utions;

2. the pH, tonicity and residual H,O of the spent solution follow ng
neutralization for a HO, disinfecting system

3. for neutralization solution, tablets, or disks, a neutralization
profil e under the recommended care regi nen shoul d be provided:

a. if a disk is used, nanufacturers should establish a discard
dat e based upon the maxi mum nunber of effective uses of the
neutralization disk; and

b. if atine-delayed tablet is used for a
di sinfecting/neutralization system the follow ng additiona
information is needed:

(1) materials for coating the tablet (e.g., nature of
pol ymer, average nol ecul ar wei ght, nol ecul ar wei ght
di stribution, and swelling); and

(2) QN QC procedures and sanpling plan for tine-del ayed
rel ease tablet.

M cr obi ol ogy:

See Section Il (CGeneral Manufacturing Information), the applicable testing
matri ces for Soaking Solutions for Disinfection, Neutralizing Solutions, and
Condi tioning Solutions, and Section VI (Recommended Test Met hods) M cro--
Appendi ces A-B for guidance on recomended m crobiology tests for including in
the 510(k).

The disinfection efficacy of a disinfecting solution, system or a
condi tioning solution shoul d be eval uated by the stand-al one procedure [see
Section VI (Recommended Test Methods) M cro--Appendix B, Part 1]. |If the



product does not nmeet the primary criteria, but does nmeet the secondary
criteria, the product should then be eval uated by the regi men procedure
(Mcro--Appendi x B, Part 2).

Toxi col ogy:

See Testing Matrices for Soaking Solutions for Disinfection, Neutralizing
Sol utions, and Conditioning Solutions and Section VI (Recommended Test
Met hods) Tox- - Appendi ces A-B.

For H,O, disinfection systens, toxicology testing should be perforned on the
neutralized disinfection solution (i.e., spent solution).

dinical:

See applicable Testing Matrices for Soaking Solutions for Disinfection
Neut ral i zing Sol utions, and Conditioning Solutions for guidance on recomrended
size and scope of clinical trials. Further guidance on protocol devel opnment
is available in Section VI (Recormmended Test Met hods) din--Appendi ces A-E
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MULTI-PURPOSE SOLUTION

A multi-purpose solution is generally defined as a single contact |ens
care solution that contains nultiple active ingredients in sufficient
concentrations to performthe functions of daily cleaning, chenca

di sinfection, rinsing and storage of contact |enses. Because of the
mul tiple uses clained for this individual solution, information should
be submitted in a 510(k) to support all clains identified in the

| abeling. In addition, strict attention should be paid to the | abeling
for this product to assure that adequate directions for use (e.g.
rubbing and rinsing times for daily cleaning, soak tinmes for

di sinfection, and maxi num storage tinmes follow ng disinfection) are
provided for all intended uses identified above.

A contact lens solution that cannot performall of the functions
identified above should not be | abeled as a nulti-purpose contact |ens
care solution [see Labeling section for multi-purpose sol utions bel ow
and Section V (Labeling) for further guidance on |abeling for multi-
pur pose contact |ens solutions].

Chemi stry:

See applicable testing matrices and Section VI (Recomended Test
Met hods) for the recommended manufacturing/chemstry tests for the
applicable indications (e.g., daily cleaning and di sinfection

sol utions).

M cr obi ol ogy:

See Section Il (CGeneral Manufacturing Information), applicable testing
matrices, and Section VI (Recommended Test Methods) for the recomended
m crobi ol ogy tests for the applicable indications (e.g., daily cleaning
and di sinfection solutions).

Toxi col ogy:

See applicable testing matrices and Section VI (Recomended Test
Met hods) for the recommended toxicology tests for the applicable
i ndications (e.g., daily cleaning and disinfection solutions).

dinical:

See applicable testing matrices for guidance on size and scope of a
clinical trial for the applicable indications (e.g., daily cleaning and
di sinfection solutions). Further clinical guidance on protoco

devel opnent is available in the Section VI (Recomended Test Methods)
din--Appendi ces A-E.

Label i ng:
Policy for Multi-Purpose Solutions:
Applicants are advised that a multi-purpose solution should not be

labeled as an ALL-IN-ONE solution. CDRH believes that an ALL-IN-
ONE claim can be misleading for these products because lubricating
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and rewetting drops as well as enzyme treatment are utilized for
complete lens care.

Multi-purpose products are usually labeled for cleaning and
disinfecting. It is potentially unsafe to label a product
intended for cleaning and disinfecting for in-eye use as well
since consumers may inappropriately use other cleaners and
disinfecting solutions that are not compatible with in-eye use. A
multi-purpose solution should not be labeled for lubricating and
rewetting lenses during wear even 1T the chemical compositions of
the multi-purpose solution and lubricating and rewetting drops are
identical.

CDRH maintains a working policy that lubricating and rewetting
drops should be packaged in bottle sizes not to exceed 30 ml in
order to minimize the risks of contamination and possible eye
infections and facilitate ease of use.

Therefore, based on concerns for contamination during use and
consumer misuse and confusion, it is CDRH"s policy to discourage
manufacturers from labeling multi-purpose solutions for in-eye
indications for use. CDRH believes that a policy of limiting
indications for in-eye use solutions to that single intended use
enhances product safety and encourages consumer compliance with
safe lens care practices.

See Section V (Labeling) for general guidance for devel opi ng | abeling
contact lens care products. |In addition, predicate device |abeling
shoul d al so be used as general guidance for |abeling new multi-purpose
sol uti ons.
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IN-EYE CONTACT LENS SOLUTIONS (Lubricating and/or Rewetting Drops)

An in-eye solution for use with contact |enses (e.g., lubricating and/or
rewetting drops) is generally defined as a contact |ens care solution
contai ning one or nore active ingredients (e.g., ophthal mc denul cents)
in sufficient concentration to alleviate synptons of disconfort from
contact |ens wear by a physical nmeans as opposed to a pharmacol ogi ca
action generally associated with OIC in-eye solutions regul ated as
drugs. A preparation |abeled for use with contact | enses which contains
an ophthal mc demulcent, as listed in 21 CFR 349.12, will qualify as a

[ ubricating drop based on formulation. Al predicate |lubricants to date
contain a denulcent. |If a preparation does not contain a demul cent
(e.g., a small volume unit-dose saline), it would qualify as a rewetting
drop, not as a lubricating drop. Predicate device |abeling should be
used as a conparison for intended use

The devices in this category of products, generally referred to as

| ubricating and/or rewetting | ens drops, are intended for direct
instillation in the eye while wearing contact |enses to achieve the

i ntended purpose. These products may al so be used to |ubricate and/or
rewet |lenses prior to insertion in the eye.

Policy for Multi-Dose In-Eye Contact Lens Solutions:

CDRH believes that lubricating and rewetting drops should be
packaged in bottle sizes not to exceed 30 ml in order to minimize
the risks of contamination and possible eye infections and
facilitate ease of use. The risk of contamination with multi-dose
in-eye contact lens solutions should be further minimized by
formulating the product to contain one or more suitable harmless
substances such as a preservative, that will inhibit the growth of
microorganisms. Alternatively, In-eye contact lens solutions may
be packaged as to volume and type of container and appropriately
labeled to afford adequate protection and minimize the hazard of
injury resulting from contamination during use (e.g., unpreserved
in unit-dose containers).

CDRH recognizes that a solution manufacturer that produces a
product with an identical formulation to that of an in-eye lens
solution, such as a saline or conditioning solution, which is
marketed in a size larger than 30 ml will be discouraged by this
policy from labeling the solution for in-eye use. Also, the
Policy for Multi-Purpose Contact Lens Solutions (see Section

111 D, Multi-Purpose Solution) would discourage labeling certain
products for in-eye use indications.

In addition, it is encouraged that labeling for multi-dose in-eye
contact lens solutions include instructions to discard the
solution after a specified period after opening. If a discard
date is proposed, It should be based on the package size,
projected number of uses, and frequency of use.

CDRH believes that a policy of limiting indications for in-eye use
solutions to that single intended use enhances product safety and
encourages consumer compliance with safe lens care practices.
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Sane Active Ingredients
Wthin Marketed
Concentrations

Sane Active Ingredients In
H gher Concentrations Than
Mar ket ed Products

Sane Active Ingredients In
Lower Concentrations Than
Mar ket ed Product s

New | ngredients for
Opht hal m ¢ Use or
D fferent Active

I ngr edi ent
CHEMISTRY
Stability X X X X
Sol ution Conpatibility FOOTNOTE A FOOTNOTE A FOOTNOTE A X
MICROBIOLOGY
Sterility X X X X
Preservative Effectiveness with X X X X
Rechal | enge
Stability X X X X
TOXICOLOGY
In-Vitro Cytotoxicity X X X X
Acute Ccular Irritation X X X X
Acute Oral Toxicity X
Sensitization X
In-Vivo Ccul ar Bioconpatibility X

CLINICAL

Recommended Si ze/ Scope of dinical
St udy

30 subj/1 no

30 subj/1 no

30 subj/1 no

60 subj/3 no

FOOTNOTE A:

to submit compatibility data.

IT the in-eye contact lens solution has a pH of 6.6-7.8 and tonicity of 290-320 mOsm/kg, manufacturers are not required, in most instances,




Chemi stry:

See Section Il (CGeneral Manufacturing Information) Testing Matrix for |n-Eye
Contact Lens Sol utions, and Section VI (Recommended Test Methods) Chem -
Appendi ces A and C, for guidance on recommended tests for including in a
510(k) .

In addition, for lubricating solutions, manufacturers should identify and
characterize the ophthal mic denulcent as listed in 21 CFR 349.12 and provide
pH, tonicity, and viscosity.

M cr obi ol ogy:

See Section Il (CGeneral Manufacturing Information), Testing Matrix for In-Eye
Sol utions, and Section VI (Recomrended Test Met hods) M cro--Appendi ces A-B,
for guidance on recomrended tests for including in a 510(k).

Toxi col ogy:

See Testing Matrix for In-Eye Solutions and Section VI (Recommended Test
Met hods) Tox- - Appendi ces A-B, for guidance on recomrended tests for including
in a 510(k).

dinical:

See Testing Matrix for In-Eye Solutions for guidance on size and scope of a
clinical trial. Further clinical guidance on protocol devel opnent is
avail able in Section VI (Recormended Test Methods) din--Appendi ces A-E

Applicants are rem nded that FDA generally considers clinical studies of
certain solutions intended to be used directly in the eye to be significant

ri sk investigations which require both IRB and FDA revi ew and approval prior
toinitiating clinical studies. Applicants should refer to the "Introduction”
section for guidance concerning significant risk clinical studies.
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HEAT DISINFECTION UNITS

A heat disinfection unit is a contact |lens care product intended to

di sinfect soft (hydrophilic) contact |enses by nmeans of heat. Heat

di sinfection units act by transferring sufficient heat to a contact |ens
case containing the | enses and saline solution for a specified period of
time to destroy harnful m croorgani snms on the | enses.

Manuf act uri ng/ Chemi stry:

The foll owi ng manufacturing/chem stry gui dance shoul d be used when
submtting a 510(k) for a heat disinfection unit:

A positive function/failure indicator should be installed in the heat
unit circuitry. Any 510(k) for a heat unit w thout a positive
function/failure indicator should have an acceptable justification for
not having the indicator. A positive function/failure indicator is one
t hat :

- indicates that the unit is heating or on only when heat is being
generated or electrical current is flow ng through the heat
el enent; and

- indicates that the unit is cool or off only when the tenperature
has dropped towards roomtenperature or when no current is flow ng
in the heat unit.

Units that neet this definition would include:

- electrically timed or thernostatically controlled units in which a
light emitting indicator is effectively in series with the heater
and

- units that use a tenperature sensing el ement that changes col or or

provides a simlar distinct indication between roomtenperature
and el evated tenperature.

A 510(k) for a heat disinfection unit should contain:

1. time-tenmperature curves froma statistically significant sanple of
uni ts which denonstrate that the | ower three standard devi ation
points of the distribution of time-tenperature curves is greater
than the mnimumtine-tenperature necessary for effective heat
di si nfecti on;

2. electric circuitry and safety features;

3. certification that the heat disinfection unit conforns to the
requi renents of applicable electrical safety standards [e.g.
Underwriters Laboratories (UL) 1431 entitled "Personal Hygi ene and
Heal th Care Appliances"].

4. QN QC procedures and sanpling techniques (e.g., Mlitary
Standard 105E) for critical conponents;
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5. QN QC procedures and sanpling techniques (e.g., Mlitary
Standard 105E) for final device; and

6. 30-cycle lens conpatibility under the recommended care regi nen.

M cr obi ol ogy:

M cr obi ol ogy data are generally not required for heat disinfection units
provi ded the heat disinfection cycle tinme and tenperature are equival ent
to those of the predicate device (e.g., 80°C for 10 mi nutes).

If an alternative heat disinfection cycle is proposed, m crobicida

ef ficacy should be denonstrated by a mcrobial challenge test utilizing
at least 10 units and 20 | enses each fromlens groups | and IV. The
foll owi ng procedure i s reconmended:

I nocul ate | enses with approxi mately 1 X 10° organi snms Ent er ococcus
faecalis (formerly Streptococcus faecalis) (recommended strain:
Ward"s Natural Science Establishment #85 W 1100) in organic soil
and expose to the proposed heat disinfection cycle. Prepare the
organi ¢ soil inoculumas described in Section VI (Recommended Test
Met hods) M cro--Appendix B, Part 2:111.B and an i nocul um contr ol
as described in Mcro--Appendix B, Part 2:D.1. After heat

di sinfection, culture | enses as described in M cro-Appendi x B

Part 2:111.C.3. If a preserved saline is used in the heat

di sinfection process, use a recovery medi umthat contains one or
nmore neutralizing agents. Validate the recovery nedi um as
described in Mcro--Appendi x B, Part 2:D.2.

Al lens and test filter comnbinations should show no grow h.
Toxi col ogy:

Toxi col ogy data are generally not required for heat disinfection units
provi ded the heat disinfection unit is essentially identical to the
predi cate device unless the heat unit is also designed for use as a |l ens
case. In the latter situation, toxicology information sinmlar to that
for I ens cases should be provided.

Cinical:
Cinical data are not generally required for heat disinfection units

provi ded the specifications for the heat disinfection unit are
substantially equivalent to the predicate device.
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CONTACT LENS CASES

A contact lens case is a lens care product to be used by the contact

| ens wearer or practitioner for storing contact |enses while not being
worn. Contact |ens cases are especially designed for use in chemical
heat or HO, disinfecting systenms. Not included in this definition are
| ens cases intended by the manufacturer only for shipping the lenses in
a dry state.

Manuf act uri ng/ Chemi stry:

The foll owi ng manufacturing/chem stry informati on should be provided in
the 510(k):

1. Engi neering drawi ng and a brief description of polynmeric materials
used.
2. Physi cal and chem cal data of polynmeric materials used and nane

and address of the manufacturer.

3. If the lens case is used in heat disinfection, the applicant
shoul d provide proof that the | ens case can withstand repeated
heat disinfection. Physical and chem cal data of polyneric
material (e.g., heat distortion tenperature or glass transition
tenperature may be used to substantiate this indication). 1In
general, a lens case used in heat disinfection should contain a
rubber gasket.

4. The vol une capacity of the | ens case (e.g., should be of
sufficient volume to assure that the |lens remains conpletely
i mer sed under conditions of use).

5. Certification that colorants used in the manufacture of the |ens
case are insoluble in water [this information is often found in
the material safety data sheet (MSDS)].

M cr obi ol ogy:

M crobi ol ogy testing requirenents for |ens cases are dependent upon
clains made in the labeling. In general, mcrobiology issues pertaining
to contact |ens cases are covered by the warning reconmended in the

| abel ing [see Section V (Labeling)].

Toxi col ogy:

Toxi col ogy data fromthe following tests conducted on both the plastic
and gasket materials should be provided:

1. Systemic Toxicity Test (see USP/NF XXI'1 for methodol ogy)
2. Acute CQcular Irritation Test

3. In-Vitro Cytotoxicity Test
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See Section VI (Reconmended Test Methods) Tox--Appendices A-B for
gui dance

CDRH is aware that suppliers of plastic and other materials generally
provi de MSDSs to manufacturers of devices using their materials.

Manuf acturers are encouraged to carefully scrutinize the information
provided in these MSDSs to determne if they contain the needed

toxi col ogy information before initiating the recormended tests. |If the
information is included on the MSDS, the MSDS may be provided in lieu of
t oxi col ogy data. MSDSs shoul d be provided in 510(k)s.

dinical:

Cinical data are generally not required to be submtted in a 510(k) for
| ens cases. However, manufacturers should consider the inpact of
design, materials and i ntended use on need for clinical performance

dat a.
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CONTACT LENS ACCESSORIES (e.g-, Mechanical Cleaning Aids and Accessory
Cleaning Pads)

Contact | ens accessories (e.g., mechanical cleaning aids and accessory
cl eani ng pads) are devices used as cleaning aids in conjunction wth
contact |ens cleaning solutions.

1

Mechani cal O eaning Aid: A nechanical cleaning aid may be
avai [ abl e as a hand or battery-operated or electrical device that
aids in cleaning contact |enses by generating ultrasound, tunbling
nmotions, or vibrations for the cleaning solution while it cleans.
It may also act as a receptacle during the rinsing or chem ca

di sinfecting steps in the |l ens care reginen.

Al t hough the nechani cal cleaning aid has not been officially
classified, in the past CDRH has eval uated requests for marketing
such devi ces through the 510(k) process. Wth the availability of
this special controls docunent, it is our present intention to
al | ow manufacturers of SE mechanical cleaning aids to | abel their
devices for use as accessories to approved contact |ens cleaning
sol uti ons.

Applicants are advised that if the new device contains a new
technol ogy, performance data (e.g., cleaning effectiveness) may be
required to denonstrate substantial equival ence. DOD should be
cont act ed concerning protocol devel opnent for performance data for
510(k)s for devices containing new technol ogy (tel ephone nunber at
the end of Introduction section).

Manuf act uri ng/ Chemi stry:

The followi ng information should be provided in the 510(k) for the
mechani cal cl eaning aids (as applicable):

a. a detailed description of the device and engi neering
dr awi ngs;
b. a node of action (e.g., ultrasound);
C. electric circuitry and safety features if applicable [e.qg.

for all electrical devices, certification that they conform
to the requirenents of applicable electrical safety
standards (e.g., UL 1431 entitled, "Personal Hygi ene and
Heal th Care Appliances")]; and

d. if the device generates heat when used according to the
directions in the | abeling, an assessnent of this affect on
the I ens paranmeters and durability.
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M cr obi ol ogy:

M crobi ol ogy testing requirenents for mechanical cleaning aids are
dependent upon clainms made in the |labeling. In general

sufficient m crobiol ogy data should be submitted to support al

cl ains being nmade in the | abeling.

Toxi col ogy:

Toxi col ogy data fromthe follow ng tests conducted on the
materials (e.g., gaskets, plastics, etc.) that cone in contact
wi th the solutions should be provided:

a. Systemc Toxicity Test (see USP/NF XXI| for nethodol ogy)
b. Acute Ccular Irritation Test
c. In-Vitro Cytotoxicity Test

See Section VI (Reconmended Test Methods) Tox--Appendices A-B for
gui dance

CDRH is aware that suppliers of plastic and other materials
general |y provide MSDSs to manufacturers of devices using their
materials. Mnufacturers are encouraged to carefully scrutinize
the information provided in these MSDSs to determine if they
contain the needed toxicology information before initiating the
reconmended tests. |If the information is included on the MSDS
the MSDS may be provided in lieu of toxicology data. MSDSs shoul d
be provided in 510(k)s.

dinical:

Cinical data are generally not required to be submtted in a
510(k) for mechanical cleaning aids. However, manufacturers
shoul d consi der the inpact of design, materials and intended use
on need for clinical performance data in order to provide adequate
directions for use of the device.

Accessory O eani ng Pads: Accessory cleaning pads are nmade of
materials that generally contain mldly abrasive surfaces. The
pads are intended to be used in conjunction with contact |ens
cl eaning solutions to aid in lens cleaning by mnimzing direct
contact with the hands.

Manuf act uri ng/ Chemi stry:

The foll owi ng manufacturing/chem stry information should be
provided in the 510(k):

a. conpatibility data that denmonstrate the cleaning pad will
not damaege (e.g., scratch) the | enses; and

b. a detailed description of the chem cal conponents of the
devi ce.
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M cr obi ol ogy:

The applicant should identify and provide information to address
all potential mcrobial concerns raised by reuse of the pad, if
the pads are to be reused, in which case cleaning instructions for
the pad should be provided. |In addition, appropriate |ens

cl eani ng instructions, warnings, and precautions should be

i ncluded in the |abeling.

Toxi col ogy:

The foll owi ng toxicol ogy informati on should be provided in the
510(k):

Dat a denonstrating that any materials comng in contact with
the cleaning solutions are not eye irritants. This

i nformati on may be provided in an MSDS or fromtesting
conducted in accordance with the Acute Ccular Irritation
Test found in Section VI (Recommended Test Methods) Tox--
Appendi x- A.

dinical:

Cinical data are not generally required to be submtted in a
510(k) for accessory cl eaning pads. However, manufacturers should
consi der the inpact of design, materials and intended use on need
for clinical perfornmance data.
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V. MODIFICATIONS OF APPROVED CONTACT LENS CARE PRODUCTS REQUIRING A 510(k):

A

A manufacturer with a PMA or a 510(k) for a contact |ens care
product may, for a variety of reasons, want to nodify the device

Based on our know edge and experience with contact |lens care
products, CDRH has listed the foll ow ng changes to approved care
products that could significantly affect safety and effectiveness
of the device and thus require 510(k) clearance under 21 CFR
807.81(a). These changes include, but are not necessarily limted
to, the foll ow ng:

1. a change in an active ingredient or concentration of the
active ingredient;

NOTE: Al though this guidance docunment focuses primarily on
active ingredients, manufacturers should al so assess the
effects of inactive ingredients (e.g., buffering agents and
tabl et coatings) on such factors as pH, tonicity,
preservative effectiveness, solution conpatibility with

| enses, and preservative uptake/release to determne if the
change significantly affects safety and effectiveness of the
device and, therefore, requires subm ssion of a 510(k).

2. addition of a new ingredient for ophthal mc use;

3. a change in preservative or preservative concentration in
sol uti ons;

4. a maj or change or nodification in the product specific

i ntended use of the device or indication for use (e.g.
additi on of performance information in the |abeling that
inplies that the device can be used for previously

unnenti oned product specific use such as adding a cl eaning
claimto a disinfecting solution to create a multi-purpose
solution or claimng that the device can be used for a
different type of |ens such as hydrophobi c when previously
hydr ophilic was indi cated);

5. changes in the directions for use affecting product
performance (e.g., decreased soak tines for disinfecting
solutions or periodic cleaners);

6. a change in the type of container/closure and delivery
systens of a contact lens solution [e.g., changing froma
plastic bottle to an aerosol can or changing froma chem ca
preservative systemto a physical barrier (e.g., filters)
preservative systemfor contact |ens solution];

7. changes in dosage form (e.g., adding tablet coatings for
time rel ease or changing froma liquid to tablet preparation
of the active agents); and
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addition or deletion of a contraindication

NOTE: WManufacturers should submit a Special 510(Kk)--Changes
Being Effected to add a contraindication. Applicants should
refer to existing FDA policy for guidance on deci di ng when
to submt a 510(k) for a l|abeling change to an existing
device. Deletion of a contraindication would be expected to
change the intended use and woul d, therefore, require

subm ssi on of a new 510(Kk).

Li sted bel ow are some exanpl es of changes that should not require
a 510(k) to be submtted provided the change adheres to current
FDA policies and is adequately docunented:

1

addition of private |abel distributors who are not
manuf acturing the product;

extension of the expiration date according to a
cl ear ed/ approved pr ot ocol

a change to a smaller or |arger size contai ner made from
identical materials provided stability studies are done
according to a cl eared/ approved protocol and product
specifications remain unchanged. |If the new container is no
nmore than 8 tinmes larger than the smallest size container
for which stability/sterility testing data have previously
been eval uated, no additional stability studies are
necessary. In accordance with 21 CFR 800.10(b), contact

| ens sol utions should be so packaged as to volune and type
of container to mnimze contam nation during use. The

| argest size product container currently marketed is a 16
fl. oz size. [See Section VI (Recommended Test Met hods,
Shel f-Life Protocol) in the Appendices];

changes in packaging material (e.g., high density

pol yet hyl ene to | ow density pol yet hyl ene) provided: (1) the
new materials nmeet USP requirenments (Containers for
Opht hal mi cs Pl astics--Biol ogi cal Test Procedures) and

| eachabl es do not cause eye irritation, (2) the new
materials do not conpronmise sterility package integrity, and
(3) shelf-life is re-established according to a

cl ear ed/ approved pr ot ocol

changes in contai ner shapes;

changes in trade nane provided the new trade nane does not
m sbrand the device

addi ng a new manufacturing site w thout changing the
manuf act uri ng processes;

reformatting or editorial changes in |abeling;
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11.

If after
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changes fromone traditional sterilization nethod utilized
for the sterilization of the final product, raw materials or
packaging materials to another traditional method (e.g.
fromETO to ganma radi ation) provided: (1) the new mnethod
meets an acceptable SAL (10°° for terminal sterilization and
10% for aseptic processing) and does not change the product
performance specifications and (2) shelf-life is re-

est abl i shed according to a cl eared/ approved protocol

docunent ed changes in nmanufacturing process that could not
significantly affect the safety or effectiveness of the
device and are inplenented i n accordance with GW

requi renents; and

addi ng or strengthening precautions or warnings in
accordance with existing FDA policy.

NOTE: Manufacturers shoul d nonitor device usage and
periodically revise their warnings and precautions sections
based on use experience. A 510(k) for such a change in
precauti ons or warnings generally does not require

subm ssion of a 510(k) unless the change results in a new

i ntended use. However, manufacturers should docunent these
changes in their files.

reviewi ng the above changes specifically identified in this
product specific gui dance docunment as needi ng a new 510(k), applicants
are unable to determ ne whether a 510(k) is required for a proposed
nodi fication to a contact |ens care product, they may consult existing
FDA policy (e.g., Blue Book Menoranduns) on nodifications needing a
510(k).
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LABELING

I nt roducti on:

This section of the guidance provides general information on the
applicable regul ations and requirements for |abeling of contact |ens
care products, what information should be submitted for review of a
510(k) for these devices, and gui dance on preparing |abeling for contact
| ens care products [e.g., contact |ens solutions and tablets, |ens
cases, heat disinfection units, salt tabl ets/capsules, and contact |ens
accessories (e.g., mechanical cleaning aids and accessory cl eaning
pads)] respectively.

Contact lens care products are subject to the general I|abeling

requi renents for all nedical devices outlined in 21 CFR 801. Contact
| ens solutions are further subject to 21 CFR 800.10, Contact Lens
Solutions; Sterility and 21 CFR 800. 12, Contact Lens Solutions and
Tabl ets; Tanper-resistant Packagi ng.

CDRH consi ders adequate |abeling to be an inportant safeguard (speci al
control) for assuring that new contact |ens care products are
substantially equivalent in ternms of safety and effectiveness to legally
mar ket ed devices. Applicants are encouraged to provide predicate device
| abeling in their 510(k) subm ssions.

Labeling Information Required in an Original 510(k) or 510(k) for a
Mbdi fi cati on:

Under 21 CFR 807.87(e), a 510(k) applicant is required to submt
proposed | abels, |abeling, and advertisements sufficient to describe the
device (conposition), its intended use (i.e., indications for use), and
the directions for its use. This basic information is required before
CDRH can render a substantial equival ence determ nation for either an
original 510(k) or for a 510(k) that includes nodifications (e.g.
changes in device description, intended use, or directions for use) if
the nodification significantly affects safety or effectiveness of the
device. In addition, manufacturers should submt a 510(k) before maki ng
a change such as adding or deleting a contraindication (see Section |V).

Regul at ory Qui dance

Information that generally acconpanies the sale and distribution of
contact lens care products can include, but is not I[imted to, such
printed matter as outer carton |abeling, bottle or device |abel, and
(for solutions) a package insert. CDRH considers such printed matter to
be | abeling as described in Section 201(m of the act, which al so

provi des general guidance as to the type of information that should be

i ncluded in contact |ens care product |abeling. Because l|abeling is not
approved when 510(k) clearance is granted, the manufacturer should be
advi sed that once the device is marketed, the device is required to be

| abel ed in accordance with applicable regul ati ons which include, anong
ot her things, prohibition against m sbranding and including fal se and

m sl eading information in the labeling. In order to avoid violating the
| abel i ng regul ati ons, applicants should scrutinize their labeling in
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draft for words or phrases that are exaggerated, potentially anbi guous,
or subjective as well as unsubstantiated statenents, clains, or puffery.
Such words or phrases in |abeling may be considered false or m sl eading,
and if marketed with false or m sleading clainms, could cause the

manuf acturer to be subject to regulatory action. CDRH urges applicants
to carefully adhere to pertinent |abeling regulations and DO NOT PRI NT
LABELING I N FINAL FORM until a substantial equivalency letter is
received.

Pertinent Labeling Regul ati ons:

- Definitions of "label"™ and "l abeling" [Sections 201(k) and 201(m
of the act].

- Information required in a premarket notification subm ssion
pertaining to labeling (21 CFR 807.87(e)).

- Ceneral Labeling Provisions (21 CFR 80l); Contact Lens Sol utions;
Sterility (21 CFR 800.10); and Contact Lens Sol utions and Tabl ets;
Tanper -resi stant Packagi ng (21 CFR 800.12).

- Expl anati on of what causes a device to be m sbranded and fal se and
m sl eadi ng | abeling (Section 502 of the Act, 21 CFR 80l .6, 807.39,
and 807.97).

The follow ng references or their nost recent revisions nmay be consulted for
further guidance:

1. Label i ng Regul atory Requirenents for Medical Devices. This
publication discusses such areas as advertising materi al
consi dered | abeling, what is fal se and m sl eadi ng | abel i ng,
adequate directions for use, and provides exanples of ways that
devi ce manufacturers can conply with |abeling requirenents.
Copi es of this publication can be obtained by contacting DSMA (fax
and tel ephone nunbers are at the end of the Introduction section).

2. Devi ce Label i ng Gui dance #@®1-1 (O fice of Device Evaluation Bl ue
Book Menorandum. This guidance provides detailed interpretations
of applicable Tabeling regulations, and can be obtai ned from DSVA
(fax and tel ephone nunbers are at the end of the Introduction

section).
3. Human Factors Principles of Medical Device Labeling. This
gui dance pertains to lTabeling for all nedical devices. It

contains basic principles for the effective design of instruction
bookl ets for nedical device use. Along with the principles are
sel ected exanpl es (graphics, cleaning steps, etc.) abstracted from
a generic nmodel booklet. These exanples do not contain al

el ements required by 21 CFR 80, but they enbody human factors
principles and may be used, along with predicate |abeling, as a
guide in witing your |abeling. This guidance is available by
contacting DSMA (fax and tel ephone nunbers are at the end of the

I ntroducti on section).
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Label i ng Exanpl es:

An outline and specific device information that should be included in
pre-fornul ated solution and tablet |abeling based upon predicate device
| abeling is provided in Labeling--Appendi x A

Label i ng- - Appendi x A al so includes an exanpl e of a package insert for
aerosol saline solution that incorporates principles taken froml abeling
entitled, "Inproved Patient Instructions for Care of Soft Contact
Lenses,"” that was prepared by a CDRH focus group based upon a study
using consumers and Wite-It-Right principles (Wite-lt-Ri ght booklet is
avai | abl e by contacting DSMA (fax and tel ephone nunbers are at the end
of the Introduction section).

Applicants are advised that although it is not required that they use
the exact wording in the product specific contraindications, warnings,
precautions, etc., provided in this outline, FDA recommends the basic
content not be changed. Thus, to avoid the potential for changes in
meani ng, we encourage applicants to exercise care.

An applicant may follow the format using Wite-It-Right principles or
follow the format in the nost recently marketed predi cate device
| abel i ng.

In cases where individual devices require uni que warnings, precautions,
contraindications, etc., in addition to those recomended in the
specific device information sections, applicants should provide
sufficient information in the 510(k) to support the inclusion of these
uni que statenents in their |abeling.

Label i ng- - Appendi ces B-F contain exanples of |abeling for |ens cases,
heat disinfecting units, salt tabl ets/capsules systens, and contact |ens
accessories (e.g., mechanical cleaning aids and accessory cl eaning
pads), respectively.

If further |abeling guidance is required, applicants may contact DOD
(fax and tel ephone nunbers are at the end of the Introduction section).



LABELI NG - APPENDI X A
Package Insert for Pre-Fornul ated Sol uti ons and Tabl ets

Label i ng- - Appendi x A includes (1) an outline and specific device information
that should be included in a package insert for pre-fornulated sol uti ons and
tablets, (2) an outline of specific device information that should be included
on the outer carton and bottle |abeling for these devices, and (3) an exanple
of a package insert for aerosol saline using Wite-It-Right principles.

In preparing | abeling, applicants should fill in the brackets by including
specific information pertaining to the device in the 510(k). Predicate device
| abel ing, the outline below, and the exanple provided in this section may be
used as further guidance.

SAMPLE PACKAGE | NSERT

PLEASE READ CAREFULLY AND KEEP THI S PACKAGE | NSERT FOR FUTURE USE

DESCRI PTI ON\:
[Include "sterile” if it is a solution; list active ingredients and quantitate
the preservative(s) 00.09% [optional, list inactive ingredients]. Wen
applicable, include the follow ng additional descriptive information

i sotonic

buf fered

pr eserved/ unpreserved

propel | ants

enzyme

tabl et, disk, or [describe]]
ACTI ONS:
[ ncl ude a concise description of the function of the device (i.e., how the
device works in relation to the contact lens). \When applicable, the actions
may be listed with the indications (i.e., |ND CATI ONS/ ACTIONS)] .
| NDI CATI ONS (USES) :

[l nclude a description of the proper use of the device. NOTE The
i ndi cati ons should be essentially the same as the predicate device.]

CONTRAI NDI CATI ONS:

Contrai ndi cati ons describe situations in which the device should not be used

because the risk of use clearly outwei ghs any possible benefit. |If there are
no contraindications, include the statenent: "There are no known
contraindications for use of this product.” Include all contraindications

specific to your device. Listed belowis a general contraindication



For all contact |ens pre-fornul ated sol utions:

- If you are allergic to any ingredient in this product, DO
NOT use.

- Add additional contraindications if applicable to specific
devi ce.

WARNI NGS

War ni ngs i nclude serious adverse reactions and potential safety hazards,
[imtations in use inposed by them and steps that should be taken if they
occur. Listed below are (1) general warnings that pertain to all pre-

fornmul ated sol utions and tablets and (2) product specific warnings. |Include
t hose general and specific warnings that apply to the device in the 510(k).
Ceneral War ni ngs:

- To avoid contam nation, DO NOT touch tip of container to any
surface. Replace cap after using.

- To avoid contam nating your solution, DO NOT transfer to other
bottl es or containers.

- Add additional warnings if applicable to specific device.
Product Specific Warnings:

Saline Solutions: Add the follow ng specific warnings follow ng heat
di sinfection (when applicable):

- To mnimze the risk of contam nation, keep |lenses in the unopened
case until ready to wear.
1. Aer osol Salines
. Contents under pressure, DO NOT spray directly into the eye
as serious injury to the eye may result.
- DO NOT puncture or incinerate can
- DO NOT store at tenperature above 120°F.
- Al ways spray a small amount of solution into the sink to

cl ear the nozzle of contam nants before spraying the saline
onto your | enses.

2. Unpr eserved Saline

- To minimze the risk of eye infection DO NOT use this
sol ution beyond the recomended di scard date.
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3. Unit Dose Saline

- This product is provided in a single dose package that does
not contain preservatives. To mnimze the risk of
cont am nati on and possi ble eye infection, DO NOT save and
reuse any unused saline. Discard the package i nmedi ately
after use.

Daily Cleaners:

- DO NOT use directly in the eye. Solution may cause severe
irritation, burning and stinging.

Periodic Cleaners:

- DO NOT di ssol ve enzyne tablets in distilled or tap water.
Distilled water and tap water are non-sterile. Use of non-
sterile products may |l ead to m crobial contam nation of
| enses which can cause serious eye infections.

- After cleaning with enzyne cl eaner, your |enses should be
cleaned with a daily cleaner, rinsed and disinfected.
Failure to do so may result in eye irritation, burning, or
stingi ng.

- DO NOT put solution directly in the eye as severe
irritation, burning and stinging may result.

Chemical Disinfecting Solutions/Systems and Conditioning Solution:

NOTE: No individual product within a chem cal disinfection reginen
shoul d be | abeled as the "disinfecting solution” unless it can neet the
primary criteria of the stand-al one m crobi ol ogy disinfection test (as
referenced in Section VI, Recommended Test Methods, M cro--Appendix B
Part 1). Chenical disinfection reginens which neet the regi nen
procedure criteria may be | abel ed, for exanple, as having a starting
solution and a finishing solution or as having a cleaning solution and a
soaki ng solution, but no individual product should be |abeled as the

di sinfecting sol ution.

- DO NOT use with heat (thermal) disinfection unless
specifically indicated in | abeling.

War ni ngs for Hydrogen Peroxide Disinfecting Solutions:

- KEEP [ TN] disinfecting solution (hydrogen peroxide) OUT OF
THE EYES. ALVWAYS USE [TN] (neutralizer) with [TN
di sinfecting solution to NEUTRALI ZE YOUR LENSES BEFORE
APPLYI NG THEM TO YOUR EYES. If [TN] disinfecting solution
accidentally conmes in contact with the eyes, it may cause
burni ng, stinging or redness. Renove your |ens(es)
i medi ately and flush your eyes with a | arge anount of water
or sterile saline. If burning or irritation continues, seek
pr of essi onal assi stance.



60

- Keep [TN] disinfecting solution (hydrogen peroxide) out of
the reach of children. |If accidentally swallowed, an upset
stomach and vonmiting may result. Seek inmediate
pr of essi onal nedi cal assi stance or contact a poi son control
center.

- Not for use with heat (thermal) disinfection because [state
reason].

Warni ngs for Neutralizing Products (when applicable):

- This tablet is not to be taken internally. |If accidentally
swal | owed, an upset stomach and vomiting may result. Seek
i medi at e professional nedical assistance or contact a
poi son control center.

- DO NOT crush the [TN] Neutralizing Tablet. 1f a crack
occurs in the coating, the tablet may begin to neutralize
the [TN] Disinfecting Sol ution before adequate disinfection
occurs.

- DO NOT use [TN] Neutralizer disk for nmore than XXX uses or
XX nonths of daily use. [Note: Uses and tinme period to be
determ ned by testing data.]

War ni ngs for Conditioning Solutions:

- DO NOT use with soft (hydrophilic) contact |enses. Soft
(hydrophilic) contact |enses can absorb sol uti on conponents
that may cause severe irritation, burning and stinging of
t he eyes.

In-Eye Contact Lens Solutions:

- To mnimze the risk of contam nation and eye infection, DO
NOT use beyond the discard date on the bottle |abel (if
appl i cabl e).

The foll owi ng non-product specific warnings have been included in
predi cate device |labeling (as applicable) as a "public service”
announcenent :

Warnings for Hydrophilic Contact Lens Products:

Warnings: PROBLEMS W TH CONTACT LENSES AND LENS CARE PRODUCTS
COULD RESULT IN SERI QUS | NJURY TO THE EYE. Foll ow your eye care
practitioner's directions and all labeling instructions for proper
use and care of your lenses and |l ens care products, including the
| ens case. Eye problens, including corneal ulcers, can devel op
rapidly and lead to | oss of vision. Daily wear |enses are not

i ndi cated for overnight wear and should not be worn while
sleeping. dinical studies have shown the risk of serious adverse
reactions is increased when these | enses are worn overni ght.

Ext ended wear | enses should be regularly renoved for cleaning and
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di sinfection or for disposal and replacenment on the schedul e
prescribed by your eye care practitioner. dinical studies have
shown that there is an increased incidence of serious adverse
reactions in extended wear contact |ens users as conpared to daily
wear contact lens users. Studies have al so shown that the risk of
serious adverse reactions increases the |onger extended wear

| enses are worn before renoval for cleaning and disinfection or
for disposal and replacenent. Studies have al so shown t hat
snokers have a higher incidence of adverse reactions. |If you
experi ence eye disconfort, excessive tearing, vision changes, or
redness of the eye, imedi ately renove your |enses and pronptly
contact your eye care practitioner. Al contact |ens wearers
shoul d see their eye care practitioner as directed.

Warnings for Hydrophobic Contact Lens Products:

Warnings: PROBLEMS W TH CONTACT LENSES AND LENS CARE PRODUCTS
COULD RESULT IN SERI QUS | NJURY TO THE EYE. Fol |l ow your eye care
practitioner's directions and all labeling instructions for proper
use and care of your lenses and |l ens care products, including the
| ens case. Eye problens, including corneal ulcers, can devel op
rapidly and lead to | oss of vision. Daily wear |enses are not

i ndi cated for overnight wear and should not be worn while
sleeping. |If you experience eye disconfort, excessive tearing,

vi sion changes, redness of the eye, inmediately renove your | enses
and pronptly contact your eye care practitioner. Al contact |ens
wearers should see their eye care practitioner as directed.

Listed below is a general warning taken fromthe Wite-I1t-R ght exanple
that applies to both soft (hydrophilic) and rigid gas perneabl e contact
| enses:

Warning: Serious injury to the eye and | oss of vision may result
fromproblens with contact | enses and | ens care solutions. Eye
probl ems, including corneal ulcers and infections, can devel op
rapidly. Imediately renove your |lenses and call or visit your
eye care practitioner if you experience any adverse reactions such
as: eye disconfort, excessive tearing, vision changes, pain,
unusual eye discharge, sensitivity to light, or redness of the
eye.

PRECAUTI ONS:

Precautions include information regardi ng any special care to be
exerci sed by the user for the safe and effective use of the device.

Li sted below are (1) general precautions that pertain to all pre-
fornmul ated sol utions and tablets and (2) product specific precautions.
I ncl ude those general and specific precautions that pertain to the
device in the 510(k).

CGeneral Precautions:

- Never reuse this sol ution.



62

Keep the bottle tightly closed when not in use.

Speci al Storage Conditions.

Use before the expiration date narked on the [carton]
[bottle] and [l abel] (use applicable).

Keep out of the reach of children

Store at roomtenperature (if applicable).

Speci fic Precautions:

Daily Cleaners:

Lenses shoul d never be placed directly in the eyes fromthe
cl eaning solution. Always rinse and disinfect |enses after
cl eani ng.

Periodic Cleaners:

Tablets are not to be taken internally. |If accidentally
swal | owed, [describe what may occur and neasures to be

t aken] .

DO NOT use tablets that are broken or discol ored.

DO NOT use tablets from packages that are torn or punctured.
Use only the special vials reconmended for use with [TN].

Use only freshly prepared enzymatic cl eani ng sol uti on and
di scard inmedi ately after use

DO NOT soak | enses for nore than XX hours because [state
reason as determ ned by test data (if applicable)].

The enzymatic cleaning cycle is not a substitute for regular
cl eaning or disinfecting of your contact |enses.

Chemical Disinfecting Solutions/Systems:

Hydr ogen Per oxi de Systens:

DO NOT USE OVER- THE- COUNTER GENERI C HYDROGEN PEROXI DE
because [state reason].

Neut ral i zi ng Products:

DO NOT use tablets that appear to be broken, chipped, or
di scol or ed.

DO NOT use tablets from packages which are torn or
punct ur ed.



- DO NOT substitute [TN] Neutralizer conmponents;
- DO NOT use neutralizing tablets in a heat disinfection unit.
In-Eye Contact Lens Solutions (Lubricating/Rewetting Drops):

- Add precautions that are specific to the device in the
510(k).

ADVERSE REACTI ONS ( Probl enrs and what to do):

Adver se reactions include undesirable effects, reasonably associated with the
use of the device, that may occur as part of the effect of the device or may
be unpredictable in their occurrence.

[Include the follow ng, as applicable to the device in the 510(k).]

The foll owi ng problenms may occur: eyes sting, burn or
itch(irritation),confort is |less than when lens was first placed on the
eye, feeling of something in the eye (foreign body, scratched area),
excessive watering (tearing) of the eye, unusual eye secretions, redness
of the eye, reduced sharpness of vision (poor visual acuity), blurred

vi sion, rainbows or hal os around objects, sensitivity to |ight

(phot ophobi a), or dry eyes.

If you notice any of the above:

| MVEDI ATELY REMOVE YOUR LENSES.

- If the disconfort or problemstops, then | ook closely at the |ens.

- If the lens is in any way damaged, DO NOT put the |ens back on
your eye. Place the lens in the storage case and contact your eye
care practitioner.

- If the lens has dirt, an eyelash, or other foreign body on it, or
t he probl em stops and the | ens appears undanmaged, thoroughly
clean, rinse and disinfect the lens, then reinsert it.

- If the problem continues, | MVEDI ATELY renpve the | ens and consult
your eye care practitioner

If any of the above synptons occur, a serious condition such as

i nfection, corneal ulcer, neovascularization or iritis may be present.
Seek i medi ate professional identification of the problemand pronpt
treatment to avoid serious eye damage

Al'l adverse reactions observed while using [TN] should be reported to:

Nane of Conpany
Addr ess

L g
/) 1- 800- [ phone nunber] /)
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[Insert information from predicate device | abeling and any ot her
information that is specific to the device in the 510(Kk).]

DI RECTI ONS FOR USE

CGeneral Instructions:

Al ways wash and rinse your hands before handling your lenses. This wll
help to prevent eye infections by renoving dirt and oils that could get
on the | enses.

Use only the solutions recommended by your eye care practitioner. Seek
advice fromyour eye care practitioner before naking any changes to your
care reginen to ensure conpatibility with | enses.

Al ways follow the directions for use in the |abeling included with each
solution as instructions may be different for each solution

Specific Instructions: [Include specific Directions for Use (e.g., directions
for a disinfecting reginmen should describe all steps in the regi nen usi ng non-
descriptive headings such as Step 1, Step 2, Step 3...), Directions for a

di sinfecting product (stand-alone) may describe the specific steps in the

regi men using descriptive headings (e.g., Ceaning, D sinfection, R nsing...]

HOW SUPPLI ED

[ Descri be how device is packaged for distribution (e.g., quantity of contents,
sterile, packaged in bottle/aerosol can, and narked with | ot nunber and
expiration date).]

MANUFACTURER OR DI STRI BUTOR NAME AND ADDRESS:

Include the information that expresses the facts: [Distributed
by/ Manuf act ured by/ Manuf actured for] Address including zip code.

Printed [Month and Year]

Note:

MULTI-PURPOSE SOLUTIONS

Label ing for multi-purpose solutions should conbine the Description
Actions, Indications (Uses), Precautions, Warnings, and Directions for
Use statenments for each applicable indication (e.g., saline,

di sinfecting solution, cleaner). Duplicate words or phrases can be
elimnated so that the resulting information is clear and
understandable. Strict attention should be paid to the |abeling for
this product to assure that adequate directions for use (e.g., rubbing
and rinsing tines for daily cleaning, soak times for disinfection, and
maxi mum storage tines follow ng disinfection) are provided for al

i ntended uses identified above. A contact |ens solution that cannot
performall of the functions indicated in the |abeling should not be

| abel ed as a multi-purpose contact |lens care solution



APPENDI X A ( CONTI NUED)

* *
* kK

Bott| e/ Can Label :

Front:

Product Trade Nane

Actions and Indications (e.g., cleans, disinfects, etc.)*
Lens Statenent [i.e., the type of |enses for which the device
may be used (e.g., RGP or soft (hydrophilic) |enses)]

Net Quantity Contents**

Sterile

Si de or Back:

[ Dat e Opened /or Discard Date ] (when

appl i cabl e) «Tanper - Resi stant Statenent ***

Description (i.e., Contents)

SEE PACKAGE | NSERT FOR. .. | MPORTANT SAFETY | NFORVATI ON.
Directions for Use

Speci al Storage Conditions (e.g., store at roomtenperature)
Keep out of Reach of Children

Product Specific Warnings

Insert the information that expresses the facts: [Distributed
by/ Manuf act ured by/ Manuf actured for] Address including zip code
Lot Number

Expiration Date

21 CFR 801.61
21 CFR 801. 62
21 CFR 800. 12

65
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APPENDI X A ( CONTI NUED)

* *
* kK
*kk*k

Carton:

Princi pal D splay Panel *:

Product Trade Nane

Actions and Indications** (e.g., cleans, disinfects, etc.)
Lens Statenent (i.e., the type of |enses for which the device
may be used)

Net Quantity Contents***

Sterile

Carton Panel s:

Description (i.e., Contents)
Contrai ndi cati ons:

- If you are allergic to any ingredient in this device, DO NOT
use.
- Any additional known contraindi cations for specific device.

Directions for Use (or reference Package Insert)

Speci al Storage Conditions (e.g., store at roomtenperature)
SEE PACKACE | NSERT FOR. .. | MPORTANT SAFETY | NFORMATI ON.

Keep out of Reach of Children

Tanper - Resi stant St atenment ****

Product Specific Warnings

Insert the information that expresses the facts: [Distributed
by/ Manuf act ured by/ Manuf actured for] Address including zip code
Lot Number

Expiration Date

21 CFR 801. 60
21 CFR 801.61
21 CFR 801. 62
21 CFR 800. 12



APPENDI X A ( CONTI NUED)

Package Insert Using Wite-it-Ri ght Principles

I ncl uded below is an exanpl e of a package insert for aerosol saline solution
Thi s exanpl e incorporates principles taken fromlabeling entitled, "Inproved
Patient Instructions for Care of Soft Contact Lenses," that was prepared by a
CDRH focus group based upon a study using consunmers and Wite-1t-Ri ght
principles. This exanple differs sonewhat in format from predicate device
package inserts in that sone sections have been rearranged, while others have
been conbined in an effort to elimnate duplication. In witing this package
insert, icons were used to focus on various information. Warnings and
precauti ons were boxed and strategically placed throughout the package insert
to highlight the consuner’'s awareness to special considerations. Applicants
devel opi ng new | abeling or needing to bring their |abeling up to date may
choose to follow this sanple package insert format or follow the format in
predi cate device | abeling.

SAMPLE PACKAGE | NSERT FOR MULTI - DOSE UNPRESERVED SALI NE
(packaged in aerosol container)
IMPORTANT: Please read carefully and keep this information for future use.

[ Trade Nanme (TN)]

WARNI NG

Serious injury to the eye and | oss of vision may result
fromproblens with contact | enses and | ens care
solutions. Eye problens, including corneal ulcers and

i nfections, can develop rapidly. Imediately renove
your | enses and call or visit your eye care practitioner
if you experience any adverse reactions such as: eye

di sconfort, excessive tearing, vision changes, pain,
unusual eye discharge, sensitivity to light, or redness
of the eye.

[Note: Use only those indications included in the labeling that have been
approved in a PMA or cleared in a 510(k).]

| NDI CATI ONS/ ACTI ONS

[TN] saline is indicated for use with (specify type) contact |enses for
rinsing after cleaning to renove | oosened debris and cl eani ng sol ution
rinsing prior to lens insertion, keeping | enses wet during heat disinfection,
storage after disinfection, as a diluent for dissolving I ens care tablets
(e.g., enzyme or disinfecting tablets), and as a diluent for use in hydrogen
per oxi de disinfection systens (limted use).



DI RECTI ONS FOR USE:
CGeneral Instructions:

Al ways wash and rinse your hands before handling your lenses. This wll
help to prevent eye infections by renoving dirt and oils that could get
on the | enses.

Use only the solutions recommended by your eye care practitioner. Seek
advice fromyour eye care practitioner before naking any changes to your
care reginen to ensure conpatibility with | enses.

Al ways follow the directions for use in the |abeling included with each
solution as instructions may be different for each solution

WARNING

To avoid contam nating your solution or your |enses:

- DO NOT transfer this solution into other bottles or
cont ai ners.

- DO NOT touch nozzle tip of the can to any surface.
STEP 1. Rl NSE

WARNING

- Contents under pressure, DO NOT spray directly into the
eye, as serious injury to the eye may result.

- Al ways spray a small amount into the sink to clear the
nozzl e of contam nants before spraying the saline onto
your | enses.

& Rinse the lens thoroughly with fresh saline solution. Direct a
stream of saline on both sides of the lens for at |east 10
seconds.

STEP 2. HEAT DI SI NFECTI ON

& Pl ace each lens in the appropriate chanmber of the storage case.

& Fill each chanber with enough [TN] to conpletely cover the |enses.

& Close the lens case tightly so that the lens will not dry out.

&

Pl ace the | ens storage case in your heat disinfection unit.



& Foll ow the instructions that cone with your heat disinfection
unit.
& Keep the lenses in the unopened | ens case until you are ready to
wear them
CAUTI ON
- Never reuse the solution
- Store at room tenperature
- Keep out of reach of children
- Use before expiration date marked on the contai ner
WARNI NG
- To minimze the risk of contamination, DO NOT store
I enses in saline that has not been heat disinfected.
WARNI NG
CONTENTS UNDER PRESSURE
- DO NOT puncture or incinerate can
- DO NOT store at tenperatures above 120°F.

NOTE: This product may be used to dissolve enzyne tablets or as a
neutralizing solution in some hydrogen peroxide systens. Followthe
Directions for Use in the | abeling acconpanying your enzyne tablets or
hydr ogen peroxi de system

Al'l contact lens wearers should see their eye care practitioner as often
as directed. If your lenses are for extended wear, your eye care
practitioner may prescribe nore frequent visits to carefully nonitor
your ocul ar heal t h.

DESCRI PTI ON/ CONTENTS:

[TN] is a sterile isotonic [the follow ng as applicable: buffered/

unpreserved] solution containing [list all ingredients including any

propellant(s)].

CONTRAI NDI CATI ONS:

There are no known contraindi cations for use of this product OR

If you are allergic to any ingredient in [TN], DO NOT use.
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ADVERSE REACTI ONS:

All

adverse reactions observed while using [TN] should be reported to:

Nane of Conpany
Addr ess

L g
/) 1- 800- [ phone nunber] /)

HOW SUPPLI ED:

[ TN]
t he

is supplied sterile in [] fl. oz. aerosol cans. Each can is marked wth
| ot nunmber and expiration date.

Insert the information that expresses the facts: [Distributed by/ Manufactured
by/ Manuf actured for] Address including zip code

Printed [Month and Year]



LABELI NG - APPENDI X B

Lens Cases
[ ncl ude applicable information under the foll owi ng headings. Applicants
shoul d use predicate device |abeling as gui dance].
TRADE NAME
| NDI CATI ONS:  For storage of [soft (hydrophilic)/rigid gas perneabl e/ and hard]
contact |enses during [heat disinfection/heat or chem cal disinfection (use
applicable)].

Include additional Iimting information (if applicable):

- For storage only - not for use as a container for heat or
chem cal disinfection.

- Use for storage during chenical disinfection only. DO NOT
USE W TH HEAT.

DI RECTI ONS FOR USE

Ceneral Instructions: [Include preparing the | ens case for use and how
to care for the |lens case daily.]

Specific Instructions: [Include step-by-step instructions for use.]
WARNI NGS
Warning for All Lens Cases:

- Lens cases can be a significant source of mnicrobial contam nation
To hel p prevent eye infections, |ens cases should be cl eaned,
rinsed and air dried every day; and replaced frequently (as
recomended by the manufacturer).

Warning for Lens Cases Indicated for Use in Chenical Disinfection Only:

- Use of this lens case with heat may cause warpage. USE FOR
STORAGE DURI NG CHEM CAL DI SI NFECTI ON ONLY. DO NOT USE W TH HEAT.
ENDI NG
- Include the information that expresses the facts: [Distributed

by/ Manuf act ured by/ Manuf actured for] Address including zip code
- Lot No.
- Printed [Month and Year]



LABELI NG - APPENDI X C
Heat Disinfection Units

Applicants should follow the format of predicate device |abeling for heat
di sinfection units.

The heat disinfection unit |abeling should conply with 21 CFR 801. 15, "Medi cal
devi ces; prom nence of required | abel statenents,” and 21 CFR 801. 60,
"Principal display panel.”

Heat disinfection |abeling should contain explanatory |abeling of the heat

i ndi cator function. Listed below are nodels of what shoul d be m ninal
acceptabl e |l abeling pertaining to indicator and heater function for contact

I ens heat disinfection units that utilize either a thernostat or electronic
timer to automatically control the disinfection cycle. The applicant should
pi ck the appropriate indicator information and integrate it into the |abeling.

Al ternate wordi ng may be used, but the neaning of all |abeling statenents
shoul d be unchanged. Enphasis shown in the nodel |abeling by use of uppercase
lettering is considered to be essential. Both carton and user instruction

par agr aphs shoul d be | ocated and enphasi zed by use of bold faced type or
contrasting color so as to elicit the attention of the user

1. MODEL LABELI NG FOR UNI TS W TH LI GHT FOR PGOSI TI VE FUNCTI ON/ FAI LURE
I NDI CATOR

Package Label i ng:

Princi pal D splay Panel

HEATER | NDI CATOR LIGHT - This unit uses a light to indicate the
start and finish of the disinfection cycle.

READ USER | NSTRUCTI ONS CAREFULLY
Any Panel

THE UNIT HAS A LIGHT TO | NDI CATE THE START AND FI NI SH OF THE

DI SI NFECTI ON CYCLE THAT ONLY LI GHTS WHEN THE HEATER IS ON.  ALLOW
M NUTES COOLI NG TI ME AFTER THE LI GHT GOES OFF BEFORE REMOVI NG

LENSES.

User Instructions:

CAUTI ON:  (Qoserve the light indicator to confirmthat the unit is
operating correctly. It nust turn on when the unit is started and
turn off after to m nutes. REPLACE THE UNIT if the Iight

does not turn on when the unit is started or does not turn off
wi thin m nutes after being started.
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MODEL LABELI NG FOR UNI TS WTH A TEMPERATURE SENSOR ( NON- LI GHT) | NDI CATCR
FOR PGCSI TI VE FUNCTI ON/ FAI LURE | NDI CATOR

Package Label i ng:

Princi pal D splay Panel:

HEAT SENSOR - This unit uses a heat sensor to indicate the start
and finish of the disinfection cycle by (describe how).

READ USER | NSTRUCTI ONS CAREFULLY
Any Panel :

THE UNIT HAS A HEAT SENSI Tl VE | NDI CATOR THAT TELLS WHEN

DI SI NFECTI ON STARTS BY CHANG NG FROM TO AND TELLS
WHEN THE UNIT IS COOL ENOUGH TO REMOVE LENSES SAFELY BY CHANG NG
FROM TO .

User Instructions:

CAUTI ON:  (Cbserve the heat sensor to confirmthat the unit is
operating correctly. It nust change from to after
starting the disinfection cycle. Cbserve the heat sensor again
after conpletion of the disinfection cycle and prior to unpluggi ng
the unit. It nust change back from to . REPLACE THE
UNIT if the heat sensor does not change.

Carton Label:
TRADE NANME:
| NDI CATI ONS:
DI RECTI ONS FOR USE:
Before First Use: [Provide necessary instructions.]

Heat (Thermal) Disinfection: [Provide step-by-step instructions
for disinfecting | enses.]

Mai nt enance of Your Heat Disinfection Unit [Provide necessary
mai nt enance instructions.]

CONTRAI NDI CATIONS:  [DO NOT use with rigid gas perneable or hard contact
| enses. ]
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WARNI NGS:

Ceneral War ni ngs:

DO NOT | MVERSE OR RINSE UNIT I N TAP WATER. | F SALI NE, WATER, OR
OTHER LI QUIDS COVE | N CONTACT WTH THE EXTERIOR OF THE UNIT,
, AND , | MMEDI ATELY W PE DRY BEFORE

USI NG

[ ncl ude ot her general warnings as applicable.]

Warni ngs for Electrical Device (as applicable):

SAVE THESE | NSTRUCTI ONS:

To reduce the risk of electrocution:

- DO NOT operate your [TN] if the unit is wet. Dry exterior
surfaces before using.

- DO NOT touch the [TN] or the renovable electrical plug with
wet hands.

- Al ways unplug this product i mediately after using.

- DO NOT use whil e bat hi ng.

- DO NOT pl ace or store product where it can fall or be pulled

into a bath or sink.
- DO NOT place in or drop into water or other |iquid.

To reduce the risk of burns, electrocution, fire or injury:

- Cl ose supervision is necessary when this product is used by,
on, or near children or invalids. This is not a toy for
chil dren.

- Never operate this product if it has a danaged cord or plug,

if it is not working properly, if it has been dropped or
damaged, or dropped into water.

- DO NOT use outdoors or operate where aerosol products are
bei ng used or where oxygen i s being adm ni stered.

- El ectrical shock can occur if the unit is wet or if the
electrical plug is not conpletely engaged in the receptacle.

DESCRI PTI ON:  [Include description of device, including indicator
and how it works.]



ENDI NG Include the information that expresses the facts:

- [Distributed by/ Manuf actured by/ Manufactured for] Address
i ncluding zip code

- Lot or Serial No.

- Printed [Month and Year]
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LABELI NG - APPENDI X D
Salt Tabl et s/ Capsul es Systens:

On Septenber 21, 1987, CDRH sent a letter to salt tablet PMA owners and

i nterested persons advising themthat specific directions for use and warni ngs
shoul d be used in salt tablet [abeling to ensure safe and effective use of
honemade saline fromsalt tablets. PMA owners subsequently revised their

| abeling in accordance with CORH s letter. No changes have been nade in

CDRH s policy since the Septenber 21 letter issued. The letter advised PVA
owners that CDRH believes that there is sufficient scientific evidence to
denonstrate that (1) salt tablets/capsules saline should NOT be used in
conjunction with chem cal disinfection systens for contact |ens care and (2)
the continued use of salt tablets/capsules saline in conjunction with heat

di sinfection requires greater consuner awareness that salt tabl ets/capsul es
sal i ne shoul d NEVER be used FOLLON NG heat disinfection. The letter further
stated that the follow ng | abeling (Warnings and Indications for Use) should
be used for salt tabl ets/capsules systemlabeling to provide continuing safety
and effectiveness of the device for its intended use. Al labeling for salt

t abl et s/ capsul es systens should follow the format of predicate device |abeling
that has been revised after the Septenber 21, 1987 letter issued and include
the information |isted bel ow

1. Carton Labeling

The front panel of the salt tablets/capsules carton should promnently
di splay the foll ow ng warni ng:

WARNI NG USE THI S PRODUCT EXACTLY AS DI RECTED. The package insert for
this product contains WARNI NGS and SAFETY | NFORMATI ON. PLEASE READ I T

CAREFULLY.

2. I NDI CATIONS:  The Indications for Use statenent should read as foll ows:
For rinsing and for use during heat disinfection and storage
of soft (hydrophilic) contact |enses.

Rinsing PRIOR to heat disinfection only.
St orage DURI NG heat disinfection only.
3. Package I nsert

Ceneral Warning Statenments - The package insert for this product should
prom nently display the foll ow ng warnings:

SALT TABLETS/ CAPSULES
WARNI NGS: AN ASSOCI ATI ON HAS BEEN ESTABLI SHED BETWEEN | MPROPER USE OF
SALT TABLETS/ CAPSULES SALI NE AND SERI QUS EYE | NFECTI ONS THAT
MAY RESULT I N LOSS OF SI GHT.

DI STI LLED WATER | S A NON- STERI LE PRODUCT. THE USE OF NO\-
STERI LE PRODUCTS I N THE PREPARATI ON OF CONTACT LENS



SOLUTI ONS MAY LEAD TO CONTAM NATI ON OF LENSES BY
M CROORGANI SM5 | NCLUDI NG ACANTHAMOEBA VWHI CH CAN CAUSE
SERI QUS EYE | NFECTI ONS AND RESULT I N PERVANENT VI SUAL LGCSS.

VWH LE CHEM CAL DI SI NFECTI ON SOLUTI ONS, | NCLUDI NG HYDROGEN
PEROXI DE, ARE EFFECTI VE I N KI LLI NG M CROCRGANI SM5 THAT
COMMONLY PRODUCE EYE | NFECTI ONS, THEY MAY NOT BE EFFECTI VE
AGAI NST THE ACANTHAMOEBA ORGANI SM FOLLOW THESE REVI SED

I NSTRUCTI ONS CAREFULLY, OR DI SCONTI NUE USE OF SALT
TABLETS/ CAPSULES SALI NE.

. NEVER USE SALT TABLETS/ CAPSULES SALI NE SOLUTI ON W TH
CHEM CAL OR HYDROGEN PEROXI DE DI SI NFECTI ON OF CONTACT
LENSES.

. NEVER USE SALT TABLETS/ CAPSULES SALI NE SOLUTI ON AS A

RI NSE AFTER ANY DI SI NFECTI ON (use only a comercially
prepared sterile saline solution for rinsing after
di si nfection).

. NEVER USE SALT TABLETS/ CAPSULES SALI NE SOLUTI ON
DI RECTLY I N THE EYE.

DI RECTI ONS FOR USE:
DESCRI PTI OV CONTENTS:
PRECAUTI ONS:

CONTRAI NDI CATI ONS:
ADVERSE REACTI ONS:
HOW SUPPLI ED:

ENDI NG

- Insert the information that expresses the facts: [Distributed
by/ Manuf act ured by/ Manuf actured for] Address including zip code

- Lot Number

- Expiration Date

- Printed [Month and Year]



LABELI NG - APPENDI X E
Cont act Lens Accessories (Mechanical C eaning A ds)

[ ncl ude applicable information under the foll owi ng headings. Applicants
shoul d use predicate device |abeling as gui dance].

TRADE NAME

I NDI CATI ONS/ ACTI ONS:  [Incl ude specific indications (e.g., [TN] is indicated
for use with contact lens cleaning solutions to aid in cleaning by mnim zing
hand contact with | enses.)]

CONTRAI NDI CATIONS:  [If there are no known contraindi cations, add the
statement: "There are no known contraindi cati ons associated with the use of
this device." |If there are contraindications, list them]

DI RECTI ONS FOR USE: [l ncl ude step-by-step directions for use including what
products can be used with the device.]

WARNI NGS: [ I ncl ude warni ngs applicable to the device in the 510(k).]

Warni ngs for Electrical Device: [Include the information fromthe
| abel i ng exanple for Heat Disinfection Units (Labeling--Appendix C), if

appl i cabl e].
PRECAUTI ONS:
- To avoid damage to | enses, follow precautions in the contact |ens

sol ution | abeling.
- [ Addi tional precautions specific to the device in the 510(k).]
ADVERSE REACTI ONS
ENDI NG

- Include the information that expresses the facts: [Distributed
by/ Manuf act ured by/ Manuf actured for] Address including zip code

- Lot or Serial No.

- Printed [Month and Year]



LABELI NG - APPENDI X F
Cont act Lens Accessories (Accessory C eaning Pads)

[ ncl ude applicable information under the foll owi ng headings. Applicants
shoul d use predicate device |abeling as gui dance].

TRADE NAME

I NDI CATI ONS/ ACTI ONS:  [Incl ude specific indications (e.g., [TN] is indicated
for use with contact lens cleaning solutions to aid in cleaning by mnim zing
hand contact with | enses).]

CONTRAI NDI CATIONS:  [If there are no known contraindi cations, add the
statement: "There are no known contraindi cati ons associated with the use of
this device." |If there are contraindications, list them]

DI RECTI ONS FOR USE: [Incl ude step-by-step directions for use, including how
to clean the pad, and how often to replace it.]

WARNI NGS

- [Add for pads that are to be reused.] To help avoid contam nation
and eye infection, clean and air-dry pad every day; replace pad
every (insert nunber) day(s).

- [Add for pads that are disposable (i.e., use once and throw
away).] To help avoid contan nation and eye infection, discard
pad after each use.

- [ Addi tional warnings applicable to the device in the 510(k).]

PRECAUTI ONS:

- To avoid danage to | enses, use exactly as instructed in the
contact |ens solution |abeling.

- [ Addi tional precautions specific to the device in the 510(k).]

ADVERSE REACTI ONS:
ENDI NG

- Include the information that expresses the facts: [Distributed
by/ Manuf act ured by/ Manuf actured for] Address including zip code

- Lot No.
- Printed [Month and Year]
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INTRODUCTION

This section of the guidance includes reconmended preclinical and clinical

test methods designed to provide data to assess substantial equival ence of
contact lens care products to |legally nmarketed devices. Wenever possible,

t he gui dance references applicable standards that have been finalized and have
been found acceptable for use by CDRH

CDRH is actively working on the devel opment of contact |ens product standards
with the Anerican National Standards Institute (ANSI) and the International
Organi zation of Standards (1SO in an effort to harnonize our requirenents and
recomended test methods with voluntary standards being devel oped nationally
and internationally. Al though sone contact |ens care product standards have
been conpl eted and published for use, a nunber of inportant standards are
currently under devel opment and have not been conpleted or adopted at this
time. For those standards currently under devel opnent, CDRH has attenpted to
har moni ze our requirenments and recomended test methods, to the extent

possi ble, with standards being drafted at this tine. For purposes of

har moni zati on, elenents of those draft standards that CDRH finds acceptable
have been incorporated into the appropriate sections of this guidance or into
the recommended test nethods included in this section.



CHEM--APPENDIX A
PRESERVATIVE UPTAKE/RELEASE TEST PROCEDURES

The purpose of this test is to determ ne preservative uptake/rel ease in

sol utions containing new preservatives for contact |ens use. The results of
these test data will be used to predict the potential for a preservative
related toxicity, as well as the potential for inducing a sensitivity/allergic
response associated with the contact | ens care products.

The test procedures outlined here have been accepted by CDRH for the
guantitative analysis of the uptake/rel ease of preservatives, such as

t hi merosal , chl or hexi di ne, and benzal koni um chloride, in contact |enses. It
is the responsibility of the applicant to select a validated chem cal nethod
for the quantitative anal ysis of the uptake/rel ease of the preservative from
the lens, whether it be thinerosal, chlorhexidine, benzal konium chloride or
ot her newer agents.

In general, a thernodynanically defined "plateau” of total* accumul ati on of
preservative on the | ens should be denonstrated for the recommended | ens care
regimen. Alternatively, the preservative uptake/rel ease studi es through
equi l i bration studies can substitute cycling studies (e.g., each lens is
soaked in 100 m care solution at roomtenperature for 4 days, 8 days, and 12
days or |onger).

At | east three data points, each separated by at |east 20 cycl es under the
recommended | ens care regi nen, should be submitted. Each data point should be
expressed in ternms of the average val ue, standard deviation, and nunber of
measurenents. A statistical analysis should be perforned to ensure that it
reaches a plateau area. For hydrophilic contact |enses, it should be
expressed as pg preservative/ng dry | ens; however, for hydrophobic contact

| enses, it should be expressed as ug preservative/surface area of lens in cnf.

A Thi mer osal Upt ake/ Rel ease Studies of Hydrophilic and Hydrophobic Lens
Materials by Atom c Absorption Spectronetry:

1. Sanpl e Preparations

Each [ ens, after cycling under the recommended care reginmen or
after a reasonable soaking tinme in the thinmerosal preserved care
solution, is placed in a borosilicate vial and bathed in 1 n
isotonic pH = 7.0 buffered saline solution at 35°C for 15 hours
(preservative rel ease study). The lens is renoved fromthe vial
bl ot -dri ed, and placed in another borosilicate vial which is used
for the preservative uptake study.

2. Preservative Uptake Study
Five m of concentrated sulfuric:nitric acid (3:1 by volune**) are
added to the vial containing the lens. The vial is heated, gently
*Total accunul ation of preservative on the lens is a sumof preservative

upt ake and preservative rel ease data.

**2:1 by volume for hydrophilic plastic |enses.
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at first on a hot plate until the lens is deconposed. Care should
be taken during heating to avoid charring. The vial is then
heated strongly to renpove all traces of nitric acid, which is
determ ned visually by the presence of white vapor instead of

brown vapor (nitrous oxide) inside the vial. [If charring occurs,
a few drops of concentrated nitric acid are added and the sanple
reheat ed.

The entire sanple is enployed for the mercury determ nation using
col d vapor atom c absorption spectronetry. Two control |enses,
whi ch have been soaked in an isotonic pH = 7.0 buffered saline
solution for the duration of the study (35°C for 15 hours), are
deconposed and treated as the test |ens. Absorbance val ues for
the sanple | enses are corrected by subtracting the absorbance

val ue of the control |ens.

3. Preservati ve Rel ease Study

Five m of concentrated sulfuric:nitric acid (3:1 by volune**) are
added to the vial containing lens |eachate. The solution is
treated as the test lens. A control solution (an isotonic pH =
7.0 buffered saline solution) is also treated as the test |ens.
Absor bance values for the |l ens | eachates are corrected by
subtracting the absorbance val ue of the control solution

4. St andard Curve

Five m of concentrated sulfuric:nitric acid (3:1 by volune**) are
added to the vial containing a known concentration of thinerosa
standard. The standard solution is treated as the test lens. A
reagent blank (concentrated sulfuric:nitric acid = 3.1 by vol une)
is also treated as the test lens. Absorbance values for the
standard sol utions are corrected by subtracting the absorbance

val ue of the reagent bl ank

B. Chl or hexi di ne Upt ake/ Rel ease Studies of Hydrophilic and Hydrophobic Lens
Material s by 'C Label ed Techni que:

The procedure for chlorhexidine (CHG can be used for any preservative
whi ch can be tagged with a non-1|abile radioactive | abel

CHG accunul ation by contact |enses is assessed by '“C counting of
radi ol abel ed CHG associated with the lens after the recommended care
regi men. The nodified procedure of MacKeen and Green*** specifically
designed for preservative determ nation in contact lenses is briefly
descri bed as foll ows:

***NacKeen, D.L. and Green, K : Chlorhexidine Kinetics of

Hydrophilic Contact Lenses; J. Pharm Pharmacol., 30: 578-682, 1978.
MacKeen, D.L. and Green, K.: Chlorhexidine Kinetics in Hard Contact Lenses;
J. Pharm Pharmacol ., 31: 714-716, 1979.
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1. Sanpl e Preparations

Radi ol abel ed C-CHG i s added to the care sol ution containi ng CHG

Each I ens after cycling under the recommended care regi nen
contai ning C CHG or after a reasonable soaking tine in *C CHG
preserved care solution is placed in a scintillation vial and
bathed in 1 m isotonic pH = 7.0 buffered saline solution at 35°C
for 15 hours (preservative rel ease study). The lens is renoved
fromthe vial, blot-dried, and placed in another scintillation
vial which is used for the preservative uptake study.

2. Preservative Uptake Study

Three ml of concentrated sulfuric:nitric acid (3:1 by vol une**)
are added to the vial containing the lens. The vial is heated to
boiling. After cooling to roomtenperature, duplicate 100 pl
sanpl es are taken of the resultant solution, mxed with 1 m of

dei oni zed water and 10 m of Aquasol (New Engl and Nucl ear
Corporation) with vigorous agitation. After cooling, the sanples
are counted. The control lens, just renmoved fromthe shipping
container, is solubilized and treated as the test lens. The
counts for the test lenses are corrected by subtracting the counts
of the control Iens.

3. Preservati ve Rel ease Study

Three ml of concentrated sulfuric:nitric acid (3:1 by vol une**)
are added to the vial containing lens |eachate. The vial is
heated to boiling. After cooling to roomtenperature, duplicate
100 pul are mixed with 1 m of deionized water and 10 ml of Aquaso
and counted. Duplicate 100 pl of a control solution (an isotonic
pH = 7.0 buffered saline solution) are also treated in the sane
way. The counts for lens |eachate are corrected by subtracting
the counts of the control solution

4. St andar d

Three ml of concentrated sulfuric:nitric acid (3:1 by vol une**)
are added to the scintillation vial containing 100 ul of C CHG
standard solution. The vial is heated to boiling. After cooling
to roomtenperature, duplicate 100 pl sanples are taken of the
resultant solution, mxed with 1 m deionized water and 10 ml of
Aquasol with vigorous agitation. After cooling, the sanples are
count ed.

Chl or hexi di ne Upt ake/ Rel ease Studies of Hydrophilic Lens Materials by
H gh Pressure Liquid Chromat ography (HPLC)

This procedure for chlorhexidi ne uptake/rel ease studi es can be used for
hydrophilic lens materials which show a strong absorption and adsorption
to CHG through el ectrostatic interactions.



The nodified procedure of Stevens et al ™ specifically designed for
preservative determ nation in hydrophilic lens materials is briefly
descri bed as foll ows.

Lenses are soaked in a mninum vol une of care solution at room
tenperature for 4 days, 8 days, and 12 days or longer. The CHG
accunul ation by hydrophilic lens materials is assessed by a difference
in concentrations of CHGin the care solution before and after |ens
soaking. After soaking, the lens is renoved and placed in 1 nl
isotonic pH = 7.0 buffered solution at 35°C for 15 hours (preservative
rel ease study). The CHG concentrations in both soaking and el ution
solutions are determ ned by injecting sanple aliquots of 20 ul directly
onto the HPLC colum and cal cul ating fromthe standard. The detection
l[imt, reproducibility, and reliability shoul d be assessed conpared to
preservative uptake/rel ease studies to ensure the suitability of this
nmet hod.

D. Benzal koni um Chl ori de (BAK) Upt ake/ Rel ease Studi es of Hydrophobic Lens
Material s by Laser Fluorescence Spectroscopy++

1. Sanpl e Preparation

After cycling under the recommended care reginen or after a
reasonabl e soaking time in BAK preserved care solution, each |ens
is placed in a vial and bathed in 1 m isotonic pH = 7.0 buffered
saline solution at 35°C for 15 hours (preservative rel ease study).
The lens that is renmoved fromthe vial and air-dried is used for
t he preservative uptake study.

2. Preservative Uptake Study

Adsorbed BAK i s neasured by |aser fluorescence spectroscopy wth
an_argon | aser. The excitation intensity is on the order of 4 x
10 Ei nstei ns/ second, providing a fluorescence spectrum | evel of
10° counts/second at the phototube. For detection, a Hanmamatsu
photonul tiplier tube biased with a Keithley nicroanneter/high
vol tage power is used. Mnochromators are double JY 0.5 neter
hol ogr aphi c grati ngs.

3. Preservati ve Rel ease Study

Total adsorbed BAK on the lens is al so neasured by | aser
fluorescence spectroscopy. The difference between total adsorbed
BAK and adsorbed BAK is the value for preservative rel ease study.

+Stevens, L.E., Durrwachter, J.R, and Helton, D.O: Analysis of
ChlorheX|d|ne Sorptlon in Soft Contact Lenses by Catal ytic Oxidation of

¢ chl orhexi di ne and by Liquid Chromatography: ~J. Pharm Sci., 75: 83-86,
1986.

++Wng, M P., Dziabo, A J., and Kiral, RM: Dynamcs of BAK
Adsorption by Silicone Acryl ate Lenses; Contact Lens Spectrum Novenber.
49- 53, 1986.



CHEM--APPENDIX B
CLEANING EFFECTIVENESS

Determ nation of the Critical Mcelle Concentration of a Surfactant (or
Surfactant System in a Lens Care Product Having a Cleaning Caim

In an aqueous solution of a surfactant, the surfactant is nolecularly

di spersed at | ow concentrations. At higher concentrations, however, when a
certain critical concentration is reached, the nolecules formmicelles. These
mcelles are in equilibriumw th the free surfactant nol ecul es. The
concentration that nust be reached in order that mcelles are fornmed is called
the critical mcelle concentration. Adequate cleaning effectiveness of a
daily cleaner can be denpnstrated in vitro by determ ning that the
concentration of a surfactant (or surfactants) in a daily cleaner are higher
than the critical mcelle concentration of surfactant (or surfactants).

Many physical properties of the surfactant solution when plotted against the
concentrati on show nore or |ess sudden changes at the critical mcelle
concentration. By measuring such properties as electrical conductivity,
interfacial tension, surface tension, refractive index, viscosity, and |ight
scattering as a function of the concentration of the surfactant, the critica
m cell e concentration is determned as the concentration at which the property
versus concentration curve shows a change in slope. The hydrophobic part of
the surfactant nolecule is situated at the inside of the mcelle, the
hydrophilic part at the outside. Inside the mcelles |ipophilic substances
may be sol ubilized.

The purpose of a daily cleaner is to renmove |oosely held | ens deposits on the
| ens surface. GCenerally, a daily cleaner contains at |east a surfactant which
| owers surface tension of the solution to facilitate renmoval of |oosely held

| ens deposits on the Iens surface in conjunction with nechanical neans (e.g.
fingers). The concentration of a surfactant (or surfactants) in a daily

cl eaner shoul d be sufficient enough to be higher than the critical mcelle
concentration of surfactant (or surfactants). The critical mcelle
concentration of surfactant may be significantly affected by pH, tonicity, and
other inactive ingredients in the daily cl eaner

The purpose of this appendix is not intended to Iist all methods to determ ne
the critical mcelle concentration of surfactant (or surfactants). Rather, we
are providing a sinple nmethod such as neasuring surface tension of a
surfactant (or surfactants) in a device nediumto determine the critica

m cel l e concentrati on.

1. Solution 1: Prepare the daily cleaner medium (i.e., the daily cleaner
wi t hout surfactants).

2. Solution 2: Prepare a reasonable concentration of the surfactant system
(if more than one surfactant is in the daily cleaner, the weight or nole
rati o of the surfactant system should be the same as the one in the
daily cl eaner).

3. Solution 3: Prepare varying concentrations of the surfactant systemin
the daily cleaner mediumby diluting Solution 2 with Solution 1
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Measure surface tension of Solution 3 by the Tensioneter.

Pl ot surface tension versus |og concentration of surfactant systemin
the daily cl eaner nmedium (Solution 3) and perform|east square |inear
regressions to determne the critical mcelle concentration



CHEM--APPENDIX C
SOLUTION COMPATIBILITY TEST PROTOCOL

The purpose of this test is to assess the effect of a contact |ens solution on
contact lens paraneters and solution conpatibility under the recommended care
regi men. CDRH does not believe that data will ordinarily be required to be
submtted in the 510(k) if the solution is essentially identical to the

predi cate device in terns of active and inactive ingredients. For purpose of
this gui dance, our focus is on active ingredients. However, manufacturers
shoul d al so assess the effects of inactive ingredients on such factors as pH
and tonicity, which could significantly affect solution conpatibility. For
hydrophilic contact |enses, CDRH considers tinted contact |enses to represent
the worst case. The following is a suggested protocol

1. Nunber of Cycles:

30 cycles for heat disinfection reginen
30 cycles for chem cal or hydrogen peroxi de disinfection reginen

2.  Nunber of Lenses:
For hydrophilic contact |enses
Goup I: at least 10 lenses with | ow powers
Goup IV: at least 10 lenses with | ow powers
For hydrophobi ¢ contact |enses
Nunber of |enses should be equally divided between the | ens groups for
which the solution is indicated, for a total of 20 |enses
3. Paraneters Monitored:
Optical paraneters: power, base curve, and di aneter
Physi cal appearance: discoloration and clarity
Chemical paranmeters: tint (if applicable)
ultraviolet absorption (if applicable)
4. Test Method:
a. Record optical, physical, and chem cal paraneters before cycling.

b. Flex lenses in a manner to sinmul ate renoval of the lens fromthe
eye (not applicable for hydrophobic |enses).

C. Cl ean, rinse, and disinfect |enses (including handling procedures)
as required in the labeling for the recomended care reginmen.

d. Repeat (b) if applicable and (c) for each cycle up to 30 cycles
with the appropriate heat disinfection, chem cal disinfection, and
hydr ogen per oxi de regi men.

e. Record optical, physical, and chem cal paraneters after cycling.

f. Summari ze and di scuss the test results.
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MICRO--APPENDIX A

PRESERVATIVE EFFICACY OF MULTI-DOSE
PRESERVED CONTACT LENS CARE PRODUCTS

PRI NCI PLE

The antimcrobial activity test uses a standard inoculumof a
representative range of m croorgani sns to chall enge a preserved product
and establishes the extent of viability loss at predeterm ned tine
intervals. The size of the mcrobial challenge chosen in this test is
not intended to be representative of the likely challenge in practice
but to provide countable nunbers fromwhich estimation of the rate and
extent of viability loss can be determned. The capability of the
product to prevent mcrobial growh is eval uated.

In carrying out the test for antimcrobial activity the qualitative and
quantitative conposition of the product at the tinme of testing should be
known by either analytical testing or extrapolation.

Appropriate neasures should be taken to inactivate or renove residua
antim crobial agents during recovery of survivors, and the effectiveness
of these measures should be denonstrated.

Three lots of product should be tested. Each Iot of product should be
tested with a separate inoculum preparation for each chall enge organi sm

MATERI ALS & REAGENTS

A Test Organi sns

Pseudononas aerugi nosa NCl MB 8626 ATCC 9027
St aphyl ococcus aur eus NCTC 10788 ATCC 6538

Escherichi a coli NCI B 8245 ATCC 8739

Candi da al bi cans NCPF 3179 ATCC 10231

Aspergil l us ni ger IM 149007 ATCC 16404
B. Test Medi a

Tryptone Soya Broth (TSB), Tryptone Soya Agar (TSA), Sabouraud
Dextrose Agar (SDA), Dul becco's Phosphate Buffered Saline w thout
cal cium chl ori de and magnesi um chloride (DPBS): 200 ng/l KO, 200

nmg/ 1 KHPQ,, 8000 ng/l Nad, and 2,160 ng/l Na,HPO,-7H,O or suitable
di l uent; Dul becco's Phosphate Buffered Saline plus 0.05%w v

pol ysorbate 80 (DPBST) or suitable dil uent

Val i dated neutralizing agents/nmedia as required (e.g., Dey-Engley
Neutralizing Broth and Agar).
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C. Test Equi prent
Sterile pipettes, glass beads, swabs, tubes, 100 X 20 nm petri
di shes, etc., as required. Suitable instrunents for
spect rophotonetric determ nation of cell density, for col ony
counting, and for centrifugation.
D. Test Sanpl es
Product sanples to be tested should be representative of the
product to be marketed. Aliquots should be taken directly from
the final product container immediately prior to testing.
[11. TEST METHOD
A Cul ture Mai nt enance
Cul tures should be maintained in the manner reconmended by the
curator of the appropriate culture collection. Cultures should be
no greater than 5 passes renoved fromthe depository stock (ATCC,
NCI B, NCTC, NCPF or other recogni zed culture depository).
B. Preparati on of M crobial Challenge (Inoculum
Test organi snms should be cultured on agar as in Table 1
Table 1: Media & Incubation Conditions for Gowth of
Chal | enge Organi sns
Organi sm Medi um I ncubat i on
Tenp °C Ti me
Pseudononas aer ugi nosa TSA 30-35 18- 24h
St aphyl ococcus aur eus TSA 30-35 18- 24h
Escherichia coli TSA 30-35 18- 24h
Candi da al bi cans SDA 20- 25 42- 48 or
SDA 30- 35 18- 24h
Aspergil l us ni ger SDA 20- 25 7 days

To harvest all cultures, use sterile DPBST or a suitable diluent,
washi ng the surface growh and transfer to a suitable vessel. The
spore suspensions may be filtered through sterile glass wool,
cotton gauze, or cheese cloth to renove hyphal fragnents.

After harvesting, the cultured organisms may be washed using
centrifugation. |If centrlfugatlon is used, each centrifugation
shoul d be conducted at 2-25°C for no Ionger than 10 m nutes at
4000 x g or less. The bacterial suspensions may be filtered

(e.g., 3 - 5 nmmpore size) to produce a single cell dispersion

Al'l chal |l enge cell suspensions should t hen be adj usted with DPBST
or other suitable diluent to 1 X 10’ - 1 X 10® col ony forning
units (cfu)/m . The approxi mate cell concentration may be
estimated by nmeasuring the turbidity of the suspension or a
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di lution of the suspension using a spectrophotoneter. The actua
concentration of cfu/m should be determ ned for each suspension
by the plate count nmethod at the tinme of the test.

Bacterial and yeast cell suspensions should be used on the day of
preparation. Bacterial and yeast cells may lose viability and
resistance if not used on the day of preparation. Spore
suspensi ons may be used up to 7 days follow ng preparation by

storage under refrigeration (Avg. 4+2°C).
Test Procedure

1. Prepare one tube containing a mninmumof 10 m of test
solution per chall enge organism Inocul ate the sanple tube
of the product to be tested with a suspension of test
organi sms sufficient to provide a final count of 1.0 X 10° -
1.0 X 10° cfu/m . The volune of inocul um shoul d not exceed
1% of the sanple volume. Ensure dispersion of the inocul um
by adequate m xi ng.

2. Store inocul ated product at 20-25°C. Tenperature should be
nmoni tored using a calibrated device and docunented. If
sensitive to light the product should be protected during
the period of the test.

3. Take 1.0 m aliquots of the inocul ated product for
determ nati on of viable count at 7 days and 14 days.

4. Each sanple is rechallenged as in I11.C. 1 on day 14 after
taking the 14-day sanmple. Use an inoculumlevel of 1.0 X
10* - 1.0 X 10° cfu/m.

5. Take 1.0 m aliquots of the inocul ated product for
determ nati on of viable count at 21 and 28 days.

6. Subject 1.0 m aliquots renoved at the specified tine
intervals to a suitable series of decinmal dilutions in
val idated neutralizing nmedia. M x suspension well by
vortexing vigorously and incubate for a suitable period of
time to allow for neutralization

If the antimicrobial agent(s) in the fornul ati on cannot be
adequately inactivated or neutralized it may be elim nated
using a validated nenbrane filtration procedure (M cro--

Appendi x D).

7. Determ ne the viable count of organisnms in appropriate
dilutions by preparation of triplicate plates (unless
otherwi se justified) of suitable recovery medium (e.g., TSA
for bacteria and SDA for nmold and yeast). The agar for pour

pl ates shoul d be kept between 40-50°C prior to pouring. The
agar medi a used for determ nation of viable counts may al so
contain antimcrobial inactivators or neutralizers if
required. Were nmenbrane filtration has been enployed to
renove/ neutralize antimcrobial agents, menbranes shoul d be
cultured on these nmedia as appropriate.
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I ncubat e bacterial recovery plates at 30-35°C for 2-4 days.
I ncubat e yeast at 20-25°C or 30-35°C for 3-5 days and nold
recovery plates at 20-25°C for 3-7 days.

Determ ne the average nunmber of cfu on countable plates and
record. Countable plates refer to 30-300 cfu/plate for
bacteria and yeast, and 8-80 cfu/glate for nold except when
col oni es are observed only for 10° or 10" dilution plates.
Cal cul ate mcrobial reduction at the specified tine points.

The concentration of survivors is calculated at each tine
point. The concentration of viable organisns follow ng the
14-day rechallenge is the sumof the rechallenge i nocul um
concentration and the 14-day survivor concentration

Controls

1

| nocul um Control s

The initial and rechal | enge i nocul um concentrations are

cal cul ated by dispersing an identical aliquot of the

i noculuminto the sane volunme of a suitable diluent (e.g.
DPBST) as used in I11.C. 1 to achieve a final concentration
of 1.0 X 10° - 1.0 X 10° cfu/m for the initial inoculum or
1.0 X 10* - 1.0 X 10° cfu/m for the rechallenge inocul um
Ensure di spersion of the inoculum by adequate m xing. This
control sample should be evaluated within 1 hour of its
preparation using the same procedure used for the inocul at ed
product. This serves to denonstrate the suitability of the
medi um used for growmh of the test organi smand provides an
estimate of the initial (rechallenge) inoculum
concentrati on.

Recovery Medi um Contr ol

Qualify the neutralizing agent/medi um for the product
initially and periodically thereafter. Prepare a 1/10
dilution of the preserved product in the validated
neutralizing broth (1 mM into 9 mM). |If a greater dilution
of the test solution is required to achieve neutralization
the latter dilution should be used. Prepare a second
control tube with 10 M of a suitable diluent (e.g., TSB)

I nocul ate the tubes with sufficient inoculumto result in

10 - 100 cfu of challenge organismper plate. Incubate for
an appropriate period of time at anbient tenperature. Plate
the appropriate aliquot fromeach tube onto the recovery
agar plates in triplicate unless otherwise justified. The
recovery in the neutralizer broth should be at |east 50% of
the recovery in the second control tube. This control is to
be performed for each chal |l enge organi sm
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V. PERFORVMANCE CRI TERI A

A

Bacteri a

The nunber of organisms recovered per m is reduced by a mean

val ue of not less than 3.0 logs at 14 days. After the rechallenge
at day 14, the concentration of bacteria should be reduced by at

| east a nmean value of 3.0 |ogs by day 28.

Mol ds and Yeasts

The nunber of organisnms recovered per ml remain at or bel ow the
initial concentrations within an experinmental error of +0.5 | ogs
within 14 days. At day 28, the concentration of nold and yeast
shoul d remain at or below the concentrations after the rechal | enge
within an experinental error of +0.5 | ogs.

Products shoul d be capabl e of neeting these criteria throughout
their labeled shelf-life.



MICRO--APPENDIX B
DISINFECTION EFFICACY TESTING
PART 1. STAND-ALONE PROCEDURE FOR DISINFECTING PRODUCTS
l. PRI NCI PLE

The stand-al one test chall enges a disinfecting product with a standard
i noculum of a representative range of mcroorgani sns and establishes the
extent of viability loss at pre-determned tinme intervals conparable with
t hose during which the product nmay be used. The size of the m crobial
chal | enge chosen in this test is not intended to be representative of the
likely challenge in practice, but to provide countable nunbers from which
estimation of the rate and extent of viability | oss can be determ ned.

In carrying out the test for antimcrobial activity, the qualitative
conposition of the product should be known at the time of testing by
ei ther analytical testing or extrapol ation.

Appropriate nmeasures should be taken to inactivate or renove residua
antim crobial agents during culturing and counting of survivors and the
effecti veness of these neasures should be validated and the action of
this process during the test should be denonstrated by the construction
of suitable controls.

Three batches of product should be tested. Each batch of product should
be tested with a separate inoculum preparation for each chal |l enge
organi sm

. MATERI ALS AND REACGENTS

A Test Organi sns
Pseudononas aer ugi nosa NCI MB 8626 ATCC 9027
St aphyl ococcus aur eus NCTC 10788 ATCC 6538
Serratia narcescens NCTC 10211 ATCC 13880
Candi da al bi cans NCTC 3179 ATCC 10231
Fusari um sol ani ATCC 36031
B. Test Medi a

Pot at o Dextrose Agar (PDA)

Trypt one Soya Broth (TSB)

Trypt one Soya Agar (TSA)

Sabour aud Dextrose Agar (SDA)

Dul becco' s Phosphate Buffered Saline w thout cal ciumchloride and
magnesi um chl oride (DPBS): 200 ng/L KA, 200 ng/L KHPQ,,

8000 nmg/L Nad, and 2,160 ng/L Na,HPQ,-7H,0 or a suitable diluent
Dul becco' s Phosphate Buffered Saline plus 0.05%w v pol ysorbate 80
(DPBST) or a suitable diluent.

Val i dat ed neutralizing agents/media required (e.g., Dey-Engley
Neutralizing Broth and Agar).
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C. Test Equi prent
Sterile pipettes, glass beads, swabs, tubes, 100 X 20 nm petri
di shes, etc., as required. Suitable instrunents for
spect rophotonetric determ nation of cell density, for col ony
counting, and for centrifugation.

D. Test Sanpl es
Product sanples to be tested should be representative of the
product to be marketed. Aliquots should be taken directly from
the final product container immediately prior to testing.

[11. TEST METHOD

A Cul ture Mai nt enance
Cul tures should be maintained in the manner reconmended by the
curator of the appropriate culture collection. Cultures should be
no greater than five passes renoved fromthe depository stock
(ATCC, NCI B, NCTC, NCPF or other recognized culture depository.)

B. Preparati on of M crobial Challenge (Inoculum

Test organi snms should be cultured on agar as in Table 1
Table 1

Medi a and I ncubation Conditions for G owh of Challenge O ganisns

Organi sm Medi um Tenp(°C) I ncubation Tine

P. aerugi nosa TSA 30-35 18-24 hrs

S. aureus TSA 30-35 18-24 hrs

S. marcescens TSA 30-35 18-24 hrs

C. al bicans SDA 20- 25 42-48 hrs or
SDA 30- 35 18-24 hrs

F. sol ani PDA 20- 25 10- 14 days

To harvest all cultures, use sterile DPBST or a suitable diluent,
washi ng the surface growh and transfer to a suitable vessel. The
spore suspensions nmay be filtered through sterile glass wool,
cotton gauze or cheese cloth to renove hyphal fragnents.

After harvesting, the cultured organi snms may be washed using
centrifugation. |If centrifugation is used, each centrifugation
shoul d be conducted at 2-25°C for no |onger than 10 m nutes at
4000 x g or less. The bacterial suspensions may be filtered

(e.g., 3 - 5 nmpore size) to produce a single cell dispersion

Al'l chall enge cell suspensions should then be adjusted w th DPBST
or other suitable diluent to 1 X 10" - 10® cfu/m. The

approxi mate cell concentration may be estimated by neasuring the
turbidity of the suspension or a dilution of the suspension using
a spectrophotoneter. The actual concentration of cfu/m should be
determ ned for each suspension by the plate count nmethod at the
time of the test.
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Bacterial and yeast cell suspensions should be used on the day of
preparation. Bacterial and yeast cell may lose viability and
resistance if not used on day of preparation. Spore suspensions
may be used up to 7 days foll owi ng preparation by storage under
refrigeration (Avg. 4+2(3

Test Procedure

1. Prepare one tube containing a mninmumof 10 m of test
solution per chall enge organism Inocul ate the sanple tube
of the product to be tested with a suspension of test
organlsns sufficient to provide a final count of 1.0 X 10° -
1.0 X 10° cfu/m . The volune of inocul um should not exceed
1% of the sanple volunme. Ensure dispersion of the inocul um
by adequate m xi ng.

2. Store inocul ated product at 20-25°C. Tenperature should be
nmoni tored using a calibrated device and docunented. If
sensitive to light the product should be protected during
the period of the test.

3. Take 1.0 m aliquots of the inocul ated product for
determ nation of viable count at 25% 50% 75% and 100% of
t he m ni mum recomended di sinfection tinme for all organisns,
and, in addition, at not less than 4 tines the m ni num
recommended disinfection tinme for yeast and nold. \Where
overni ght disinfection is reconmended, disinfection tinme is
taken to be 8 hours.

4. Subject 1.0 m aliquots renoved at the specified tine
intervals to a suitable series of decinmal dilutions in
val i dated neutralizing nmedia. M x suspension well by
vortexing vigorously and incubate for a suitable period of
time to allow for neutralization

If the antimicrobial agent(s) in the fornul ati on cannot be
adequately inactivated or neutralized it may be elim nated
using a validated nenbrane filtration procedure (e.g.

M cr o- - Appendi x D).

5. Determ ne the viable count of organisnms in appropriate
dilutions by preparation of triplicate plates (unless
otherwi se justified) of a suitable recovery medium (e.g.
TSA for bacteria and SDA for nold and yeast).

VWhere nmenbrane filtration has been enployed to

renove/ neutralize antimcrobial agents, menbranes shoul d be
cultured on these nedia as approprlate The agar for pour
pl ates shoul d be kept between 40-50°C prior to pouring. The
agar medi a used for determ nation of viable counts nmay al so
contain antimcrobial inactivators or neutralizers if
required.

6. I ncubat e bacteri al recovery pl at es at 30-35°C for 2-4 days.
I ncubat e yeast at 20- 25 C'or 30-35°C for 3-5 days and nol d
recovery plates at 20-25°C for 3-7 days.
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Determ ne the average nunber of cfu on countable plates.
Countabl e plates refer to 30 to 300 cfu/plate for bacteria
and yeast, and 8 to 80 cfu/plate for nold except when

col oni es are observed only for the 10° or 10™* dilution
plates. Calculate mcrobial reduction at the specified tine
poi nt s.

Controls

1

| nocul um Contr ol

An inoculum count is nade by dispersing an identical aliquot
of the inoculuminto the sane vol une of suitable diluent
(e.qg., DPBST) as used in Part 1:111.C.1 to achieve a fina
concentration of 1.0 X 10° - 1.0 X 10°cfu/m . The vol une of
i nocul um shoul d not exceed 1% of the sanple volunme. Ensure
di spersion of the inoculumby adequate m xing. This control
sanmpl e shoul d be evaluated for cfu/nm at the beginning of
the test. This serves to denonstrate the suitability of the
medi um used for growmh of the test organi smand provides an
estimate of the initial inoculumconcentration

Recovery medi um contr ol

Prepare a 1/10 dilution of the disinfecting solution in the
val idated neutralizing broth (1 m into 9 m). |If a greater
dilution of the test solution is required to achieve
neutralization, the latter dilution should be used. Prepare
a second control tube with 10 ml of a suitable dil uent

(e.g., TSB). Inoculate the tubes with sufficient inoculum
to result in 10-100 cfu of challenge organi smper plate.

I ncubate for an appropriate period of tinme at anbient
tenperature. Plate the appropriate aliquot fromeach tube
onto the recovery agar plates in triplicate unless otherw se
justified.

The recovery in the neutralizer broth should be at |east 50%
of the recovery in the second control tube. This control
shoul d be perforned for each chall enge organi sm

PERFORMANCE REQUI REMENT

A

Control Specification

If any control value falls out of specification, the associated

t est

is invalid and should be repeated.

Primary Criteria (See Part 2, Table 2)

1

Bacteri a

The nunber of organisnms recovered per m should be reduced
by a nean value of not less than 3.0 Il ogs within the mninum
recommended di sinfection period.
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2. Mol ds and Yeasts

The nunber of organisnms recovered per m should be reduced
by a nean value of not less than 1.0 log within the m ni mum
recomrended disinfection time with no increase at not |ess
than four tinmes the m ni mumrecommended disinfection tine.

Secondary Criteria (See Part 2, Table 2)

Products failing to neet the criteria in Part [:1V.B.1 or

Part 1:1V.B.2 may be evaluated by the regi nen test procedure
descri bed bel ow, provided there is a conbined | og reduction for
the nmeans of all bacteria of not less than 5.0 within the
recommended di sinfection period. The mni num acceptable nean | og
reduction for any single bacterial type is 1.0. Stasis for the
yeast and nold (within an experinmental error of +0.5 | og) should
be observed for the recommended disinfection period.
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PART 2. REGIMEN PROCEDURE FOR DISINFECTING REGIMENS
PRI NCI PLE

This procedure is applicable to nulti-functional disinfection reginens
whi ch may include the steps of cleaning, rinsing, and soaking. In
carrying out the reginmen test procedure, the products should be used in
t he manner and quantity recommended i n product |abeling and/or patient
instructions. The test chall enges the proposed disinfection regi nen
with a standard inoculumof a representative range of m croorgani sns.
The inoculumis carried through the various stages of the regi men by
prelimnary application to contact |enses.

The di sinfecting stage of any proposed contact |ens disinfection regi nen
eval uated by this test should have denonstrated m ni mum anti m crobi al
activity by the Stand- Al one Procedure as indicated for Regi nen
Qualification.

In carrying out the test, qualitative and quantitative conposition of
all products used in the test reginmen should be known at the tinme of
testing, either by analytical testing or extrapol ation.

Appropriate nmeasures should be taken to inactivate or renove residua
antim crobial agents during culturing and counting of the challenge
organi smand the effectiveness of these nmeasures should be denonstrated
by the construction of suitable controls.

A mnimum of three lots of product should be tested. Each |ot of
product should be tested with a separate inocul um preparation for each
chal | enge or gani sm

MATERI ALS AND REACGENTS

A Test Organi sns
Pseudononas aerugi nosa NCI MB 8626 ATCC 9027
St aphyl ococcus aur eus NCTC 10788 ATCC 6538
Serratia nmarcescens NCTC 10211 ATCC 13880
Candi da al bi cans NCPF 3179 ATCC 10231
Fusari um sol ani ATCC 36031
B. Test Medi a

Trypt one Soya Broth (TSB)

Trypt one Soya Agar (TSA)

Sabour aud Dextrose Agar (SDA)

Pot at o- Dext r ose Agar (PDA)

Dul becco' s Phosphate Buffered Saline w thout cal ciumchloride and

magnesi um chl oride (DPBS): 200 ng/L KA, 200 ng/L KHPQO,,

8000 nmg/L NaC, and 2,160 ng/L Na,HPQ,-7H,0 or suitable dil uent

Dul becco' s Phosphate Buffered Saline plus 0.05%w v pol ysorbate 80
(DPBST) or suitable diluent. Validated neutralizing agents/nedia

as required (e.g., Dey-Engley Neutralizing Broth and Agar).
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Test Equi prent

Sterile pipettes, glass beads, swabs, tubes, filters, etc., as
required. Suitable instrunents for spectrophotonetric

determ nati on of cell density, for colony counting, and for
centrifugation.

Test Sanpl es

Test product sanples to be tested should be representative of the
product to be marketed. Aliquots should be taken directly from
the final product container imrediately prior to testing. Al

regi men items, including cases, |enses, cleaning devices, etc.
shoul d be new and unused. |If the test reginen results will be
directly conpared with results for a predicate device, then a
predi cate device fromthe sane product category should be used for
t he conparison (e.g., a hydrogen peroxide product should be
conpared to a predi cate hydrogen peroxide systemand a nmulti -

pur pose product should be conpared to a predicate multi-purpose
product). Refer to Part 2:1V (PERFORMANCE REQUI REMENT) .

1. TEST METHODS

A

Cul ture Mai nt enance

Cul tures should be maintained in the manner reconmended by the
curator of the appropriate culture collection. Cultures should be
no greater than 5 passes renoved fromthe depository stock (ATCC,
NCI B, NCTC, NCPF or other recogni zed culture depository).

Preparati on of M crobial Challenge (Inoculum

Test organi snms should be cultured and harvested as in
Part 1:111.B.

After harvesting, organic soil consisting of heat killed yeast
cells and heat inactivated serum should be conbined with the test
organismto result in an initial concentration of 1 X 10’ - 108
cfu/m.

Prepare organic soil as follows. Culture S. cerevisiae on SDA at
20-25°C for 48 hrs. Harvest as in Part 1:111.B. Heat kill the

suspensi on at 100 x2°C for 10 minutes. Centrifuge at no nore than
5000 X g for a maxi mum of 30 minutes. Resuspend in bovine serum

whi ch has been heated at 56°C for 30 minutes to inactivate
conpl ement. The concentration of S. cerevisiae in serum should be
1 X 10" - 10%

Centrifuge test organi smsuspension. Resuspend in organic soil to
a concentration 1 X 10’ - 10% cfu/m. This is the inoculumto be
used in the foll owi ng procedure.
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C. Test Procedure

1

O gani

Lot 1
Lot 2
Lot 3

O gani

Lot 1
Lot 2
Lot 3

Lens | nocul ati on

The test should be conducted with |ens types representative
of those with which the reginmen is intended to be used
(e.g., low water non-ionic, high water ionic, silicone
acrylate, etc.).

I nocul ate eight | enses per Iot of test product per mcrobial
species tested; to qualify for all hydrophilic | enses use
four (4) non-ionic |ow water |enses and four (4) ionic high
wat er | enses. For hydrophobic | enses, use four (4)
silicone-acrylate and four (4) fluorosilicone-acrylate

| enses.

sm1l Hydr ophilic Lenses
Goup | Material Goup IV Materi al

of Test Product 4 | enses 4 | enses
of Test Product 4 | enses 4 | enses
of Test Product 4 | enses 4 | enses

12 Tenses 12 Tenses
sm1l Hydr ophobi ¢ Lenses

Silicone-Acrylate Fl uor osi | i cone-

Acryl ate

of Test Product | enses | enses

4 4
of Test Product 4 | enses 4 | enses
of Test Product 4 | enses 4 | enses
12 Tenses 12 Tenses

For hydrophilic or hydrophobic | enses, a total of 120 | enses
(24 for each organism 60 | enses in each representative |ens
material) will be needed to test all 5 organisns.

Pl ace test and control |enses, concave surface uppernost in
a sterile petri dish.

I nocul ate each lens by placing 0.01 m of inoculumon the
under surface of the lens at the point of contact between
the petri dish and the lens, and 0.01 m of inoculumon the
top surface of the |ens.

Allow the inoculumto absorb to each lens for 5-10 mn. at
20- 25°C.

Lens Treat nent

After inoculum absorption, treat |enses as described in the
manuf acturer's consuner instructions for |ens disinfection
including all steps of cleaning, rinsing and soaking
specified by the manufacturer. C eaning and rinsing
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procedures (e.g., rubbing and rinsing tinmes and rinse

vol umes) shoul d be performed in identical fashion for the
predi cate device and the test sanple, unless otherw se
stated in the manufacturer's consuner instructions for |ens
care. Test protocols should specify these paraneters.

Recovery of Surviving Chall enge Organisns (e.g., Mcro--
Appendi x D Menbrane Filtration Procedure)

a. Di spense suitable volunme of validated neutrali zing
mediuminto filtration apparat us.

b. Transfer entire content of each test |ens case (lens
and solution) into the neutralizing mediumin the
filtration apparatus. The neutralization exposure
time prior to filtration should be determined in the
val i dation study.

C. Apply vacuum and filter solution. Rinse the filter
two additional times with the neutralizing nedi um

d. Aseptically transfer the lens onto a bed of agar
medi um appropriate for recovery of the test organi sm
Pour 40-50°C agar medi um (sane as bed agar above)
over the lens to cast it.

e. Apply the test filter to the surface of a plate of
appropriate solid nmedia (could be the same as used in
Part 2:111.C 3.d).

f. I ncubate bacterial recovery plates at 30-35°C for 2-4
days. Incubate yeast recovery plates at 20-25°C or
30-35°C for 3-5 days and nold recovery plates at 20-

25°C for 3-7 days.

Controls

1

Lens | nocul ati on Control

For each mcrobial species tested transfer 3 inocul ated

| enses to tubes of TSB (for bacteria and yeasts) or SDB (for
fungi) as appropriate. Vortex for 30 seconds. Serially
dilute and plate out appropriate dilutions to permt a count
of viable cells present.

This count confirms that the nunmber of organisnms on the |ens
at the tine of reginmen challenge is adequate. The nean of
the 3 counts shouid be not |ess than 2.0 X 10°
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2. Neut ral i zati on and Recovery Contr ol

Prepare filtration apparatus in triplicate (unless otherw se
justified) as in Part 2:111.C. 3 with suitable volunmes of
neutralizing nmediumand disinfecting solution. Add 5 to 50
cfu of challenge organism filter and cultivate as outlined
in Part 2:111.C. 3.

Confirminoculumon suitable mediumin triplicate unless
ot herw se justified.

The recovery in the neutralizer broth should be at |east 50%
of the inocul um

PERFORMANCE REQUI REMENT

Bacteria, nolds and yeast (See Table 2)

Less than or equal to 10 cfu recovered fromeach lens and test filter
conbi nation for each test organism Alternatively, the average nunber
of surviving organi sns recovered on the |l ens and the respective test
filter should be shown to be substantially equivalent to results
obt ai ned for the predicate device(s) when tested according to this

regi men procedure. Organismcounts (average for each organism may be
considered to be substantially equivalent if the difference between the
subj ect device and the predicate device is less than or equal to 0.5

| og.
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CRI TERI A FOR CONTACT LENS DI SI NFECTI ON PROCEDURES
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MEAN LOG REDUCTI ON AT DI SI NFECTI ON TI MVE
PRODUCT FUNG BACTERI A
Fs? SM PA SA
St and- Al one 1 3 3 3
Criteria
Regi nmen b c c c
Qualification
Regi nen d d d d
Criteria
FS = F. solani ATCC 36031,
CA = C. al bicans ATCC 10231,
SM = S. marcescens ATCC 13880,
PA = P. aerugi nosa ATCC 9027,
SA = S. aureus ATCC 6538

Stasis with an experinental error of +0.5 |log at the disinfection tine.

The m ni mum acceptabl e 1 og reduction for the nean value of all 3
bacteria combi ned should be 5.0. The m ni mum acceptable | og reduction
for any single bacterial type should be 1.0.

Less than or equal to 10 cfu per lens and test filter conbination from
0.01 mM of 1 X 10" to 1 X 10° inocul um OR

The average conbi ned nunber of surviving organi sns recovered on the |ens
and the respective test filter must be shown to be substantially
equi valent to the predicate device(s).
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MICRO--APPENDIX C
BACTERIOSTASIS TEST
PRI NCI PLE

Bacteriostasis testing is performed for nmulti-dose saline products which
do not contain conventional preservatives, yet do contain bacteriostatic
agents (e.g., borate, boric acid, potassiumsorbate, and EDTA). For

t hese products, which do not neet the preservative efficacy criteria
described in Mcro--Appendix A a discard date should be determ ned on
the basis of the product's bacteriostatic activity. The bacteriostasis
test is a nodification of the preservative efficacy test procedure.

Three lots of product should be tested. Each Iot of product should be
tested with a separate inoculum preparation for each chall enge organi sm

MATERI ALS & REAGENTS

A Test Organi sns

Pseudononas aerugi nosa NCl MB 8626 ATCC 9027
St aphyl ococcus aur eus NCTC 10788 ATCC 6538

Escherichi a coli NCI B 8245 ATCC 8739

Candi da al bi cans NCPF 3179 ATCC 10231

Aspergil l us ni ger IM 149007 ATCC 16404
B. Test Medi a

Tryptone Soya Broth (TSB), Tryptone Soya Agar (TSA), Sabouraud
Dextrose Agar (SDA), Dul becco's Phosphate Buffered Saline w thout
cal cium chl ori de and magnesi um chloride (DPBS): 200 ng/l KO, 200

ng/ 1 KHPQ,, 8000 ng/l Nad, and 2,160 ng/l Na,HPO,-7H,O or suitable
di | uent

Dul becco' s Phosphate Buffered Saline plus 0.05%w v

pol ysorbate 80 (DPBST) or suitable dil uent

Val i dated neutralizing agents/nmedia as required (e.g., Dey-

Engl ey Neutralizing Broth and Agar).

C. Test Equi prent

Sterile pipettes, glass beads, swabs, tubes, 100 X 20 nm petri
di shes, etc., as required. Suitable instrunents for
spectrophotonetric determ nation of cell density, for col ony
counting, and for centrifugation.

D. Test Sanpl es

Product sanples to be tested should be representative of the
product to be marketed. Prepare one tube containing a m ni num of
10 m of test solution per challenge organism The | argest

cont ai ner size proposed for the product shoul d be used.
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1. TEST METHOD

A

Cul ture Mai ntenance

Cul tures should be maintained in the manner reconmended by the
curator of the appropriate culture collection. Cultures should be
no greater than 5 passes renoved fromthe depository stock (ATCC,
NCI B, NCTC, NCPF or other recogni zed culture depository).

B. Preparati on of M crobial Challenge (Inoculum
Test organi snms should be cultured on agar as in Table 1
Table 1: Media & Incubation Conditions for Gowth of
Chal | enge Organi sns
Organi sm Medi um I ncubat i on
Tenp °C Ti me
Pseudononas aer ugi nosa TSA 30-35 18- 24h
St aphyl ococcus aur eus TSA 30-35 18- 24h
Escherichia coli TSA 30-35 18- 24h
Candi da al bi cans SDA 20- 25 42- 48 or
SDA 30- 35 18- 24h
Aspergil l us ni ger SDA 20- 25 7 days

To harvest all cultures, use sterile DPBST or a suitable diluent,
washi ng the surface growh and transfer to a suitable vessel. The
spore suspensions nmay be filtered through sterile glass wool,
cotton gauze or cheese cloth to renove hyphal fragnents.

After harvesting, the cultured organi snms may be washed using
centrifugation. |If centrifugation is used, each centrifugation

shoul d be conducted at 2-25°C for no | onger than 10 m nutes at
4000 x g or less. The bacterial suspensions may be filtered

(e.g., 3 - 5 nmpore size) to produce a single cell dispersion
Al'l chal l enge cell suspensions should then be adjusted w th DPBST
or other suitable diluent to 1 X 10" - 1 X 10® cfu/m or cel
concentration sufficient to result in final concentration of 1 X
10° - 1 X 10° cfu/m in the product. The approxi mate cel
concentrati on may be estinmated by nmeasuring the turbidity of the
suspension or a dilution of the suspension using a

spect rophot onmeter. The actual concentration of cfu/m should be
determ ned for each suspension by the plate count method at the
time of the test.

Bacterial and yeast cell suspensions should be used on the day of
preparation. Bacterial and yeast cells may lose viability and
resistance if not used on the day of preparation. Spore
suspensi ons may be used up to 7 days follow ng preparation by

storage under refrigeration (Avg. 4+2°C).
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Pr ocedur e

I nocul ate the sanple product to be tested with a suspension
of test organisns sufficient to provide a final count of 1.0
X 10° - 1.0 X 10° cfu/m . The vol ume of inocul um shoul d not
exceed 1% of the sanple volunme. Ensure dispersion of the

i nocul um by adequat e m xi ng.

Store inocul ated product at 20-25°C. Tenperature should be
nmoni tored using a calibrated device and docunented. If
sensitive to light the product should be protected during
the period of the test.

Take 1.0 ml aliquots of the inocul ated product for

determ nati on of viable count at 7, 14, 21, and 28 days. |If
| onger discard dates are desired, continue sanpling
periodically thereafter.

Subject 1.0 m aliquots renoved at the specified tine
intervals to a suitable series of decinmal dilutions in
val i dated neutralizing nmedia. M x suspension well by
vortexing vigorously and incubate for a suitable period of
time to allow for neutralization

If the antimicrobial agent(s) in the fornul ati on cannot be
adequately inactivated or neutralized it may be elim nated
using a validated nenbrane filtration procedure (e.g.

M cr o- Appendi x D).

Determ ne the viable count of organisnms in appropriate
dilutions by preparation of triplicate plates (unless
otherwi se justified) of suitable recovery medium (e.g., TSA
for bacteria and SDA for nmold and yeast). The agar for pour

pl ates shoul d be kept between 40-50°C prior to pouring. The
agar medi a used for determ nation of viable counts may al so
contain antimcrobial inactivators or neutralizers if
required. Were nmenbrane filtration has been enployed to
renove/ neutralize antimcrobial agents, menbranes shoul d be
cultured on these nmedia as appropriate.

I ncubat e bacterial recovery plates at 30-35°C for 2-4 days.
| ncubat e yeast at 20-25°C or 30-35°C for 3-5 days and nold
recovery plates at 20-25°C for 3-7 days.

Det erm ne the average nunber of cfu on countable plates and
record. Countable plates refer to 30-300 cfu/plate for
bacteria and yeast, and 8-80 cfu/glate for nold except when
col oni es are observed only for 10° or 10" dilution plates.
Cal cul ate mcrobial reduction at the specified tine points.

The concentration of survivors should be cal cul ated at each
time point.
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D. Controls

1

| nocul um Control s

The initial inoculumconcentration should be cal cul ated by
di spersing an identical aliquot of the inoculuminto the
same volune of a suitable diluent (e.g., DPBST) as used in
I11.C.1 to achieve a final concentration of 1.0 X 10° -

.0 X 10° cfu/m . Ensure dispersion of the inocul um by
adequate m xing. This control sanple should be eval uated at
the sane tine as the zero time sanple. This serves to
denonstrate the suitability of the nediumused for growth of
the test organismand provides an estimate of the initial

i nocul um concentration

Recovery Medi um Contr ol

Qualify the neutralizing agent/medi um for the product
initially and periodically thereafter. Prepare a 1/10
dilution of the product in the validated neutralizing broth
(1mM into 9 mM). If a greater dilution of the test
solution is required to achieve neutralization, the latter

di lution should be used. Prepare a second control tube with

10 M of a suitable diluent (e.g., TSB). Inoculate the
tubes with sufficient inoculumto result in 10 - 100 cfu of
chal | enge organi sm per plate. Incubate for an appropriate

period of tine at anbient tenperature. Plate the
appropriate aliquot fromeach tube onto the recovery agar
plates in triplicate unless otherwise justified. The
recovery in the neutralizer broth should be at |east 50% of
the recovery in the second control tube. This control is to
be performed for each chall enge organi sm

V. PERFORVMANCE CRI TERI A

A

Bacteri a

The concentration of each bacterial chall enge organi sm
should remain at the initial |evel or decrease.

Mol ds and Yeasts

The concentration of the yeast and nold should remain at
initial levels or decrease within an experinental error of
+0.5 | og.

The product should be | abeled to discard the container after
it has been opened for the nunmber of days which corresponds
to time point previous to the point at which any organi sm
shows an increase in nunber (see exanple). The container

| abel shoul d include a space on which to record the date
opened.
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Exanpl e:

(Concentration in Abbrevi ated Log Val ue)

0
col i 10°
aer u. 10°
aur eus 10°
al b. 10°
ni ger 10°

Cut off point:

7
10°
10°
<10
10°
10*

E
P
A

The use of the above
days after opening.

DAY
14

<10
10°
<10
10*
10°

col i

aer u.
ni ger

21 28
100 102
10> 10°
<10 <10
102 <10
10*  10*
14 days
21 days
14 days

pr oduct

hypot heti cal
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35
10°
10*
<10
<10
10°

islimted to 14



110

MICRO--APPENDIX D
MEMBRANE FILTRATION PROCEDURE

SUMVARY

Thi s docunent provides an exanpl e of procedures and controls for
nmenbrane filtration.

MATERI ALS AND REACGENTS

A Test Medi a
Suitable diluent with or without neutralizers
Trypt one Soya Agar (TSA)
Sabour aud Dextrose Agar (SDA)
Dul becco' s Phosphate Buffered Saline w thout cal ciumchloride and
magnesi um chl oride (DPBS): 200 ng/L KA, 200 ng/L KHPQ,,
8000 ng/L Nad, and 2,160 ng/L Na,HPQ,-7H,0 or other suitable
di | uent
Dul becco' s Phosphate Buffered Saline plus 0.05%w v pol ysorbate 80
( DPBST)

B. Test Equi prent
Sterile pipettes, petri dishes, containers, etc., as needed.
Suitable sterile apparatus for holding the sterile nenbrane filter
and the filtrate. Suitable equi pnment for creating a vacuum or
pressure to cause the liquid phase of the inocul ated test solution
to pass through the nmenbrane filter aseptically. The menbrane
filter should have a nom nal pore size of not greater than
0.45 pym a dianeter of at |east 47 mm and should be free of
chem cal s which could be toxic to microbial cells.

TEST METHOD

A Moi sten the sterile nenbrane filter in a sterile filter assenbly
with sterile DPBST or other suitable diluent.

B. Aseptically transfer a measured volume of the inocul ated test
solution into sterile DPBST or other suitable diluent.

C Transfer the diluted solution to the nenbrane and filter
i Mmediately with the aid of vacuum or pressure. The sanple
applied to the filter should be diluted in 50-100 m of dilution
fluid and thoroughly m xed to ensure uniformdistribution of the
sanpl e over the entire area of the filter. This will decrease the
probability of nultiple cfu being placed on the filter at the sane
| ocati on.

D. Wash the nenbrane filter with several volunmes of a suitable

di  uent which may contain additional neutralizing agents as
needed. Three volunmes of a suitable diluent (100 ml each) are
usual ly sufficient to renmove and/or dilute the antim crobial
agent. The actual volume should be determ ned enpirically for
each formul ati on for each chal |l enge organi sm
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The menbrane filter is then aseptically incubated with appropriate
media to allow growh of cfu on the surface of the filter. This
may be acconplished by aseptic renoval of the nenbrane filter from
the filter assenbly unit and placenment of the menbrane on the
surface of a sterile agar plate which does not have obvious liquid
on the surface or the nenbrane may be enclosed in an agar

sandwi ch. Alternatively, a sterile menbrane filter unit may be
used which requires addition of sterile nmedia to the sealed filter
and i ncubation of the nenbrane in situ. Media should be used
which are appropriate for the type of chall enge organi smand the
specific formul ati on under test.

Determ ne the average nunmber of cfu on countable nenbrane filters
(3-100 cfu/47 mmfilter for bacteria and yeast and 3-10 cfu/47 mm
filter for nolds). Calculate the cfu/m of inoculated solution

Controls

Neutralizer efficacy may be confirmed by transferring an aliquot
of the uninoculated test solution into 50-100 m of sterile
diluting fluid using the sane ratio of volune of test solution to
volume of diluting fluid. Apply the entire volunme to the menbrane
and filter using vacuumor pressure. Wash the filter with severa
vol umes of the diluting fluid using the sane vol ume as used for
the test procedure. Transfer 10-20 cfu for bacteria and yeasts or
3-10 cfu for nolds into 100 mM of diluting fluid and apply to the
nmenbrane. Incubate the nenbrane filter in contact with nedia as
described in the test procedure (see section II1.E).

The procedure should be repeated using diluting fluid not exposed
to the test solution. Counts should be conpared with those
derived by the sane nethod but using DPBST instead of test
solution. The count observed for diluting fluid with test
solution should be conparable with that obtained for diluting
fluid. The latter count should be statistically conparable with a
direct plate count on rich mediumto elimnate the possibility of
|l oss of viable cells by filtration or test nmediumtoxicity.
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TOX--APPENDIX A
TOXICOLOGY
l. I nt roducti on

This section of the guidance docunment di scusses the toxicol ogica

consi derations that CDRH believes should be addressed in order to assess
substanti al equivalence in terns of safety and bioconpatibility of
contact |lens care products.

In an effort to harnoni ze the biol ogical response to testing of nedica
devi ces, CDRH has issued bl ue book nenmorandum #G95-1 entitled "Use of
International Standard |ISO 10993, "Biol ogi cal Eval uation of Medica
Devices Part-1: Evaluation and Testing,"” which includes an FDA-nodified
matri x that delineates the type of testing recommended for various

nmedi cal devices. It also includes a flow chart entitled
"Bi oconpatibility Flow Chart for the Selection of Toxicity Tests for
510(k)s." The tests reconmended in this toxicology section are

generally consistent with the studies recommended in the blue book
menor andum but have been adapted for specific use with contact |ens care
products.

The manufacturing process and chem cal formulation used to fabricate a
contact lens/lens care product should dictate, in general, the extent of
the toxicology testing necessary to establish substantial equivalence in
terns of its safety and effectiveness. It is the applicant's
responsibility to devel op an appropriate toxicology and bi oconpatibility
profile for the specific lens material/lens care product in order to
denonstrate that the device is substantially equivalent in terns of
safety and effectiveness to the predicate device. Any test suggested in
this toxicol ogy section nmay be replaced by a suitable alternative if the
alternative test has been validated or can be justified for use as an
alternative. Al nonclinical |aboratory studies should include a
statenment that each study was conducted in conpliance with the GLP
Regul ati on for Nonclinical Laboratory Studies. |If the study was not
conducted in conpliance with the G.P Regul ation, a justification of the
nonconpl i ance shoul d be submtted.

CDRH i s aware of the ongoing research efforts to achieve the goal of
eventual substitution of in vitro tests for certain biological tests
utilizing animals*. However, at present, in vitro alternatives to
ani mal testing have not been sufficiently developed or validated for

use. Therefore, CDRH regrets that toxicology tests involving
animals will continue to be used at this tine in order to adequately
assess risks and eval uate safety of ocular products prior to 510(k)
clearance. CDRH will continue to nonitor the devel opnents of
alternatives to animal testing and will recomrend their use once such
studi es have been vali dat ed.

| dberg, A M, et al. Framework for Validation and Inplenentation of In
Vitro Toxicity Test: Report of the Validation and Technol ogy Transfer
mmttee of the Johns Hopkins Center for Alternatives to Animal Testing. J.

Am Coll. Tox. 1993: 12:23-30.

*CGo
t
Co
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The toxi col ogy studies reconmended bel ow are generally consistent with
t he applicabl e studies reconmended in normative standards and/or
USP/ NF 23.

NOTE: In addition to the recommended tests |isted, CDRH believes that
the material safety data sheet (MSDS) should be subnmitted in order to
establish a toxicology profile for active ingredients and/ or new

chem cal conponents incorporated into the finished contact |ens care
product (i.e., preservative, tablet, etc.). CDRH is aware that
addi ti onal safety and toxicology data are generally included in the MSDS
whi ch can be obtained fromthe supplier of the chem cal constituent, in
lieu of performng additional or repetitive toxicology testing. The
MSDS shoul d be included in the 510(k) subm ssion

M ni mum Recommended Toxi col ogy Test Procedures for Contact Lens Care
Products (i.e., Solutions/Tablets)

A In-Vitro Cytotoxicity, USP/NF 23

The purpose of this study is to evaluate the potential for
toxicity of residual chem cals |eaching fromthe lens into the
care products (i.e., solution(s)/solubilized tablets). In
addition, this test may be used to detect potential toxic
carryover from uptake/rel ease of the solution by the lens. The
effects are assessed in vitro using cytotoxicity studies (i.e.
Ti ssue Culture-Agar Diffusion Test, Direct Contact Test and/or
Elution Test) or a suitable validated alternative nethod

B. Acute CQcular Irritation, USP/NF XXl

The purpose of the study is to evaluate the potential for ocul ar
irritation resulting fromresidual chem cal |eachables fromthe
fini shed device which may be extracted in the care products (i.e.
solution(s)/solubilized tablets). This nethod is also used to
detect the potential for ocular irritation due to carryover from
upt ake/ rel ease of the solution by the |l ens and from direct
instillation of an in-eye solution. This test should not be
needed in cases where formnul ations contain known ocular irritants.

In such cases, an appropriate warning should be required on the
| abel for products known to cause ocular irritation (i.e., daily
cl eaners/periodic cleaners) in lieu of performng this test.

C. Acute Oral Toxicity

The purpose of this study is to assess the potential of the
contact lens care product (i.e., solution(s)/tablet(s)) to produce
a toxic response as a result of deliberate or accidental ingestion
of the device by adults or children. These data will be used to
determ ne the need for additional warnings or precautions in the

| abel i ng of the product for the purpose of consumer protection

For rodent testing, the maxi num vol une of an aqueous sol ution
general |y should not exceed 2 mi /100 g body weight. This single

| arge dose is referred to as the maxi mumtol erabl e dose (MID)
However, should signs of toxicity be denonstrated at this MID
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further testing consistent with accepted toxicol ogi cal practices
is reconmended in order for CDRH to conplete its risk/benefit
assessnment of the device. See Tox--Appendix B for the suggested
test nethod.

Addi ti onal Recomended Testing

Data fromthe follow ng tests should be submitted if a manufacturer is
using a new preservative or an active ingredient/cheni cal conponent not
previously used in a currently marketed contact |ens care product.

A Sensitization (Quinea Pig Maxi m zation Test*):

The purpose of this test is to grade or rank chem cal constituents
on a scale of I through V as to their potential for inducing
sensitivity response in the guinea pig nodel. The grades of

ranki ngs are based on the nunber of animals sensitized, and
results are classified on an ascending scale froma weak
sensitizing agent (grade |I) to an extrene sensitizing agent

(grade V).

*Magnusson, B. and Kligman, A.M The ldentification of Contact
Al l ergens by Animal Assay. The Quinea Pig Maxim zation Test. J.
Invest. Dermatol. 1969; 52.

B. In-Vivo Ccul ar Bioconpatibility (1SO 9394-1994):

This test nmethod entitled, "Optics and optical instrunents--
Determ nation of biological conpatibility of contact |ens materi al
--Testing of the contact |ens systemby ocular study with rabbit
eyes," is published as an international standard by 1SO This | SO
standard has been eval uated by CDRH, and we believe it should be
acceptable in its entirety to address preclinical ocul ar

bi oconpatibility of contact |ens products.

Toxi col ogy Tests for Containers

The purpose of these testing requirenments is to indirectly or

directly assess the potential toxicity of constituent(s)
that may [ each fromthe contai ner when the solution conmes in

contact with the container for a prolonged period of time. The
following in vitro and in vivo test procedures are recomended by CDRH
and are consistent with the procedures listed in USP/NF XXl |, Containers
for Ophthal m cs--Plastics (Biological Test Procedures).

A System c Injection Test, USP/NF XXl I
B. Acute Ccular Irritation

C. In-Vitro Cytotoxicity
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TOX--APPENDIX B
ACUTE ORAL TOXICITY
The following is a generalized test protocol that nmay be used as gui dance in
assessing a contact lens solution for acute oral toxicity. Specific test
procedures may vary for each individual |aboratory but generally should foll ow
the outline given bel ow

Pur pose of the Study:

The objective of the study is to evaluate the potential oral toxicity of a
designated test material followi ng a single oral dose at 15 g/ kg of body
wei ght .

This study should be conducted in accordance with the requirenents of the Good
Laboratory Practice (G.P) Regulations (21 CFR 58).

Control Article:

No control article should be enployed in this study, since dose response
during the study nmay serve as an internal control

Test System and Justification

Ten al bino rats of the Sprague-Dawl ey strain (five male, five female),
obt ai ned froma comrercial supplier, should be selected fromthe stock col ony
after a mninum 5-day acclimtion period. Prior to overnight food
deprivation, animal weights should range from 200 to 300 g. Rats should be
identified by ear punch and housed, according to sex, up to five per suspended
cage.

The rat has been historically used to establish relative LDy, data. The oral
route of dosing is selected as the strongest challenge for materials that
could be accidentally ingested. A 15 g/kg dose is generally regarded as
nontoxi ¢ (d eason, et al, 1969).

Ani mal Managenent:

Ani mal husbandry and environnmental conditions should conformto specifications
based on the "CGuide for the Care and Use of Laboratory Animals,” Nationa
Institutes of Health (NIH) Publication No. 85-23. Rats should receive a
commercial rodent food on a daily basis; tap water should be freely avail abl e.

No contam nants are suspected to be present in the food or water that would
affect the results of this study.

No sedati on, anal gesia or anesthesia should be necessary in this procedure.
In the unlikely event that an animal should become injured, ill, or noribund,
eut hanasia or veterinary care should be conducted in accordance with current
veterinary nedical practice.
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Test Article Preparation:

Density (g/m) of the liquid should be determi ned prior to dosing.

As far as practical, conposition of the test substance should be known.

I nformation should include the nanme and quantities of all major conponents,
known contam nants and inmpurities, and the percentage of unidentifiable
materials to account for 100% of the test substance. Ideally, the lot of the
subst ances tested should be the sanme throughout the study. The test sanple
shoul d be stored under conditions that maintain its stability, strength,
quality, and purity fromthe date of its productions until the tests are
conpl ete

Met hods and Route of Adm nistration:

Food shoul d be wi thheld overnight (16-20 hours). Each rat should then be
gavaged with a single 15 g/kg dose of the test material via stainless stee

bl unt tipped cannula attached to a di sposable syringe. The nmaxi mum dose

vol ume shoul d not exceed 2 m /100 g body weight. The rats should be wei ghed
at dosing, at observation day 7, and at day 14 of the study. Animals should
be observed for clinical signs of toxicity inrediately after dosing, at 4
hours after dosing and daily for 14 days. Food should be returned foll ow ng
t he i medi ate observation. Rats found dead during the study and those

eut hanati zed shoul d be subjected to a nacroscopi c exam nation of the viscera.
A conpl ete gross necropsy should be perforned on all animals that die during
t he course of the study.

Eval uati ons and Statistics:

Mean body wei ghts should be calculated for all animals at dosing (day 0) and
for survivors at days 7 and 14. Statistical manipulation of data is not
applicable to this study.

Shoul d 80% of the animals survive, the test material preparation should not be
considered orally toxic. Geater than 20% nnortality may warrant additiona

i nvestigation.

Report:

The report should contain a description of the methods enpl oyed, data
accunul ated in tabular formand a sunmary of results.

Qual ity Assurance

I nspections shoul d be conducted at the najor phases of the study (e.g., test
article preparation, dosing, and necropsy). The final report should al so be

i nspected for conformance to Subpart J of the GLP Regul ations (21 CFR 58. 185).
A Certificate of Quality Assurance |nspections should be provided with the
final report.
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Recor ds:

Test article preparation, animal weights, observations for adverse clinical
signs, macroscopi ¢ necropsy findings, and dates of relevant activities (e.qg.,
study initiation and conpl etion) should be recorded.

Al raw data pertaining to this study and a copy of the final report should be
retained in the designated archive files of the testing |aboratory/sponsor.

Ref er ences:
21 CFR 58 (GLP Regul ati ons)

@ eason, MN., et al. 1969. dinical Toxicol ogy of Conmercial Products (Third
Ed.). The WIlliams & WIlkins Co., Baltinore, M.
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CLIN--APPENDIX A
CLINICAL

I nt roducti on:

This section of the guidance is designed to assist manufacturers in
devel opi ng clinical performance data necessary to denonstrate
substanti al equivalence to a class Il lens care product. \Wenever
possi bl e, CDRH has provi ded manufacturers w th gui dance on when to
submt clinical performance data and recommended m ni num nunbers for the
size and duration of a clinical study for a new or nodified lens care
product. \Wen clinical performance data are needed, however, it is the
overall responsibility of the manufacturer to design the clinical study
wi th an appropriate nunber of subjects and sufficient duration to
provi de adequate data to denonstrate substantial equival ence.

The means for collecting clinical performance data shoul d be desi gned
and conducted in a manner that will provide data constituting valid
scientific evidence within the nmeaning of 21 CFR 860.7. It is not
merely a conpilation of avail abl e subject records. Mnitoring of the
study, accountability of all subjects, and details of conplications or
di scontinuations are all essential elenents.

It is inportant to note that while CDRH has recommended the appropriate
use of controlled studies, such as random zed controlled trials, as a
means of mnimzing study biases, it also recognizes that sonme devices
with well documented clinical experience may be studied with no control
group. This will allow the sponsor to gain experience with the use of
the device as well as to confirmsafety as predicted fromthe
preclinical data devel oped for the device.

The recomended preclinical testing is heavily weighted toward
denonstrating substantial equivalency to a predicate device. The
clinical testing is generally considered as additional confirmatory

i nformation to supplenment the preclinical data. This is particularly
true for "me-too" types of products which are within the marketed
concentrations for the active ingredients of the predicate device.

Study protocol suggestions are provided in din--Appendix B. It is
recomended that the study involve eval uabl e (conpl eted) subjects

di vided evenly between independent investigators when applicable. In
order to maxim ze the subjects' exposure to the products during the
clinical study, a daily wear schedul e should be followed for nost
products. However, a study of a periodic cleaner, used on weekly
intervals, may provide nore valuable clinical data concerning efficacy
when extended wear subjects are enrolled than a simlar study with daily
wear subjects.

Cinical study designs may take on a variety of appearances. Concurrent
control groups either of equal nunber to the test group, or utilizing an
approximate 2:1 ratio of test to control subject ratio (see table 1) are
but two exanmples. A cross-over study design may al so be appropriate in

some cases. The use of intrapatient controls in a solution study may
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not be feasible for some products, but may be utilized if the sponsor
desires and determines it to be appropriate.

H storical data may al so serve as a control for products with avail able
literature information, or froma manufacturer's previous clinica

dat abase, when an adequate justification is provided. |If historica
controls are used instead of interpatient controls, the historica
control group should be defined and adequately characterized for
conparison to the test group. Wen literature information is utilized,
a review of applicable published studies along with conparative anal ysis
of the study design, subject popul ations and outconme neasures shoul d be
provided. Sinply citing references would not be appropriate as a
control

For a clinical study of hydrophilic | enses, the study may be designed
wi th subjects divided as equally as possible between Goup I and G oup
IV lenses. Subjects in clinical studies with RGP | enses should be

di vided as equally as possible between RGP | ens groups requested for
510(k) clearance (currently there are four). |If the manufacturer of a
| ens care solution wishes to recomend its use with a specific type of
lens in the labeling, the conpatibility with the | ens type should be
confirmed preclinically and/or during the clinical trial

Any | ens care product study resulting in nore than one adverse reaction
shoul d i nclude adequate justification in order to establish substantial
equi val ence to the predicate device in ternms of safety and

ef fecti veness. The clinical sanple sizes are calculated to be
reasonably assured of obtaining at |east one conplication, as a function
of the expected conmplication rate (5% for a 60 subject group, 10%w th a
30 subject group), with a probability of greater than 95% Therefore,
in a subject group of 30 eval uable (conpleted) subjects exposed to a
short termduration of a test product, an adverse event occurrence in 2
to 3 subjects will raise questions as to bioconpatibility and
fundanmental safety of the product.

The clinical protocol for non-significant risk studies requires IRB

cl earance prior to beginning the study. Applicants should provide the
conpl ete protocol along with the study report in their application. FDA
recommends the protocol study design, at a mninmum address the
fol | owi ng:

Statement of the specific study objective(s)

Study duration

Sanpl e size and selection criteria

Nunber of investigators and selection criteria

Met hods of reducing study biases (control, etc.)

Study materials (lenses and care reginmen)

N o A~ o N RF

Fol | ow-up visit schedul e
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8. Methods of data collection, nonitoring, and anal ysis

VWhen questions remai n concerning the protocol or content and format of a
510(k), sponsors should consult with DOD prior to finalizing their
clinical protocol and initiating the investigation.

A “Mdified” Trend Analysis Profile (TAP) form should be conpleted for
all clinical studies and included in the clinical report section of the
510(k). The TAP helps identify trends in clinical data which assist the
manuf acturer and CDRH reviewers in evaluating the substanti al

equi val ence of a device to a legally marketed device. This equival ence
i s based on whether any differences between the devices would affect
safety and effectiveness.

Note that in small clinical studies of short duration (i.e., 30 subjects
for 1 nonth duration), the TAP in addition to a witten summary of the
clinical trial results may be considered as sufficient docunentation for
subm ssion. Mre extensive clinical study subm ssions should be
supported by a TAP as well as a conplete clinical report to include the
summary reporting tables (din--Appendix D).

A sanple TAP formis available in Cin--Appendix E. The sanple form
est abl i shes the basic format that should be presented; however, it
shoul d be expanded to include all slit lanp paraneters nmeasured as well
as visual acuity results and lens replacenments. This is especially

i nportant when the TAP is provided for the short duration studies

wi t hout the summary reporting tables. Sponsors with questions
concerning the TAP should contact DOD staff for clarification.

Table 1

Exanmpl e of Distribution of Conpleted Subjects for Hydrophilic Lens
Study with 2:1 Ratio of Test to Control

60- Subj ect St udy

Lens Materi al Test G oup Control G oup Tot al
Goup IV 20 10 30
G oup | 20 10 30
Subt ot al 40 20 60
30- Subj ect St udy
Lens Materi al Test G oup Control G oup Tot al
Goup IV 10 5 15
G oup | 10 5 15
Subt ot al 20 10 30
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CONTACT LENS CARE PRODUCTS

Sol ution for
Di si nfection

Pr oduct Sane Active Sane Active Sane Active New | ngredi ents For
I ngredients Wthin Ingredients In I ngredients in Lower Opht hal m ¢ Use or
Mar ket ed H gher Concentrations Than D fferent Active
Concentrations Concentrations Than Mar ket ed Product s I ngr edi ent
Mar ket ed Products
Sal i ne 60 subj/1 nmo
Sol uti ons
Dai ly O eaner Foot note A Footnote B 60 subj/3 nmo
Peri odi c Foot note A 30 subj/1 nmo 60 subj/3 nmo
Cl eaner
Soaki ng 30 subj/1 mo 60 subj/3 nmo

Neutralizer 30 subj/1 nmo Foot note A 60 subj/3 nmo
Condi ti oni ng 30 subj/1 nmo 60 subj/3 nmo
Sol ution
I n- Eye 30 subj/1 nmo 30 subj/1 nmo 30 subj/1 nmo 60 subj/3 nmo
Sol ution

Foot note A:

dinica
the physical / cheni cal
a higher concentration of the active cleaning ingredient
solution may require subm ssion of clinica
concentration of the active ingredient
is used in conjunction with the disinfection reginen).

m cr obi ol ogi cal

subj ect/1 nonth study shoul d be conduct ed.

Footnote B

i ngredi ent.

In the absence of validated in vitro data,
present a cross-over design w th additiona
worn | enses is an exanple of one nethod to denonstrate substanti al
to the predicate device
DOD prior to devel oping a test

studi es, at

If active ingredient
appropriate in vitro tests or conduct a clinica

di scussi on and gui dance wil |

. Necessity for i nical

Wiile it
pr ot ocol
be provided if

and toxi col ogi cal

is a surfactant,

may not
I f necessary,

t he sponsor

performance data may need to be submitted dependi ng on
data collected (i.e.,
in a nulti-purpose
data while an increase in

in a periodic cleaner

unl ess it
a 30

may use either

test with 60 subjects/3
nonths to establish the efficacy of the |ower concentration of active

such as non-surfactant cleaning
in-vitro anal ysis of

equi val ence

may not always be necessary to consult with
sponsors should note that additiona
request ed.

Performance Data and Study Size and Duration

Recomrendat i ons:

A Cl ai m of Substanti al

Equi val ence for a Lens Care Product

Upon Sane Active Ingredients:

Based
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G ains of substantial equivalence for a |lens care product
based upon the sanme active and inactive ingredients within
mar ket ed concentrations and the sanme manufacturing processes
wi Il not need clinical perfornmance data provided that the
preclinical testing (i.e., physical/chem cal

m cr obi ol ogi cal and toxicol ogi cal data) supports the claim

This pertains to an identical "me-too" product for the sane
product specific intended use and indication as the

predi cate device. |In some cases, the applicant may have
obt ai ned referencing rights to predi cate device data.

G ains of substantial equivalence for a |lens care product
based upon the sanme active ingredients wthin nmarketed
concentrations but different inactive ingredients in sone
cases require clinical performance data, in addition to
physi cal / chem cal, m crobiol ogi cal and toxicol ogi cal data,
to support the claim This "nme-too" product may not be
identical to the predicate device since the inactive
ingredients in the predicate device may not be identified.

If any of preclinical characteristics differ fromthe

predi cate device (data outside the range of the test method)
t he sponsor should justify why this characteristic
difference will not inpact upon the safety and effectiveness
or supply supporting clinical performance data.

VWhen clinical performance data are necessary, such as for

i n-eye solutions, it is recomended that this study involve
at least thirty (30) eval uable subjects followed for at

| east 1 nonth.

G aimof substantial equival ence based upon sane active
ingredients in higher or |ower concentrations than narketed
products generally require clinical performance data to be
subm tted dependi ng on the physical /chemni cal

m cr obi ol ogi cal and toxicol ogi cal data collected to support
the claim

VWhen clinical performance data are necessary it is

recomended that this study involve at |east 30 eval uable

subjects followed for at |east 1 nonth.

G aimof Substantial Equivalence for a Lens Care Product with New

Ingredients for Ophthalmc Use or Different Active |Ingredient:

G ains of substantial equivalence for a lens care product with new

i ngredients for ophthalmc use or different active ingredient

requi re subm ssion of clinical performance data, in addition to

physi cal / chem cal , m crobiol ogi cal and toxicol ogical data, to

support the clains. It is recommended that this clinical study

i nvol ve at |east sixty (60) eval uable (conpleted) subjects
followed for at |east 3 nonths.
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C. Labeling Cains with Additional |ndications:

The sponsor shoul d design the study to collect data denonstrating
t he substantial equival ence of the Iens care product to a legally
mar keted device in ternms of the safety and effectiveness of the
device. Additional indications could include use of the product
with a different lens material [e.g., rigid gas perneable | enses
(hydr ophobi c) when previously indicated for soft hydrophilic

| enses, or an additional product specific intended use such as
saline solution repackaged and rel abel ed as a rewetting drop].

Applicants should sel ect an appropriate predicate device for
conpari sons and determ nati on of substantial equival ence. The
appropriate clinical testing matrix for the additional clain{(s)
shoul d be referred to for guidance. Applicants may al so cont act
DOD prior to initiating studies if they have questions.

St udy Summary

For the purpose of ease in the subm ssion of clinical performance data
in support of a claimof substantial equival ence, DOD recomrends that
the followi ng outline be utilized:

A I nt roducti on

1. Purpose

2. Statenent of conpliance

3. List of investigators to include nunber of eyes enrolled by
each; control and trial, conpleted and di sconti nued

B. Materials and Met hods

1. Study materials; to include lens(es) utilized and any
solutions in addition to the study solution for both test
and control subjects

2. Study design and procedures; to include randon zation
procedures, if utilized

3. Data analysis

C. Subjects

1. Denographic data
2. Conpleted and di scontinued for both control and trial groups

D. Data to support substantial equival ence - sanple tables included
in din--Appendix D (data for control eyes should be reported
separately fromdata for the trial eyes)

Adver se Reactions

Slit Lanp Exami nation

Synpt ons/ Pr obl ens/ Conpl ai nt s
Vi sual Acuity

Average Wear Tine

Di sconti nued Eyes

Lens Repl acenents

NoukwnE
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Not e: Keratometric changes and refractive changes have been
deleted as any event severe enough to cause these types of changes
in experienced lens wearers would manifest itself in other
categories

E. “Mdified” Trend Analysis Profile - din--Appendix E

F. Concl usi on



CLIN--APPENDIX B
CLINICAL PROTOCOL SUGGESTIONS

OUTLINE
. ALL STUDY DESI GNS
1. LENS CARE PRCDUCT STUDI ES
A PROTOCCL CONSI DERATI ONS

Statement of Specific Study Objective(s)
Sanpl e Size and Study Duration
Sanple Selection Criteria (a-e)
I nvestigator Selection Criteria
Met hods of Study Contr ol
Adj unct Sol uti ons
Visit Schedul e

a. CGeneral Information

b. Fol |l ow up Schedul es
8. Mnitoring and Accountability
a. Enrollnent/Accountability
b. Visit Forns
c. Monitoring Responsibilities
d. Methods of Analysis

NoukwnE

B. METHODS OF DATA COLLECTI ON AND ANALYSI S

Adver se Reaction Data

Slit Lanp Fi ndings

Synpt ons/ Pr obl ens/ Conpl ai nt s
Vi sual Acuity

Average Wear Tine

Di sconti nuati on

Lens Repl acenents

NoukwnE

[11. PROBLEMS/ QUESTI ONS
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ALL STUDY DESI G\S

It is inmportant that the nmeans for collecting clinical performance
data be designed and conducted in a manner that will provide data
constituting valid scientific evidence within the meaning of 21 CFR
860.7. In that section, the essentials of a well-controlled clinica
i nvestigation are discussed. During the design of a study the inpact
of the protocol on final product |abeling should be kept in mnd

LENS CARE PRODUCT STUDI ES:
A Pr ot ocol Consi derati ons:

The clinical protocol should, at a mninmum address the
fol | owi ng:

1. Statement of the Specific Study Objective(s)

2. Sanple Size (interpatient controls) and Study Duration--
i s dependent upon the basis for the claimof substanti al
equi val ence and fornul ati on

a. At | east 60 eval uabl e subjects (one eval uabl e
subject is defined as two conpl eted eyes) for a
m ni mrum of 3 nonths for a claimof substantial
equi val ence based upon the sane intended use, but
conposed of new ingredients for ophthal mc use or
different active ingredient.

b. At | east 30 eval uabl e subjects for a m nimum of 1
month for a claimof substantial equival ence based
upon the same intended use, conposed of the sane
active ingredients as the predicate product, a "ne-
too" product (refer to matrix).

3. Sanple Selection Criteria

The followi ng definitions should be used when readi ng
this section.

Normal : a set of clinical findings which would not
prevent a subject fromcontact |ens wear. For exanple, a
smal | corneal scar |ocated off the visual axis which is

| ong- st andi ng may not preclude the use of cosnetic
contact |enses.

Abnormal :  a finding which would preclude a subject from
consi deration as an acceptabl e | ens candi date.

a. Subj ects shoul d have worn contact |enses
successfully previously (so as to not add anot her
variable to the study).
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b. Subj ect selection for entry into the study should
meet the entry criteria established in the
pr ot ocol

C. In appropriately random zed, controlled studies,

t he subjects should be random y assigned to either
the control or the test group and the sponsor
shoul d detail the random zation procedure.

d. Subj ects shoul d have normal eyes and use no ocul ar
medi cations. A normal eye is defined as having the
foll owi ng characteristics:

(1) no anterior segnent infection, inflammtion
or abnormality;

(2) no ot her active ocular or systenic disease
that woul d contrai ndi cate contact | ens wear;
and

(3) no medi cations that woul d contraindicate
contact |ens wear.

e. Subj ects with nornal eyes not correctable to 20/40
wi th spectacles may be enrolled, but should be
anal yzed separately.

A mnor positive finding should not disqualify a subject
fromparticipating in a clinical study if the

i nvestigator determ nes that the finding does not
interfere with contact | ens wear or cause the eye to
beconme conprom sed fromcontact |lens wear. The

i nvestigator should use clinical judgnment to determne a
subject's eligibility based on any trace pre-fitting
observations and the study protocol as designed by the
nmoni t or and sponsor.

I nvestigator Selection Criteria

The sponsor shoul d sel ect an appropriate nunber of

i nvestigators to mnimze biases. The training,

experi ence, and objectivity of investigators should al so
be consi dered when attenpting to reduce study biases.

As an exanple, a ratio of evenly assigning enough

subj ects to each investigator to allow for an eval uation
of trends between investigators would be two (2) or three
(3) investigators for a 30 subject study, and three (3)
or four (4) investigators in a 60 subject study. The
targeted m ni mum nunber of subjects per site would then
be 10 to 15 in a small study, and 15 to 20 in the large
study. These nunbers also allow for the poolability of
data for analysis.
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Met hods of Study Contr ol

The sponsor shoul d address those features of the study
desi gn whi ch have been devised to mnimze biases. CDRH
suggests protocols which incorporate the appropriate use
of controlled studies as a neans of mnimzing biases in
clinical data. Random zed controlled clinical trials
(RCT) may be appropriate in some cases, but not in al
cases, refer to the Introduction section of Cinica
(din--Appendix A). If the sponsor chooses to use
historical controls instead of interpatient controls, the
hi storical control group should be defined and adequately
characterized for conparison to the test group

For further information refer to texts such as:

Friedman, L.M et al. Fundamentals of Cinical Trials.
John Wi ght-PSG Inc., Boston, MA, 1982.

Meinert, C.L. and S. Tonascia. Cinical Trials - Design,
Conduct and Analysis. Oxford University Press, New York
NY 1986.

Adj unct Sol uti ons

Al'l lens care products used in the study should be
specified. The surface quality of the | enses should al so
be assessed for such findings as deposits, cracking or
crazing. CDRH recomends the use of grading systems to
standardi ze such findings. One exanple of a grading
system for deposits is the nodified Rudko Method which is
di scussed in an article by R A Hathaway and G E. Low her
in the Journal of the Anerican Optonetric Association, 49
(3) 259-266, 1978. T

Anot her grading scale is as foll ows:
Lens Surface Characteristics

Front Surface Wettability:

0O = a snooth uniformy reflecting surface

1 = a coarse hazy surface which seens resol ved
monentarily with each blink and becones
exacerbated with staring

2 = a stable dry (non-wetting) area of sone magnitude

3 = gross crystalline or anmorphous deposits
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Front Surface Deposits:

absent, clean surface

very slight, only visible after tear filmdrying
slight, visible deposits easily renoved

noder at e, deposits adherent and not renovable
severe, non-renovabl e deposits and confort affected

AWNFO
I nn

Fi ndi ngs of an increase in the frequency of use for
[ ubricants, in-office cleanings, or need for enzyne use
shoul d be eval uated and addressed by the applicant.

Visit Schedul e
a. CGeneral Information

Al'l subjects in a study should be on the sane

foll owup schedule. In the event an ocul ar
abnormal ity is observed at any visit, the

i nvestigator should see the subject as frequently
thereafter as necessary to treat and elinmnate the
abnormality. (Docunmentation of abnormalities will
be di scussed later.) The reason for each
unschedul ed visit should be reported in the 510(k).

b. Fol | ow-up Schedul es (after the initial dispensing
of new | enses and | ens care products)

The foll owi ng schedul e contains target dates,

rat her than absolute dates for followup. In nost
cases, the sponsor may assign acceptabl e wi ndows
around each target date to further clarify the
visit schedule for the investigator

One Month Study: 1 week, 2 weeks, 4 weeks.

Three Month Study: 1 week, 4 week, then nonthly
t hr ough st udy.

Any subject reporting for an unschedul ed visit
shoul d be docunented on the reporting tables under
"Unscheduled Visit."

Moni toring and Accountability
(Reference 21 CFR 812 Subparts C and E)
a. Enrol | ment/ Accountability

A subj ect shoul d be considered enroll ed when he or
she signs the inforned consent form This form
shoul d be signed prior to dispensing of any |ens
care products. Al subjects enrolled should be
accounted for even if they are not dispensed |ens
care products. Once enrolled, a subject is

consi dered "active" and shoul d be accounted for at
every visit until conpletion of, or discontinuation
from the study.
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b. Visit Forns

A visit formshould be filled out and signed by the
i nvestigator performng the exam nation at the tine
of the schedul ed or unscheduled visit. Adverse
reaction reports nust be conpleted in accordance
with 21 CFR 812.46(b) and subnmitted to CDRH

C. Moni toring Responsibilities

If an investigator is not conplying with the signed
agreement, the investigational plan or other
conditions inposed by the IRB or CDRH, the sponsor
shoul d either secure conpliance or discontinue

shi pments of the device to the investigator and end
his or her participation in the study.

d. Met hods of Anal ysis
The sponsor should summari ze the met hods of

anal ysi s including any appropriate statistica
nmet hods of eval uating the data.

Met hods of Data Collection and Anal ysis:

This section discusses the data which are provided to support
the clai mof substantial equivalence. The Summary Reporting
Tabl es (din-Appendix D) may be used by sponsors as a basis for
devel oping clinical reporting forns.

1

Adver se Reaction Data

CDRH bel i eves an "adverse reacti on" woul d i nclude, but
not be limted to a hazardous, sight-threatening

condi tion such as: corneal ulcers, severe cornea
abrasion > 2 mmin dianeter, iritis, other ocul ar

i nfections or inflammtions, corneal scarring, or

per manent | oss of vision.

Phot odocunent ati on or detailed drawings that detail the
size, location and depth of the adverse reaction should
be provided. Infections should be cultured.

The sponsor should detail the events of all adverse
reactions including all treatment(s) and di agnoses
t hrough the resolution of the event.

Events which are not sight-threatening should be graded
and reported as significant findings in the appropriate
category such as slit lanmp findings or the

synpt ons/ probl ens/ conpl ai nt section
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Non- si ght -t hreat eni ng events may include, but are not
limted to, the following: giant papillary
conjunctivitis, epiphora, dry eyes, and irritation

Slit Lanp Findings

Slit |anp exam nati ons should be performed at each visit.
The investigator should record all positive and negative
(grade 0) findings, not only those which are considered
to be clinically significant. The results should be
tabul ated, and all findings over grade 2 should be
expl ai ned in the 510(k).

An exanple of a SLIT LAMP FI NDI NGS CLASSI FI CATI ON SCALE
is included in din--Appendix C. Oher suitable well
defined classification scales can be found in the FDA
PREMARKET NOTI FI CATI ON (510(k)) GU DANCE DOCUMENT FOR

DAI LY WEAR CONTACT LENSES or the ISO standard, Optics and
Optical Instrunents - Contact Lens and Contact Lens Care
Products - @uidelines for Clinical |Investigations,

| SO DS 11980.

Synpt ons/ Pr obl ens/ Conpl ai nt s

Subj ective data should be collected at each visit and
tabulated in the 510(k). These data are used in
conjunction with objective findings in the assessnent of
safety and effectiveness.

Additionally, the following informati on may be submtted:
Subj ecti ve Accept ance

Bel ow are sanpl es of acceptabl e grading scales for a
limted nunber of paraneters. Please refer to Table 5 of
A in--Appendix D, Informative Summary Reporting Tabl es,
for additional sanple paraneters.

O her suitable well defined scales, such as that found in
the 1SO standard, Optics and Optical Instrunments -
Contact Lens and Contact Lens Care Products - Cuidelines
for Cinical Investigations, 1SOD S 11980, may al so be
used. Sponsors may al so consider utilizing an
alternative to the nunmeric rating scale, such as a visua
anal og scale, provided the nethod is appropriate for
collection and anal ysis of the data.
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Confort:

0 = Excellent, cannot be felt

1 = Very confortable, just felt occasionally

2 = Confortable, noticeable but not irritating

3 = Slightly unconfortable, just irritating or annoying

4 = Very unconfortable, very irritating or annoying

5 = Causes pain, lens cannot be tolerated

Vi si on:

0 = Excellent, cannot notice any visual |oss

1 = Very good, just noticeable and very occasi ona
reduction

2 = Good, occasional noticeable but acceptabl e reduction

3 = Poor, noticeable but acceptable reduction

4 = Very poor, marked and unaccept abl e reducti on

5 = Unacceptabl e, | ens cannot be worn

Handl i ng:

0 = excellent, no problens with lens insertion and
renmoval

1 = Very good, occasional difficulty with |ens
insertion and renoval

2 = Good, sone problens but insertion and renoval
usual |y successfu

3 = Poor, difficult and very occasi onal unsuccessfu
i nsertion/renoval

4 = Very poor, difficult and occasi onal unsuccessfu

i nsertion/renoval
5 = Unmanageabl e, | enses inpossible to handl e

Vi sual Acuity (VA) Data

Di stance VA shoul d be taken at each visit. Although

ot her acceptabl e scal es such as Snellen Acuity are
avai | abl e, the use of | ogMAR progression VA charts with
equal steps between successive lines is recommended.

For purposes of subm ssion, the initial VA (best
corrected with the contact |ens) should be conpared to
the VA results with the contact lens at the final visit.
VA decreases of 2 or nore lines should be reported with
expl anations. Investigator conrents and expl anati ons for
all decreases of 2 or nore lines at final visit conpared
toinitial visit should be included. Additionally, a
simlar decrease in VA during the course of the study
shoul d be reported and expl ai ned.

Average Wear Tinme (AW)
The | ens AW shoul d be recorded at each visit. A

tabul ated report of AW in hours, or days as appropriate,
by visit should be provided to assess trends during the
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study. \When data are collected for both daily |ens
wearers and extended | ens wearers, these data should be
anal yzed separately.

6. Di sconti nuati ons

Conpl ete data shoul d be provided on all discontinued
subj ects including the reason for discontinuation and
visual status at the final visit. |If problens persist,
t he subject should be followed until resolution of the
problem Al data which would normally be collected at
the final study visit should also be collected at the
di sconti nued subject's last visit. Copies of subject
report forns for all discontinued subjects should be
provided in the subm ssion.

7. Lens Repl acenents

The reason for each replacenent should be tabulated in a
manner which allows for trend anal ysis during the course
of the study. Lens replacenents for the foll ow ng
reasons shoul d be further explained: discoloration
response to physiol ogical problens, slit |anmp findings,
or "other."

PROBLEMS/ QUESTI ONS:

VWhen questions remai n concerning the protocol or content and
format of a 510(k), sponsors should consult with DOD prior to
finalizing their clinical protocol and initiating the

i nvestigation.
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CLIN--APPENDIX C
SLIT LAMP FINDINGS CLASSIFICATION SCALE

EDENVA

Corneal edema should be classified according to the hazi ness of the
epithelium the nunber of mcrocysts observed, and the clouding of the
strona.

EPI THELI AL EDENA

0 - NONE None: No epithelial or sub-epithelial haziness. Nornal
t ranspar ency

1 - TRACE Barely discernible |ocalized epithelial or subepithelial
hazi ness

2 - MLD: Faint but definite |localized or generalized hazi ness

3 - MODERATE: Significant |ocalized or generalized hazi ness

4 - SEVERE: Definite wi despread, epithelial cloudiness giving dull

gl ass appearance to cornea, or nunerous coal escent bull ae
(Note the nunber and | ocation of bull ae)

EPI THELI AL M CROCYSTS

0 - NONE No m crocysts

1 - TRACE 1 to 20 mcrocysts

2 - MLD: 21 to 50 mcrocysts

3 - MODERATE: 51 to 100 m crocysts

4 - SEVERE: > 100 mcrocysts or bullae

The presence/ absence of vacuol e or bullae shoul d be docunented along with
their nunbers. The presence of bullae should be considered as reportable
grade 4 severe epithelial edema.

STROVAL EDENA

0 - NONE None: No stromal cloudiness. Normal transparency
1 - TRACE Barely discernible |ocalized stromal cloudiness
2 - MLD: Faint but definite localized or generalized stromal
cl oudi ness
3 - MODERATE: Significant |ocalized or generalized stromal cloudi ness
4 - SEVERE: Definite w despread, stromal cloudiness, or nunerous

striae. (Note the nunber and | ocation of striae)
CORNEAL NEOVASCULARI ZATI ON

Maxi mal corneal vascul arization should be reported according to the
foll owi ng scal e:

0 - NONE No vessel penetration

1 - TRACE < 1.0 mm vessel penetration

2 - MLD: 1.0 mm- 1.5 nmmvessel penetration
3 - MODERATE: 1.5 mm - 2.0 mmvessel penetration
4 - SEVERE: Vessel penetration > 2.0 mm
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Optionally the depth and location of vessel penetration can also be
teporced as follows:

Depth

a. superficial

b, stromal
Location

N Nasal

I Inferior

C

CORNEAL STAINING

T Temporal
S Superior

Circumferential X Other (describe)

It is recommended that sponsors design data collection forms to obtain
information concerning the location of corneal staining so that peripheral
staining can be differentiated from central staining.

Maximal corneal staining should be recorded according to the following

scale:

0 - NONE:

1 - TRACE:

2 - MILD:

3 - MODERATE:
4 - SEVERE:
Location;

No staining

Minimal superficial staining or stippling

a. Dimpling, discrete dot staining, OR

b. Trace superficial lens insertion marks or
foreign body tracks

Regional or diffuse punctate staining

a. Central or generalized, OR

b. Peripheral ineluding 3 9 o’clock staining, OR

¢. Mild abrasion or foreign body tracks

Dense coalesced staining up to 2 mm diameter

a. Corneal abrasion

b. Foreign body track

Dense coalescent staining greater than 2 mm in diameter

or full thickness abrasion

N - Nasal, T - Temporal, T - Inferior, 8 - Superior,
C - Central

OD ON]
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BULBAR HYPEREM A

Maxi mal |inbal and bul bar hyperem a shoul d each be recorded on a 5
poi nt scale as foll ows:

0 - NONE No hyperem a present

1 - TRACE Slight regional hyperem a

2 - MLD: Di ffuse hyperem a

3 - MODERATE: Mar ked regional or diffuse hyperem a

4 - SEVERE: Di ffuse episcleral or scleral hyperem a

PALPEBRAL CONJUNCTI VAL OBSERVATI ONS

The | ocation of maximal conjunctival response should be docunented
according to the foll owi ng scal e:

0 - NONE Uni form sati n appearance of conjunctiva
1 - TRACE Slight conjunctival injection w thout texture
2 - MLD: M1ld or scattered papillae/follicles less than 1 nmin
di anet er
3 - MODERATE: a. Significant papillae/follicles less than 1 nmin
di anmeter, and/or marked conjunctival injection
b. Staining of the top of one papilla
4 - SEVERE: a. Localized or generalized papillae/follicles 1 mm
or nore in dianeter
b. Staining of the top of nore than 1 papilla

Optionally, the conjunctival response can also be recorded for each
of the four lid areas:

Upper lid

1 - Superior tarsal conjunctiva
2 - Mddle tarsal conjunctiva
3 - Inferior (lid margin region) tarsal conjunctiva

Lower lid
4 - Pal pebral conjunctiva of lower |id

OTHER COWPLI CATI ONS (List all reports by specific finding and grade by
severity)

This section is intended to capture | ess commonly observed clinica
entities such as corneal infiltrates, conjunctival infection, EKC, cornea
ulcers, iritis, |lens adhesions and recurrent erosion. The conplication
shoul d be identified and described according to the foll ow ng generic
scal e.
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Exanmpl e provided for infiltrates, but the concept is applicable to al

fi

Ea wWN = O

ndi ngs:

- NONE:
- TRACE

- MLD

- MODERATE:

- SEVERE

No ot her significant biom croscopic findings

M ni mal finding such as one faint peripheral infiltrate
whi ch does not stain

MI1ld findings such as a few faint infiltrates
Significant findings such as multiple, dense infiltrates

Severe finding such as marked infiltrates with overlying
st ai ni ng
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CLIN--APPENDIX D

INFORMATIVE SUMMARY REPORTING TABLES
(Provided for reference)

Tabl e 1 Not es:

TITLE: Accountability of Eyes Enrolled and Distribution by Status

PURPOSE: To ensure a conplete accounting of all eyes enrolled in the
i nvestigation.

Ceneral : Six status subgroups are identified and defined below. In all cases
status is as of the cutoff date of the study at which tinme data were tabul ated
for subm ssion.

Enrol | ed Di spensed: All subjects who signed an informed consent form
prior to having |l ens care product(s) dispensed to them

Conpl eted Eyes: Eyes which used the lens care product(s) for the
prescribed investigational period and for which a final visit formwas
conpl eted and subm tted.

Active Eyes: Eyes which were using the I ens care product(s) but had not
conpl eted the prescribed investigational period.

Di sconti nued Eyes: Eyes which had ceased using the | ens care product(s)
prior to conpletion of the prescribed investigational period.

I nconpl ete Eyes: Eyes which have conpleted the prescribed investigation
period but for which a final visit report has not been received by the
sponsor.

Enrol | ed But Not Di spensed: Eyes considered enrolled because the
subj ect had signed an inforned consent form but for which I ens care
product (s) had not been di spensed.
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TABLE 1
ACCOUNTABI LI TY BY EYES ENROLLED I N THE STUDY
AND DI STRI BUTI ON BY STATUS

St at us Nunber of Eyes

Enrol | ed D spensed

Conpl et ed aT
Acti ve (Visit Conpl eted)
Di spensi ng aT
1st follow up aT
2nd foll ow up aT
(list through) nth follow up aT
Total Active aT
Di sconti nued aT
I nconpl ete aT
Total Di spensed aT
Enrol l ed Not Di spensed aT
Total Enrolled aT

# control eyes
# trial eyes

-0



Tabl e 2 Not es:

TI TLE: Denogr aphi cs
PURPOSE: To provi de denographi c data.

TABLE 2
DEMOGRAPHI CS

Age of Subjects: From To , Average

Sex: Fenul e , Male , Ratio
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Tabl e 3 Not es:

TITLE: Adverse Reactions (3A), SLFs Requiring Treatnment (3B)
Treat ment (30

142

SPCs Requi ri ng

PURPOSE: To provide a detail ed accounting of any condition occurring in any

eye in the study requiring treatnment to ensure ocul ar health.

DEFI NI TI ONS:

Adverse Reaction: Considered to include, but not be limted to a hazardous,

sight-threatening condition such as: corneal ulcers, iritis,
i nfections or inflammtions, corneal scarring, or permanent

ot her ocul ar

| oss of vision.

SLFs Requiring Treatnent: Any slit lanp finding in any exani nation
schedul ed or unschedul ed, that requires treatnent, including tenporary

di scontinuation of Iens wear, to maintain normal ocular health. This does
not include SLFs that are corrected by refitting of |enses without

di scontinuation of wear or by retraining subjects in proper

SPCs Requiring Treatnent: Any synptom problem or conplaint
treatnment, including tenporary discontinuation of |ens wear,

| ens care.

that requires
to maintain

normal ocul ar health. This does not include SPCs that are corrected by
refitting of I enses wi thout discontinuation of wear or by retraining of

subj ects in proper |lens care.

GENERAL: Qutcone shoul d include cause of condition, treatnment
resol ution including VA, danmage to the eye if any, and whet her
di sconti nued fromthe study.

required,
or not
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TABLE 3
ADVERSE REACTI ONS ( 3A)

ADVERSE TIME IN

REACTI ON I NVESTI GATI ON QUTCOVE
1.
2.
3.
4,
etc.

Total eyes with adverse reactions .

SLFs Requiring Treatnent (3B)

SLF TIME IN
I NVESTI GATI ON QUTCOMVE

eRhwhE

,_,.
o

Total eyes with SLFs requiring treatnment

SPCs Requiring Treatnent (3C)

SPC TIME IN
I NVESTI GATI ON QUTCOVE

eRhwhE

tc.

Total eyes with SPCs requiring treatnment .
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Tabl e 4 Not es:

TITLE: Slit Lanmp Findings By Visit, Tabul ated By Eyes and Inci dence Rate

PURPOSE: To provi de conprehensive tabulation of SLF data by visit (tine in
study) and conpl et eness of recording.

GENERAL:
Separate tables should be prepared and clearly identified for
Conpl eted Control Eyes (Table 4A)
Conpl eted Trial Eyes (Table 4B)
Di sconti nued Control Eyes (Table 4C)
Di scontinued Trial Eyes (Table 4D)

In Tabl es 4A and 4B, total eyes should be the same for all visits and the sane
as the nunber of eyes conpleted in Table 1

In Tabl es 4C and 4D, total eyes will vary by visit as a function of when
subj ects di sconti nued.

Internediate visits should be nunbered in sequence and the time in study for
each sequence nunber should be provided in a footnote to Tabl e 4A

Tables 4 (A, B, C & D) should be expanded laterally as necessary to provide a
data colum for each internediate visit.

For each SLF (e.g., edemm, vascul arization, etc.) a horizontal row should be
provi ded for each SLF grade up through the highest grade recorded for each
SLF.

Slit Lanp Findings reported between scheduled visits should be reported under
"Unschedul ed Visits."

Per cent ages shoul d be cal culated in accordance with the follow ng forml a:
# = Eyes at grade of SLF or eyes not recorded
% = I ncidence rate or percent eyes not recorded

% I nci dence Rate = Eyes at grade of SLF
Total Eyes at visit X 100

% Eyes not recorded = Eyes not recorded
Total eyes at visit X 100

Any SLFs that require treatnment should be listed in Table 3B

In the "Eyes Not Recorded"” row, list the nunber of eyes and percent not
recorded for each visit.
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TABLE 4
SLI'T LAVP FI NDINGS BY VI SIT, TABULATED BY EYES
AND | NCI DENCE RATE

Initial Internedi ate Visits

Di spensi ng

Visit 1 2 3 4 Unsched. Tot a
# % # % # % # % # % # % # %

(Paraneters reported should correspond to grading scale used in the study)

EDENVA
gr ade
gr ade
gr ade
gr ade
gr ade

NEOVASCULARI ZATI ON

gr ade
gr ade
gr ade
gr ade
gr ade

AWNFO

0
1
2
3
4

STAI NI NG

gr ade
gr ade
gr ade
gr ade
gr ade
OTHER
gr ade
gr ade
gr ade
gr ade
gr ade

(I'ncl ude al
Eyes not

Total eyes

AWNFO AWNFO

XXXXX XXXXX XXXXX XXXXX
XXXXX XXXXX XXXXX XXXXX

par anet ers assessed in study)

recor ded X X

XX x XXX

Be
Be
Be
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Tabl e 5 Not es:

TITLE: Synptons, Problens, and Conplaints by Visit, Tabul ated by Eyes and
I nci dence Rates

PURPOSE: To provide conprehensive tabul ation of data on SPC by visit (tine in
st udy).

GENERAL:
Separate tables should be prepared and clearly identified for
Conpl eted Control Eyes (Table 5A)
Conpl eted Trial Eyes (Table 5B)
Di sconti nued Control Eyes (Table 5C)
Di sconti nued Trial Eyes (Table 5D)

In Tabl es 5A and 5B, total eyes should be the same for all visits and the sane
as the nunber of "eyes conpleted" in Table 1

In Tabl es 5C and 5D, total eyes will vary by visit as a function of when
subj ects di sconti nued.

Internediate visits should be nunbered in sequence and the time in study for
each sequence nunber should be provided in a footnote to Tabl e 5A

Tables 5 (A, B, C & D) should be expanded |l aterally as necessary to provide a
data colum for each internediate visit.

SPCs reported between schedul ed visits should be reported under "Unschedul ed
Visits."

Per cent ages shoul d be cal culated in accordance with the follow ng forml a:
# = Eyes reporting that SPC
% = Incidence rate at visit

% I nci dence Rate = Eyes reporting SPC at final visit
Total eyes at final visit X 100

Any SPCs that require treatnment should be listed in Table 3C.
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SYMPTOVS, PROBLEMS, AND COMPLAI NTS BY VISIT
TABULATED BY EYES AND | NCl DENCE RATES

Initial Internedi ate Visits
Di spensi ng
Visit 1 2 3 4

Total Eyes XX XX XX XX
At Visit
# % # % # % # %

Tot al
Unschedul ed
XX XX XX
# % # % # %

None X X X X

(The foll owi ng are exanpl es of paraneters assessed.

applicable for a given study design)
Di sconfort

Excess Tearing

Phot ophobi a

Hal os

I'tching

Bur ni ng

Spect acl e Bl ur

Vari abl e Vision

Bl urred Vision

Lens Needs
d eani ng

Lens Awar eness
O her (Specify)

Tot al X X X X
Positive Reports

X X XX

Some may not be
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Tabl e 6 Not es:

TITLE: Visual Acuity (VA) Results with Contact Lens at Final Visit
PURPOSE: To provide VA data for the contact lens in a concise format.
CGENERAL :

Separate tables should be prepared and clearly identified for

Conpl eted Control Eyes (Table 6A)
Conpl eted Trial Eyes (Table 6B)

Di sconti nued Control Eyes (Table 6C)
Di scontinued Trial Eyes (Table 6D)

In addition to the data on the table for the final visit, the data in the
"Visual Acuity Sunmary" should be provided. The nunber of eyes that had a VA
of 2 or nore lines on the | ogMAR progression scale worse than the initial best
corrected VA should be provided for each visit, and an expl anati on shoul d be
provi ded for each instance in the second section of Table 6.

Nunber and percentage in each horizontal row of each VA colum refer to the
nunber of eyes in the best corrected colum for the correspondi ng row
Per cent age shoul d be cal culated in accordance with the formula on the table.
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TABLE 6
VI SUAL ACUI TY RESULTS W TH CONTACT LENS
AT FINAL VISIT (EXAMPLE PROVI DED I N | ogMAR NOTATI ON

Initial Nurnber Not
Best of -0.1 0.0 0.1 0.2 0.3 . . . Report ed Total s
Corrected Eyes # % # % # % # % # % # % # %
-0.1 X X X X X X
0.0 X X X X X X
0.1 X X X X X X
0.2 X X X X X X
0.3 X X X X X X
(Conti nue
as Needed) X X X X X X
Total s X X X X

% at each VA =

Vi sual Acuity Sunmary:

# of eyes at each VA (or total)

# of eyes at

initial

best

x 100

(or total) corrected of corresponding row

# eyes with initial best corrected VA of 0.2 | ogMAR or better

# eyes with final VAwith lens of 0.2 | ogMAR or better

# eyes with final VAwith lens within +/- 1 | ogMAR progression of best
corrected .

# eyes with final VAwith lens of worse than +/- 1 | ogMAR progressi on of best

corrected
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TABLE 6 (cont.)
LI STI NG OF EYES THAT CHANGED 2 OR MORE LINES ON THE
VI SUAL ACUI TY SCALE

Initial VA at
I nvesti gat or Subj ect Eye VA Visit Reason

1.
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Tabl e 7 Not es:

TITLE: Average Wear Tine per Visit
PURPOSE: To provide an accounting of wearing tinme by time in study.
GENERAL:
Separate tables should be prepared and clearly identified for:

Conpl eted Control Eyes (Table 7A)

Conpl eted Trial Eyes (Table 7B)

Di sconti nued Control Eyes (Table 7C)

Di scontinued Trial Eyes (Table 7D)
Nunber and percentage refer to the nunber of eyes in the average wearing tine
columm for the corresponding row. Percentage should be calculated in
accordance with the foll owi ng fornul a:

% at each time = # of eyes at each tine
# of total eyes x 100




Wearing tine

TABLE 7
AVERAGE VAR TI ME
Internedi ate Visits Fi nal
1 2 3 4 Unschedul ed
# % # % # % # % # %

Visit
# %

152

0 to 6.0
6.1 to 12.0
12.1 to 18.0
over ni ght
overni ghts
overni ghts
overni ghts
overni ghts
overni ghts
Not reported

U WNE

X X X X X X

Wearing tine
aver age/ visit
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Tabl e 8 Not es:

TITLE: Discontinued Eyes Tabul ated by Conpleted Visits and Reasons for
Di sconti nued with Inci dence Rates

PURPOSE: To provi de conprehensive data on all discontinued eyes with reasons
for discontinuation, tinme in study, and incidence rates.

GENERAL:

Eyes known to have di scontinued between schedul ed visits should be listed in
the "Unschedul ed Visits" col um.

Total discontinuations should be provided for each internediate visit.
Aggregat e di scontinuati ons and aggregate incidence rate should be cal cul ated
for each reason and for total discontinuations.

Aggregate incidence rates should be calculated in accordance with the fornula
shown on the table. It is recognized that this formula will result in sone
error because active and inconplete eyes are not taken into account. However,
this error will be small unless the discontinuation rate, nunber of active
eyes, or number of inconplete eyes is excessive. |In such cases, subm ssion of
addi ti onal data and subsequent review may be required.

Note: Mbre than one reason may be given for discontinuation. 1In such a case,
note only the principal reason on the table and identify the additiona
reasons in a footnote to the table.
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DI SCONTI NUED EYES TAEGE%\%E% BY COVPLETED VI SI TS
AND REASONS FOR DI SCONTI NUED W TH | NCI DENCE RATES
Eyes at (or after) Visit Conpl eted
Reasons for I nt er nedi ate Aggre.
Di sconti nuation I NI TI AL 1 2 3 4 Unsch. Di sc. %
Vi sual acuity
Positive SLF
Adver se Reaction
Lens Posi tioning
Di sconfort
Handl i ng Probl em
Di si nt er est
Lost -t o- Fol | ow up

None G ven

O her (Specify)

Tot al
% I nci dence = Aggregate eyes di sconti nued per reason
Total eyes conpleted + total eyes disc. x 100
C = # control eyes
T =#trial eyes
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Tabl e 9 Not es:

TITLE: Lens Replacenments by Visit

PURPOSE: To provide a tabulation of all |enses replaced during the study by
reason for replacenent.

GENERAL:
Separate tables should be prepared and clearly identified for:

Conpl et ed Subj ects (Table 9A)
Di sconti nued Subjects (Table 9B)

Lenses replaced for visual acuity, pathology or other physiol ogical reasons
must be listed individually, with the specific reason for replacenent and the
visual acuity with the replacenment |ens.

Nunber and percentage refer to the nunber of eyes for each reason for
repl acenent for the corresponding row Percentage should be calculated in
accordance with the foll ow ng fornul a:

% of eyes with lenses replaced = # of eyes at each visit
# of total eyes x 100




TABLE 9
LENS REPLACEMENTS BY VISI T

Reason for
Repl acenent I NI TI AL 1 2 3
Tot al

# % # % # % # %

Internedi ate Visit

4

# %

Unsched.

# %

# %
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Vi sual Acuity dT agT dT1T dT
Conf ort

Pat hol ogy

Base Curve

Di anet er

Lost

Torn

Lens Deposits

Bad Edge

Bad Surface

Di scol orati on

O her (Specify)

aT

aT

aT

Total s aT gT dT1T dT

# control eyes

C
T =#trial eyes

aT

aT

aT
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CLIN--APPENDIX E
“MODIFIED” TREND ANALYSIS PROFILE

The “Modi fied” Trend Analysis Profile (TAP) is intended to assist in the
identification of trends. The TAP provides the nunber of events (e.g.
adverse reactions), that occur at each visit of the study as well as the tota
nunber of events occurring during the study. In a sense, it is simlar to a
life table analysis in that it may quickly indicate the interval of tine from
the entry of subjects into the trial until the occurrence of specific events
(e.g., adverse reactions). It may also reveal data trends that woul d be
difficult to glean fromthe clinical report; however, it is not intended to
repl ace the clinical report or a 510(k) Summary of Safety and Effectiveness.

The following directions outline the appropriate nmethods reconmended for
conpleting the TAP form CDRH anticipates that the TAP form may evol ve over
time as CDRH and sponsors discover inproved nmeans of presenting trend data.

I[tem Cat egory Instructions for conpleting TAP

1 Time in Study This entry identifies how far the study has
progressed (e.g., 1 week or 1 nmonth into the
study). (The data reported in a given columm
shoul d represent only the data collected
during that particular tine interval. Only
data in the Total colum, at the far right of
the table, are cunulative for the entire
st udy.)

2 Total # of Eyes Thi s nunber includes the total nunber of
eyes, either active or discontinued, that
were exam ned during that time interval.

3 D/ C Eyes Thi s nunber includes all the eyes
di scontinued during that time interval.

4 Average Wear Tine Thi s nunber is the average wear tinme reported
by all eyes, either active or discontinued,
during that time interval.

5 Lens Repl acenents Thi s nunmber is the actual nunber of |enses
repl aced during that tine interval

6 Al'l Adverse Reactions Each adverse reaction should be recorded only
at the onset of the event. Followup visits
for that particular event should not be
recorded here.

7 Al Corneal U cers This is a subset of the Adverse Reactions
di scussed in Item5. For this entry, each
ul cer should be recorded only at the onset in
t he sane nmanner that adverse reactions were
reported in Item5.
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11

12-14

15-17

18- 20

21

22

Al Iritis

Total Reports Staining

Stai ni ng Reports >& 2

Total # of Eyes

Reporting Staining:

Edema Cat egori es

I njection Categories

Neovasc. Categories
Total Visits
Total M ssed Visits
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This is a subset of the Adverse Reactions

di scussed in Item5. For this entry, each
iritis episode should be recorded only at the
onset in the sanme manner that adverse
reactions were reported in Itemb5.

Thi s nunber includes all staining reports
whi ch occurred during that tine interval. |If
there are multiple reports for one eye, each
report should be counted in this category.

Thi s nunber includes all staining reports
greater than grade 2, which occurred during
that time interval. |If there are multiple
reports > grade 2 for one eye, each report
shoul d be counted in this category.

Thi s nunber includes the nunber of eyes

that had staining reports one or nore tines
during the study. Even if there are multiple
reports for one eye, only one report should
be count ed.

The instructions for conpleting the edema
entries correspond exactly to the
instructions for conpleting the staining
categories (ltenms 8-10 above). Follow the
instructions for Itens 8-10 substituting the
word "edema" for the word "staining."

The instructions for conpleting the injection
entries correspond exactly to the
instructions for conpleting the staining
categories (ltenms 8-10 above). Follow the
instructions for Itens 8-10 substituting the
word "injection" for the word "staining."

The instructions for conpleting the
neovascul ari zation entries correspond exactly
to the instructions for conpleting the
staining categories (Itens 8-10 above).
Fol l ow the instructions for Itens 8-10
substituting "neovascul ari zati on" for the
word "staining."

This includes the total number of visits
occurring during this time interval.

This includes the total nunber of m ssed
visits during this tine interval.
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“MODIFIED” TREND ANALYSIS PROFILE (TAP)

SPONSUR75T0(K) NO-

No. Eyes Enrolled:

TRADE NAME:

Generic

Indrcation

VISIT NUMBER

3

4

5

TOTALS

TIME IN STUDY

TOTAL # OF EYES

D/C EYES

AVERAGE WEAR TIME

LENS REPLACEMENTS

ALL ADVERSE REACTIONS

ALL CORNEAL ULCERS

ALL TRITIS

TOTAL REPORTS STAINING

STAINING REPORTS > GR 2

TOTAL N

MBER OF

YES REPORTING S

AINING

TOTAL REPORTS EDEMA

EDEMA REPORTS > GR 2

TOTAL NUMBER

OF EYES

EPORTING EDEMA

TOTAL REPORTS INJECTION

INJECTION REPORTS > GR 2

OTAL NU

BER OF E

ES REPO

TING IN

ECTION

TOTAL REPORTS NEOVASC.

NEOVASC. REPORTS > GR 2

T

TAL NUMB

ER OF E

ES REPOR

ING NEO

VASCULAR

ZATION

TOTAL VISITS

TOTAL MISSED VISITS
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SHELF-LIFE PROTOCOL

Li sted bel ow i s guidance for establishing, or extension of, shelf-life
(expiration date) for sterile contact lens care solutions and tablets:

A

Manuf act uri ng/ Chemi stry:

The manufacturer should denonstrate the stability of the solution or
tabl et over tine as packaged and stored under the proposed storage
conditions. Manufacturers should provide their shelf-life protocol and
have shelf-1ife data sufficient to support their |abeled expiration date
prior to marketing their product.

The aging of the solution in the storage contai ners should be initiated
as soon as possible. The stability tests should include all paraneters
(if applicable) such as pH, tonicity, viscosity, surface tension, active
i ngredi ents, and physical appearance. Accelerated aging up to 45°C may
be used as supporting evidence of stability. Generally every 10°C

i ncrease for tested tenperature will enhance the expiration date by a
factor of two conpared to the normal storage tenperature. Containers
selected randomy froma mnimumof 3 lots are required for shelf-life
tests for the smallest container size. Lot nunber, manufacturing date,
testing date, and anal ytical nethodology for the active ingredients
shoul d be provided. Note: Manufacturers may release product wth
shelf-life based initially on accelerated stability data. However, the
shel f-1ife protocol should provide for ongoing "real-time" stability
data to support the accel erated data.

The size of the container tested should be the sane as that intended to
be marketed. Cenerally, if the solution is susceptible to chem ca
degradation via light and oxygen, the greater the internal contact of
the solution with the container surface the greater the chance of

chem cal degradation. The degradation, therefore, is nore likely to
occur in snaller containers because the ratio of solution volune to
internal surface area decreases as the container size decreases. For
this reason, DOD may grant 510(k) clearance of a solution in a container
| arger than that used for stability testing, but usually not a container
smal l er than tested unless additional testing is conducted by the
sponsor according to cl eared/approved protocol and product

speci fications remain unchanged. This policy may extend to containers
eight times the size tested provided the containers are constructed of
the same materials. Currently, the largest size container marketed is a
16 flI. oz. container

M cr obi ol ogy:

Manuf acturers shoul d denonstrate the preservative effectiveness or
bacteriostasis and sterility for nulti-dose packaged solutions to
establish shelf-life. An approved extension of shelf-life protoco
permts the manufacturer to extend shelf-life up to the tinme designated
in the protocol wthout submtting a new 510(k). Preservative

ef fecti veness (M cro--Appendi x A) and bacteriostasis testing (M cro-
Appendi x C) are conducted, as applicable.

Mai nt enance of sterility over a product's shelf-life may be determ ned
by USP sterility testing or by validated package integrity testing. |If
sterility testing is perforned, product sanples should be stored at
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tenperatures up to 37°C. These random sanpl es should be from3 lots of
approxi mately the sane age. The sanples should be stored in a manner
that maximally tests the container/closure system(e.g., inverted).

Shelf-l1ife can be established using "real time" data fromsterility and
preservative effectiveness or bacteriostasis testing. Shelf-life based
on "real time" data may be given a shelf-life equal to the tine which
packaged sol utions are stored at anbient tenperature (generally 23+2°C).
For exanple, sanples stored at anbient tenperature (generally 23+2°C)
for 24 nonths may be granted a 24-nmonth (2-year) expiration date if they
have passed the mcrobiology stability testing and physical /chem ca
stability requirenments outlined in the extension of shelf-life protocol

Accel erated studies may be run for preservative effectiveness testing,
bacteriostasis testing and val i dated package integrity testing at a
maxi mum t enperature of 45°C to establish shelf-life. Manufacturers
shoul d support the accelerated data with ongoing "real -tinme" data.
Accel erated shelf-life estimtes should be cal cul ated using the
followi ng information:

1. Accel erated Storage Time refers to the actual storage tine at
el evated tenperature for packaged sol utions.

2. Accel eration Factor refers to the factor used to extrapol ate the
agi ng of the sanples at the elevated tenperature. The
Accel eration Factor should be based on Qg equal to 2.0 for each
10°C above anbi ent tenperature.

Accel erated shelf-life estimates may be calcul ated as foll ows for
sanpl es stored only at the accel erated tenperature:

Step 1. Cal cul ate the Accel erati on Factor based on the tenperature
di fference between the el evated tenperature and the anbient
tenperature. For exanple, based on a 15°C rise above
anbi ent tenperatureg the Accel eration Factor may be
calcul ated as 2.0** = 2.83; the Accel eration Factor based

on a 20°C rise above ambient tenperature is 2.09 = 4.0.

Step 2. Accel erated Storage Time x Accel eration Factor
= Accel erated Age or Shelf-life

For sanples which are stored at anbient tenperature prior to being
stored at the elevated tenmperature, the age of the sanple at the start
of the accelerated study can be added to the Accel erated Age when
calculating shelf-life.

A product may be marketed in a container up to 8 tinmes |arger than the
container tested for shelf-life (identical container and closure
system). Currently, the | argest size container nmarketed is a 16 fl. oz.
container. |If a product is to be marketed in a container smaller than
the container previously tested for shelf-life, the manufacturer should
performthe applicable shelf-life testing.

Odinarily, FDA will not require a 510(k) for extension of shelf-life
beyond the shelf-life requested in the original 510(k) provided the sane
protocol is foll owed.
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FDA wi Il consider alternative methods to sterility testing to support
package integrity provided a nmethod is adequately validated.

For multi-dose preserved contact |ens care products, the |abeling and
instructions for use may include a statement reconmendi ng the period for
whi ch a product should be used after opening (discard date). This
recommended period shoul d be based on container size, projected nunber
of uses, and frequency of use, as determ ned by the manufacturer. For
bacteriostatic solutions, a discard date shoul d be determ ned according
to the bacteriostasis test (M cro--Appendix C
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QUESTI ONS AND ANSVEERS

Because this guidance docunent is the "special control”™ which is the basis
for reclassification, aml required to conduct every test listed for a
gi ven product?

The term "special control" refers to a variety of itens such as gui dance
docunents or product specific |abeling which are available to provide
reasonabl e assurance of safety and effectiveness within the scope of

Class Il regulation of a nedical device. As stated in the Introduction
Section, Purpose of Docunent, this guidance provides conprehensive
directions to manufacturers for collecting and preparing data for a
510(k). The preclinical and clinical testing is that which FDA believes
to be acceptable to establish substantial equival ence. Persons may choose
to follow the guidance, or may follow different data collection and
preparati on procedures. Alternative procedures will need to be justified
to CDRH s satisfaction that they are applicable to denonstrate substanti al
equi val ence. The specific scientific itens listed in the gui dance
represent the mni numwhi ch should be addressed to denonstrate substanti al
equi val ence. In sonme cases it may be possible to address the item w t hout
conducting or repeating the specific test.

VWat is the difference between i ntended use and indication for use?

The intended use of a nedical device is defined in 21 CFR 801.4 and

gui dance is provided in CDRH Bl ue Book Menorandum K86-3. It refers to how
a product is to be used. The GU DANCE FOR | NDUSTRY- - PREMARKET

NOTI FI CATI ON (510(k)) GUI DANCE DOCUMENT FOR CONTACT LENS CARE PRODUCTS

i ncludes a variety of product specific intended uses as exist in 1996 with
current technol ogy. An exanple of a product specific intended use is an
in-eye lubricating drop. The indication for use is a specific statenent
whi ch includes the intended use of the device. An indication for the in-
eye drop may be limted to either hydrophobic (RGP or hydrophilic (soft)

| enses, or it may include both. [If a product had been I egally marketed
for use with soft lenses only, and later a manufacturer wants to market it
for both soft and RGP | enses, this would be a change in indication, but

not a change in the intended use since the product specific use renains
the sane. A new 510(k) application is required for either a change in

i ntended use or a change in indication

How do | use a product specific matrix for a "ne-too" product, and for a
product which isn't "me-too"?

The matrices are designed to provide guidance for products with the sane
active ingredients as the predicate device (so called "me-too products"),
as well as products which contain different active ingredients, for the
various product specific intended uses. When devel oping a product with
the sane active ingredient, a manufacturer determ nes the concentration of
the active ingredient in the fornulation then refers to the appropriate
colum for guidance. Recomended testing nmay vary dependi ng on whet her
the active ingredient is fornmulated at a higher, |ower, or the sane
concentration as the predicate device. Wen a manufacturer devel ops a
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formul ati on which contains a different active ingredient fromthe chosen
predi cate device, or when the active ingredients are new for ophthal mc
use, the fourth colum is provided for guidance.

Wy is a "new ingredient for ophthal mc use" grouped in the same matrix
colum as a "different active ingredient” for a given product specific
i ntended use"?

As stated in Section Il., General Manufacturing Information, the guidance
focuses primarily on active ingredients. The active ingredient a
manuf act urer chooses to use to achi eve the product specific intended use,
(e.g. cleaner, disinfecting product, etc.) will often be the same active
ingredient as found in the predicate device. Additional testing is
recomended when the manufacturer uses a different active ingredient than
found in the predicate device since that case generally represents the
need for additional information to determ ne substantial equival ence.

VWhat are the different hydrophilic and rigid gas perneable (RGP |ens
groups and why are tests conducted with representative groups?

The I ens groups are described in detail in the PREMARKET NOTI FI CATI ON
(510(k)) GUI DANCE DOCUMENT FOR DAI LY WEAR CONTACT LENSES. There are four

hydrophilic groups based on ionic surface charge and water content (G oups
[, I'l, 111, and 1V). There are also four RGP groups based on materi al
conposition. However, the majority of currently marketed RGP | enses fal

into only two of the four groups; silicone acrylate and fluorosilicone
acrylate. The pure fluoropol yner group consists of only one pol ymer which
currently is not nmarketed, and the | ast group represents an assortnent of
RGP materials which are generally no | onger nmarketed or rarely
encountered. It is primarily the solution manufacturer’s responsibility,
not the I ens manufacturer’s, to denonstrate conpatibility with the

i ndicated | ens material groups.

If ny product is already approved for use with a soft lens, do I have to
do any testing to change the indication to include use with RGP | enses, or
may | just revise the labeling as necessary? Wat about the reverse
situation (i.e. going fromRGP to soft |lens use)?

In either case, a new 510(k) will be necessary, although the content may
differ. Soft |lens use may be a worst case in sone situations, so the
recomended tests in the product specific matrix need to be considered and
addressed individually. A solution for RG | enses nay prove to be

i nconpatible with soft | enses due to | ens absorption or adsorption of an

i ngredient. Because the manufacturer should know the product very well,
characteristics of the active and inactive ingredients will dictate

whet her toxicol ogy screening needs to be repeated, or if preservative

upt ake studi es are necessary. The guidance is designed to rely on
preclinical testing to answer the major part of the conpatibility
guestion. The characteristics of the product, along with the indication
change, will dictate how nuch or how little testing i s necessary and which
areas may be addressed by explanation

Wy are contact |ens solutions intended for chem cal disinfection of
| enses not generally | abeled as "chem cal disinfectants"?
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The distinction is nade to differentiate contact |ens disinfecting
solutions fromnore potent chem cal disinfectants used to prevent patient
to patient transm ssion of mcroorgani sms both on nedical devices which
are disinfected between patients, and on inani mate surfaces. The term
"chem cal disinfectant” generally applies to germ cidal products
denonstrating a six log reduction in mcroorgani sns using Associ ation of
Oficial Analytical Chem sts (AOAC) test nethods. Historically contact

| ens solutions intended to destroy ocul ar pat hogens have been | abel ed as
di sinfecting solutions, even though many products do not neet the sane
efficacy criteria as other chem cal germcides. The |ower recomended
efficacy criteria outlined in this guidance docunent for contact |ens

di sinfecting solutions are intended to minimze the risks of toxicity to
ocular tissue fromthe contact | ens care solutions while providing a
regimen for effective reprocessing of contact |enses.

VWhat is the difference between a "chenical disinfecting solution” and a
"chem cal disinfection systent?

As defined in Mcro--Appendix B, Disinfection Efficacy Testing, there are
two | evels of antimcrobial efficacy with performance criteria nodel ed
after the 1 SO CEN draft requirements. For both |levels, cleaning is an
integral part of the I ens care process necessary to achi eve proper |ens
care. A product may be | abeled as "disinfecting solution” only when it
nmeets the higher level of antimcrobial efficacy for the "Stand-Al one"
test. The "Regi nen" procedure eval uates the adequacy of the entire

"chem cal disinfection systemfor solutions which fail to neet the Stand-
Al one efficacy criteria.™

If I want to change ny bottle size or the material the bottle is nade
from do | need to submt a new 510(k)?

In Section IV. Modifications of Approved Contact Lens Care Products
requiring a 510(k), this question is addressed under Section B., exanples
whi ch should not require a 510(k). As stated in the Shelf-Life Protoco
Appendi x, there can be greater chemi cal degradation in susceptible

sol utions when the container size is decreased since the ratio of solution
volume to internal surface is decreased. For that reason, stability test
data are necessary to establish a shelf-life for the small est container

A new 510(k) should not be necessary provided the testing perfornmnmed
denonstrates that the product specifications remai n unchanged and proper
docunentation is included in the device master record. Likew se, a change
i n packagi ng material should not be necessary provided the conditions
noted in Section IV.B.4. are nmet. This packagi ng change gui dance is a
continuation of a policy in place while these products were regul ated
under Class Ill. At that tine packagi ng changes neeting specified
criteria were reportable in the Annual Report to the PMA rather than under
a PMA suppl enent.

The Toxi col ogy Appendi x |lists three m ni num reconmended toxicol ogy tests
under Section Il., but the Acute Oral Toxicity is not recommended in al
cases in the product specific matrices. What is really necessary?

This is generally addressed as a | abeling precauti on when appropriate. |If
a predicate device with the sane active ingredient is used, the predicate
device |l abeling would already address this item |If a new active
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ingredient is used, information on oral toxicity may already be avail abl e,
so the test may not have to be actually conducted to address this item

The statenment "when clinical perfornmance data are necessary" is sonehow
tied into the "physical/chen cal, m crobiol ogical and toxicol ogical data
to support a claim" \What does this really nean?

The gui dance real ly enphasizes preclinical testing. In many cases, a

si de-by-side analysis with the predicate device will go a long way to
denonstrating substantial equivalence. The tests and paraneters noted in
Section Il. General Mnufacturing Information introductory paragraph and
Section A, and in Section |IV. Mdifications of Approved Products A 1 |ist
the primary physical/chem cal preclinical conparisons. Wen these test
data denonstrate a difference fromthe predicate device, additiona
clinical performance data are recomended.

Wth so many options for controls in clinical design, how do | decide
whi ch one to choose?

In general, the conplexity of the study design will reflect the uniqueness
of the product. For exanple, a clinical study of a “me-too” product with
the sane active ingredients may be addressed wi thout a concurrent control

If the product has different active ingredients fromthe predicate
device, but does not contain a new ingredient for ophthal mc use, then a
control group would be appropriate. Wen the new ingredient is also a new
i ngredi ent for ophthal mc use, random zati on may be appropri ate.

Do | need 510(k) clearance for separate instructions to practitioners for
in-office disinfection?

Yes. The additional 510(k) clearance pertains to specific instructions
t he manufacturer may want to develop for in-office disinfection of tria
| enses. Refer to Section Ill. C Chemcal Disinfecting Products for
current |abeling and test reconmendations intended to address the
addi ti onal safety considerations associated with trial |ens disinfection
bet ween patients.

Can | add catchy statenents to my product's labeling to give it a
mar ket i ng edge?

VWhen devel opi ng product |abeling, the manufacturer should refer to the
predi cate device labeling for the product specific intended use and
directions for use. The manufacturer has the responsibility for
famliarity with applicable regulations to avoid m sbranding his or her
device. A determination of substantial equivalency will be based on the
predi cate device's |abeling, as well as the product specific intended use
and directions for use. FDA primarily reviews nedi cal device clains which
concern the safety and/or effectiveness of the device as well as those
whi ch address inherent properties of the device. Manufacturers should be
aware that additional product attribute |abeling clainms such as
conparative clainms to another nmanufacturer’s product will usually require
significant data above the m ni mum necessary information reconmended in

t he GUI DANCE FOR | NDUSTRY- - PREMARKET NOTI FI CATI ON (510(k)) GUI DANCE
DOCUMENT FCR CONTACT LENS CARE PRODUCTS to determ ne substanti al
equi val ency.
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Wiy do | have to use all those boxes in nmy labeling fromthat Wite-it-
Ri ght exanple? There's no regulation that says | have to do it that way.

Yes, you are correct. There are no specific regulations concerning this
nmodel . The Wite-it-Ri ght exanple is included for the benefit of those

manuf acturers who wish to utilize that [abeling nodel. The Wite-it-R ght
bookl et referenced is available from CORH/ DSMA. |f a manufacturer uses
that nodel, it is recommended that the concepts be followed, or a

justification and expl anati on be provided for deviations fromthe nodel.
For exanple, Wite-it Right suggests that the | abeling be geared to a
seventh grade reading level. |If a different reading level is used, an
expl anati on shoul d be provided.

Wiy do | need to submit a new 510(k) if I want to have ny saline solution
used as a rewetting agent? Do | really need a clinical study for
sonmet hing like that?

These two questions involve nore than one answer. |If the saline product
is already cleared for marketing, then it certainly would be possible to
address the clinical study issue. Renmenber back to the first question?
Not every test needs to be conducted if it can be adequately addressed.
It's very difficult to wite a guidance to clearly direct a nmanufacturer
to each possible situation. The matrices are mainly constructed to
provi de gui dance for a new manufacturer of a new product. In that
situation, there's nothing to establish the bioconmpatibility of a product,
even if it's a "me-too" product. That's why the toxicol ogy screening
tests are listed in the matri x. Because manufacturing processes and

i nactive ingredients may vary, there need to be some data to support

bi oconpatibility, either toxicology and/or clinical data. The matrices
are also to be used for guidance when |egally narketed products are
nmodified. 1In that situation, sonme of the test data already avail abl e may
be applicable to address a specific item

As for the need for a new 510(k), the change in labeling is a new

i ndication for use of the saline and requires a 510(k). In addition,
both Sections IIl1. D. Milti-purpose Solution and E. In-eye Contact Lens
Sol uti ons address issues related to current policy for in-eye products.
In order to both reduce the risk of contam nation during use and to
facilitate ease of use, lubricating and rewetting solutions should be
packaged in bottle sizes not to exceed 30 m. FDA believes that [imting
the indications for in-eye use solutions to a single intended use (even
when the chemi cal conposition is identical to a multi-purpose solution
saline or conditioning solution) enhances product safety and encourages
consumer conpliance with safe | ens care practices.

End of QGui dance



