CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:

2062890rig1s000

OTHER REVIEW(S)




505(b)(2) ASSESSMENT

Application Information

NDA # 206289 NDA Supplement #: S- Efficacy Supplement Type SE-

Proprietary Name:

Established/Proper Name: Atropine Sulfate Ophthalmic Solution
Dosage Form: Solution/Drops

Strengths: 1%

Applicant: Akorn, Inc.

Date of Receipt:  October 30, 2013

PDUFA Goal Date: April 30, 2014 Action Goal Date (if different):

RPM: Christina Marshall

Proposed Indication(s): @ mydriasis and for pupillary

dilation ®® for penaliza

| GENERAL INFORMATION

1) Is this application for a recombinant or biologically-derived product and/or protein or peptide
product OR is the applicant relying on a recombinant or biologically-derived product and/or
protein or peptide product to support approval of the proposed product?

YES [] NO [X

If “YES “contact the (D)(2) review staff in the Immediate Office, Office of New Drugs.
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INFORMATION PROVIDED VIA RELIANCE
(LISTED DRUG OR LITERATURE)

2) List the information essential to the approval of the proposed drug that is provided by reliance
on our previous finding of safety and efficacy for a listed drug by reliance on published
literature, or by reliance on a final OTC monograph. (If not clearly identified by the
applicant, this information can usually be derived from annotated labeling.)

Source of information* (e.g., Information relied-upon (e.g., specific
published literature, name of listed | sections of the application or labeling)
drug(s), OTC final drug

monograph)

Published Literature Indication and Usage
Dosage Administration
Contraindications

Warning and Precautions
Adverse Reactions

Drug Indications

Use in Special Populations
Overdosage

Clinical Pharmacology
Non-clinical Toxicology
Clinical Studies

*each source of information should be listed on separate rows, however individual
literature articles should not be listed separately

3) Reliance on information regarding another product (whether a previously approved product
or from published literature) must be scientifically appropriate. An applicant needs to
provide a scientific “bridge” to demonstrate the relationship of the referenced and proposed
products. Describe how the applicant bridged the proposed product to the referenced
product(s). (Example: BA/BE studies)

Most of the literature studies do not identify the source of the atropine ophthalmic solution
used in the study. The applicant has marketed the product without an approved application
for many years and some of the literature studies may have used the applicant's
product.

| RELIANCE ON PUBLISHED LITERATURE

4) (a) Regardless of whether the applicant has explicitly stated a reliance on published literature
to support their application, is reliance on published literature necessary to support the
approval of the proposed drug product (i.e., the application cannot be approved without the

published literature)?
YES [X NO []
If “NO,” proceed to question #5.
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(b) Does any of the published literature necessary to support approval identify a specific (e.g.,
brand name) listed drug product?

YES [] NO [X

If “NO”, proceed to question #5.

If “YES”, list the listed drug(s) identified by name and answer question #4(c).

There are numerous literature articles supporting the use clinical use of atropine
ophthalmic solution. A few of the articles identify a specific brand name product (not the
current applicant). The specific brand name product listed in some articles is not an
approved product in the United States. There is sufficient information in the numerous
articles where the brand name is not identified, to support the application.

(¢) Are the drug product(s) listed in (b) identified by the applicant as the listed drug(s)?
YES [] NO [X

RELIANCE ON LISTED DRUG(S)

Reliance on published literature which identifies a specific approved (listed) drug constitutes
reliance on that listed drug. Please answer questions #5-9 accordingly.

5) Regardless of whether the applicant has explicitly cited reliance on listed drug(s), does the
application rely on the finding of safety and effectiveness for one or more listed drugs
(approved drugs) to support the approval of the proposed drug product (i.e., the application
cannot be approved without this reliance)?

YES [] NO [X]
If “NO,” proceed to question #10.

6) Name of listed drug(s) relied upon, and the NDA #(s). Please indicate if the applicant
explicitly identified the product as being relied upon (see note below):

Name of Listed Drug NDA # Did applicant
specify reliance on

the product? (Y/N)

Applicants should specify reliance on the 356h, in the cover letter, and/or with their patent
certification/statement. If you believe there is reliance on a listed product that has not been

explicitly identified as such by the applicant, please contact the (b)(2) review staff in the
Immediate Office, Office of New Drugs.

7) If this is a (b)(2) supplement to an original (b)(2) application, does the supplement rely upon

the same listed drug(s) as the original (b)(2) application?
NA X YES [ NO []
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If this application is a (b)(2) supplement to an original (b)(1) application or not a supplemental
application, answer “N/A”.
If “NO”, please contact the (b)(2) review staff in the Immediate Office, Office of New Drugs.

8) Were any of the listed drug(s) relied upon for this application:
a) Approved in a 505(b)(2) application?
YES [] NO []
If “YES”, please list which drug(s).
Name of drug(s) approved in a 505(b)(2) application:

b) Approved by the DESI process?
YES [ ] NO []
If “YES”, please list which drug(s).
Name of drug(s) approved via the DESI process:

c) Described in a final OTC drug monograph?
YES [] NO []
If “YES”, please list which drug(s).

Name of drug(s) described in a final OTC drug monograph:

d) Discontinued from marketing?
YES [ ] NO []
If “YES”, please list which drug(s) and answer question d) i. below.
If “NO”’, proceed to question #9.
Name of drug(s) discontinued from marketing:

1) Were the products discontinued for reasons related to safety or effectiveness?
YES [ ] NO []

(Information regarding whether a drug has been discontinued from marketing for
reasons of safety or effectiveness may be available in the Orange Book. Refer to
section 1.11 for an explanation, and section 6.1 for the list of discontinued drugs. If
a determination of the reason for discontinuation has not been published in the
Federal Register (and noted in the Orange Book), you will need to research the
archive file and/or consult with the review team. Do not rely solely on any
statements made by the sponsor.)

9) Describe the change from the listed drug(s) relied upon to support this (b)(2) application (for
example, “This application provides for a new indication, otitis media” or “This application
provides for a change in dosage form, from capsule to solution”).

There is no listed drug relied upon

The purpose of the following two questions is to determine if there is an approved drug product
that is equivalent or very similar to the product proposed for approval that should be referenced
as a listed drug in the pending application.

The assessment of pharmaceutical equivalence for a recombinant or biologically-derived product
and/or protein or peptide product is complex. If you answered YES to question #1, proceed to
question #12; if you answered NO to question #1, proceed to question #10 below.
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10) (a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2)
application that is already approved (via an NDA or ANDA)?

(Pharmaceutical equivalents are drug products in identical dosage forms intended for the
same route of administration that: (1) contain identical amounts of the identical active drug
ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of
modified release dosage forms that require a reservoir or overage or such forms as prefilled
syringes where residual volume may vary, that deliver identical amounts of the active drug
ingredient over the identical dosing period; (2) do not necessarily contain the same inactive
ingredients, and (3) meet the identical compendial or other applicable standard of identity,
strength, quality, and purity, including potency and, where applicable, content uniformity,
disintegration times, and/or dissolution rates. (21 CFR 320.1(c), FDA’s “Approved Drug
Products with Therapeutic Equivalence Evaluations” (the Orange Book)).

Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical
equivalent must also be a combination of the same drugs.

YES [] NO [X

If “NO” to (a) proceed to question #1 1.
If “YES” to (a), answer (b) and (c) then proceed to question #12.

(b) Is the pharmaceutical equivalent approved for the same indication for which the
505(b)(2) application is seeking approval?
YES [ ] NO []

(c) Is the listed drug(s) referenced by the application a pharmaceutical equivalent?
NA [  YES [ NO []

If this application relies only on non product-specific published literature, answer “N/A”

If “YES” to (c) and there are no additional pharmaceutical equivalents listed, proceed to
question #12.

If “NO” or if there are additional pharmaceutical equivalents that are not referenced by the
application, list the NDA pharmaceutical equivalent(s); you do not have to individually list all
of the products approved as ANDAs, but please note below if approved approved generics are
listed in the Orange Book. Please also contact the (b)(2) review staff in the Immediate Olffice,

Office of New Drugs.

Pharmaceutical equivalent(s):

11) (a) Is there a pharmaceutical alternative(s) already approved (via an NDA or ANDA)?

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its
precursor, but not necessarily in the same amount or dosage form or as the same salt or ester. Each
such drug product individually meets either the identical or its own respective compendial or other
applicable standard of identity, strength, quality, and purity, including potency and, where applicable,
content uniformity, disintegration times and/or dissolution rates. (21 CFR 320.1(d)) Different dosage
forms and strengths within a product line by a single manufacturer are thus pharmaceutical
alternatives, as are extended-release products when compared with immediate- or standard-release
Jformulations of the same active ingredient.)
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Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical
alternative must also be a combination of the same drugs.

YES [X NO []
If “NO”, proceed to question #12.

(b) Is the pharmaceutical alternative approved for the same indication for which the
505(b)(2) application is seeking approval?
YES [] NO [X

(c) Is the approved pharmaceutical alternative(s) referenced as the listed drug(s)?
NA [ YES [X NO []

If this application relies only on non product-specific published literature, answer “N/A”

If “YES” and there are no additional pharmaceutical alternatives listed, proceed to question
#12.

If “NO” or if there are additional pharmaceutical alternatives that are not referenced by the
application, list the NDA pharmaceutical alternative(s); you do not have to individually list all
of the products approved as ANDAs, but please note below if approved generics are listed in
the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of

New Drugs.

Pharmaceutical alternative(s): NDA 21146 Atropine Sulfate injection

| PATENT CERTIFICATION/STATEMENTS

12) List the patent numbers of all unexpired patents listed in the Orange Book for the listed
drug(s) for which our finding of safety and effectiveness is relied upon to support approval of

the (b)(2) product.
Listed drug/Patent number(s):
No patents listed [X| proceed to question #14

13) Did the applicant address (with an appropriate certification or statement) all of the unexpired
patents listed in the Orange Book for the listed drug(s) relied upon to support approval of the

(b)(2) product?
YES [] NO []
If “NO”, list which patents (and which listed drugs) were not addressed by the applicant.

Listed drug/Patent number(s):
14) Which of the following patent certifications does the application contain? (Check all that
apply and identify the patents to which each type of certification was made, as appropriate.)

DX] No patent certifications are required (e.g., because application is based solely on
published literature that does not cite a specific innovator product)

[ ] 21 CFR 314.50(i)(1)(i)(A)(1): The patent information has not been submitted to
FDA. (Paragraph I certification)
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[] 21 CFR 314.50(1)(1)(i)(A)(2): The patent has expired. (Paragraph II certification)
Patent number(s):

[ ] 21 CFR 314.50(i)(1)(i)(A)(3): The date on which the patent will expire. (Paragraph
III certification)

Patent number(s): Expiry date(s):

[] 21 CFR 314.50(i)(1)(i)(A)(4): The patent is invalid, unenforceable, or will not be
infringed by the manufacture, use, or sale of the drug product for which the
application is submitted. (Paragraph IV certification). If Paragraph 1V certification
was submitted, proceed to question #15.

[] 21 CFR 314.50(i)(3): Statement that applicant has a licensing agreement with the
NDA holder/patent owner (must also submit certification under 21 CFR
314.50(1)(1)(1)(A)(4) above). If the applicant has a licensing agreement with the
NDA holder/patent owner, proceed to question #15.

[ ] 21 CFR 314.50(i)(1)(ii): No relevant patents.

[ ] 21 CFR 314.50(i)(1)(iii): The patent on the listed drug is a method of use patent
and the labeling for the drug product for which the applicant is seeking approval
does not include any indications that are covered by the use patent as described in
the corresponding use code in the Orange Book. Applicant must provide a
statement that the method of use patent does not claim any of the proposed
indications. (Section viii statement)

Patent number(s):
Method(s) of Use/Code(s):

15) Complete the following checklist ONLY for applications containing Paragraph IV
certification and/or applications in which the applicant and patent holder have a licensing
agreement:

(a) Patent number(s):
(b) Did the applicant submit a signed certification stating that the NDA holder and patent
owner(s) were notified that this b(2) application was filed [21 CFR 314.52(b)]?

YES [] NO []

If “NO”, please contact the applicant and request the signed certification.

(c) Did the applicant submit documentation showing that the NDA holder and patent
owner(s) received the notification [21 CFR 314.52(e)]? This is generally provided in the
form of a registered mail receipt.

YES [ ] NO []

If “NO”, please contact the applicant and request the documentation.
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(d) What is/are the date(s) on the registered mail receipt(s) (i.e., the date(s) the NDA holder
and patent owner(s) received notification):

Date(s):

Note, the date(s) entered should be the date the notification occurred (i.e., delivery
date(s)), not the date of the submission in which proof of notification was provided

(e) Has the applicant been sued for patent infringement within 45-days of receipt of the
notification listed above?

Note that you may need to call the applicant (after 45 days of receipt of the notification)
to verify this information UNLESS the applicant provided a written statement from the
notified patent owner(s) that it consents to an immediate effective date of approval.

YES [] NO [] Patent owner(s) consent(s) to an immediate effective date of [ ]
approval
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

CHRISTINA D MARSHALL
08/15/2014

Reference ID: 3610709



Labeling Review of NDA 206-289

NDA 206-289 Submission date: July 16, 2014
Review date: July 17,2014
Sponsor: Akorn
1925 West Field Court

Lake Forest, IL60045
847-353-4909

Drug: Atropine Sulfate Ophthalmic Solution, USP, 1%

Proposed Indication: Cycloplegia, Mydriasis, and Penalization of the healthy eye in the
treatment of amblyopia

Submitted: Revised labeling in response to comments from Agency reviewers.
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Labeling Review
NDA 206-289 11

Recommendation on Regulatory Action
NDA 206-289, atropine ophthalmic solution is recommended to be approved for use in
Cycloplegia, Mydriasis, and Penalization of the healthy eye in the treatment of amblyopia
with the labeling submitted on July 16, 2014. It is recommended that a statement be
included the action letter reminding the applicant to include a horizontal line between the
end of the FULL PRESCRIBING INFORMATION: CONTENTS* and the beginning of
the FULL PRESCRIBING INFORMATION.

Recommendations for Post marketing Risk Evaluation and Mitigation Strategies
Routine monitoring is recommended.

Recommendations for Post marketing Requirements and Commitments
There are no recommended post marketing requirements.

William M. Boyd, MD Wiley A. Chambers, MD
Clinical Team Leader, Ophthalmology Supervisory Medical Officer, Ophthalmology
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

WILEY A CHAMBERS
07/17/2014

WILLIAM M BOYD
07/17/2014
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Foob AND DRUG ADMINISTRATION
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion

****Pre-decisional Agency Information****

Memorandum
Date: April 9, 2014
To: Christina Marshall, M.S., Regulatory Health Project Manager

Division of Transplant and Ophthalmology Products (DTOP)

From: Christine Corser, Pharm.D., Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject: NDA #206289
Atropine Ophthalmic Solution, USP for topical administration

As requested in your consult dated December 4, 2013, OPDP has reviewed the
draft labeling for Atropine Ophthalmic Solution.

OPDP has reviewed the proposed Pl. Our comments on the Pl are based on the
substantially complete version of the labeling titled, “NDA

206289 draft_subst_labeling-pi.doc” which was sent via email from DTOP on
April 7, 2014. OPDP’s comments are provided in the attached, clean version of
the labeling.

If you have any questions about our comments, please contact Christine Corser
at 6-2653 or at Christine.Corser@fda.hhs.gov.

Thank you for the opportunity to provide comments on the proposed PI.

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

Reference ID: 3486325



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

CHRISTINE G CORSER
04/09/2014
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LABEL AND LABELING REVIEW

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

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

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

Date of This Review: March 10, 2014
Requesting Office or Division: Division of Transplant and Ophthalmology Products

Application Type and Number: NDA 206289

Product Name and Strength: Atropine Sulfate Ophthalmic Solution, 1%
Product Type: Single Ingredient Product
Rx or OTC: Rx
Applicant/Sponsor Name: Akorn, Inc.
Submission Date: October 22, 2013
OSE RCM #: 2013-2669
DMEPA Primary Reviewer: Rachna Kapoor, PharmD
DMEPA Team Leader: Yelena Maslov, PharmD
1
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1 REASON FOR REVIEW

This review evaluates the proposed container label, carton labeling, and package insert for
Atropine Sulfate Ophthalmic Solution, NDA 206289, for areas of vulnerability that could lead to
medication errors.

The Applicant, Akorn, has been marketing atropine sulfate ophthalmic solution under

“Grandfather” status since June 19, 1995. The Applicant is requesting a “Priority Review”

designation to this NDA. The reason is that the Applicant wants FDA reviewed drug product for

safety and efficacy data be available for the treatment of s
mydriasis and for pupillary dilation.

2  MATERIALS REVIEWED

We considered the materials listed in Table 1 for this review. The Appendices provide the
methods and results for each material reviewed.

Table 1. Materials Considered for this Label and Labeling Review

Material Reviewed Appendix Section (for Methods
and Results)

Product Information/Prescribing Information A

FDA Adverse Event Reporting System (FAERS) B

Labels and Labeling C

N/A=not applicable for this review

3 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED

DMEPA identified that the dosage statement o)

. However, depending
on the indication, this product can also be given “One or two drops in the eye(s) up to three
times per day”. Having only part of the dosing information on the container label can be
confusing and error-prone. We provided recommendations to the Applicant to replace this
statement with a general statement per 21 Code of Federal Regulations (CFR) 201.55 statement
of dosage.

Additionally, DMEPA identified dangerous abbreviations in the How Supplied / Storage and
Handling Section of the package insert. We provided recommendations to change the
dangerous abbreviation.
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4 CONCLUSION & RECOMMENDATIONS

DMEPA concludes that the package insert can be improved from a safety perspective by
deleting some dangerous abbreviations from the how supplied section. Additionally, the
container labels can be improved to follow the Code of Federal Regulations for the statement
of dosage.

Based on this review, DMEPA recommends the following be implemented prior to the approval
of this NDA:

4.1 COMMENTS TO THE DIVISION

A. How Supplied / Storage and Handling Section of the Package Insert

i.  Dangerous abbreviations, symbols, and dose designations that are included on
the Institute of Safe Medication Practice’s List of Error-Prone Abbreviations,
Symbols, and Dose Designations® appear in this section of the package insert. As
part of a national campaign to avoid the use of dangerous abbreviations and
dose designations, FDA agreed not to approve such error prone abbreviations in
the approved labeling of products. Thus, please revise those abbreviations,
symbols, and dose designations as follows:

a.Remove the abbreviation ‘cc’ and replace it with ‘mL’ in this section of
the package insert because the abbreviation ‘cc’ can be mistaken as ‘U’
for units

4.2 COMMENTS TO THE APPLICANT

A. Container Label (All Strengths)
(b) @)

(b) (4)

! 1SMP’s List of Error-Prone Abbreviations, Symbols, and Dose Designations [Internet]. Horsham (PA): Institute for
Safe Medication Practices. 2013 [cited 2014 Feb 20]. Available from:
http://www.ismp.org/Tools/errorproneabbreviations.pdf

3
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B. Carton Labeling.  ©9)

i. See A.iand revise carton labeling accordingly.
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APPENDICES: METHODS & RESULTS FOR EACH MATERIALS REVIEWED

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION
Table 2 presents relevant product information for atropine sulfate ophthalmic solution that
Akorn submitted on October 22, 2013.

Table 2. Relevant Product Information for atropine sulfate

Active Ingredient

Atropine sulfate

Indication

A potent parasympatholytic agent for use in producing

Dose and Frequency

cycloplegia and mydriasis. ©) @)
or for pupil dilation () (4)
() (4)
Route of Administration Ophthalmic
Dosage Form Ophthalmic solution
Strength 1%
®) @)

How Supplied

Plastic dropper bottle of 2 mL, 5 mL, and 15 mL

Storage

Store at 20° to 25°C (68° to 77°F). Keep tightly closed
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APPENDIX B. FDA ADVERSE EVENT REPORTING SYSTEM (FAERS)

B.1 Methods

We searched the FDA Adverse Event Reporting System (FAERS) on February 18, 2014 using the
criteria in Table 3, and then individually reviewed each case. We limited our analysis to cases
that described errors possibly associated with the label and labeling. We used the NCC MERP
Taxonomy of Medication Errors to code the type and factors contributing to the errors when
sufficient information was provided by the reporter?

Table 3: FAERS Search Strategy

Date Range No date range

Drug Names Atropine sulfate [active ingredient]

Atropine [product name]

MedDRA Search Strategy Medication Errors [HLGT]
Product Packaging Issues [HLT]
Product Label Issues [HLT]
Product Quality Issues (NEC)[HLT]

Administration Routes Oph, Ophthalmic, Opt, Opth, Oth, Otic

B.2 Results

Our search identified twelve cases. Duplicates were merged into a single case. After individual
review, nine cases were excluded from the final analysis for the following reasons:

e Duplicate case (n=1)

e Foreign cases (n=8)

Following exclusions described above, three medication error cases remained for our detailed
analysis.

e Wrong route of administration (n=1)

o A mother reported that her 5 year old twin boys got the product from the
medicine cabinet and later experienced fever, sleepiness, disorientation
and increased heart rate. The mother is not sure whether the product
was instilled in the eyes or if the boys actually drank the product. The
boys were taken to the emergency department where all the symptoms
resolved. The product labels and labeling clearly states ‘For topical

? The National Coordinating Council for Medication Error Reporting and Prevention (NCC MERP) Taxonomy of
Medication Errors. Website http://www.nccmerp.org/pdf/taxo2001-07-31.pdf.

6
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application in the eye’. This mediation error case does not appear to be
directly related to the product labels or labeling and appears to be an
accidental exposure.

e Look alike products (n=2)

©)

In one case it was reported that the packaging for atropine sulfate
ophthalmic solution looks similar to that of ketorolac tromethamine
ophthalmic solution. It is unknown if a medication error occurred in this
case. Both products are marketed by Akorn. The labels for atropine
sulfate are in red and that for ketorolac tromethamine is in blue. This is
consistent with the color codes for topical ocular medications as
approved by the American Academy of Ophthalmology in May 2010. (see
ketorolac tromethamine labels and labeling in Appendix C)

In one case it was reported that the packaging for atropine sulfate
ophthalmic solution, tropicamide ophthalmic solution, and
cyclopentolate hydrochloride ophthalmic solution is similar. The
potential error was discovered in the pharmacy and no patient was
involved. All three of these products are marketed by Akorn. The labels
for these products are consistent with the color codes for topical ocular
medications as approved by the American Academy of Ophthalmology in
May 2010. All of these products are mydriatics and cycloplegics which
should be labeled in red. (see ®® and cyclopentolate
hydrochloride labels and labeling in Appendix C)

B.3 List of FAERS Case Numbers

Below is a list of the FAERS case number and manufacturer control numbers for the cases

relevant for this review.

Case Number Version Manufacturer Control Number
3789104 1 22497
9192884 1 -
9467909 1 -

B.4 Description of

FAERS

The FDA Adverse Event Reporting System (FAERS) is a database that contains information on

adverse event and me

dication error reports submitted to FDA. The database is designed to

support the FDA's postmarket safety surveillance program for drug and therapeutic biologic
products. The informatic structure of the FAERS database adheres to the international safety
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7




reporting guidance issued by the International Conference on Harmonisation. Adverse events
and medication errors are coded to terms in the Medical Dictionary for Regulatory Activities
(MedDRA) terminology. Product names are coded using the FAERS Product Dictionary. More
information about FAERS can be found at:
http://www.fda.gov/Drugs/GuidanceComplianceRegulatorylnformation/Surveillance/AdverseD
rugEffects/default.htm.
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APPENDIX C. LABELS AND LABELING
C.1 List of Labels and Labeling Reviewed
Using the principles of human factors and Failure Mode and Effects Analysis,2 along with

postmarket medication error data, we reviewed the following atropine sulfate ophthalmic
solution labels and labeling submitted by Akorn on October 22, 2013.

e Container label
e Carton labeling
e Package insert (no image included)

C.2 Label and Labeling Images

Container label: atropine sulfate 2 mL

? Institute for Healthcare Improvement (IHI). Failure Modes and Effects Analysis. Boston. IHI:2004.
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

RACHNA KAPOOR
03/10/2014

YELENA L MASLOV
03/11/2014
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REGULATORY PROJECT MANAGER
PHYSICIAN’S LABELING RULE (PLR) FORMAT REVIEW
OF THE PRESCRIBING INFORMATION

Complete for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Labeling Supplements
Application: 206289
Application Type: New NDA
Name of Drug/Dosage Form: Atropine Sulfate Ophthalmic Solution
Applicant: Akorn, Inc.
Receipt Date: October 30, 2013

Goal Date: April 30, 2014

1. Regulatory History and Applicant’s Main Proposals

Akon has been marketing Atropine Sulfate Ophthalmic Solution USP, 1% under
"Grandfather" status since June 19, 1995. Pursuant to Compliance Policy Guide (CPG),
Section 440.100, Akorn is filing this NDA # 206289 for Atropine Sulfate Ophthalmic
Solution.

2. Review of the Prescribing Information

This review is based on the applicant’s submitted Word format of the prescribing information (PI).
The applicant’s proposed PI was reviewed in accordance with the labeling format requirements listed
in the “Selected Requirements for Prescribing Information (SRPI)” checklist (see the Appendix).

3. Conclusions/Recommendations
No SRPI format deficiencies were identified in the review of this PI; however, we will issue an advice
letter listing minor edits that need to be corrected. The resubmitted PI will be used for further labeling

Appendix

The Selected Requirement of Prescribing Information (SRPI) is a 42-item, drop-down checklist of
important format elements of the prescribing information (PI) based on labeling regulations (21 CFR
201.56 and 201.57) and guidances.

Highlights
See Appendix A for a sample tool illustrating the format for the Highlights.

HIGHLIGHTS GENERAL FORMAT and HORIZONTAL LINES IN THE PI
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YES 1.

YES 7.

Selected Requirements of Prescribing Information

Highlights (HL) must be in a minimum of 8-point font and should be in two-column format, with
5 inch margins on all sides and between columns.

Comment:

. The length of HL. must be one-half page or less (the HL Boxed Warning does not count against

the one-half page requirement) unless a waiver has been granted in a previous submission (e.g.,
the application being reviewed is an efficacy supplement).

Instructions to complete this item: If the length of the HL is one-half page or less, then select
“YES” in the drop-down menu because this item meets the requirement. However, if HL is
longer than one-half page:

» For the Filing Period:

e For efficacy supplements: If a waiver was previously granted, select “YES” in the drop-
down menu because this item meets the requirement.

o For NDAs/BLAs and PLR conversions: Select “NO” because this item does not meet the
requirement (deficiency). The RPM notifies the Cross-Discipline Team Leader (CDTL) of
the excessive HL length and the CDTL determines if this deficiency is included in the 74-
day or advice letter to the applicant.

» For the End-of-Cycle Period:

e Select “YES” 1n the drop down menu if a waiver has been previously (or will be) granted
by the review division in the approval letter and document that waiver was (or will be)
granted.

Comment:

. A horizontal line must separate HL. from the Table of Contents (TOC). A horizontal line must

separate the TOC from the FPL
Comment:

. All headings in HL. must be bolded and presented in the center of a horizontal line (each

horizontal line should extend over the entire width of the column as shown in Appendix A). The
headings should be in UPPER CASE letters.

Comment:

. White space should be present before each major heading in HL.. There must be no white space

between the HL. Heading and HL Limitation Statement. There must be no white space between
the product title and Initial U.S. Approval. See Appendix A for a sample tool illustrating white
space in HL.

Comment:

. Each summarized statement or topic in HL. must reference the section(s) or subsection(s) of the

Full Prescribing Information (FPI) that contain more detailed information. The preferred format
1s the numerical identifier in parenthesis [e.g., (1.1)] at the end of each summarized statement or
topic.

Comment:

Section headings must be presented in the following order in HL:

Section Required/Optional

e Highlights Heading Required

» Highlights Limitation Statement Required
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YES

NO

NO

NO

N/A

N/A

Selected Requirements of Prescribing Information

e Product Title Required

e Initial U.S. Approval Required

e Boxed Warning Required if a BOXED WARNING is in the FPI

¢ Recent Major Changes Required for only certain changes to PI*

e Indications and Usage Required

e Dosage and Administration Required

e Dosage Forms and Strengths Required

e Contraindications Required (if no contraindications must state “None.”)
e Warnings and Precautions Not required by regulation, but should be present
o Adverse Reactions Required

e Drug Interactions Optional

e Use in Specific Populations Optional

¢ Patient Counseling Information Statement | Required

e Revision Date Required

* RMC only applies to the BOXED WARNING, INDICATIONS AND USAGE, DOSAGE AND
ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS sections.

Comment:
HIGHLIGHTS DETAILS

Highlights Heading

8. At the beginning of HL, the following heading must be bolded and should appear in all UPPER
CASE letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”.
Comment:

Highlights Limitation Statement

9. The bolded HL Limitation Statement must include the following verbatim statement: “These
highlights do not include all the information needed to use (insert name of drug product)
safely and effectively. See full prescribing information for (insert name of drug product).”
The name of drug product should appear in UPPER CASE letters.

Comment: The HL Limitation Statement is included verbatim but not in bold

Product Title in Highlights
10. Product title must be bolded.
Comment: The product title is not in bold.

Initial U.S. Approval in Highlights

11. Initial U.S. Approval in HL must be bolded, and include the verbatim statement “Initial U.S.
Approval:” followed by the 4-digit year.

Comment: The initial U.S. approval is not bolded . No year provided for the initial US
approval.

Boxed Warning (BW) in Highlights

12. All text in the BW must be bolded.
Comment:

13. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if
more than one warning, the term, “WARNING” and not “WARNINGS” should be used) and

SRPI version 3: October 2013 Page 3 of 10

Reference ID: 3427045



N/A

N/A

N/A

N/A

N/A

YES

YES

NO

Selected Requirements of Prescribing Information

other words to identify the subject of the warning (e.g., “WARNING: SERIOUS
INFECTIONS and ACUTE HEPATIC FAILURE”). The BW heading should be centered.

Comment:

14. The BW must always have the verbatim statement “See full prescribing information for
complete boxed warning.” This statement should be centered immediately beneath the heading
and appear in italics.

Comment:

15. The BW must be limited in length to 20 lines (this includes white space but does not include the
BW heading and the statement “See full prescribing information for complete boxed
warning.”).

Comment:

Recent Major Changes (RMC) in Highlights

16. RMC pertains to only the following five sections of the FPI: BOXED WARNING,
INDICATIONS AND USAGE, DOSAGE AND ADMINISTRATION,
CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS. RMC must be listed in
the same order in HL as the modified text appears in FPI.

Comment: This is an NDA

17. The RMC must include the section heading(s) and, if appropriate, subsection heading(s) affected
by the recent major change, together with each section’s identifying number and date
(month/year format) on which the change was incorporated in the PI (supplement approval date).
For example, “Warnings and Precautions, Acute Liver Failure (5.1) --- 9/2013”.

Comment:

18. The RMC must list changes for at least one year after the supplement is approved and must be
removed at the first printing subsequent to one year (e.g., no listing should be one year older than
revision date).

Comment:

Indications and Usage in Highlights

19. If a product belongs to an established pharmacologic class, the following statement is required
under the Indications and Usage heading in HL: “(Product) is a (name of established
pharmacologic class) indicated for (indication)”.

Comment:

Dosage Forms and Strengths in Highlights

20. For a product that has several dosage forms (e.g., capsules, tablets, and injection), bulleted
subheadings or tabular presentations of information should be used under the Dosage Forms and
Strengths heading.

Comment:

Contraindications in Highlights
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Selected Requirements of Prescribing Information

21. All contraindications listed in the FPI must also be listed in HL or must include the statement
“None” if no contraindications are known. Each contraindication should be bulleted when there
1s more than one contraindication.

Comment: There are two contraindications, and are not bulleted.

Adverse Reactions in Highlights

YES 22.For drug products other than vaccines, the verbatim bolded statement must be present: “To
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at
(insert manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch”.

Comment:

Patient Counseling Information Statement in Highlights

NO 23. The Patient Counseling Information statement must include one of the following three bolded
verbatim statements that is most applicable:

If a product does not have FDA-approved patient labeling:
e “See 17 for PATIENT COUNSELING INFORMATION”

If a product has FDA-approved patient labeling:
e “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling”

e “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide”
Comment: The information is in ALL CAPS but not Bolded

Revision Date in Highlights

N/A  24. The revision date must be at the end of HL, and should be bolded and right justified (e.g.,
“Revised: 9/2013”).

Comment:
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YES

YES

N/A

YES

YES

YES

YES

Selected Requirements of Prescribing Information

Contents: Table of Contents (TOC)

See Appendix A for a sample tool illustrating the format for the Table of Contents.

25.

26.

27.

28.

29.

30.

31.

The TOC should be in a two-column format.
Comment:

The following heading must appear at the beginning of the TOC: “FULL PRESCRIBING
INFORMATION: CONTENTS”. This heading should be in all UPPER CASE letters and
bolded.

Comment:

The same heading for the BW that appears in HL and the FPI must also appear at the beginning
of the TOC in UPPER CASE letters and bolded.

Comment:
In the TOC, all section headings must be bolded and should be in UPPER CASE.
Comment:

In the TOC, all subsection headings must be indented and not bolded. The headings should be in
title case [first letter of all words are capitalized except first letter of prepositions (through),
articles (a, an, and the), or conjunctions (for, and)].

Comment:

The section and subsection headings in the TOC must match the section and subsection headings
in the FPIL.

Comment:

In the TOC, when a section or subsection is omitted, the numbering must not change. If a section
or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading “FULL
PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk and the
following statement must appear at the end of TOC: “*Sections or subsections omitted from the
full prescribing information are not listed.”

Comment:
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Selected Requirements of Prescribing Information

Full Prescribing Information (FPI)

FULL PRESCRIBING INFORMATION: GENERAL FORMAT

YES 32. The bolded section and subsection headings in the FPI must be named and numbered in
accordance with 21 CFR 201.56(d)(1) as noted below (section and subsection headings should
be in UPPER CASE and title case, respectively). If a section/subsection required by regulation
is omitted, the numbering must not change. Additional subsection headings (i.e., those not
named by regulation) must also be bolded and numbered.

BOXED WARNING
INDICATIONS AND USAGE
DOSAGE AND ADMINISTRATION
DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS
ADVERSE REACTIONS
DRUG INTERACTIONS
USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.2 Labor and Delivery
8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use
9 DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
9.2 Abuse
9.3 Dependence
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
12.4 Microbiology (by guidance)
12.5 Pharmacogenomics (by guidance)
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
13.2 Animal Toxicology and/or Pharmacology
14 CLINICAL STUDIES
15 REFERENCES
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

PN A WN =

Comment:

NO 33. The preferred presentation for cross-references in the FPI is the section (not subsection)
heading followed by the numerical identifier. The entire cross-reference should be in italics and
enclosed within brackets. For example, “/see Warnings and Precautions (5.2)]” or “[see
Warnings and Precautions (5.2)]”.

Comment: The cross-reference is not in italics.
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N/A

YES

N/A

N/A

N/A

N/A

N/A

N/A

Selected Requirements of Prescribing Information

34. If RMC:s are listed in HL, the corresponding new or modified text in the FPI sections or
subsections must be marked with a vertical line on the left edge.

Comment:
FULL PRESCRIBING INFORMATION DETAILS

FPI Heading

35. The following heading must be bolded and appear at the beginning of the FPI: “FULL
PRESCRIBING INFORMATION”. This heading should be in UPPER CASE.

Comment:

BOXED WARNING Section in the FPI
36. In the BW, all text should be bolded.

Comment:

37. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if
more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS
INFECTIONS and ACUTE HEPATIC FAILURE”).

Comment:

CONTRAINDICATIONS Section in the FPI

38. If no Contraindications are known, this section must state “None.”
Comment:

ADVERSE REACTIONS Section in the FPI

39. When clinical trials adverse reactions data are included (typically in the “Clinical Trials
Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or
appropriate modification should precede the presentation of adverse reactions:

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

Comment:

40. When postmarketing adverse reaction data are included (typically in the “Postmarketing
Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or
appropriate modification should precede the presentation of adverse reactions:

“The following adverse reactions have been identified during post-approval use of (insert drug
name). Because these reactions are reported voluntarily from a population of uncertain size, it is
not always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure.”

Comment:

PATIENT COUNSELING INFORMATION Section in the FPI

41. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING
INFORMATION section). The reference should appear at the beginning of Section 17 and
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Selected Requirements of Prescribing Information

include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Medication
Guide, Instructions for Use).

Comment:

N/A 42. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for
Use) must not be included as a subsection under section 17 (PATIENT COUNSELING
INFORMATION). All FDA-approved patient labeling must appear at the end of the PI upon
approval.

Comment:
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Selected Requirements of Prescribing Information

Appendix A: Format of the Highlights and Table of Contents

HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use [DRUG
NAME] safely and effectively. See full preseribing information for
[DRUG NAME].

[DRUG NAME (nonproprietary name) dosage form, route of
administration, controlled substance symbuol]
Imitial U.5. Approval: [vear]

CONTEAINDICATIONS
o [text]
s [text]
S — WARNINGS AND PRECAUTIONS ——— —— —_—
o [text]
s [text]

WARNING: [SUBJECT OF WARNING]
See full prescribing information for complete boxed warning.
*  [text]

* [text]

RECENT MAJOR CHANGES—————
[zection (X.X)] [m/year]
[section (LX) [m/year]

INDICATIONS AND USAGE———————— —
[DRUG NAME] is a [name of pharmacologic class] indicated for:
®  [text]

o [text]
———— DOSAGE AND ADMINISTRATION — —
®  [text]
o [text]
—— DOSAGE FORMS AND STRENGTHS——————— —
s [text]

ADVERSE REACTIONS
Most common adverse reactions (incidence = x%)) are [text].

To report SUSPECTED ADVERSE REACTIONS, contact [name of
manufacturer] at [phone #] or FDA at 1-500-FDA-1085 or
www_fda gov/medwatclh.

DRUG INTERACTIONS
* [text]
o [text]
RS --USE IN SPECTFIC POPULATIONS ——— —
*  [text]
o [text]

See 17 for PATIENT COUNSELING INFORMATION [and FDA-
approved patient labeling OF. and Medication Guide].

Revised: [m/vear]

FULL PRESCRIBING INFORMATION: CONTENTS=

WARNING: [SUBJECT OF WARNING]
1 INDICATIONS AND USAGE
1.1 [text]
1.2 [text]
2 DOSAGE AND ADMINISTRATION
21 [text]
2.2 [text]
DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS
5.1 [text]
5.2 [text]
6 ADVERSE REACTIONS
6.1 [text]
6.2 [text]
7 DRUG INTERACTIONS
7.1 [text]
72 [text]
8 USE IN SPECIFIC POPULATIONS
£.1 Pregnancy
8.2 Labor and Delivery
8.3 Nursing Mothers
&4 Pediatric Use
85 Genatnc Use

 de

9 DRUG ABUSE AND DEPENDENCE
91 Conirolled Substance
92 Abuse
93 Dependence
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1  Mechanism of Action
122 Pharmacodynamics
123 Pharmacokinetics
124  Microbiology
125 Pharmacogenomics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
132  Ammal Toxcology and/or Pharmacoelogy
14 CLINICAL STUDIES
14.1 [text]
142  [text]
15 REFERENCES
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

*Sections or subsections omitted from the full prescribing information are not
hsted.
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Clinical Investigator Financial Disclosure

Review Template

Application Number: NDA 206-289
Submission Date(s): 10/22/2013
Applicant: Akorn, Inc.

Product: Atropine Sulfate Ophthalmic Solution, USP, 1%

Reviewer: Wiley A. Chambers, MD
Date of Review: April 6, 2014

The following is a list of covered studies. These studies were all published. None of the
studies was sponsored or supported by the applicant. The applicant had no financial

relationship with the authors of any of the studies. To the extent that some of these

studies were sponsored or supported by other companies, the names of those companies
are listed. None of the studies supported by other companies are necessary to support the
approval of this application.

# First Author Title Joumal Year | Source of Drug
Product
1 Amold RW Duration and Effect of Single Dose Atropine: Paralysis | Binocular Vision & 2004 | Alcon
of Accommodation in Penalization Treatment of Strabismus Quarterly;
Functional Amblyopia 19(2):81-86.
2 Auffarth G Cycloplegic refraction in children: Single-dose- Documenta Ophthmologica 1992 | Not identified
atropinization versus three day atropinization 80:353-362
3 Barbee RF A comparative study of mydrnatic and cycloplegic Am J Ophthalmol ;44(5 Pt 1957 | Not identified
agents 1):617-22
4 Bartlett, JD Administration of and Adverse Reactions to Am J Optometry 55(4): 227- | 1978 | Not identified
Cycloplegic Agents 233
5 Bothman L Homatropine and Atropine Cycloplegia: A Arch Ophthalmology 7:389- | 1932 | Not identified
comparative study 398
6 Boudet J Dose-response effects of atropine in human volunteers Fundam Clin Pharmacol. 1991 | Not identified
5:635-640
7 Choo The studies on the Residual Accommodation of Yonsei1 Medical Journal 1963 | Not identified
Koreans 4:73-76.
8 Chua Atropine for the Treatment of Childhood Myopia Ophthalmology 113:2285- 2006 | Alcon
2291
9 Cowan EC Clinical Evaluation of a New Mydnatic - Mydrilate Bt J Ophthalmol 46:730- 1962 | Not identified
736.
10 Cnstim1 G The Vascular Action of Pilocarpine. Eserine, Adrealine | Bnt J Ophthalmol 33:228- 1949 | Not identified
and Atropine and their influence in Primary Chonic 242
Glaucoma
11 Chia A Atropine for the Treatment of Childhood Myopia: Ophthalmology 119:347- 2012 | Ashwood Labs,
Safety and Efficacy of 0.5%, 0.1% and 0.01% Doses 354. Macau, China
(Atropine for the Treatment of Myopia 2)
12 Chua WH Atropine for the Treatment of Childhood Myopia Ophthalmology 113:2285- 2006 | Alcon
2291
13 Ebn A Cost-Effectiveness of Cycloplegia Agents: Results of a | Invest Ophthalmol Vis Sci 2007 | Not identified
Randomized Controlled Trial in Nigerian Children 48(3):1025-1031
14 Emiru VP Response to mydmatics in the African ]53;1; J Ophthalmol 55:538- 1971 | Not identified
15 Fan DSP Topical Atropine in Retarding Myopic Progression and | Jpn J Ophthalmol 51:27-33 2007 | Alcon
Axial Length Growth in Children with Moderate to
Severe Myopia: A Pilot Study
16 Fan DSP Comparative study on the Safety and Efficacy of Clinical and Experimental 2004 | CibaVision
different cycloplegics agents in children with darkly Ophthalmology 32:462-467
pigmented indes
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# First Author Title Journal Year | Source of Drug
Product
17 Farhood QK Cycloplegic Refraction in Children with J Clin Exp Ophthalmol 2012 | Not identified
Cyclopentolate vs Atropine 3(7):239-244
18 Fraser H Oxyphenonium Bromide as a Mydnatic ]73;1; J Ophthalmol 40:751- 1956 | Not identified
19 Gettes BC Evaluation of Five New Cycloplegic Drugs Arch Ophthalmol 49:24-27 1953 | Not identified
20 Gettes BC Three new cycloplegics drugs Arch Ophthalmol 51:467- 1954 | Not identified
472.
21 Hartgraves H The Synergistic Action of Atropine and Epinephrine on | Arch Ophthalmol. 5(2):212- | 1931 | Not identified
the Intrinsic Muscles of the Eye 218
22 Hiatt RL Comparison of Atropine and Tropicamide in Esotropia 3A:1n§l:30phthalmol 15 (4): 1983 | Not identified
23 Hiraoka T Influences of Cycloplegia with Topical Atropine on Ophthalmol 120:8-13 2013 | Not identified
Ocular Higher-Order Aberrations
24 Hoefnagel D Toxic Effects of Atropine and Homatropine Eyedrops New Eng J Med 264:168- 1961 | Not identified
in Children 171
25 Ingram RM Refraction of 1-year-old children after atropine Bnt J Ophthalmol 63:343- 1979 | Not identified
cycloplegia 347
26 Ingram RM Refraction of 1-year-old children after cycloplegia with | Brt J Ophthalmol 63:348- 1979 | Not identified
1% cyclopentolate: comparison with findings after 352
atropinization
27 Jackson E Cycloplegia for Diagnosis Arch Ophthalmol 11(1):133- | 1934 | Not identified
140
28 Janes RG The Penetration of C'*-Labeled Atropine into the Eye Arch Ophthalmol 62(1):69- 1959 | Not identified
74
29 Kaila T Systemic bioavailability of ocular applied 1% atropine Acta Ophthalmol Scand 1999 | Star Pharmaceuticals
eyedrops 77:193-196 Tampere, Finland
30 Kawamoto K Cycloplegic Refractions in Japanese Children: A Ophthalmologica 211:57-60 | 1997 | Not identified
Comparison of Atropine and Cyclopentolate
31 Khurana AK Status of cyclopentolate as a Cycloplegic in Children: Acta Ophthalmologica 1988 | Not identified
A comparison with Atropine and Homatropine 66:721-724
32 Lahdes K Systemic absorption of topically applied ocular Clin Pharmacol 44:310-314 1988 | Star Pharmaceuticals,
atropine Tampere, Finland
33 Lowe RF Angle-Closure, Pupil Dilatation and Pupil Block ]33;1; J Ophthalmol 50:385- 1966 | Not identified
34 Mann I A new synthetic mydnatics Br J Ophthalmol 1946 | Not identified
30(1): 8-11
35 Marron J Cycloplegia and Mydrniasis by use of Atropine, Arch Ophthalmol 23:340- 1940 | Not identified
Scopolamine and Homatropine-Paredrine 350
36 Narvaez J Pupil dilation using a standard cataract surgery J Cataract Refract Surg 2010 | Not identified
regimen alone or with atropine 1.0% pretreatment 36:563-567
37 North RV A Review of the Uses and Adverse Effects of Topical Ophthalmol Physiol Opt 1987 | Not identified
Administration of Atropine 7(2):109-114
38 Noske W Cycloplegic refraction using atropine minidrops Strabismus 1(1):17-23 1993 | Not identified
39 Obianwu HO The relationship between the Mydnatic Action and the | Bnt J Ophthalmol 49:264- 1965 | Not identified
Colour of the Inis 270
40 Pediatric Eye Patching vs Atropine to treat Amblyopia in Children Arch Ophthalmol 2008 | Not identified
Disease Aged 7 to 12 years: A randomized trial 126(12):1634-1642
Investigator Group
41 Pendse GS Refraction in Relation to Age and Sex ?irgh Ophthalmol 52(3):404- | 1954 | Not identified
42 Repka MX Treatment of severe amblyopia with weekend atropine: | J AAPOS 13:258-263 2009 | Not identified
Results from 2 randomized clinical trials
43 Riddell WIB A Clinical Trial of a Synthetic Mydnatic Brt J Ophthalmol 1946 | Not identified
30:1-7
44 Romano PE Management of Progressive School Myopia with Binocular Vision and 2000 | Not identified
Topical Atropine Eyedrops and Photochromic Bifocal Strabismus Quarterly 15(3)
Spectacles 257-260
45 Rosenbaum AL Cycloplegic Refraction in Esotropic Children Ophthalmol 1981 | Not identified
88:1031-1034
46 Rosenfield M A Comparison of the effects of Cycloplegics on Ophthalmol Physiol Opt 1986 | Not identified
Accommodation Ability for Distance Vision and the 6(3):317-320
Apparent Near Point
47 Salazar M Iris Pigmentation and Atropine Mydriasis J Pharm Exp Therapeutics 1975 | Supported in part by
197(1):79-88 Alcon
48 Shah BM Comparing homatropine and atropine in pediatric JAAPOS 2011 | Not identified
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# First Author Title Journal Year | Source of Drug
Product

cycloplegics refractions 15:245-250

49 Shih YF Effects of Different Concentrations of Atropine on J Ocular Pharm 15(1):85-90 1999 | Not identified
Controlling Myopia in Myopic Children

50 Shih YF An intervention trial on efficacy of atropine and multi- | Acta Ophthalmol Scand 2001 | Not identified
focal glasses in controlling myopic progression 79:233-236

51 Smith SA Factors determining the Potency of Mydnatic Drugs in | Br J Clin Pharm 3:503-507 1976 | Support from Smith
Man & Nephew

52 Soares R Determination of Atropine Enantiomers in Ophthalmic | J AOAC Int. 2009 | Not identified
Solutions by Liquid Chromatography using a Chiral 92(6):1663-72.
AGP Column

53 Stolovitch C Atropine Cycloplegia: How Many Instillations Does J Pediatr Ophthalmol 1992 | Not identified
One Need? Strabismus 29:175-176

54 Thome FH Cycloplegics Arch. of Ophthalmol 1939 | Not identified

22:274-287

55 TongL Atropine for the Treatment of Childhood Myopia: Ophthalmol 116:572-579 2009 | Alcon (Puurs,
Effect on Myopia Progression after Cessation of Belgium)
Atropine

56 Wolf AV Effects of Atropine Sulfate, Methlatropine Nitrate Arch Ophthalmol. 1946 | Not identified
(Metropine) and Homatropine Hydrobromide on Adult | 36(3):293-301
Human Eyes

57 Zetterstrom C A cross-over study of the cycloplegics effects of a Acta Ophthalmologica 1985 | Not identified
single topical application of cyclopentolate- 63:525-529
phenylephrine and routine atropinization for 3.5 days

Was a list of clinical investigators provided:

Yes [ |

No [X] (Request list from
applicant) Company certified
that they were unable.

Total number of investigators identified: _Unknown. complete lists of investigators were not

included in most of the articles.

Number of investigators who are sponsor employees (including both full-time and part-time
employees):

None

Number of investigators with disclosable financial interests/arrangements (Form FDA 3455):

None

If there are investigators with disclosable financial interests/arrangements, identify the
number of investigators with interests/arrangements in each category (as defined in 21 CFR

54.2(a), (b), (c) and ()):

Compensation to the investigator for conducting the study where the value could be
influenced by the outcome of the study:

Significant payments of other sorts:

Proprietary interest in the product tested held by investigator:

Significant equity interest held by investigator in sponsor of covered study:

Is an attachment provided with details
of the disclosable financial
interests/arrangements:

Yes | |

No [_] (Request details from
applicant)

Is a description of the steps taken to
minimize potential bias provided:

Yes |:|

No [_| (Request information
from applicant)
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Number of investigators with certification of due diligence (Form FDA 3454, box 3) _All

Is an attachment provided with the Yes X | No[_] (Request explanation
reason: from applicant)

Briefly summarize whether the disclosed financial interests/arrangements, the inclusion of

investigators who are sponsor employees, or lack of disclosure despite due diligence affect
the approvability of the application.

See above. None of the studies was conducted by or for the applicant.
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

WILEY A CHAMBERS
07/15/2014
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RPM FILING REVIEW

(Including Memo of Filing Meeting)
To be completed for all new NDAs, BLAs, and Efficacy Supplements [except SE8 (labeling
change with clinical data) and SE9 (manufacturing change with clinical data]

Application Information

NDA # 206289 NDA Supplement # Efficacy Supplement Type SE-

Proprietary Name: N/A
Established/Proper Name: Atropine sulfate
Dosage Form: Solution/Drops

Strengths: 1%

Applicant: Akorn, Inc.
Agent for Applicant (if applicable):

Date of Application: October 22, 2013
Date of Receipt: October 23, 2013
Date clock started after UN: October 30, 2013

PDUFA Goal Date: April 30,2014 Action Goal Date (if different):

Filing Date: December 29, 2013 Date of Filing Meeting: November 21, 2013

Chemical Classification: (1, 2.3 etc.) (original NDAs only) 7

Proposed indication(s)/Proposed change(s) treatment of
mydriasis and pupillary dilation

(b) (4)

Type of Original NDA: []505(b)(1)
AND (if applicable) X 505(b)(2)

Type of NDA Supplement: [ 1505(b)(1)
[[]505(b)(2)

f 505(1))(2) Draﬁ the “505(b)(2) Assessment” review fotmd at
/D, /1 di

(md refer to Appendtx A for further information.

Review Classification: [ ] Standard
X Priority
If'the application includes a complete response to pediatric WR, review
classification is Priority.

[ | Tropical Disease Priority

If a tropical disease priority review voucher was submitted, review Review Voucher submitted

classification is Priority.

Resubmission after withdrawal? | | | Resubmission after refuse to file? [ ]

Part 3 Combination Product? || [ Convenience kit/Co-package
[ ] Pre-filled drug delivery device/system (syringe, patch, etc.)

If yes, contact the Office of [ ] Pre-filled biologic delivery device/system (syringe, patch, etc.)

Combination Products (OCP) and copy | "] Device coated/impregnated/combined with drug

them on all Inter-Center consults [ ] Device coated/impregnated/combined with biologic

[] Separate products requiring cross-labeling

[ ] Drug/Biologic

[] Possible combination based on cross-labeling of separate
products

[ ] Other (drug/device/biological product)

Version: 08/26/2013 1
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[ ] Fast Track Designation [ ] PMC response

[ ] Breakthrough Therapy Designation | [ | PMR response:

[ ] Rolling Review [ FDAAA [505(0)]

[ ] Orphan Designation [ ] PREA deferred pediatric studies [21 CFR
314.55(b)/21 CFR 601.27(b)]

[ ] Rx-to-OTC switch, Full [ ] Accelerated approval confirmatory studies (21 CFR

[ ] Rx-to-OTC switch, Partial 314.510/21 CFR 601.41)

[ ] Direct-to-OTC [ ] Animal rule postmarketing studies to verify clinical
benefit and safety (21 CFR 314.610/21 CFR 601.42)

Other

Collaborative Review Division (if OTC product):

List referenced IND Number(s): 118218

Goal Dates/Product Names/Classification Properties | YES | NO | NA | Comment

PDUFA and Action Goal dates correct in tracking system? X L]

If no, ask the document room staff to correct them immediately.
These are the dates used for calculating inspection dates.

Are the proprietary, established/proper, and applicant names | [X [ No proprietary name
correct in tracking system? requested

If no, ask the document room staff to make the corrections. Also,
ask the document room staff to add the established/proper name
to the supporting IND(s) if not already entered into tracking
system.

Is the review priority (S or P) and all appropriate X L] L]
classifications/properties entered into tracking system (e.g.,
chemical classification, combination product classification,
505(b)(2). orphan drug)? For NDAs/NDA supplements, check
the New Application and New Supplement Notification Checklists
Jor a list of all classifications/properties at:

hutp:/finside.fda.gov:9003/CDER/OfficeofBusinessProcessSupport/ucm163969.ht

m

If no, ask the document room staff to make the appropriate
entries.

Application Integrity Policy YES [ NO | NA | Comment

Is the application affected by the Application Integrity Policy | [] X
(AIP)" C heck the AIP list at:

If yes, explain in comment column.

If affected by AIP, has OC/OMPQ been notified of the L] L]
submission? If yes, date notified:
User Fees YES | NO | NA | Comment
Is Form 3397 (User Fee Cover Sheet) included with X L] Correct amount for
authorized signature? user fee was received
on 10/30/2013
Version: 08/26/2013 2
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User Fee Status Payment for this application:

If a user fee is required and it has not been paid (and it [X] Paid

is not exempted or waived), the application is D Exempt (orphan. govemment)

unaa’eptableforﬁlingfollowing a 5-(1{1_“ gr(n‘eperiod. D Walved (eg‘ Slllall bllsuleSS. publlc llealth)
Review stops. Send Unacceptable for Filing (UN) letter D Not required

and contact user fee staff.

Payment of other user fees:

If the firm is in arrears for other fees (regardless of [E Not in arrears
whether a user fee has been paid for this application), D In arrears

the application is unacceptable for filing (5-day grace
period does not apply). Review stops. Send UN letter
and contact the user fee staff.

505(b)(2) YES | NO | NA | Comment
(NDAs/NDA Efficacy Supplements only)

Is the application for a duplicate of a listed drug and eligible | [_] X L
for approval under section 505(j) as an ANDA?

Is the application for a duplicate of a listed drug whose only | [] X L]
difference is that the extent to which the active ingredient(s)
is absorbed or otherwise made available to the site of action
is less than that of the reference listed drug (RLD)? [see 21
CFR 314.54(b)(1)].

Is the application for a duplicate of a listed drug whose only | [] X L]
difference is that the rate at which the proposed product’s
active ingredient(s) is absorbed or made available to the site
of action is unintentionally less than that of the listed drug
[see 21 CFR 314.54(b)(2)]?

If you answered yes to any of the above questions, the application
may be refused for filing under 21 CFR 314.101(d)(9). Contact
the 505(b)(2) review staff in the Immediate Office of New Drugs

Is there unexpired exclusivity on any drug product containing | [] X L]
the active moiety (e.g., 5-year, 3-year, orphan, or pediatric
exclusivity)?

Check the Electronic Orange Book at:
hittp:/www.accessdata.fda.gov/scripts/cder/ob/default.cfin

If yes, please list below:

Application No. Drug Name Exclusivity Code Exclusivity Expiration

If there is unexpired, 5-vear exclusivity remaining on the active moiety for the proposed drug product, a 505(b)(2)
application cannot be submitted until the period of exclusivity expires (unless the applicant provides paragraph IV
patent certification; then an application can be submitted four years after the date of approval.) Pediatric
exclusivity will extend both of the timeframes in this provision by 6 months. 21 CFR 314.108(b)(2). Unexpired, 3-
vear exclusivity may block the approval but not the submission of a 505(b)(2) application.

Exclusivity YES | NO | NA | Comment

Does another product (same active moiety) have orphan L] X
exclusivity for the same indication? Check the Orphan Drug

Version: 08/26/2013 3
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Designations and Approvals list at:
hittp://www.accessdata.fda.gov/scripts/opdlisting/oopd/index.cfin

If another product has orphan exclusivity. is the product L] L] X
considered to be the same product according to the orphan
drug definition of sameness [see 21 CFR 316.3(b)(13)]?

If yes, consult the Director, Division of Regulatory Policy II,
Office of Regulatory Policy

Has the applicant requested 5-year or 3-year Waxman-Hatch | [_] X | [L] | Thisis a literature

exclusivity? (NDAs/NDA efficacy supplements only) only NDA. No
studies were

If yes. # years requested: conducted by the
applicant

Note: An applicant can receive exclusivity without requesting it;
therefore, requesting exclusivity is not required.

Is the proposed product a single enantiomer of a racemic drug | [ ] X | L
previously approved for a different therapeutic use (NDAs
only)?

If yes, did the applicant: (a) elect to have the single L] L] L]
enantiomer (contained as an active ingredient) not be
considered the same active ingredient as that contained in an
already approved racemic drug, and/or (b): request
exclusivity pursuant to section 505(u) of the Act (per
FDAAA Section 1113)?

If yes, contact Mary Ann Holovac, Director of Drug Information,
OGD/DLPS/LRB.

Format and Content

(| All paper (except for COL)
X] All electronic
Do not check mixed submission if the only electronic component |:| Mixed (paper/electrom'c)

is the content of labeling (COL).

[ ]CTD
[ ] Non-CTD
[ ] Mixed (CTD/non-CTD)
If mixed (paper/electronic) submission, which parts of the
application are submitted in electronic format?
Overall Format/Content YES | NO | NA | Comment
If electronic submission, does it follow the eCTD X L] L]
guidance?’
If not, explain (e.g., waiver granted).
Index: Does the submission contain an accurate X L]

comprehensive index?

Is the submission complete as required under 21 CFR 314.50 | [X L]
(NDAs/NDA efficacy supplements) or under 21 CFR 601.2
(BLAs/BLA efficacy supplements) including:

1

http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm072349.
pdf
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X legible
X English (or translated into English)

X pagination
X navigable hyperlinks (electronic submissions only)

If no, explain.

BLAs only: Companion application received if a shared or
divided manufacturing arrangement?

If yes, BLA #

Forms and Certifications

Electronic forms and certifications with electronic signatures (scanned, digital, or electronic — similar to DARRTS,
e.g., /s/) are acceptable. Otherwise, paper forms and certifications with hand-written signatures must be included.
Forms include: user fee cover sheet (3397), application form (356h), patent information (3542a), financial
disclosure (3454/3455), and clinical trials (3674),; Certifications include: debarment certification, patent

certification(s), field copy certification, and pediatric certification.

Application Form YES | NO | NA | Comment

Is form FDA 356h included with authorized signature per 21 | [X L]

CFR 314.50(a)?

If foreign applicant, a U.S. agent must sign the form [see 21 CFR

314.50(a)(5)].

Are all establishments and their registration numbers listed X< L] L]

on the form/attached to the form?

Patent Information YES [ NO | NA | Comment

(NDAs/NDA efficacy supplements only)

Is patent information submitted on form FDA 3542a per 21 [] [] Y No patents apply:

CFR 314.53(c)? This is a literature
based NDA

Financial Disclosure YES | NO | NA | Comment

Are financial disclosure forms FDA 3454 and/or 3455 X L] This is a literature

included with authorized signature per 21 CFR 54.4(a)(1) and based NDA

(3)?

Forms must be signed by the APPLICANT, not an Agent [see 21

CFR 54.2(2)].

Note: Financial disclosure is required for bioequivalence studies

that are the basis for approval.

Clinical Trials Database YES | NO | NA | Comment

Is form FDA 3674 included with authorized signature? [] X This is a literature
based NDA: No

If yes, ensure that the application is also coded with the clinical trials were

supporting document category, “Form 3674.” conducted by the
applicant

Version: 08/26/2013 5
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If no, ensure that language requesting submission of the form is
included in the acknowledgement letter sent to the applicant

Debarment Certification YES | NO | NA | Comment

Is a correctly worded Debarment Certification included with | [X L] L]
authorized signature?

Certification is not required for supplements if submitted in the
original application; If foreign applicant, both the applicant and
the U.S. Agent must sign the certification [per Guidance for
Industry: Submitting Debarment Certifications].

Note: Debarment Certification should use wording in FD&C Act
Section 306(k)(1) i.e., “[Name of applicant] hereby certifies that it
did not and will not use in any capacity the services of any person
debarred under section 306 of the Federal Food, Drug, and
Cosmetic Act in connection with this application.” Applicant may
not use wording such as, “To the best of my knowledge...”

Field Copy Certification YES | NO | NA | Comment
(NDAs/NDA efficacy supplements only)

For paper submissions only: Is a Field Copy Certification X NN
(that it is a true copy of the CMC technical section) included?

Field Copy Certification is not needed if there is no CMC
technical section or if this is an electronic submission (the Field
Office has access to the EDR)

If maroon field copy jackets from foreign applicants are received,
return them to CDR for delivery to the appropriate field office.

Controlled Substance/Product with Abuse Potential YES | NO | NA | Comment

For NME:s: L] L] X
Is an Abuse Liability Assessment, including a proposal for
scheduling, submitted per 21 CFR 314.50(d)(5)(vii)?

If yes, date consult sent to the Controlled Substance Staff:

For non-NME:s:
Date of consult sent to Controlled Substance Staff :

Pediatrics YES | NO | NA | Comment
PREA X ]

Does the application trigger PREA?
If yes, notify PeRC RPM (PeRC meeting is required)’

Note: NDAs/BLAs/efficacy supplements for new active ingredients,
new indications, new dosage forms, new dosing regimens, or new
routes of administration trigger PREA. All waiver & deferral
requests, pediatric plans, and pediatric assessment studies must be

2 http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/PediatricandMaternalHealthStaff/ucm027829.htm
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reviewed by PeRC prior to approval of the application/supplement.

If the application triggers PREA, are the required pediatric | [X ] [LJ | Literature from
assessment studies or a full waiver of pediatric studies 505(b)(2) submission
included? contains pediatric
data
If studies or full waiver not included, is a request for full L] L [
waiver of pediatric studies OR a request for partial waiver
and/or deferral with a pediatric plan included?
If no, request in 74-day letter
If a request for full waiver/partial waiver/deferral is L] L] X Literature from
included. does the application contain the certification(s) 505(b)(2) submission
required by FDCA Section 505B(a)(3) and (4)? 3‘;“3“15 pediatric
a
If no, request in 74-day letter
BPCA (NDAs/NDA efficacy supplements only): L] X
Is this submission a complete response to a pediatric Written
Request?
If yes, notify Pediatric Exclusivity Board RPM (pediatric
exclusivity determination is requiredf
Proprietary Name YES | NO | NA | Comment

Is a proposed proprietary name submitted?

If yes, ensure that the application is also coded with the
supporting document category, “Proprietary Name/Request for
Review.”

X L] No request for
proprietary name
submitted

REMS

Is a REMS submitted?

If yes, send consult to OSE/DRISK and notify OC/
OSI/DSC/PMSB via the CDER OSI RMP mailbox

YES | NO | NA | Comment
L]

L (X

Prescription Labeling

Not applicable

Check all types of labeling submitted.

Package Insert (PI)

Patient Package Insert (PPI)
Instructions for Use (IFU)
Medication Guide (MedGuide)
Carton labels

Immediate container labels
Diluent

Other (specify)

7]

NO | NA | Comment

Is Electronic Content of Labeling (COL) submitted in SPL

o ] D <

L]

3 http://inside fda.gov:9003/CDER/OfficeofNewDrugs/PediatricandMaternalHealthStaff/lucm027837.htm
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format?

If no, request applicant to submit SPL before the filing date.

L]

Is the PI submitted in PLR format?* X

If PI not submitted in PLR format, was a waiver or L] L] L]
deferral requested before the application was received or in
the submission? If requested before application was
submitted, what is the status of the request?

If no waiver or deferral, request applicant to submit labeling in
PLR format before the filing date.

All labeling (PL. PP, MedGuide, IFU, carton and immediate | [X] L] L]
container labels) consulted to OPDP?

MedGuide, PPI, IFU (plus PI) consulted to OSE/DRISK? L] L] X
(send WORD version if available)

Carton and immediate container labels, PI. PPI sent to X L] L]
OSE/DMEPA and appropriate CMC review office (OBP or
ONDQA)?
OTC Labeling X Not Applicable
Check all types of labeling submitted. (| Outer carton label
[ ] Immediate container label
[ ] Blister card
(] Blister backing label

[ ] Consumer Information Leaflet (CIL)
[ ] Physician sample
[] Consumer sample

[ ] Other (specify)
YES | NO | NA | Comment
Is electronic content of labeling (COL) submitted? L] L]

If no, request in 74-day letter.

Are annotated specifications submitted for all stock keeping | [] L] L]

units (SKUs)?

If no, request in 74-day letter.

If representative labeling is submitted, are all represented L] L] L]

SKUs defined?

If no, request in 74-day letter.

All labeling/packaging, and current approved Rx PI (if ] (O

switch) sent to OSE/DMEPA?

Other Consults YES | NO | NA | Comment
Are additional consults needed? (e.g.. IFU to CDRH: QT L] X | L]

study report to QT Interdisciplinary Review Team)

4

http://inside fda.gov:9003/CDER/OfficeofNewDrugs/StudyEndpointsandLabelingDevelopmentTeam/ucm0
25576.htm
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If yes, specify consult(s) and date(s) sent:

Meeting Minutes/SPAs YES | NO | NA | Comment
End-of Phase 2 meeting(s)? L] X
Date(s):

If yes, distribute minutes before filing meeting

Pre-NDA/Pre-BLA/Pre-Supplement meeting(s)? X L]
Date(s): June 13,2013

If yes, distribute minutes before filing meeting

Any Special Protocol Assessments (SPAs)? L] X
Date(s):

If yes, distribute letter and/or relevant minutes before filing
meeting

Version: 08/26/2013
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ATTACHMENT

MEMO OF FILING MEETING

DATE: November 21, 2013

BLA/NDA/Supp #: 206289

PROPRIETARY NAME: Not submitted
ESTABLISHED/PROPER NAME: Atropine Sulfate
DOSAGE FORM/STRENGTH: Solution/Drops, 1%
APPLICANT: Akom, Inc.

PROPOSED INDICATION(S)/PROPOSED CHANGE(S): treatment of e
mydriasis and pupillary dilation

BACKGROUND: Akorn has been marketing Atropine Sulfate Ophthalmic Solution USP, 1%
under "Grandfather" status since June 19, 1995. Pursuant to Compliance Policy Guide (CPG).
Section 440.100, Akorn has filed this NDA # 206289 for Atropine Sulfate Ophthalmic Solution.
This is a 505(b) (2) application with supporting literature-based non-clinical and clinical studies,
as agreed with the Division during a PIND meeting held on May 21, 2013 (PIND 118218).

The NDA submission dated October 22, 2013 and received electronically on October 23, 2013:
however, the applicant paid ¥~ fees instead of a full NDA fee. An UN letter was issued on
11/06/2013The full NDA user fee for the application was received by the Office of Financial
Management on October 30, 2013. Thus, October 30, 2013 is considered the receipt date for this
application.

REVIEW TEAM:

Discipline/Organization Names Present at
filing
meeting?
(Y orN)

Regulatory Project Management RPM: Christina Marshall Y
CPMS/TL: | Judit Milstein

Cross-Discipline Team Leader (CDTL) | William Boyd Y

Clinical Reviewer: | Wiley Chambers Y
TL: William Boyd Y

Social Scientist Review (for OTC Reviewer:

products)
TL:
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OTC Labeling Review (for OTC Reviewer:
products)
TL:
Clinical Microbiology (for antimicrobial | Reviewer:
products)
TL:
Clinical Pharmacology Reviewer: | Gerlie Gieser Y
TL: Philip M Colangelo N
Biostatistics Reviewer: | Joy Mele Y
TL: Yan Wang Y
Nonclinical Reviewer: | Aaron Ruhland Y
(Pharmacology/Toxicology)
TL: Lori Kotch Y
Statistics (carcinogenicity) Reviewer:
TL:
Immunogenicity (assay/assay Reviewer:
validation) (for BLAs/BLA efficacy
supplements) TL:
Product Quality (CMC) Reviewer: | Fuiang Liu Y
TL: Balajee Shanmugam Y
Quality Microbiology (for sterile Reviewer: | Steven Donald Y
products)
TL:
CMC Labeling Review Reviewer:
TL:
Facility Review/Inspection Reviewer:
TL:
OSE/DMEPA (proprietary name) Reviewer:
TL:
OSE/DRISK (REMYS) Reviewer:
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TL:

OC/OSI/DSC/PMSB (REMS) Reviewer:

TL:

Bioresearch Monitoring (OSI) Reviewer:

TL:

Controlled Substance Staff (CSS) Reviewer:

TL:

Other reviewers

Other attendees

FILING MEETING DISCUSSION:

GENERAL
e 505(b)(2) filing issues:

o Is the application for a duplicate of a listed
drug and eligible for approval under section
505(j) as an ANDA?

o Did the applicant provide a scientific
“bridge” demonstrating the relationship
between the proposed product and the
referenced product(s)/published literature?

Describe the scientific bridge (e.g., BA/BE studies):

[ ] Not Applicable

[] YES X NO

X YES [ ] NO

Absolute BA data from published
literature studies (Kaila et al.) are

If no, explain:

provided in the NDA
e Perreviewers, are all parts in English or English X YES
translation? [ ] NO

e Electronic Submission comments

List comments:

[ ] Not Applicable

CLINICAL

[ ] Not Applicable
X FILE

Version: 08/26/2013
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Comments:

[ ] REFUSE TO FILE

[ ] Review issues for 74-day letter

e Clinical study site(s) inspections(s) needed?

If no, explain: No clinical studies were performed,
as this is a literature only NDA

[ ] YES
X] NO

e Advisory Committee Meeting needed?

Comments:

If no, for an NME NDA or original BLA , include the
reason. For example:
o this drug/biologic is not the first in its class
o the clinical study design was acceptable
o the application did not raise significant safety
or efficacy issues
O the application did not raise significant public
health questions on the role of the
drug/biologic in the diagnosis, cure,
mitigation, treatment or prevention of a
disease

[ ] YES
Date if known:

X] NO
[ ] To be determined

Reason:

e Abuse Liability/Potential

Comments:

X] Not Applicable
[ ] FILE
[ ] REFUSE TO FILE

[] Review issues for 74-day letter

o If'the application is affected by the AIP, has the
division made a recommendation regarding whether
or not an exception to the AIP should be granted to
permit review based on medical necessity or public
health significance?

IX] Not Applicable
[ ] YES
[ ] NO

Comments:
CLINICAL MICROBIOLOGY <] Not Applicable
[ ] FILE
[] REFUSE TO FILE
Comments: [ ] Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments:

[ ] Not Applicable
X] FILE
[ ] REFUSE TO FILE

[ ] Review issues for 74-day letter
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Clinical pharmacology study site(s) inspections(s)

[ ] YES

(PHARMACOLOGY/TOXICOLOGY)

Comments:

needed? X] NO
BIOSTATISTICS [] Not Applicable
[X] FILE
[ ] REFUSE TO FILE
Comments: [ ] Review issues for 74-day letter
NONCLINICAL [ ] Not Applicable

X] FILE
[ ] REFUSE TO FILE

[ ] Review issues for 74-day letter

IMMUNOGENICITY (BLAs/BLA efficacy
supplements only)

X Not Applicable
[] FILE
[ ] REFUSE TO FILE

[ ] Review issues for 74-day letter

Comments:
PRODUCT QUALITY (CMC) [] Not Applicable

X] FILE

[ ] REFUSE TO FILE
Comments: [ ] Review issues for 74-day letter

Environmental Assessment

Categorical exclusion for environmental assessment
(EA) requested?

If no, was a complete EA submitted?

If EA submitted, consulted to EA officer (OPS)?

Comments:

X] YES
[ ] NO

[ ]YES
[] NO

[ ]YES
[] NO

Quality Microbiology (for sterile products)

Was the Microbiology Team consulted for validation
of sterilization? (NDAs/NDA supplements only)

Comments:

[] Not Applicable

X] YES
[ ] NO
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Facility Inspection

e Establishment(s) ready for inspection?

= Establishment Evaluation Request (EER/TBP-EER)
submitted to OMPQ?

Comments: Method Validation ®) @)

(b) (4)

[] Not Applicable

Xl YES
[ ] NO

X] YES
[]1NO

Facility/Microbiology Review (BLAs only)

Comments:

IX] Not Applicable
[] FILE
[ ] REFUSE TO FILE

[ ] Review issues for 74-day letter

CMC Labeling Review

Comments:

[] Review issues for 74-day letter

APPLICATIONS IN THE PROGRAM (PDUFA V)
(NME NDAs/Original BLAs)

o  Were there agreements made at the application’s
pre-submission meeting (and documented in the
minutes) regarding certain late submission
components that could be submitted within 30 days
after receipt of the original application?

Xl N/A

[ ] YES
[] NO

e If so, were the late submission components all [ ] YES
submitted within 30 days? [] NO

e What late submission components, if any, arrived
after 30 days?

e  Was the application otherwise complete upon [ ] YES
submission, including those applications where there | [_] NO

were no agreements regarding late submission
components?
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e Is a comprehensive and readily located list of all [ ] YES
clinical sites included or referenced in the [ ] NO
application?

e Is a comprehensive and readily located list of all [ ] YES
manufacturing facilities included or referenced in the | [_] NO
application?

REGULATORY PROJECT MANAGEMENT

Signatory Authority: Renata Albrecht, Division Director
Date of Mid-Cycle Meeting (for NME NDAs/BLASs in “the Program” PDUFA V):

21* Century Review Milestones (see attached) (listing review milestones in this document is
optional):

Comments:

REGULATORY CONCLUSIONS/DEFICIENCIES

L]

The application is unsuitable for filing. Explain why:

The application, on its face, appears to be suitable for filing.

Review Issues:

Xl No review issues have been identified for the 74-day letter.

[ ] Review issues have been identified for the 74-day letter. List (optional):

Review Classification:

[ ] Standard Review

X| Priority Review

ACTIONS ITEMS

Ensure that any updates to the review priority (S or P) and classifications/properties are
entered into tracking system (e.g.. chemical classification, combination product
classification, 505(b) (2), orphan drug).

If RTF. notify everybody who already received a consult request, OSE PM, and Product
Quality PM (to cancel EER/TBP-EER).

If filed, and the application is under AIP, prepare a letter either granting (for signature by
Center Director) or denying (for signature by ODE Director) an exception for review.

O O g X

BLA/BLA supplements: If filed, send 60-day filing letter
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If priority review:
o notify sponsor in writing by day 60 (For BLAs/BLA supplements: include in 60-day
filing letter; For NDAs/NDA supplements: see CST for choices)

o notify OMPQ (so facility inspections can be scheduled earlier)

Send review issues/no review issues by day 74

Conduct a PLR format labeling review and include labeling issues in the 74-day letter

Update the PDUFA V DARRTS page (for NME NDAs in the Program)

L X X

BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and
the Facility Information Sheet to the facility reviewer for completion. Ensure that the
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into
RMS-BLA one month prior to taking an action [These sheets may be found in the CST
eRoom at:

http://eroom.fda.gov/eRoom/CDER2/CDER StandardL ettersCommittee/0 1685f ]

Other
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Appendix A (NDA and NDA Supplements only)

NOTE: The term "original application" or "original NDA" as used in this appendix
denotes the NDA submitted. It does not refer to the reference drug product or "reference
listed drug."

An original application is likely to be a 505(b) (2) application if:

(1) it relies on published literature to meet any of the approval requirements, and the
applicant does not have a written right of reference to the underlying data. If
published literature is cited in the NDA but is not necessary for approval, the
inclusion of such literature will not, in itself, make the application a 505(b)(2)
application,

(2) it relies for approval on the Agency's previous findings of safety and efficacy for
a listed drug product and the applicant does not own or have right to reference the
data supporting that approval, or

(3) it relies on what is "generally known" or "scientifically accepted" about a class of
products to support the safety or effectiveness of the particular drug for which the
applicant is seeking approval. (Note, however, that this does not mean any
reference to general information or knowledge (e.g., about disease etiology,

support for particular endpoints, methods of analysis) causes the application to be
a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include:
fixed-dose combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide)
combinations); OTC monograph deviations (see 21 CFR 330.11); new dosage forms; new
indications; and, new salts.

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the
original NDA was a (b)(1) or a (b)(2).

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the
information needed to support the approval of the change proposed in the supplement.

For example, if the supplemental application is for a new indication, the supplement is a
505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or
otherwise owns or has right of reference to the data/studies),

(2) No additional information beyond what is included in the supplement or was
embodied in the finding of safety and effectiveness for the original application or
previously approved supplements is needed to support the change. For example,
this would likely be the case with respect to safety considerations if the dose(s)
was/were the same as (or lower than) the original application, and.

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to
the data relied upon for approval of the supplement, the application does not rely
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for approval on published literature based on data to which the applicant does not
have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:

(1) Approval of the change proposed in the supplemental application would require

data beyond that needed to support our previous finding of safety and efficacy in
the approval of the original application (or earlier supplement), and the applicant
has not conducted all of its own studies for approval of the change, or obtained a
right to reference studies it does not own. For example, if the change were for a
new indication AND a higher dose, we would likely require clinical efficacy data
and preclinical safety data to approve the higher dose. If the applicant provided
the effectiveness data, but had to rely on a different listed drug, or a new aspect of
a previously cited listed drug, to support the safety of the new dose, the
supplement would be a 505(b)(2),

(2) The applicant relies for approval of the supplement on published literature that is

based on data that the applicant does not own or have a right to reference. If
published literature is cited in the supplement but is not necessary for approval,
the inclusion of such literature will not, in itself, make the supplement a 505(b)(2)
supplement, or

(3) The applicant is relying upon any data they do not own or to which they do not

have right of reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2)
application, consult with your OND ADRA or OND IO.
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