CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
22-536

OTHER REVIEW(S)




505(b)(2) ASSESSMENT

Application Information

NDA # 022536 NDA Supplement #: S- Efficacy Supplement Type SE-

Proprietary Name: N/A

Established/Proper Name: Indomethacin for injection
Dosage Form: Injection

Strengths: 1 mg

Applicant: APP Pharmaceuticals

Date of Receipt: 5/20/09

PDUFA Goal Date: 3/20/10 Action Goal Date (if different):

Proposed Indication(s): Indomethacin for Injection isindicated to close a hemodynamically
significant patent ductus arteriosus in premature infants wei ghing between 500 and 1750
g when after 48 hours usual medical management (e.g., fluid restriction, diuretics,
digitalis, respiratory support, etc.) isineffective.

GENERAL INFORMATION

1) Isthisapplication for arecombinant or biologically-derived product and/or protein or peptide
product OR is the applicant relying on arecombinant or biologically-derived product and/or
protein or peptide product to support approval of the proposed product?

YES [] NO [X

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

2) Listtheinformation essential to the approval of the proposed drug that is provided by reliance
on our previous finding of safety and efficacy for alisted drug or by reliance on published
literature. (If not clearly identified by the applicant, thisinformation can usually be derived
from annotated labeling.)

Source of information* (e.g., Information provided (e.g.,

published literature, name of pharmacokinetic data, or specific
referenced product) sections of labeling)

Approved product labeling for Entire label, except How Supplied section
Indocin IV

*each source of information should be listed on separate rows

3) Reliance on information regarding another product (whether a previously approved product
or from published literature) must be scientifically appropriate. An applicant needsto
provide ascientific “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)
No BA/BE studies required as thisis an intravenous product.

RELIANCE ON PUBLISHED LITERATURE

4) (&) Regardless of whether the applicant has explicitly stated areliance 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 [] NO [X
If“NO,” proceed to question #5.

(b) Does any of the published literature necessary to support approval identify a specific (e.g.,
brand name) listed drug product?

YES [] NO []

If“NO”, proceed to question #5.

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

(c) Arethe drug product(s) listed in (b) identified by the applicant as the listed drug(s)?
YES [] NO []
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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 referenced the 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 [X NO []
If“ NO,” proceed to question #10.

6) Name of listed drug(s) relied upon, and the NDA/ANDA #(s). Pleaseindicate if the applicant
explicitly identified the product as being relied upon (see note bel ow):

Name of Drug NDA/ANDA # Did applicant
specify reliance on
the product? (Y/N)
Indocin IV NDA 018878 Yes

Applicants should specify reliance on the 356h, in the cover letter, and/or with their patent
certification/statement. 1f you believe there isreliance 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 thisisa(b)(2) supplement to an original (b)(2) application, does the supplement rely upon
the same listed drug(s) asthe original (b)(2) application?
NA X YES [] NO []
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) Wereany of thelisted drug(s) relied upon for this application:
a) Approved in a505(b)(2) application?
YES [] NO [X
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 [X
If “YES’, please list which drug(s).
Name of drug(s) approved viathe DESI process:

¢) Described in amonograph?

YES [] NO [X
If“YES’, please list which drug(s).
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9)

Name of drug(s) described in a monograph:

d) Discontinued from marketing?
YES [] NO [X
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:

i) Werethe 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
archivefile and/or consult with the review team. Do not rely solely on any
statements made by the sponsor.)

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

The drug product includes a buffer that is not included in the RLD.

The purpose of the following two questions isto 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
guestion #12; if you answered NO to question #1, proceed to question #10 bel ow.

10) (@) Isthere apharmaceutical equivalent(s) to the product proposed in the 505(b)(2)

application that is already approved (viaan NDA or ANDA)?

(Pharmaceutical equivalents are drug productsin identical dosage formsthat: (1) contain
identical amounts of theidentical active drug ingredient, i.e., the same salt or ester of the
same therapeutic moiety, or, in the case of modified rel ease dosage formsthat 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 theidentical 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)).

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 [X NO []

If“NO” to (a) proceed to question #11.
If “YES’ to (a), answer (b) and (c) then proceed to question #12.
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(b) Is the pharmaceutical equivalent approved for the same indication for which the
505(b)(2) application is seeking approval ?
YES [X NO []

(c) Isthelisted drug(s) referenced by the application a pharmaceutical equivalent?
YES [X NO []

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

If“NO” or if there are additional pharmaceutical equivalentsthat 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 genericsare
listed in the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office,
Office of New Drugs.

Pharmaceutical equivalent(s): Indomethacin for injection (Bedford), Indocin IV (Lundbeck)

11) (@) Isthere apharmaceutical alternative(s) aready approved (viaan 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
formulations of the same active ingredient.)

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

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

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

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 haveto individually list all
of the products approved as ANDAs, but please note below if approved genericsarelisted in
the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of
New Drugs.

Pharmaceutical alternative(s):
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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 effectivenessisrelied upon to support approval of
the (b)(2) product.

Listed drug/Patent number(s): None
No patentslisted [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 “NQ", 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.)

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

XI 21 CFR 314.50(i)(1)())(A)(1): The patent information has not been submitted to
FDA. (Paragraph | certification)

[] 21CFR 314.50(i)(1)(i)(A)(2): The patent has expired. (Paragraph |1 certification)
Patent number(s):

[ ] 21CFR 314.50()(1)(i)(A)(3): The date on which the patent will expire. (Paragraph
I11 certification)

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

[ ] 21CFR 314.50(i)(1)(i)(A)(4): The patentisinvalid, 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.

[] 21CFR314.50(i)(3): Statement that applicant has alicensing agreement with the
NDA holder/patent owner (must also submit certification under 21 CFR
314.50(i)(1)()(A)(4) above). If the applicant has a licensing agreement with the
NDA holder/patent owner, proceed to question #15.
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[ ] 21CFR314.50(i)(1)(ii): No relevant patents.

[ ] 21CFR 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 1V
certification and/or applications in which the applicant and patent holder have alicensing
agreement:

(&) 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 wasfiled [21 CFR 314.52(b)]?
YES [] NO []
If “NQ", 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)]? Thisis generally provided in the
form of aregistered mail receipt.

YES [] NO []
If “NQO", please contact the applicant and request the documentation.

(d) What idare 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):

(e) Hasthe 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 thisinformation 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 animmediate effective date of [ |
approval
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Application Submission

Type/Number Type/Number Submitter Name Product Name
NDA-22536 ORIG-1 APP INDOMETHACIN
PHARMACEUTICA
LSLLC

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

RUSSELL FORTNEY
03/16/2010



NDA/BLA REGULATORY FILING REVIEW
(Including Memo of Filing M eeting)

Application Information

NDA # 22536 NDA Supplement #:S Efficacy Supplement Type SE-
BLA# BLA STN #

Proprietary Name: N/A

Established/Proper Name: Indomethacin for Injection
Dosage Form: Injection

Strengths. 1 mg/vial

Applicant: APP
Agent for Applicant (if applicable): N/A

Date of Application:
Date of Receipt: 5/8/09
Date clock started after UN: 5/20/09

PDUFA Goal Date: 3/20/10 Action Goal Date (if different):

Filing Date: 8/2/09
Date of Filing Meeting: 6/29/09

Chemical Classification: (1,2,3 etc.) (original NDAsonly) 3

Proposed Indication(s): To close a hemodynamically significant patent ductus arteriosus in
premature infants weighing between 500 and 1750 g.

Type of Original NDA: []505(b)(1)
AND (if applicable) [X] 505(b)(2)
Type of NDA Supplement: []505(b)(1)
[[] 505(b)(2)
Refer to Appendix A for further information.
Review Classification: X] Standard
[ ] Priority

If the application includes a complete response to pediatric WR,
review classification is Priority.

[ ] Tropical disease Priority

If atropical disease Priority review voucher was submitted, review review voucher submitted

classification defaults to Priority.

Resubmission after withdrawal? [ ]
Resubmission after refuseto file? []

Part 3 Combination Product? [_] | Drug/Biologic
[] Drug/Device
[ ] Biologic/Device
[ ] Fast Track ] PMC response
[ ] Rolling Review [] PMR response:
[ ] Orphan Designation [ ] FDAAA [505(0)]
] PREA deferred pediatric studies [21 CFR
[ ] Rx-to-OTC switch, Full 314.55(b)/21 CFR 601.27(b)]
[] Rx-to-OTC switch, Partial [ ] Accelerated approval confirmatory studies (21
[ ] Direct-to-OTC CFR 314.510/21 CFR 601.41)
[] Animal rule postmarketing studies to verify
Other: clinical benefit and safety (21 CFR 314.610/21 CFR
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| 601.42)

Collaborative Review Division (if OTC product):

List referenced IND Number(s): N/A

PDUFA and Action Goal dates correct in tracking system? X YES

[ INO
If not, 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] YES
correct in tracking system? [ INO
If not, ask the document room staff to make the corrections. Also,
ask the document room staff to add the established name to the
supporting IND(s) if not already entered into tracking system.
Are all classification codes/flags (e.g. orphan, OTC drug, X YES
pediatric data) entered into tracking system? L INO
If not, ask the document room staff to make the appropriate
entries.

Application Integrity Policy

Is the application affected by the Application Integrity Policy | [_] YES
(AIP)? Check the AIP list at: X NO
http://mww.fda.gov/ora/compliance ref/aiplist.html
If yes, explain:
If yes, has OC/DMPQ been notified of the submission? [ ]YES

[ I1NO
Comments:

User Fees

Form 3397 (User Fee Cover Sheet) submitted X YES

[ INO
User Fee Status X Paid

[ ] Exempt (orphan, government)

[ ] Waived (e.g., small business,
Comments: public health)

[ ] Not required

Note: 505(b)(2) applications are no longer exempt from user fees pursuant to the passage of FDAAA. Itis
expected that all 505(b) applications, whether 505(b)(1) or 505(b)(2), will require user fees unless
otherwise waived or exempted (e.g., business waiver, orphan exemption).

Exclusivity
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Does ancther product have orphan exclusivity for the same L] YES

indication? Check the Electronic Orange Book at: X NO

http://www.fda.gov/cder/ob/default.htm

If yes, isthe product considered to be the same product [ ]YES

according to the orphan drug definition of sameness[21 CFR | [ ] NO

316.3(b)(13)]?

If yes, consult the Director, Division of Regulatory Policy |1,

Office of Regulatory Policy (HFD-007)

Comments:

Has the applicant requested 5-year or 3-year Waxman-Hatch | [ ] YES

exclusivity? (NDAS/NDA efficacy supplements only) # years requested:
X NO

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

Comments:

If the proposed product is a single enantiomer of aracemic
drug previously approved for a different therapeutic use
(NDAs only):

Did the applicant (a) elect to have the single enantiomer
(contained as an active ingredient) not be considered the
same active ingredient asthat contained in an aready
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.

X Not applicable

[]YES
[ ] NO

505(b)(2) (NDAS/NDA Efficacy Supp

lements only)

Isthe application for a duplicate of alisted drug and
eligible for approval under section 505(j) asan ANDA?

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

Is the application for a duplicate of alisted drug whose
only difference isthat the rate at which the proposed
product’s active ingredient(s) is absorbed or made
availableto the site of action is unintentionally less than

[ ] Not applicable

[]YES
X NO

[]YES
X NO

that of the listed drug (see 21 CFR 314.54(b)(2))?
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Note: If you answered yes to any of the above questions, the
application may be refused for filing under 21 CFR 314.101(d)(9).
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4. Isthere unexpired exclusivity on the active moiety (e.g.,
5-year, 3-year, orphan or pediatric exclusivity)? Check
the Electronic Orange Book at:
http: //mww.fda.gov/cder/ob/default.htm

If yes, please list below:

Application No. Drug Name

Exclusivity Code

Exclusivity Expiration

If thereis unexpired, 5-year 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 |V 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 108(b)(2). Unexpired, 3-year exclusivity will
only block the approval, not the submission of a 505(b)(2) application.

Format and Content

Do not check mixed submission if the only electronic component
isthe content of labeling (COL).

Comments:

[ All paper (except for COL)
X] All electronic
] Mixed (paper/electronic)

X cTD
[ ] Non-CTD
[] Mixed (CTD/non-CTD)

If mixed (paper/electronic) submission, which parts of the
application are submitted in electronic format?

If electronic submission:

paper forms and certifications signed (non-CTD) or
electronic forms and certifications signed (scanned or digital
signature)(CTD)?

Formsinclude: 356h, patent information (3542a), financial
disclosure (3454/3455), user fee cover sheet (3542a), and clinical
trials (3674); Certificationsinclude: debarment certification,
patent certification(s), field copy certification, and pediatric
certification.

Comments:

If electronic submission, doesit follow the eCTD guidance?
(http://www.fda.gov/cder/quidance/ 7087r ev.pdf)

If not, explain (e.g., waiver granted):
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Form 356h: Is asigned form 356h included?

[ ] NO
If foreign applicant, both the applicant and the U.S. agent must
sign theform.
Are &l establishments and their registration numberslisted | 5 yES
on the form? ] NO
Comments:
I ndex: Does the submission contain an accurate X YES
comprehensive index? [ ] NO
Comments.
Is the submission complete as required under 21 CFR 314.50 | [X] YES
(NDAS/NDA efficacy supplements) or under 21 CFR 601.2 [ ] NO

(BLASYBLA efficacy supplements) including:

X legible
X English (or trandlated into English)

X pagination
X navigable hyperlinks (el ectronic submissions only)

If no, explain:

Controlled substance/Product with abuse potential:

X Not Applicable

Abuse Liability Assessment, including a proposal for [ ] YES

scheduling, submitted? [ ] NO

Consult sent to the Controlled Substance Staff? [ ] YES

Comments: [] NO

BLASBLA efficacy supplements only:

Companion application received if a shared or divided []YES

manufacturing arrangement? [ ] NO

If yes, BLA #

Patent Information (NDAS/NDA efficacy supplements only)

Patent information submitted on form FDA 3542a? X YES

[ ] NO

Comments:

Debar ment Certification

Correctly worded Debarment Certification with authorized
signature?

If foreign applicant, both the applicant and the U.S. Agent must

X YES
[ ] NO
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sign the certification.
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...”
Comments:
Field Copy Certification (NDAS/NDA efficacy supplementsonly)
Field Copy Certification: that it is atrue copy of the CMC X] Not Applicable (electronic
technical section (appliesto paper submissions only) submission or no CMC technical
section)
[] YES
: . : : : [1 NO
If maroon field copy jackets from foreign applicants are received,
return them to CDR for delivery to the appropriate field office.
Financial Disclosure
Financia Disclosure forms included with authorized [ ] YES
signature? X NO
Forms 3454 and/or 3455 must be included and must be signed by
the APPLICANT, not an Agent.
Note: Financial disclosureisrequired for bioequivalence studies
that are the basis for approval.
Comments: Not needed...no clinical data submitted.
Pediatrics
PREA
Note: NDAS/BLASefficacy 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
reviewed by PeRC prior to approval of the application/supplement.
Arethe required pediatric assessment studies or afull waiver % $EtSAppI|cable
_ g o
of pediatric studies included- ] NO
If no, isarequest for full waiver of pediatric studies OR a E L(E)S
request for partial waiver/deferral and a pediatric plan
included?
If no, request in 74-day letter.
) eq Y []YES
o If yes, doesthe application contain the [1NO
certification(s) required under 21 CFR 314.55(b)(1),
(©)(2). (c)(3)/21 CFR 601.27(b)(1), (c)(2), (c)(3)
Comments:
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BPCA (NDASYNDA efficacy supplements only):

I's this submission a complete response to a pediatric Written | [ ] YES
Request? X NO
If yes, contact PMHS (pediatric exclusivity determination by the
Pediatric Exclusivity Board is needed).
Comments:
Prescription Labeling
[] Not applicable
Check all types of labeling submitted. X Package Insert (PI)
[ ] Patient Package Insert (PPI)
[ ] Instructionsfor Use
[ ] MedGuide
[X] Cartonlabels
X] Immediate container labels
Comments: [ ] Diluent
[ ] Other (specify)
Is electronic Content of Labeling submitted in SPL format? | [X] YES
[ ] NO
If no, request in 74-day letter.
Comments:
Package insert (Pl) submitted in PLR format? Xl YES
[ ] NO
If no, was awaiver or deferral requested before the [ ] YES
application was received or in the submission? [ ] NO
If before, what isthe status of the request?
If no, request in 74-day |etter.
Comments.
All labeling (PI, PPI, MedGuide, carton and immediate [ ] YES
container labels) consulted to DDMAC? X NO
Comments:
MedGuide or PPI (plus PI) consulted to OSE/DRISK? (send | [X] Not Applicable
WORD version if available) [ ] YES
[ ] NO
Comments:
REMS consulted to OSE/DRISK? X] Not Applicable
] YES
Comments: [ ] NO
Carton and immediate container labels, PI, PPI, and [ ] Not Applicable
proprietary name (if any) sent to OSE/DMEDP? X YES
[ ] NO

Comments:
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OTC Labeling

Check all types of labeling submitted.

Comments:

X Not Applicable

[] Outer carton label

[ ] Immediate container |abel

[ ] Blister card

[ ] Blister backing label

[ ] Consumer Information Leaflet
(CIL)

[] Physician sample

] Consumer sample

[ ] Other (specify)

Is electronic content of |abeling submitted? L[] YES
[ ] NO

If no, request in 74-day letter.

Comments.

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

units (SKUs)? [ ] NO

If no, request in 74-day letter.

Comments:

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

SK Us defined? [ ] NO

If no, request in 74-day letter.

Comments:

Proprietary name, al labeling/packaging, and current L] YES

approved Rx Pl (if switch) sent to OSE/DMEDP? [ ] NO

Comments:

M eeting Minutes/SPA Agreements

End-of Phase 2 meeting(s)? L[] YES

If yes, distribute minutes before filing meeting. Date(s):
X NO

Comments:

Pre-NDA/Pre-BL A/Pre-Supplement meeting(s)? L[] YES

If yes, distribute minutes before filing meeting. Date(s):
X NO

Comments:

Any Special Protocol Assessment (SPA) agreements? L] YES

If yes, distribute letter and/or relevant minutes before filing Date(s):

meeting. X NO

Comments:
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ATTACHMENT

MEMO OF FILING MEETING

DATE: 6/29/09

NDA/BLA #. 22536

PROPRIETARY/ESTABLISHED NAMES: Indomethacin for Injection

APPLICANT: APP Pharmaceuticals

BACKGROUND: Thisisa505(b)(2) application for indomethacin for injection. The RLD is
Indocin for injection. This product contains indomethacin base (and a buffer) rather than
indomethacin sodium which the RLD contains and is correctly submitted as a 505(b)(2). The only
reviews necessary will be CMC and Microbiology.

REVIEW TEAM:

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

Regulatory Project Management RPM: Fortney Y
CPMS/TL: | Fromm Y
Cross-Discipline Team Leader (CDTL)
Clinica Reviewer: | Karkowsky Y
TL:
Socia Scientist Review (for OTC Reviewer:
products)
TL:
Labeling Review (for OTC products) Reviewer:
TL:
OSE Reviewer:
TL:
Clinical Microbiology (for antimicrobial | Reviewer: | N/A
products)
TL:
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Clinical Pharmacol ogy Reviewer: | Hinderling

TL: Madabushi
Biostatistics Reviewer: | N/A

TL:
Nonclinical Reviewer: | Resnick
(Pharmacol ogy/Toxicol ogy)

TL:
Statistics, carcinogenicity Reviewer: | N/A

TL:
Product Quality (CMC) Reviewer: | Wong

TL: Srinivasachar
Facility (for BLAS/BLA supplements) Reviewer:

TL:
Microbiology, sterility (for NDASNDA | Reviewer: | Mello
efficacy supplements)

TL:
Bioresearch Monitoring (DSI) Reviewer: | N/A

TL:
Other reviewers N/A
OTHER ATTENDEES: Norman Stockbridge
505(b)(2) filing issues? [ ] Not Applicable

] YES

If yes, list issues: X NO
Per reviewers, are al partsin English or English X YES
tranglation? [ ] NO
If no, explain:
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Electr onic Submission comments

List comments:

] Not Applicable

CLINICAL X Not Applicable
[ ] FILE
[ ] REFUSE TOFILE
Comments: [] Review issuesfor 74-day letter
e Clinical study site(s) inspections(s) needed? ] YES
X NO
If no, explain: No clinical studies conducted.
e Advisory Committee Meeting needed? L] YES
Dateif known:
Comments: ] NO

/f no, for an original NME or BLA application, include the
reason. For example:
o thisdrug/biologic is not thefirst in its class
o thecdlinical study design was acceptable
o theapplication did not raise significant safety
or efficacy issues
o theapplication did not raise significant public
health questions on the role of the
arug/biologic in the diagnos's, cure,
mitigation, treatment or prevention of a
disease

[ ] To bedetermined

Reason:

o If theapplication is affected by the AIP, has the

X] Not Applicable

division made a recommendation regarding whether | [] YES
or not an exception to the AIP should be grantedto | [_] NO
permit review based on medical necessity or public
health significance?
Comments:
CLINICAL MICROBIOLOGY X] Not Applicable
L] FILE
[] REFUSE TOFILE
Comments: [] Review issuesfor 74-day letter
CLINICAL PHARMACOLOGY X] Not Applicable
[] FILE
[] REFUSE TOFILE

Version 6/9/08

12




[ ] Review issuesfor 74-day letter

Comments:
e Clinical pharmacology study site(s) inspections(s) L[] YES
needed? X NO
BIOSTATISTICS X Not Applicable
[ ] FILE
[ ] REFUSE TOFILE
[] Review issuesfor 74-day letter
Comments:
NONCLINICAL X] Not Applicable
(PHARMACOLOGY/TOXICOLOGY) [ ] FILE
[ ] REFUSE TOFILE
[] Review issuesfor 74-day letter

Comments:

PRODUCT QUALITY (CMC)

Comments:

Not Applicable
FILE

Review issues for 74-day letter

L]
X
[] REFUSETOFILE
[l
L]

e Categorical exclusion for environmental assessment Not Applicable
(EA) requested? X YES
[ ] NO
If no, was a complete EA submitted? []YES
X NO
If EA submitted, consulted to EA officer (OPS)? []YES
[ ] NO
Comments:
o Establishment(s) ready for inspection? [] Not Applicable
X YES
[ ] NO
=  Establishment Evaluation Request (EER/TBP-EER) | [ ] Not Applicable
submitted to DMPQ? X YES
[ ] NO
Comments:
e Sterile product? X YES
[ ] NO

Version 6/9/08
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If yes, was Microbiology Team consulted for
validation of sterilization? (NDAS/NDA
supplements only)

NO

FACILITY (BLAsonly)

Comments:

Not Applicable
FILE
[ ] REFUSETOFILE

X
[
L]
[

[ ] Review issuesfor 74-day letter

REGULATORY PROJECT MANAGEMENT

Signatory Authority: Division (Norman Stockbridge)

Comments:

REGULATORY CONCLUSIONS/DEFICIENCIES

L] The application is unsuitable for filing. Explain why:

= The application, on its face, appearsto be suitable for filing.

X] Standard Review

[ ] Priority Review

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

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

ACTIONSITEMS

Ensure that the review and chemical classification codes, aswell as any other pertinent
classification codes (e.g., orphan, OTC) are correctly entered into tracking system.

If RTF action, notify everybody who already received a consult request, OSE PM., and
Product Quality PM. Cancel EER/TBP-EER.

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

If BLA or priority review NDA, send 60-day letter.

Send review issues/no review issues by day 74

O oo o oo o

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

() it relies on published literature to meet any of the approval requirements, and the
applicant does not have awritten right of reference to the underlying data. If
published literatureis 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 reliesfor approval on the Agency's previous findings of safety and efficacy for
alisted drug product and the applicant does not own or have right to reference the
data supporting that approval, or

(3) it relieson 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
a505(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 al of the
information needed to support the approval of the change proposed in the supplement.
For example, if the supplemental application isfor a new indication, the supplement isa
505(b)(2) 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,
thiswould 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 “criterid’ 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 aright of reference).

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

(2) 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 datato 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
aprevioudy 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 aright 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 isrelying 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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1 INTRODUCTION

Thisreview iswritten in response to a request from the Division of Cardiovascular and Renal
Products for the Division of Medication Error Prevention and Analysis (DMEPA) to evaluate
container labdls, carton and insert labeling for areas that could lead to medication errors.

1.1 REGULATORY HISTORY

Indomethacin for injection is a 505(b)(2) application for the Reference Listed Drug (RLD),
Indocin I.V.

2 METHODSAND RESULTS

2.1 ADVERSE EVENT REPORTING SYSTEM (AERS)

DMEPA conducted a search of the FDA Adverse Event Reporting System (AERS) database on
March 9, 2010 for any medication errors relevant to the labels or labeling of the RLD, Indocin
I.V. using the following criteria: Active Ingredient “Indomethacin, Trade Name “Indocin” and the
MedDRA reaction terms “Medication Errors’ (HGLT) and “Product Quality Issue” (PT). The
search was limited to the following routes of administration: intravenous, intravenous bolus,
intravenous drip, intramuscular, intraarterial, intrathecal, parenteral, and subcutaneous.

The search resulted in nine cases, none of which were related to labels or labeling. One case from
1987 was associated with wrong prescribed dose (2 mg/kg given instead of 0.2 mg/kg). The
remaining cases were related to wrong drug (Indomethacin prescribed for what was meant to be
Digoxin), drug inefficacy, drug interaction, overdose (no causality given), and non-relevant case
(Indomethacin suppository was used).

2.2 LABELSANDLABELING

DMEPA used Failure Mode and Effects Analysis (FMEA) in our evaluation of the container
labels, carton labeling and insert labeling submitted on November 10, 2009 (see Appendices A
and B).

3 RECOMMENDATIONS

Our evaluation noted areas where information on the container labels and carton labeling can be
improved to minimize medication errors. Section 3.1 Comments to the Division, contains our
recommendations for the insert labeling. Section 3.2 Comments to the Applicant, contains our
recommendations for the container labels and carton labeling. We request the recommendations
in Section 3.2 be communicated to the Applicant prior to approval.

Please copy the Division of Medication Error Prevention and Analysis on any communication to
the Applicant with regard to thisreview. If you have further questions or need clarifications on
this review, please contact Nina Ton, OSE Project Manager, at 301-796-1648.

3.1 COMMENTSTO THE DIVISION

We have the following recommendations for the insert labeling:

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



A. Highlightsand Full Prescribing I nformation

1.

Revise the strength to read “1 mg per vial”, rather than 1 mg. Thiswill provide
consistency in the presentation of strength for lyophilized powders.

3.2 COMMENTSTO THE APPLICANT

A. Container Label (1 mg vial)

1

Increase the prominence of the established name so that it is the most prominent
information on the label. Currently the established name has the same prominence as
the other statements such as “ For the preparation of intravenous solutions” and the
name and strength should be the most prominent information on labels and labeling.

Revise the strength to read “1 mg per vial” or “1 mg/vial” and increase the font size
of the strength so that it is more prominent against the green boxed background.

Revise the statement “ Single Dose Via” to read “ Single Dose Via - Discard unused
portion”, so it appears in conjunction with the statement “ Single Dose Vial”.

Delete the statement “ Indomethacin” that appears next to the product strength. Itis
duplicative as the product name is the established name “Indomethacin for Injection”.

Delete the statement “1 mg” that appears above the “ Single Dose Via” statement. It
is duplicative with the strength statement.

B. Carton Labeling (1 x 1 mg vial)

1

Increase the prominence of the established name so that it is the most prominent
information on the label. Currently the company logo has a greater prominence than
the established name and the name and strength should be the most prominent
information on labels and labeling.

Delete the statement “Indomethacin” that appears next to the product strength on the
principal display panel and the top panel. It is duplicative as the product name is the
established name “Indomethacin for Injection”.

Revise the strength to read “1 mg per vial” or “1 mg/vial” and increase the font size
of the strength so that it is more prominent against the green boxed background.

Revise the statement “1 mg” that appears above the “ Single Dose Via” statement to
read “1vial”.

Relocate the “ Discard any unused portion...” statement from the side panel to the
principal display panel, so it appears in conjunction to the “Single Dose Vial”
statement.

Include the route of administration statement (e.g. “ For intravenous use only”) on the
principal display pandl.

Separate or bold the recongtitution directions so that it is more easily found on the
labeling.

Revise the reconstitution instructions to read “ Recongtitution with 1 mL of diluent
(Sterile Sodium Chloride Injection 0.9% or Sterile Water for Injection) will equal a
concentration of 0.1 mg/0.1 mL. Reconstitution with 2 mL of diluent will equal a
concentration of 0.05 mg/0.1 mL.”



APPENDICES
Appendix A: Vid Label

NDC 63323-639-03 605903
INDOMETHACIN
FOR INJECTION

)
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Indomethacin % L
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Single Dose Vial Rx only == E
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Appendix B: Carton Labeling

INDOMETHACIN
FOR INJECTION
Indomethacin
Sterle - .
Each vial of indomethacin for Store at 25°C (77°F) with NDC 63323-659-03 605903
injection contains 1 mg excursions permitted to 15° | INDOMETHACIN
[+]
indomethacin: 0.29 mg monobasic | ©30°C f(rig ];"." g:f“f"- FOR INJECTION
sodium phosphate and 0.41 mg m
dibasic sodmm phosphate, not more . i
than 0.24 mg sodium hydroxide Store contamers i carton -
filled into container as a true until contents have been 9 Indomethacin NDC Barcode
solution, then cryodessiccated. used. Discard any unused
Reconstifute with 1to 2 mL Sterile | Pportion immediately.
Sodium Chlonde Injection 0.9% or For reconstitution and FOR THE PREPARATION OF
Stenile Water for Injection. USUAL DOSAGE: See INTRAVENOUS SOLUTIONS
The reconstituted solution, pH 6.0 insert.
to 7.5, 1s clear, slightly yellow and 1 mg
esseptially free from wisible Single Dose Vial
particles. . .
The pH of the product does not meet Vial Sm]zpmﬁbtzt confam | Rxonly
the USP monograph [FD&C Act natural latex :
Chapter V, SEC. 501. [21USC
§351](b)]-
APP Pharmaceuticals, LLC @‘ P P
Schaumburg, ILE0T73 Gpﬁ P P
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