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ACTION PACKAGE CHECKLIST

NDA# 22-377 'NDA Supplement #

BLA # BLA STN # IfNDA, Efficacy Supplement Type:

Proprietary Name: ALSUMA
Established/Proper Name: sumatriptan
Dosage Form: imjection

Applicant: King Pharmaceuticals
Agent for Applicant (if applicable):

RPM: Lana Y. Chen Division:

NDAs: 505(b)(2) Original NDAs and 505(b)(2) NDA supplements:

NDA Application Type: [_] 505(b)(1) 505(b)(2) | Listed drug(s) relied upon for approval (include NDA #(s) and drug
Efficacy Supplement:  [[] 505(b)(1) [] 505(b)(2) | name(s)):

(A supplement can be cither a (b)(1) or a (b)(2) NDA 20-080 Imitrex (sumatriptan) injection

regardless of whether the original NDA was a (b)(1) Provide a brief explanation of how this product is different from the listed

or a (b)(2). Consult page 1 of the 505(b)(2) drug.
éf;iisl?slte_l)lt or the Appendix to this Action Package Pre-assembled single-use disposable injector

[] Ifno listed drug, check box and explain:

o

Two months prior to each action, review the information in the

505(b)(2) Assessment and submit the draft to CDER OND IO for

clearance. Finalize the 505(b)(2) Assessment at the time of the
approval action.

On the day of approval, check the Orange Book again for any new
patents or pediatric exclusivity.

No changes [ ] Updated Date of check: 6/29/10

If pediatric exclusivity has been granted or the pediatric information in
the labeling of the listed drug changed, determine whether pediatric
information needs to be added to or deleted from the labeling of this

. . drug.
% Actions L e e
¢ Proposed action APPROVAL
¢ User Fee Goal Date is 6/29/10 BJ AP Ora [er
*  Previous actions (specify type and date for each action taken) CR 5/15/09

K/

% If accelerated approval or approval based on efficacy studies in animals, were promotional
materials received?
Note: Promotional materials to be used within 120 days after approval must have been

Dy

(] Received

Edr_main.url o\ b mitted (for exceptions, see

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guida
nces/ucm069965.pdf). If not submitted, explain

! The Application Information section is (only) a checklist. The Contents of Action Package section (beginning on page 5) lists the
documents to be included in the Action Package.
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% Application Characteristics >

Review priority: Standard [] Priority
Chemical classification (new NDAs only):

[C] Fast Track [J Rx-to-OTC full switch

(L] Rolling Review ] Rx-to-OTC partial switch

(] Orphan drug designation (] Direct-to-OTC '

NDAs: Subpart H BLAs: Subpart E
[J Accelerated approval (21 CFR 314.510) [J Accelerated approval (21 CFR 601.41)
] Restricted distribution (21 CFR 314.520) [J Restricted distribution (21 CFR 601.42)

Subpart I Subpart H

[] Approval based on animal studies [] Approval based on animal studies

(] Submitted in response to a PMR
(] Submitted in response to a PMC
[J Submitted in response to a Pediatric Written Request

Comments:

< BLAsonly: Ensure RMS-BLA Product Information Sheet for TBP and RMS-BLA Facility

Information Sheet for TBP have been completed and forwarded to OPVOBUDRM (Vicky | [[] Yes, dates
Carter) L
% BLAs only: Is the product subject to official FDA lot release per 21 CFR 610.2 [J Yes [J No
(approvals only)
% Public communications (approvals only) . L
e Office of Executive Programs (OEP) liaison has been notified of action O Yes [J No
e Press Office notified of action (by OEP) [ Yes [ No
] None
(O] HHS Press Release
¢ Indicate what types (if any) of information dissemination are anticipated [J FDA Talk Paper
[J CDER Q&As
. [ oOther

? Answer all questions in all sections in relation to the pending application, i.e., if the pending application is an NDA or BLA
supplement, then the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA. For
example, if the application is a pending BLA supplement, then a new RMS-BLA Product Information Sheet for TBP must be

completed.
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NDA/BLA #
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%  Exclusivity R e
» s approval of this application blocked by any type of exclusivity? X No O Yes

e NDAs and BLAs: Is there existing orphan drug exclusivity for the “same”
drug or biologic for the proposed indication(s)? Refer to 21 CFR J No (] Yes
316.3(b)(13) for the definition of “same drug” for an orphan drug (i.e., If, yes, NDA/BLA # and
active moiety). This definition is NOT the same as that used for NDA date exclusivity expires:
chemical classification.

¢ (b)(2) NDAs only: Is there remaining 5-year exclusivity that would bar No [] Yes
effective approval of a 505(b)(2) application)? (Note that, even if exclusivity I cs. NDA # and date
remains, the application may be tentatively approved if it is otherwise ready ex?:,lu;ivi ty expires:

Jfor approval ) : pires:

e (b)(2) NDAs only: Is there remaining 3-year exclusivity that would bar X No [] Yes
effective approval of a 505(b)(2) application? (Note that, even if exclusivity If yes. NDA # and date
remains, the application may be tentatively approved if it is otherwise ready eleu;ivi ty expires:

Jfor approval ) pires:

e (b)(2) NDAs only: Is there remaining 6-month pediatric exclusivity that X No [ Yes
would bar effective approval of a 505(b)(2) application? (Note that, even if If ves. NDA # and date
exclusivity remains, the application may be tentatively approved if it is eleu;ivi ty expifds:
otherwise ready for approval.) pres:

e NDAs only: Is this a single enantiomer that falls under the 10-year approval D No [] Yes
limitation of 505(u)? (Note that, even if the 10-year approval limitation IFyes. NDA # and date 10-
period has not expired, the application may be tentatively approved if it is yle l’imi tation expires:

otherwise ready for approval.)

o
0.0

Patent Information (NDAs only)

Patent Information:

Verify that form FDA-3542a was submitted for patents that claim the drug for
which approval is sought. If the drug is an old antibiotic, skip the Patent
Certification questions.

Verified
(] Not applicable because drug is
an old antibiotic.

Patent Cerfification [505(b)(2) applications]:
Verify that a certification was submitted for each patent for the listed drug(s) in
the Orange Book and identify the type of certification submitted for each patent.

21 CFR 314.50(i)(1)(i)(A)
Verified

21 CFR 314.50(i)(1)
O a O did

[505(b)(2) applications] If the application includes a paragraph III certification,
it cannot be approved until the date that the patent to which the certification
pertains expires (but may be tentatively approved if it is otherwise ready for
approval).

(] No paragraph III certification
Date patent will expire 2/6/09

[505(b)(2) applications] For each paragraph IV certification, verify that the
applicant notified the NDA holder and patent owner(s) of its certification that the
patent(s) is invalid, unenforceable, or will not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph IV certifications, mark “N/A” and skip to the next section below
(Summary Reviews)).

[J N/A (no paragraph IV certification)
O Verified

Version: 6/18/10
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[505(b)(2) applications] For each paragraph IV certification, based on the
questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.

Answer the following questions for each paragraph IV certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s
notice of certification?

(Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
is required to amend its 505(b)(2) application to include documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))).

If “Yes,” skip to question (4) below. If “Ne,” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee)
submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CFR 314.107(£)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip the rest of the patent questions.

If “No,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee
filed a lawsuit for patent infringement against the applicant?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(£)(2))).

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive
its right to bring a patent infringement action or to bring such an action. After
the 45-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee)
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107(£)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph [V certifications, skip to the next section below (Summary Reviews).

If “No,” continue with question (3).

l:] Yes

[ Yes

I:I Yes

E] Yes

I:]No

] No

[J No

DNO

Version: 6/18/10 |
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(5) Did the patent owner, its representative, or the exclusive patent licensee
bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt of the applicant’s notice of
certification?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107()(2)). If no written notice appears in the
NDA file, confirm with the applicant whether a lawsuit was commenced
within the 45-day period).

If “Ne,” there is no stay of approval based on this certification. Analyze the
next paragraph IV certification in the application, if any. Ifthere are no other
paragraph IV certifications, skip to the next section below (Summary
Reviews).

If “Yes,” a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the OND ADRA and attach a summary of the

response.

D Yes I:I No

{0 TENTS OF ACTION PACKAGE

<> Copy of this Action Package Checklist®

Ofﬁcer/Employee Llst

e L1st of ofﬁcers/employees who partlcxpated in the decision to approve this apphcatlon and
consented to be identified on this list (approvals only)

Included

Documentation of consent/non-consent by officers/employees

[J Included

‘Action Letters

% Copies of all actionetters (including approval letter with final labeling)

Action(s) and date(s) AP 6/29/10

< Package Insert (write submission/communication date at upper right of first page of PI)

o Most recent draft labeling. If it is division-proposed labeling, it should be in
track-changes format.

¢ Original applicant-proposed labeling

¢ Example of class labeling, if applicable

3 Fill in blanks with dates of reviews, letters, etc.
Version: 6/18/10

A}




NDA/BLA #

Page 6
[] Medication Guide
*» Medication Guide/Patient Package Insert/Instructions for Use (write DX Patient Package Insert
submission/communication date at upper right of first page of each piece) (J Instructions for Use
[] None
*  Most-recent draft labeling. If it is division-proposed labeling, it should be in
ttrack-changes format.
e  Original applicant-proposed labeling
e Example of class labeling, if applicable
*» Labels (full color carton and immediate-container labels) (write
submission/communication date on upper right of first page of each submission)
¢  Most-recent draft labeling
% Proprietary Name
e Acceptability/non-acceptability letter(s) (indicate date(s))
) M- See Tab H
* Review(s) (indicate date(s))
(] RPM
DMEPA
. e : . X] DRISK
% Labeling reviews (indicate dates of reviews and meetings) ] DDMAC -
[] css

“Other reviews

E3 Administrativé RévieWs (e.g., RPM Filing Review'/Memo of F ili'ng Meéting) (indiéate
date of each review)

< AIINDA (b)(2) Actions: Date each action cleared by (b)(2) Clearance Cmte X 6/22/10
% NDA (b)(2) Approvals Only: 505(b)(2) Assessment (indicate date) 6/24/10

% NDAs only: Exclusivity Summary (signed by Division Director) X Included

% Application Integrity Policy (AIP) Status and Related Documents

http://www.fda. gov/ICECT/EnforcementActions/ApplicationIntegrityPolicy/default.htm

*  Applicant ig on the AIP _ L] Yes (X No

e  This application is on the AIP [] Yes [] No -
o Ifyes, Center Director’s Exception for Review memo (indicate date)

o Ifyes, OC clearance for approval (indicate date of clearance

N [] Not an AP action
communication)

«» Pediatrics (approvals only)

¢ Date reviewed by PeRC ‘
If PeRC review not necessary, explain: Peds not triggered

e Pediatric Page (approvals only, must be reviewed by PERC before finalized) X Included

% Debarment certification (original applications only): verified that qualifying language was
not used in certification and that certifications from foreign applicants are cosigned by
U.S. agent (include certification)

] Verified, statement is
acceptable

% Outgoing communications (letters (except action letters), emails, faxes, telecons)

% Internal memoranda, telecons, etc.

* Filing reviews for scientific disciplines should be filed behind the respective discipline tab.
Version: 6/18/10
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% Minutes of Meetings

[] Nomtg

e  Regulatory Briefing (indicate date of mtg)

e Ifnot the first review cycle, any end-of-review meeting (indicate date of mtg) [C] N/A orno mtg
o  Pre-NDA/BLA meeting (indicate date of mtg) (] Nomtg

¢ EOP2 meeting (indicate date of mtg) [] Nomtg

e Other milestone meetings (e.g., EOP2a, CMC pilots) (indicate dates of mtgs)
% Advisory Committee Meeting(s) '

(] No AC meeting

e Date(s) of Meeting(s)

¢  48-hour alert or minutes, if available (do not include transcript)

X None

** Office Director Decisional Memo (indicate date for each review)
Division Director Summary Review (indicate date for each review) None
Cross-Discipline Tgam Leader Review (indicate date for each review) X 6/16/10
None

PMR/PMC Development Templates (indicate total number)

%+ Clinical Reviews

6/16/10

¢ Clinical Team Leader Review(s) (indicate date for each review)
¢ Clinical review(s) (indicate date for each review) 5/6/09
¢ Social scientist review(s) (if OTC drug) (indicate date for each review) None
» Financial Disclosure reviews(s) or location/date if addressed in another review
If no financial disclosure inform(:tli{on was required, check here [ ] and include a
review/memo explaining why not (indicate date of review/memo)
% Clinical reviews from immunology and other clinical areas/divisions/Centers (indicate <] None

date of each review),

%+ Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of
each review)

X Not applicable

% Risk Management
¢ REMS Documents and Supporting Statement (indicate date(s) of submission(s))
¢ REMS Memo(s) and letter(s) (indicate date(s))
¢ Risk management review(s) and recommendations (including those by OSE and
CSS) (indicate date of each review and indicate location/date if incorporated
into another review)

None

< DSI Clinical Inspection Review Summary(ies) (include copies of DSI letters to
investigators)

X None requested

3 Filing reviews should be filed with the discipline reviews.
Version: 6/18/10 .
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_ ~ Clinical Microbiology X None =
L Cllmcal Microbiology Team Leader Review(s) (indicate date for each review) X! None
Clinical Mlcroblology Rev1ew(s) (zna’lcate date for each rewew) None
| i - Biostatistics ' X None
% Statistical Division Drrector Rev1ew(s) (indicate date Jfor each revzew) [C] None
Statistical Team Leader Review(s) (indicate date for each review) ] None
Statlstlcal Rev1ew(s) (mdzcate date Sfor each review) [J None
5 S _ Clinical Pharmacology =~ [ ] None . . -
% Clinical Pharmacology Division Director Review(s) (indicate date for each review) None
Clinical Pharmacology Team Leader Review(s) (indicate date for each review) None
Clinical Pharmacology review(s) (indicate date for each review) 4/8/09
% DSI Chmcal Pharmacology Inspectlon Review Summary (znclude copzes of DSI letters) X] None
— Nonclmlcal . None ..v:,..:, L L S

Pharmacology/Tox1cology Dlsc1p11ne Reviews

] None

e ADP/T Review(s) (indicate date for each review)
¢  Supervisory Review(s) (indicate date for each review) None
*  Pharm/tox review(s), including referenced IND reviews (indicate date for each [] None
review)
< Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date ] None
Jor each review)
* Statistical review(s) of carcinogénicity studies (indicate date for each review) [] No carc
. [ ] None

ECAC/CAC report/memo of meeting

Included in P/T review, page

DSI Noncllmcal Inspectlon Review Summary (include copzes of DSI letters)

[] None requested

. Product Quahty D None
% Product Quality Disciplme Reviews B S
¢ ONDQA/OBP Division Director Review(s) (indicate date for each review) None
® Branch Chief/Team Leader Review(s) (indicate date for each review) X 5/12/09

®  Product quality review(s) including ONDQA biopharmaceutics reviews (indicate
date for each review)

1/12/09, 5/7/09

Microbiology Reviews

X] NDAs: Microbiology reviews (sterility & pyrogenicity) (OPS/NDMS) (indicate B s/12/09
date of each review)
(] BLAs: Sterility assurance, microbiology, facilities reviews
(DMPQ/MAPCB/BMT) (indicate date of each review)
** Reviews by other disciplines/divisions/Centers requested by CMC/quality reviewer None

(indicate date of each review)

Version: 6/18/10




NDA/BLA #
Page 9

L/

** Environmental Assessment (check one) (original and supplemental applications)

[] Categorical Exclusion (indicate review date)(all original applications and
all efficacy supplements that could increase the patient population)

[ Review & FONSI (indicate date of review)

[C] Review & Environmental Impact Statement (indicate date of each review)

/

% Facilities Review/Inspection

(] NDAs: Facilities inspections (include EER printout) (date completed must be
within 2 years of action date) (only original NDAs and supplements that include
a new facility or a change that affects the manufacturing sites®)

Date completed:

[ Acceptable

(] withhold recommendation
("] Not applicable

] BLAs: TB-EER (date of most recent TB-EER must be within 30 days of action
date) (original and supplemental BLAs)

Date completed:

[J Acceptable
(] Withhold recommendation

®.

% NDAs: Methods Validation (check box only, do not include documents)

(] Completed

] Requested

] Not yet requested

[J Not needed (per review)

e

SLe.,anew facility or a change in the facility, or a change in the manufacturing process in a way that impacts the Quality

Management Systems of the facility.
Version: 6/18/10
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Appendix to Action Package Checklist

An NDA or NDA supplemental 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) Or itrelies 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.

(3) Or 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: o

(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) And 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.

(3) And 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 for approval on published literature based on data to
which the applicant does not have a right of reference).

An efficacy supplemegpt 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) Or 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.

(3) Or theapplicant 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 ODE’s
ADRA.

Version: 6/18/10
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505(b)(2) ASSESSMENT

- . - Application Information L
NDA #22-377 NDA Supplement #: S- Efficacy Supplement Type SE-
Proprietary Name: ~ ©@® ®@

Established/Proper Name: sumatriptan
Dosage Form: injection

Strengths: 6mg/0.5ml

Applicant: King Pharmaceuticals

Date of Receipt: December 29, 2009

PDUFA Goal Date: June 29, 2010 Action Goal Date (if different):
(same)

Proposed Indication(s): Migraine

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

If “YES “contact the (b)(2) review staff in the Immediate Olffice, Office of New Drugs.

Version March 2009 page 1



2)

3)

4)

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 or by reliance on published
literature. (If not clearly identified by the applicant, this information can usually be derived
Jfrom annotated labeling.)

Source of information* (e.g., Information provided (e.g.,
published literature, name of pharmacokinetic data, or specific
referenced product) sections of labeling)

NDA 20-080 Imitrex Injection All except device usability study

*each source of information should be listed on separate rows

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)

Biowaiver for SQ injectable product, with supportive in vitro data.

 RELIANCE ON PUBLISHED LITERATURE =~

(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 [] 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 name and answer question #4(c).

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

Version March 2009 _ page 2



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). Please indicate if the applicant
explicitly identified the product as being relied upon (see note below):

Name of Drug NDA/ANDA # Did applicant
specify reliance on
the product? (Y/N)
Imitrex (sumatriptan) Injection 20-080 Y

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?
N/A 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) Were any of the listed drug(s) relied upon for this application:
a) Approved in a 505(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 via the DESI process:
¢) Described in a monograph?

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

Version March 2009 page 3




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) 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.)

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™).

This application provides for a new pre-filled, single-use disposable auto-injector, that differs
from the reference listed product with respect to design and operating principle.

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.

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 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)).

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 []]
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If “NO” to (a) proceed to question #11.
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 [X NO []

(c) Is the listed 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 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 Office,
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
formulations of the same active ingredient.)

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

YES [] 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 []

(c) Is the 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 have to individually list all
of the products approved as ANDAs, but please note below if approved generics are listed in
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the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of
New Drugs.

Pharmaceutical alternative(s):

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): 5037845*PED (Expired Feb 6, 2009)
| No patents listed [ | 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 XI 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.)

[] 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 314.50G)(1)(i)(A)(1): The patent information has not been submitted to
FDA. (Paragraph I certification)

[J 21 CFR 314.50()(1)(i}(A)(2): The patent has expired. (Paragraph II certification)

Patent number(s):

X 21 CFR 314.50()(1)(i}(A)(3): The date on which the patent will expire. (Paragraph
111 certification) -

Patent number(s): 5037845*PED Expiry date(s): Feb 6, 2009

[ ] 21 CFR 314.50(G)(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 IV 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
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314.50()(1)(1)(A)(4) above). If the applicant has a licensing agreement with the
NDA holder/patent owner, proceed to question #135.

L] 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.

(¢) 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.

(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):

(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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Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-22377 ORIG-1 KING SUMATRIPTAN SUCCINATE
PHARMACEUTICA AUTO-INJECTOR
LS INC

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

Is/

LANA'Y CHEN
06/24/2010



DEPARTMENT OF HEALTH AND HUMAN SERVICES REQUEST FOR DDMAC LABELING REVIEW CONSULTATION

PUBLIC HEALTH SERVICE . . . . . .
FOOD AND DRUG ADM NISTRATION **Please send immediately following the Filing/Planning meeting**
TO: FROM: (Name/Title, Office/Division/Phone number of requestor)
CDER-DDMAC-RPM
Eric Bastings, MD, Deputy Director
REQUEST DATE IND NO. NDA/BLA NO. TYPE OF DOCUMENTS
6/17/10 22-377 (PLEASE CHECK OFF BELOW)
PPI, IFU, DRISK Memo
NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Migraine (Generally 1 week before the wrap-up meeting)
Sumatriptan g
6/23/10
NAME OF FIRM:
King Pharmaceuticals PDUFA Date: 6/30/10
TYPE OF LABEL TO REVIEW
TYPE OF LABELING: TYPE OF APPLICATION/SUBMISSION REASON FOR LABELING CONSULT
(Check all that apply) O ORIGINAL NDA/BLA O INITIAL PROPOSED LABELING
O IND O LABELING REVISION

1 PACKAGE INSERT (PI)

< PATIENT PACKAGE INSERT (PPI)
1 CARTON/CONTAINER LABELING
[ MEDICATION GUIDE
VINSTRUCTIONS FOR USE(IFU)

O EFFICACY SUPPLEMENT
O SAFETY SUPPLEMENT
O LABELING SUPPLEMENT
O PLR CONVERSION

EDR link to submission:

See email sent to Wayne Amchin dated 6/4/10 or contact L ana Chen for electronic copy of documents.

Please Note: There is no need to send labeling at this time. DDMAC reviews substantially complete labeling, which has already
been marked up by the CDER Review Team. The DDMAC reviewer will contact you at a later date to obtain the substantially

complete labeling for review.

COMMENTS/SPECIAL INSTRUCTIONS:
Mid-Cycle Meeting: [Insert Date]
Labeling Meetings: [Insert Dates]

Wrap-Up Meeting: [Insert Date]

SIGNATURE OF REQUESTER: Lana Chen, RPM, DNP 6=-1056

SIGNATURE OF RECEIVER

METHOD OF DELIVERY (Check one)
O eMAIL O HAND




Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-22377 ORIG-1 KING SUMATRIPTAN SUCCINATE
PHARMACEUTICA AUTO-INJECTOR
LS INC

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

LANA'Y CHEN
06/17/2010

ERIC P BASTINGS
06/18/2010
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f _/ DEPARTMENT OF HEALTH & HUMAN SERVICES . .
wo% w Public Health Service

Food and Drug Administration
Silver Spring, MD 20993

NDA 022377

PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

King Pharmaceuticals, Inc
1945 Craig Road
St. Louis, Missouri 63146

ATTENTION: Thomas Freund
Director, Regulatory Affairs

Dear Mr. Freund:

Please refer to your New Drug Application (NDA) resubmission dated January 23, 2010,
received January 29, 2010, submitted under section 505(b) of the Federal Food, Drug, and
Cosmetic Act for Sumatriptan Succinate Injection, 6 mg/0.5 mL.

We also refer to your March 18, 2010, correspondence, received March 19, 2010, requesting
review of your proposed proprietary name, Alsuma. We have completed our review of the
proposed proprietary name, Alsuma and have concluded that it is acceptable.

The proposed proprietary name, Alsuma, will be re-reviewed 90 days prior to the approval of the
NDA. If we find the name unacceptable following the re-review, we will notify you.

If any of the proposed product characteristics as stated in your March 18, 2010 submission are
altered prior to approva of the marketing application, the proprietary name should be
resubmitted for review.

If you have any questions regarding the contents of this letter or any other aspects of the
proprietary name review process, contact Laurie Kelley, Safety Regulatory Project Manager in
the Office of Surveillance and Epidemiology, at (301) 796-5068. For any other information
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager,
Lana Chen at (301) 796-1056.

Sincerely,

{See appended electronic signature page}
Carol Holquist, RPh
Director
Division of Medication Error Prevention and Analysis
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research



Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-22377 ORIG-1 KING SUMATRIPTAN SUCCINATE
PHARMACEUTICA AUTO-INJECTOR
LS INC

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

CAROL A HOLQUIST
06/11/2010
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Food and Drug Administration
Silver Spring, MD 20993

NDA 022377

PROPRIETARY NAME REQUEST
UNACCEPTABLE

King Pharmaceuticals, Inc
501 Fifth Street
Bristol, Tennessee 37620

ATTENTION: Greg Carrier
Vice President, Regulatory Affairs

Dear Mr. Carrier:

Please refer to your New Drug Application (NDA) dated July 16, 2008, received July 17, 2008,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Sumatriptan
Succinate Injection 6 mg/0.5 mL.

We also refer to your January 11, 2010, correspondence, received January 12, 2010, requesting
review of your proposed proprietary name, @@ \We have completed our review of this
proposed proprietary name and have concluded that this name is unacceptable for the following
promotional reasons.

We object to the proposed proprietary name " B B

w) (4)

Please note that the Federal Food Drug and Cosmetic Act provides that labeling or advertising can
misbrand a product if misleading representations are made, whether through a proposed proprietary
name or otherwise; this includes suggestions that a drug is better, more effective, useful in a broader
range of conditions or patients, safer, has fewer, or lower incidence of, or less serious side effects or
contraindications than has been demonstrated by substantial evidence or substantial clinical experience.
[21 U.S.C 321(n); see also 21 U.S.C. 352(a) & (n); 21 CFR 202.1(e)(5)(i);(e)(6)(1)].



NDA 022377
Page 2

We note that you have not proposed an alternate proprietary name for review. If you intend to
have a proprietary name for this product, we recommend that you submit a new request for a
proposed proprietary name review. (See the draft Guidance for Industry, Complete Submission
for the Evaluation of Proprietary Names, HTTP://www.fda.gov/cder/guidance/7935dft.pdf and
“PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2008 through
20127))

If you have any questions regarding the contents of this letter or any other aspects of the
proprietary name review process, contact Laurie Kelley, Safety Regulatory Project Manager in
the Office of Surveillance and Epidemiology, at (301) 796-5068. For any other information
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager,
Lana Chen at (301) 796-1056.

Sincerely,
{See appended electronic signature page}

Carol Holquist, RPh

Director

Division of Medication Error Prevention and Analysis
Office of Surveillance and Epidemiology

Center for Drug Evaluation and Research


http://www.fda.gov/cder/guidance/7935dft.pdf

Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-22377 ORIG-1 KING SUMATRIPTAN SUCCINATE
PHARMACEUTICA AUTO-INJECTOR
LS INC

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

DENISE P TOYER on behalf of CAROL A HOLQUIST
02/05/2010
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(’5@ DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Rockville, MD 20857

NDA 22-377 DISCIPLINE REVIEW LETTER

Greg Carrier

King Pharmaceuticals, Inc.
501 Fifth Street

Bristol, TN 37620

Dear Mr. Carrier:

Please refer to your July 16, 2008 new drug application (NDA) submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for sumatriptan injection.

(b) (4)

We have completed our review of your proposed proprietary name, and we have

concluded that this name is unacceptabl e for the following reasons:

The proposed proprietary name, oL @)

7AW

As per our telephone conference with you on March 26, 2009, we recommended that you submit
an alternate proprietary name for review, if you intend to have a proprietary name for this
product. (See the draft Guidance for Industry, Complete Submission for the Evaluation of
Proprietary Names, http://www.fda.gov/cder/guidance/7935dft.pdf and “PDUFA
Reauthorization Performance Goals and Procedures Fiscal Y ears 2008 through 2012").

We are providing these comments to you before we complete our review of the entire application
to give you preliminary notice of issues that we have identified. In conformance with the
prescription drug user fee reauthorization agreements, these comments do not reflect afinal
decision on the information reviewed and should not be construed to do so. These comments are
preliminary and subject to change as we finalize our review of your application. In addition, we
may identify other information that must be provided before we can approve this application. If
you respond to these issues during this review cycle, depending on the timing of your response,
and in conformance with the user fee reauthorization agreements, we may not be able to consider
your response before we take an action on your application during this review cycle.



NDA 22-377
Page 2

If you have any questions, call Lana Chen, Regulatory Management Officer, at (301) 796-1056.

Sincerely,

Russell Katz, M.D.

Director

Division of Neurology Products

Office of Drug Evaluation |

Center for Drug Evaluation and Research



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

Russel |l Katz
4/ 23/ 2009 08:18: 36 PM
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’ Food and Drug Administration
Rockville, MD 20857

NDA 22-377 INFORMATION REQUEST LETTER

King Pharmaceuticals, Inc.

Attention: Greg Carrier
Vice President, Regulatory Affairs
501 Fifth Street
Bristol, TN 37620

Dear Mr. Carrier:

Please refer to your July 16, 2008 new drug application (NDA) submitted under section 505(b) of the Federal Food,
Drug, and Cosmetic Act for.  ®® (Sumatriptan Succinate).

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and have the following
comments and information requests. We request a prompt written response in order to continue our evaluation of
your NDA.

1. Providedrug product performance data that demonstrate that the proposed drug product is equivalent
to the reference listed drug. In particular we request data to demonstrate equival ent needle penetration
depth, dispensing time, dispensed volume and injection force.

If you have any questions, call Don Henry, Regulatory Project Manager, at 301-796-4227.
Sincerely,
{See appended electronic signature page}
Ramesh Sood, Ph.D.
Branch Chief
Division of Pre-Marketing Assessment |

Office of New Drug Quality Assessment
Center for Drug Evaluation and Research



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

Ranmesh Sood
4/ 16/ 2009 03: 05: 50 PM
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NDA 22-377 INFORMATION REQUEST LETTER

King Pharmaceuticals, Inc.

Attention: Greg Carrier
Vice President, Regulatory Affairs
501 Fifth Street
Bristol, TN 37620

Dear Mr. Carrier:

Please refer to your July 16, 2008 new drug application (NDA) submitted under section 505(b) of the Federal Food,
Drug, and Cosmetic Act for ®® (Sumatriptan Succinate).

We also refer to your submission dated February 19, 2009.

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and have the following
comments and information requests. We request a prompt written response in order to continue our eval uation of
your NDA.

1. Revisetheregulatory drug product specification as per ICH Q6A recommendations where use of asingle
regulatory drug product specification is expected. Use of a ®)@ el ease specification is
acceptable; however, the regulatory drug product specification is expected to be the same from release
throughout the shelf life. Note that no identification tests are included in the proposed “ Shelf Life
Specification” athough you proposed this as the regulatory specification.

2. Establish an acceptance criterion for the drug product (UV) color test (SOP-LAB-RDL-00249-SL) based
on your experience to date.

If you have any questions, call Don Henry, Regulatory Project Manager, at 301-796-4227.
Sincerely,
{See appended electronic signature page}
Ramesh Sood, Ph.D.
Branch Chief
Division of Pre-Marketing Assessment |

Office of New Drug Quality Assessment
Center for Drug Evaluation and Research



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

Ranmesh Sood
3/ 18/ 2009 03:53:18 PM
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Food and Drug Administration
Rockville, MD 20857

NDA 22-377 DISCIPLINE REVIEW LETTER

Greg Carrier

King Pharmaceuticals, Inc.
501 Fifth Street

Bristol, TN 37620

Dear Mr. Carrier:

Please refer to your July 16, 2008 new drug application (NDA) submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for ©“ (sumatriptan) injection.

Our review of your tradename submission for. ®® is complete, and we have identified the
following deficiencies:

We object to thetrade name”, @@ ®) @)

Please note that the Federal Food Drug and Cosmetic Act provides that labeling or
advertising can misbrand a product if misleading representations are made, whether
through a proposed trade name or otherwise; this includes suggestions that adrug is
better, more effective, useful in abroader range of conditions or patients, safer, has
fewer, or lower incidence of, or less serious side effects or contraindications than has
been demonstrated by substantial evidence or substantial clinical experience. [21 U.S.C
321(n); seedso 21 U.S.C. 352(a) & (n); 21 CFR 202.1(e)(5)(i);(e)(6)(1)].

We are providing these comments to you before we complete our review of the entire application
to give you preliminary notice of issues that we have identified. In conformance with the
prescription drug user fee reauthorization agreements, these comments do not reflect afinal
decision on the information reviewed and should not be construed to do so. These comments are
preliminary and subject to change as we finalize our review of your application. In addition, we
may identify other information that must be provided before we can approve this application. If
you respond to these issues during this review cycle, depending on the timing of your response,
and in conformance with the user fee reauthorization agreements, we may not be able to consider
your response before we take an action on your application during this review cycle.



NDA 22-377
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If you have any questions, call Lana Chen, Regulatory Management Officer, at (301) 796-1056.

Sincerely,

Russell Katz, M.D.

Director

Division of Neurology Products

Office of Drug Evaluation |

Center for Drug Evaluation and Research



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

Russel |l Katz
3/ 2/ 2009 04:54: 33 PM
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Food and Drug Administration
Rockville, MD 20857

NDA 22-377 INFORMATION REQUEST LETTER

King Pharmaceuticals, Inc.

Attention: Greg Carrier, Vice President, Regulatory Affairs
501 Fifth Street
Bristol, TN 37620

Dear Mr. Carrier:

Please refer to your July 16, 2008 new drug application (NDA) submitted under section 505(b) of the Federal Food,
Drug, and Cosmetic Act for. @@ ™ (Sumatriptan Succinate).

We also refer to your submission dated July 16, 2008.

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and have the following
comments and information requests. We request a prompt written response in order to continue our evaluation of
your NDA.

1. Provide updated drug substance specification so that it complies with the USP Sumatriptan Succinate
monograph, which became official on August 1, 2008.

2. Provide asingle regulatory drug product specification, as per request in 74-day letter:

“We are unable to locate the regulatory specification for the proposed product in the submission.
A tabletitled “Proposed Finished Product Specifications’ isincluded in the application (Table 6,
Vol. 1, p. 101 or Table 4-4 Vol. 5, p. 10). This, however, appearsto be an O @release
specification rather than a regulatory (shelf-life) specification for the product, as you include
justification for ®®@ in the submission (Vol. 5, pp. 80-85).
The regulatory specification should be submitted for review. This specification should include all
tests, analytical procedures, and acceptance criteria applicable throughout the product shelf life.”

3. The acceptance criteriafor the drug product impurities have not been adequately justified. Provide
justification in-line with that outlined in the 74-day letter:

(b) (4)



NDA 22-377 INFORMATION REQUEST LETTER
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. () (@)

4. Providejustification for the acceptance criteriafor each of the testsin the drug product specification.
5. Provide batch analysis data on the clinical and any developmental drug product lots.
6. Provide updated drug product stability data.

7. Provide acommitment to monitor the first three commercial drug product batches under accelerated storage
conditions (as per ICH Q1A(R2) guidance), in addition to long term stability studies.

8. Amend the label as per recommendations in the 74-day |etter:

“With respect to product labeling, we recommend that the established name for the product be
consistent with the expression of potency. Please revise the established name to “ sumatriptan
injection” and revise product labeling to indicate the relationship between the active ingredient
(sumatriptan succinate) and the active moiety (sumatriptan).”

If you have any questions, call Don Henry, Regulatory Project Manager, at 301-796-4227.
Sincerely,
{See appended electronic signature page}

Ramesh Sood, Ph.D.

Branch Chief |

Division of Pre-Marketing Assessment |
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research



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

Ranmesh Sood
1/ 12/ 2009 04: 08: 44 PM



DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

REQUEST FOR CONSULTATION

TO (Division/Office): OSE/ DRISK/Dan Brounstein FROM:

X

Eric Bastings, MD Neurology Team Leader, DNP
DATE IND NO. NDA NO. TYPE OF DOCUMENT | DATE OF DOCUMENT
October 31, 2008 22-317 Patient Instructions July 16, 2008
NAME OF DRUG PRIORITY CLASSIFICATION OF | DESIRED COMPLETION
Sumatriptan. ¢ CONSIDERATION DRUG: DATE:

Migraine PDUFA date is 5/17/09

NAME OF FIRM: King Pharmaceuticals

REASON FOR REQUEST

|. GENERAL

O NEW PROTOCOL

O PROGRESS REPORT

O NEW CORRESPONDENCE

O DRUG ADVERTISING

O ADVERSE REACTION REPORT

O MANUFACTURING CHANGE/ADDITION
O MEETING PLANNED BY

O PRE--NDA MEETING

O END OF PHASE Il MEETING
O RESUBMISSION

O SAFETY/EFFICACY

O PAPER NDA

O CONTROL SUPPLEMENT

O RESPONSE TO DEFICIENCY LETTER
O FINAL PRINTED LABELING

O LABELING REVISION

O ORIGINAL NEW CORRESPONDENCE
O FORMULATIVE REVIEW

[ OTHER (SPECIFY BELOW):

II. BIOMETRICS

STATISTICAL EVALUATION BRANCH

STATISTICAL APPLICATION BRANCH

O TYPE A OR B NDA REVIEW
O END OF PHASE Il MEETING

O CHEMISTRY REVIEW
O PHARMACOLOGY

O CONTROLLED STUDIES O BIOPHARMACEUTICS
0} PROTOCOL REVIEW O OTHER (SPECIFY BELOW):
O OTHER (SPECIFY BELOW): ( )
l1l. BIOPHARMACEUTICS
O DISSOLUTION O DEFICIENCY LETTER RESPONSE
O BIOAVAILABILTY STUDIES O PROTOCOL-BIOPHARMACEUTICS
O PHASE IV STUDIES O IN-VIVO WAIVER REQUEST
IV. DRUG EXPERIENCE
O PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL O REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
O DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES O SUMMARY OF ADVERSE EXPERIENCE
O CASE REPORTS OF SPECIFIC REACTIONS (List below) O POISON RISK ANALYSIS
O COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

O CLINICAL

O PRECLINICAL

COMMENTS, CONCERNS, and/or SPECIAL INSTRUCTIONS: Pleasereview patient instructionsfor use. Available

via EDR.

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one)

Lana Chen, RPh, Project Manager 301-796-1056 O MAIL O HAND
SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER




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

Eri c Bastings
10/ 31/ 2008 03: 30: 20 PM
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_/ DEPARTMENT OF HEALTH & HUMAN SERVICES ) ,
.} Public Health Service

Hetyyng Food and Drug Administration
Rockville, MD 20857

FILING COMMUNICATION
NDA 22-377
Greg Carrier
King Pharmaceuticals, Inc.
501 Fifth Street
Bristol, TN 37620

Dear Mr. Carrier:

Please refer to your July 16, 2008 new drug application submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for sumatriptan. ¢

We have completed our filing review and have determined that your application is sufficiently
complete to permit a substantive review. Therefore, this application has been filed under section
505(b) of the Act on September 15, 2008 in accordance with 21 CFR 314.101(a).

In our filing review, we have identified the following potential review issues:

Chemistry, Manufacturing and Controls

The drug substance specification should be revised to comply with the requirements of the USP
Sumatriptan Succinate monograph, which became official on August 1, 2008.

We are unable to locate the regulatory specification for the proposed product in the submission.
A tabletitled “Proposed Finished Product Specifications’ isincluded in the application (Table 6,
Vol. 1, p. 101 or Table 4-4 Vol. 5, p. 10). This, however, appears to be an @@ el ease
specification rather than aregulatory (shelf-life) specification for the product, as you include
justification for @@ in the submission (Vol. 5, pp. 80-85).
The regulatory specification should be submitted for review. This specification should include
all tests, analytical procedures, and acceptance criteria applicable throughout the product shelf
life.

(b) (4)

(b)(4)

LA\



NDA 22-377
Page 2

(b) (4)

° (b) (4)

With respect to product labeling, we recommend that the established name for the product be
consistent with the expression of potency. Please revise the established name to “ sumatriptan
injection” and revise product labeling to indicate the relationship between the active ingredient
(sumatriptan succinate) and the active moiety (sumatriptan).

We are providing the above comments to give you preliminary notice of potential review issues.
Our filing review is only a preliminary evaluation of the application and is not indicative of
deficiencies that may be identified during our review. Issues may be added, deleted, expanded
upon, or modified as we review the application.

Please respond only to the above requests for additional information. While we anticipate that
any response submitted in atimely manner will be reviewed during this review cycle, such
review decisions will be made on a case-by-case basis at the time of receipt of the submission.

If you have any questions, call Lana Chen, Regulatory Project Manager, at (301) 796-1056.
Sincerely,
{See appended electronic signature page}

Russell Katz, M.D.

Director

Division of Neurology Products

Office of Drug Evaluation |

Center for Drug Evaluation and Research



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

Russel |l Katz
9/ 29/ 2008 05:08: 37 PM



DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE REQUEST FOR CONSULTATION

FOOD AND DRUG ADMINISTRATION

TO (Office/Division): David Hussong/Jim McVey/SyIvia Gantt FROM (Name, Office/Division, and Phone Number of Requestor): David
NEW DRUG MICROBIOLOGY STAFF Claffey and Martha Heimann through Scott N. Goldie,
OC/OO/CDER/OPS/NDMS - HFD-805 Office of New Drug Quality Assessment, 301 796-2055
DATE IND NO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT

August 20, 2008 22-377 Original NDA July 16, 2008

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Sumatriptan Succinate Auto- | Standard December 16, 2008
Injector

NAME oF FIRM: King Pharmaceuticals

REASON FOR REQUEST

I. GENERAL

[J NEw PROTOCOL [] PRE-NDA MEETING [] RESPONSE TO DEFICIENCY LETTER
[] PROGRESS REPORT [] END-OF-PHASE 2a MEETING [] FINAL PRINTED LABELING
[J NEW CORRESPONDENCE [J] END-OF-PHASE 2 MEETING [J LABELING REVISION
[J] DRUG ADVERTISING [J RESUBMISSION X] ORIGINAL NEW CORRESPONDENCE
[] ADVERSE REACTION REPORT [] SAFETY / EFFICACY [] FORMULATIVE REVIEW
[J MANUFACTURING CHANGE / ADDITION [J] PAPER NDA [J OTHER (SPECIFY BELOW):
[J MEETING PLANNED BY [J CONTROL SUPPLEMENT

1. BIOMETRICS

[] PRIORITY P NDA REVIEW
[J END-OF-PHASE 2 MEETING
[J CONTROLLED STUDIES

[J] PROTOCOL REVIEW

[J OTHER (SPECIFY BELOW):

[0 CHEMISTRY REVIEW

[0 PHARMACOLOGY

[ BIOPHARMACEUTICS

[0 OTHER (SPECIFY BELOW):

111. BIOPHARMACEUTICS

[] DISSOLUTION [] DEFICIENCY LETTER RESPONSE
[J BIOAVAILABILTY STUDIES [J PROTOCOL - BIOPHARMACEUTICS
[J PHASE 4 STUDIES [J IN-VIVO WAIVER REQUEST

IV. DRUG SAFETY

[J PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL [J REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
[] DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES [J SUMMARY OF ADVERSE EXPERIENCE
[J CASE REPORTS OF SPECIFIC REACTIONS (List below) [J POISON RISK ANALYSIS

[J COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

[J CLINICAL [J NONCLINICAL

COMMENTS / SPECIAL INSTRUCTIONs: Microbiology review requested of new NDA application for auto injector dosage
form. Please direct questions to David Claffey at 61343 or Martha Heimann at 61678. Submission is available in
electronic form in eRoom
(http://eroom.fda.gov/eRoom/CDER2/CDEROfficeofNewDrugQualityAssessment/0_6a56)

SIGNATURE OF REQUESTOR METHOD OF DELIVERY (Check one)
{See appended electronic signature page} BJ DFs [ EMAIL 0 MAIL BJ HAND

PRINTED NAME AND SIGNATURE OF RECEIVER PRINTED NAME AND SIGNATURE OF DELIVERER




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

Scott Col di e
8/ 20/ 2008 04: 29:52 PM

Mar t ha Hei mann
8/ 20/ 2008 04: 31: 49 PM



DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

REQUEST FOR CONSULTATION

TO (Division/Office): OSE FROM:

X

Eric Bastings, MD Neurology Team Leader, DNP
DATE IND NO. NDA NO. TYPE OF DOCUMENT | DATE OF DOCUMENT
August 19, 2008 22-317 Usability Study July 16, 2008
NAME OF DRUG PRIORITY CLASSIFICATION OF | DESIRED COMPLETION
Sumatriptan. ¢ CONSIDERATION DRUG: DATE

Migraine

NAME OF FIRM: King Pharmaceuticals

REASON FOR REQUEST

|. GENERAL

O NEW PROTOCOL

O PROGRESS REPORT

O NEW CORRESPONDENCE

O DRUG ADVERTISING

O ADVERSE REACTION REPORT

O MANUFACTURING CHANGE/ADDITION

O PRE--NDA MEETING

O END OF PHASE Il MEETING
O RESUBMISSION

O SAFETY/EFFICACY

O PAPER NDA

O CONTROL SUPPLEMENT

O RESPONSE TO DEFICIENCY LETTER
O FINAL PRINTED LABELING

O LABELING REVISION

O ORIGINAL NEW CORRESPONDENCE
O FORMULATIVE REVIEW

[ OTHER (SPECIFY BELOW):

O MEETING PLANNED BY

II. BIOMETRICS

STATISTICAL EVALUATION BRANCH

STATISTICAL APPLICATION BRANCH

O TYPE A OR B NDA REVIEW
O END OF PHASE Il MEETING

O CHEMISTRY REVIEW
O PHARMACOLOGY

O CONTROLLED STUDIES O BIOPHARMACEUTICS
0} PROTOCOL REVIEW O OTHER (SPECIFY BELOW):
O OTHER (SPECIFY BELOW): ( )
l1l. BIOPHARMACEUTICS
O DISSOLUTION O DEFICIENCY LETTER RESPONSE
O BIOAVAILABILTY STUDIES O PROTOCOL-BIOPHARMACEUTICS
O PHASE IV STUDIES O IN-VIVO WAIVER REQUEST
IV. DRUG EXPERIENCE
O PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL O REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
O DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES O SUMMARY OF ADVERSE EXPERIENCE
O CASE REPORTS OF SPECIFIC REACTIONS (List below) O POISON RISK ANALYSIS
O COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

O CLINICAL

O PRECLINICAL

COMMENTS, CONCERNS, and/or SPECIAL INSTRUCTIONS: Please see attached volumes (desk copies given to

Dan Brounstein). Also availablevia EDR.

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one)
Lana Chen, RPh, Project Manager 301-796-1056 O MAIL O HAND
SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER




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

Eri c Bastings
8/ 25/ 2008 09:11: 05 AM



DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

REQUEST FOR CONSULTATION

TO (Division/Office): FROM:
CDER OSE CONSULTS X
Eric Bastings, MD,Neurology Team Leader, DNP
DATE IND NO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT
August 19, 2008 22-377 New NDA-- Tradename | July 16, 2008
Review

NAME OF DRUG

Sumatriptan. 2%

PRIORITY CONSIDERATION
Standard

CLASSIFICATION OF DRUG
Migraine

DESIRED COMPLETION DATE

NAME oF FIRM: King Pharmaceuticals

REASON FOR REQUEST

I. GENERAL

[0 NEw PROTOCOL

[] PROGRESS REPORT

[ NEw CORRESPONDENCE

[0 DRUG ADVERTISING

[0 ADVERSE REACTION REPORT

[0 MANUFACTURING CHANGE/ADDITION
[0 MEETING PLANNED BY

[0 PRE--NDA MEETING

[ END OF PHASE Il MEETING

[ RESUBMISSION

[0 SAFETY/EFFICACY

[0 PAPER NDA

[J CONTROL SUPPLEMENT

RESPONSE TO DEFICIENCY LETTER
FINAL PRINTED LABELING
LABELING REVISION

ORIGINAL NEW CORRESPONDENCE
FORMULATIVE REVIEW

OTHER (SPECIFY BELOW): Trade name review

O oOodOoad

I1. BIOMETRICS

STATISTICAL EVALUATION BRANCH

STATISTICAL APPLICATION BRANCH

TYPE A OR B NDA REVIEW
END OF PHASE Il MEETING
CONTROLLED STUDIES
PROTOCOL REVIEW
OTHER (SPECIFY BELOW):

|

[0 CHEMISTRY REVIEW

[0 PHARMACOLOGY

[J BIOPHARMACEUTICS

[0 OTHER (SPECIFY BELOW):

111. BIOPHARMACEUTICS

DISSOLUTION
BIOAVAILABILTY STUDIES
PHASE IV STUDIES

|

[] DEFICIENCY LETTER RESPONSE
[] PROTOCOL-BIOPHARMACEUTICS
[J IN-VIVO WAIVER REQUEST

IV. DRUG EXPERIENCE

PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL
DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
CASE REPORTS OF SPECIFIC REACTIONS (List below)

[0 REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
[0 SUMMARY OF ADVERSE EXPERIENCE
[J POISON RISK ANALYSIS

|

COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

[0 CLINICAL [0 PRECLINICAL

COMMENTS/SPECIAL INSTRUCTIONS: See attached desk copies (given to Dan Brounstein). Available viaEDR

PDUFA DATE: 5/17/09

ATTACHMENTS: Draft Package Insert, Container and Carton Labels
CC: Archival IND/NDA

HFD- /Division File
HFD- /IRPM
HFD- /Reviewers and Team Leaders

NAME AND PHONE NUMBER OF REQUESTER
LanaY. Chen, Project Manager, 6-1056

METHOD OF DELIVERY (Check one)

[0 DFSONLY O MAIL [ HAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER

5/28/05



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

Eri c Bastings
8/ 25/ 2008 09: 10: 34 AM





