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EXCLUSIVITY SUMMARY

NDA # 201688 SUPPL # N/A HFD # 520

Trade Name TOBI Podhaler

Generic Name Tobramycin Inhalation Powder

Applicant Name Novartis Pharmaceuticals

Approval Date, If Known March 22, 2013

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, and all efficacy
supplements. Complete PARTS Il and 111 of this Exclusivity Summary only if you answer "yes" to

one or more of the following questions about the submission.

a) Isita505(b)(1), 505(b)(2) or efficacy supplement?
YES [X NO[]

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SES
505(b)(1)

c) Did it require the review of clinical data other than to support a safety claim or change in
labeling related to safety? (If it required review only of bioavailability or bioequivalence

data, answer "no.")
YES [X NO [ ]

If your answer is "no" because you believe the study is a bioavailability study and, therefore,
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your
reasons for disagreeing with any arguments made by the applicant that the study was not
simply a bioavailability study.

N/A

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:

N/A

d) Did the applicant request exclusivity?
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YES [ ] NO [X]
If the answer to (d) is "yes,” how many years of exclusivity did the applicant request?
N/A

e) Has pediatric exclusivity been granted for this Active Moiety?

YES[ ] NO [X]

If the answer to the above question in YES, is this approval a result of the studies submitted in
response to the Pediatric Written Request?

N/A
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

2. Is this drug product or indication a DESI upgrade?

YES [ ] NO [X]
IF THE ANSWER TO QUESTION 2 IS"YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8 (even if a study was required for the upgrade).
PART Il FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same
active moiety as the drug under consideration? Answer "yes" if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate)
has not been approved. Answer "no" if the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce an already approved active moiety.

YES [ NO[]
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).
NDA# 50-753 Tobramycin Solution for Inhalation (300 mg)
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NDA#

NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in Part 11, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moiety and
one previously approved active moiety, answer "yes." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is considered not previously

approved.) - -
YES NO

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).

NDA#
NDA#
NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART I1'1S "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part Il of the summary should
only be answered “NO” for original approvals of new molecular entities.)

IF “YES,” GO TO PART IlII.

PART Il THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability studies) essential to the approval of the application
and conducted or sponsored by the applicant.” This section should be completed only if the answer
to PART I, Question 1 or 2 was "yes."

1. Does the application contain reports of clinical investigations? (The Agency interprets “clinical
investigations™ to mean investigations conducted on humans other than bioavailability studies.) If
the application contains clinical investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to question 3(a). If the answer to 3(a)
is "yes" for any investigation referred to in another application, do not complete remainder of
summary for that investigation.

YES X NO[]
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IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval™ if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not
essential to the approval if 1) no clinical investigation is necessary to support the supplement or
application in light of previously approved applications (i.e., information other than clinical trials,
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or
505(b)(2) application because of what is already known about a previously approved product), or 2)
there are published reports of studies (other than those conducted or sponsored by the applicant) or
other publicly available data that independently would have been sufficient to support approval of
the application, without reference to the clinical investigation submitted in the application.

(@) In light of previously approved applications, is a clinical investigation (either conducted
by the applicant or available from some other source, including the published literature)
necessary to support approval of the application or supplement?

YES [X] NO [ ]

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

(b) Did the applicant submit a list of published studies relevant to the safety and
effectiveness of this drug product and a statement that the publicly available data would not
independently support approval of the application?

YES [] NO[

(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree
with the applicant's conclusion? If not applicable, answer NO.

YES[ ] NO X

If yes, explain:

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or
sponsored by the applicant or other publicly available data that could independently
demonstrate the safety and effectiveness of this drug product?

YES[ ] NO [X]

If yes, explain:
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(©) If the answers to (b)(1) and (b)(2) were both "no,” identify the clinical
investigations submitted in the application that are essential to the approval:

Study C2301 and Study C2303

Studies comparing two products with the same ingredient(s) are considered to be bioavailability
studies for the purpose of this section.

3. Inaddition to being essential, investigations must be "new" to support exclusivity. The agency
interprets "new clinical investigation” to mean an investigation that 1) has not been relied on by the
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does
not duplicate the results of another investigation that was relied on by the agency to demonstrate the
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the
agency considers to have been demonstrated in an already approved application.

a) For each investigation identified as "essential to the approval,” has the investigation been
relied on by the agency to demonstrate the effectiveness of a previously approved drug
product? (If the investigation was relied on only to support the safety of a previously
approved drug, answer "no.")

Investigation #1 YES [ ] NO [X
Investigation #2 YES[ ] NO [X

If you have answered "yes" for one or more investigations, identify each such investigation
and the NDA in which each was relied upon:

N/A
b) For each investigation identified as "essential to the approval”, does the investigation
duplicate the results of another investigation that was relied on by the agency to support the
effectiveness of a previously approved drug product?

Investigation #1 YES [ ] NO [X

Investigation #2 YES[ ] NO [X

If you have answered "yes" for one or more investigation, identify the NDA in which a
similar investigation was relied on:
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N/A

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any
that are not "new"):

Study C2301 and Study C2303

4. To be eligible for exclusivity, a new investigation that is essential to approval must also have
been conducted or sponsored by the applicant. An investigation was "conducted or sponsored by"
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor
in interest) provided substantial support for the study. Ordinarily, substantial support will mean
providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
!
IND # 64,409 YES X I NO []
I Explain:
T

Investigation #2

|
!

IND # 64,409 YES [X] I NO []
I Explain:

(b) For each investigation not carried out under an IND or for which the applicant was not
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in
interest provided substantial support for the study?

Investigation #1

YES [] NO [X
Explain: Explain:
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Investigation #2

NO [X]

Explain:

YES []
Explain:

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that
the applicant should not be credited with having "conducted or sponsored” the study?
(Purchased studies may not be used as the basis for exclusivity. However, if all rights to the
drug are purchased (not just studies on the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)

YES [ ] NO [X]
If yes, explain:

N/A

Name of person completing form: J. Christopher Davi, MS, Sr. Regulatory Project Manager

Title: Sr. RPM
Date: March 22, 2013

Name of Office/Division Director signing form: Katherine A. Laessig, MD
Title: Deputy Division

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05

Page 7
Reference ID: 3283956



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

MAUREEN P DILLON PARKER
03/28/2013

KATHERINE A LAESSIG
03/28/2013
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ACTION PACKAGE CHECKLIST

APPLICATION INFORMATION'

NDA # 201688 NDA Supplement # N/A
BLA# N/A BLA Supplement# N/A

Proprietary Name: TOBI Podhaler
Established/Proper Name: Tobramycin Inhalation Powder

If NDA, Efficacy Supplement Type: N/A

Applicant: Novartis Pharmaceuticals, Inc.
Agent for Applicant (if applicable): N/A

Dosage Form: Inhalation Powder

RPM: J. Christopher Davi, MS, Senior Regulatory Project Division: DAIP

Manager

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

NDA Application Type: [X] 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 either a (b)(1) or a (b)(2)
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.

Assessment or the Appendix to this Action Package
Checklist.)

[ This application does not reply upon a listed drug.
(] This application relies on literature.

[] This application relies on a final OTC monograph.
[] This application relies on (explain) :

For ALL (D)(2) applications, two months prior to EVERY 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.

[]Nochanges [ ]Updated Date of check:

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.
s Actions
e  Proposed action <
X AP TA CR
e  User Fee Goal Date is May 22, 2013 u [
e Previous actions (specify type and date for each action taken) [] None October 19,2012 (CR)

" The Application Information Section is (only) a checklist. The Contents of Action Package Section (beginning on page 5) lists
2 documents to be included in the Action Package.
* For resubmissions, (b)(2) applications must be cleared before the action, but it is not necessary to resubmit the draft 505(b)(2)
Assessment to CDER OND IO unless the Assessment has been substantively revised (e.g., nrew listed drug, patent certification

revised).
Version: 1/27/12
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NDA/BEA # 2 0\ L 5%
Page 2

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

submitted (for exceptions, see [] Received
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guida
nces/ucm069965.pdf). If not submitted, explain Not an accelerated approval or an
approval based on efficacy studies in animals.
% Application Characteristics >

Review priority:  [X] Standard [ ] Priority
Chemical classification (new NDAs only): 3
[ Fast Track [] Rx-to-OTC full switch
(] Rolling Review [] Rx-to-OTC partial switch
Orphan drug designation ] Direct-to-OTC
NDAs: Subpart H BLAs: Subpart E

[ ] Accelerated approval (21 CFR 314.510) [ ] Accelerated approval (21 CFR 601.41)

[] Restricted distribution (21 CFR 314.520) [] Restricted distribution (21 CFR 601.42)

Subpart 1 Subpart H

[ ] Approval based on animal studies [C] Approval based on animal studies
(] Submitted in response to a PMR REMS: [] MedGuide
(] Submitted in response to a PMC [ Communication Plan
[] Submitted in response to a Pediatric Written Request [] ETASU

[] MedGuide w/o REMS
[ ] REMS not required

Comments: None

% BLAs only: Ensure RMS-BLA Product Information Sheet for TBP and RMS-BLA Facility
Information Sheet for TBP have been completed and forwarded to OPI/OBI/DRM (Vicky [] Yes, dates N/A
Carter)

%+ BLAs only: Is the product subject to official FDA lot release per 21 CFR 610.2
(approvals only)

] Yes [ No

°

% Public communications (approvals only)

Yes [ ] No
Yes [ ] No

None

HHS Press Release

FDA Talk Paper

CDER Qé&As

Other Information Advisory

e  Office of Executive Programs (OEP) liaison has been notified of action
s  Press Office notified of action (by OEP)

e Indicate what types (if any) of information dissemination are anticipated

XX X I

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

Version: 1/27/12
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NDA/BEA # 20 | %%

Page 3
Exclusivity
¢ s approval of this application blocked by any type of exclusivity? No ] Yes
e NDAsand BLAs: Is there existing orphan drug exclusivity for the “same” [ No X Ves

drug or biologic for the proposed indication(s)? Refer to 21 CFR
316.3(b)(13) for the definition of “same drug” for an orphan drug (i.e.,
active moiety). This definition is NOT the same as that used for NDA
chemical classification.

If, yes, NDA/BLA # 50753 and
date exclusivity expires: October
19,2014

e (b)(2) NDAs only: Is there remaining S-year exclusivity that would bar
effective approval of a 505(b)(2) application)? (Note that, even if exclusivity
remains, the application may be tentatively approved if it is otherwise ready

for approval.)

] No
If yes, NDA #
exclusivity expires:

] Yes

and date

e (b)(2) NDAs only: Is there remaining 3-year exclusivity that would bar
effective approval of a S05(b)(2) application? (Note that, even if exclusivity
remains, the application may be tentatively approved if it is otherwise ready

Sfor approval.)

[] No
If yes, NDA #
exclusivity expires:

] Yes

and date

e (b)(2) NDAs only: Is there remaining 6-month pediatric exclusivity that
would bar effective approval of a 505(b)(2) application? (Note that, even if
exclusivity remains, the application may be tentatively approved if it is
otherwise ready for approval.) :

[] No
[fyes, NDA #
exclusivity expires:

[] Yes

and date

¢ NDAs only: Is this a single enantiomer that falls under the 10-year approval
limitation of 505(u)? (Note that, even if the 10-year approval limitation
period has not expired, the application may be tentatively approved if it is
otherwise ready for approval.)

No ] Yes
If yes, NDA # " and date 10-

year limitation expires:

%+ 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 Certification [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()(1)()(A)
] Verified

21 CFR 314.50()(1)
O ay O dip

[505(b)(2) applications] If the application includes a paragraph 1II 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

[505(b)(2) applications] For each paragraph 1V 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 1V certifications, mark “N/A” and skip to the next section below
(Summary Reviews)).

] N/A (no paragraph IV certification)
[] Verified

Reference ID: 3286837
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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 L] Yes L] No
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 S05(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(¢))).

If “Yes, " skip to question (4) below. If “No,” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) | [ Yes ] No
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 1V certification in the application, if any. If there are no other
paragraph 1V 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 (] Yes (] No
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(H)(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) L] Yes L] No
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 1V certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary Reviews).

If “"No,” continue with question (5).

Version: 1/27/12
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(5) Did the patent owner, its representative, or the exclusive patent licensee [J Yes ] No
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(f)(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 “No,” 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 1V 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.

CONTENTS OF ACTION PACKAGE
Copy of this Action Package Checklist* Included

Officer/Employee List

< List of officers/employees who participated in the decision to approve this application and K Included
consented to be identified on this list (approvals only)

Documentation of consent/non-consent by officers/employees [] Included
Action Letters
% Copies of all action letters (including approval letter with final labeling) ?()C 1[1201(]8){; n&:fsﬁ(;)zozc(;c;ge&ls),
Labeling
< Package Insert (write submission/communication date at upper right of first page of Pl)
s Most recent draft labeling. If it is division-proposed labeling, it should be in Included (February 5, 2013)
track-changes format. o
e  Original applicant-proposed labeling Included (December 21, 2011)
e Example of class labeling, if applicable N/A

* Fill in blanks with dates of reviews, letters, etc.
Version: 1/27/12
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Medication Guide/Patient Package Insert/Instructions for Use/Device Labeling (write
submission/communication date at upper right of first page of each piece)

[ ] Medication Guide

X Patient Package Insert
X Instructions for Use
[] Device Labeling

[] None

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

Included: February 5, 2013 (Cycle
2)

e  Original applicant-proposed labeling

Included (December 21, 2011)

e Example of class labeling, if applicable

N/A

% Labels (full color carton and immediate-container labels) (write
submission/communication date on upper right of first page of each submission)

e Most-recent draft labeling

Included (March 18, 2013)

*,

% Proprietary Name

e Acceptability/non-acceptability letter(s) (indicate date(s))

e Review(s) (indicate date(s)

e Ensure that both the proprietary name(s), if any, and the generic name(s) are
listed in the Application Product Names section of DARRTS, and that the
proprietary/trade name is checked as the ‘preferred’ name.

April 26, 2012

Approved (Cycle 1)

February 21, 2013 Approved
(Cycle 2)

Carton and Container reviews:
September 27, 2012 - Approved
(Cycle 1) & February 22,2013 -
Approved (Cycle 2)

% Labeling reviews (indicate dates of reviews and meetings
o

D] RPM August 14,2012
DMEPA August 28,2012
DMPP/PLT (DRISK) August
28,2012

X ODPD (DDMAC) September
14,2012

(] SEALD

[] css

X Other reviews DCDP
September 12, 2012

Administrative / Regulatory Documents

< Administrative Reviews (e.g., RPM Filing Review’/Memo of Filing Meeting) (indicate
date of each review)

s Al NDA (b)(2) Actions: Date each action cleared by (b)(2) Clearance Cmte

“» NDA (b)(2) Approvals Only: 505(b)(2) Assessment (indicate date)

March 27, 2013

Xl Nota (b)(2)
X Nota (b)(2)

< NDAs only: Exclusivity Summary (signed by Division Director)

Included

% Application Integrity Policy (AIP) Status and Related Documents
http://www.fda.gov/ICECI/EnforcementActions/ApplicationIntegrityPolicy/default.htm

e  Applicant is on the AIP

[1Yes [X No

e  This application is on the AIP
o Ifyes, Center Director’s Exception for Review memo (indicate date)

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

] Yes No

[] Not an AP action

® Filing reviews for scientific disciplines should be filed behind the respective discipline tab.

Reference ID: 3286837
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Pediatrics (approvals only)
e Date reviewed by PeRC N/A

If PeRC review not necessary, explain: Orphan Drug
. ;zi}?;;lc) Page/Record (approvals only, must be reviewed by PERC before [] Included
 Detarment crificton il pplkadons oy vt g g v | 9 Ve st
U.S. agent (include certification) acceptable
% Outgoing communications (fetters, including response to FDRR (do not include previous
action letters in this tab), emails, faxes, telecons) Included
% Internal memoranda, telecons, etc. None
4 Minutes of Meetings
e Regulatory Briefing (indicate date of mtg) No mtg
s Ifnot the first review cycle, any end-of-review meeting (indicate date of mig) N/A or no mtg
e Pre-NDA/BLA meeting (indicate date of mtg) [] Nomtg December 15,2009
o~ EOP2 meeting (indicate date of mtg) > No mtg
e Other milestone meetings (e.g., EOP2a, CMC pilots) (indicate dates of migs) None
+ Advisory Committee Meeting(s) ] No AC meeting
e Date(s) of Meeting(s) September 5, 2012
o 48-hour alert or minutes, if available (do not include transcript) None
Decisional and Summary Memos
«~ Office Director Decisional Memo (indicate date for each review) X None
Division Director Summary Review (indicate date for each review) I\E]arlc\{qo;;, 2810 ;ober 19,2012 and
Cross-Discipline Team Leader Review (indicate date for each review) [ ] None October 5, 2012

[ ] None Included, March 22,
2013 (3 post-marketing
PMR/PMC Development Templates (indicate total number) requirements; 1928-1, 2, and 3;
and One post-marketing
commitment, 1928-4)

Clinical Information®

< Clinical Reviews

e Clinical Team Leader Review(s) (indicate date for each review) CDTL Memo (October 5, 2012)
. . 1,2 F
e Clinical review(s) (indicate date for each review) g)ocfgber 11,2012 and February 15,
e Social scientist review(s) (if OTC drug) (indicate date for each review) Xl None
% Financial Disclosure reviews(s) or location/date if addressed in another review See Clinical Review (Cycle 1)
OR Page 17

If no financial disclosure information 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 DPARP (Pulmonary)
date of each review) July 19, 2012

S Filing reviews should be filed with the discipline reviews.
Version: 1/27/12
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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))
e REMS Memo(s) and letter(s) (indicate date(s))
¢ Risk management review(s) and recommendations (including those by OSE and None
CSS) (indicate date of each review and indicate location/date if incorporated
into another review)
%+ DSI Clinical Inspection Review Summary(ies) (include copies of DSI letters to [ ] Nonerequested August 24,
investigators) 2012
Clinical Microbiology [] None
% Clinical Microbiology Team Leader Review(s) (indicate date for each review) [] None August 13,2012
Clinical Microbiology Review(s) (indicate date for each review) [] None August 13,2012
Biostatistics [ ] None
% Statistical Division Director Review(s) (indicate date for each review) X None
Statistical Team Leader Review(s) (indicate date for each review) [] None September 24, 2012
Statistical Review(s) (indicate date for each review) [] None September 24,2012
Clinical Pharmacology L] None
<+ Clinical Pharmacology Division Director Review(s) (indicate date for each review) X None
Clinical Pharmacology Team Leader Review(s) (indicate date for each review) - | [ None August 20, 2012
Clinical Pharmacology review(s) (indicate date for each review) ] None August 20,2012

« DSI Clinical Pharmacology Inspection Review Summary (include copies of DSI letters) X None
Nonclinical [ ] None

% Pharmacology/Toxicology Discipline Reviews

e ADP/T Review(s) (indicate date for each review) None
e  Supervisory Review(s) (indicate date for each review) [] None July 30,2012
e Pharm/tox review(s), including referenced IND reviews (indicate date for each [] None July 30,2012
review) )
% Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date X None
for each review)
% Statistical review(s) of carcinogenicity studies (indicate date for each review) X No carc
IX] None

% ECAC/CAC report/memo of meeting Included in P/T review, page

< DSI Nonclinical Inspection Review Summary (include copies of DSI letters) X None requested

Version: 1/27/12
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Product Quality [ ] None
« Product Quality Discipline Reviews
e ONDQA/OBP Division Director Review(s) (indicate date for each review) X None
) . . o , ] None September 12,2012
e Branch Chief/Team Leader Review(s) (indicate date for each review) and March 21, 2013
o Product quality review(s) including ONDQA biopharmaceutics reviews (indicate | [_] None September 12,2012

date for each review)

and March 21, 2013

*,
e

Microbiology Reviews
X NDAs: Microbiology reviews (sterility & pyrogenicity) (OPS/NDMS) (indicate
date of each review)
] BLAs: Sterility assurance, microbiology, facilities reviews
(OMPQ/MAPCB/BMT) (indicate date of each review)

X Not needed

September 6, 2012 (Product
Quality) August 13,2012
(Clinical)

Reviews by other disciplines/divisions/Centers requested by CMC/quality reviewer
(indicate date of each review)

[ ] None CDRH (HF) August
27,2012 & CDRH (device)
August 29, 2012

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

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

See CMC Review (Cycle 1) page
128

[l Review & FONSI (indicate date of review)

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

9,
*

Facilities Review/Inspection

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

Date completed: All Facilities
acceptable (See CMC Review
Cycle 2/Facilities Review/EES)
March 21, 2013

X 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:
[l Acceptable
[] Withhold recommendation

*,
v

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

[ ] Completed

] Requested

[] Not yet requested

Xl Not needed (per review)

" Le., a new 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.

Reference ID: 3286837
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_/ DEPARTMENT OF HEALTH & HUMAN SERVICES . .
§ Public Health Service

"%md Food and Drug Administration
Silver Spring, MD 20993

NDA 201688
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE
Novartis Pharmaceuticals Corporation
One Hedlth Plaza
East Hanover, NJ 07936-1080

ATTENTION: John Noh, PharmD
Senior Global Program Regulatory Manager

Dear Dr. Noh;

Please refer to your New Drug Application (NDA) resubmission submitted and received
November 27, 2012, under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for
Tobramycin Inhalation Powder, 28 mg per capsule.

We also refer to your correspondence, dated and received November 27, 2012, requesting review
of your proposed proprietary name, TOBI Podhaler. We have completed our review of the
proposed proprietary name, and have concluded that it is acceptable.

The proposed proprietary name, TOBI Podhaler, 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 November 27, 2012, submission
are altered prior to approval 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 Karen Townsend, Safety Regulatory Project Manager
in the Office of Surveillance and Epidemiology, at (301) 796-5413. For any other information
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager
J. Christopher Davi, at (301) 796-0702.

Sincerely,
{See appended €electronic signature page}

Carol Holquist, RPh

Director

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

Center for Drug Evaluation and Research

Reference ID: 3264901
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CAROL A HOLQUIST
02/21/2013
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‘h Food and Drug Administration
Silver Spring MD 20993

NDA 201,688
FILING COMMUNICATION

Novartis Pharmaceuticals Corporation
Attention: John Noh, PharmD

Global Program Regulatory Manager
One Health Plaza

East Hanover, NJ 07936-1080

Dear Dr. Noh:

Please refer to your New Drug Application (NDA) dated December 20, 2011, received
December 21, 2011, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic
Act, for TOBI Podhaler (tobramycin inhalation powder), 28 mg.

We also refer to your amendment dated February 1, 2012.

We have completed our filing review and have determined that your application is sufficiently
complete to permit a substantive review. Therefore, in accordance with 21 CFR 314.101(a), this
application is considered filed 60 days after the date we received your application. The review
classification for this application is Standard. Therefore, the user fee goal date is October 21,
2012.

We are reviewing your application according to the processes described in the Guidance for
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA
Products. Therefore, we have established internal review timelines as described in the guidance,
which includes the timeframes for FDA internal milestone meetings (e.qg., filing, planning,
midcycle, team and wrap-up meetings). Please be aware that the timelines described in the
guidance are flexible and subject to change based on workload and other potential review issues
(e.g., submission of amendments). We will inform you of any necessary information requests or
status updates following the milestone meetings or at other times, as needed, during the process.
If major deficiencies are not identified during the review, we plan to communicate proposed
labeling and, if necessary, any postmarketing commitment requests by September 21, 2012.

During our filing review of your application, we identified the following potential review issue:

1. The adequacy of the PK information used to bridge the manufacturing process for Study
C2303 with the manufacturing process used in previous trials.

Reference ID: 3096097
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We are providing the above comment 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. If you respond to these issues during this review
cycle, we may not consider your response before we take an action on your application.

We request that you submit the following information:

1. For the primary analysis of each of the two pivotal studies, sensitivity analyses should be
performed to investigate the influence of missing data assumptions (e.g., multiple imputation
and imputation using the least favorable group mean based on observed cases) and
distributional assumptions (e.g., non-parametric analyses).

2. It appears that some of the Treatment Satisfaction Questionnaires for Medication (TSQM)
were not translated from the language in which they were administered. Please provide
translated versions of those questionnaires, if possible.

Please respond only to the above request for information. While we anticipate that any response
submitted in a timely 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.

PROMOTIONAL MATERIAL

You may request advisory comments on proposed introductory advertising and promotional
labeling. Please submit, in triplicate, a detailed cover letter requesting advisory comments (list
each proposed promotional piece in the cover letter along with the material type and material
identification code, if applicable), the proposed promotional materials in draft or mock-up form
with annotated references, and the proposed package insert (PI), Medication Guide, and patient
Pl (as applicable). Submit consumer-directed, professional-directed, and television advertisement
materials separately and send each submission to:

Food and Drug Administration

Center for Drug Evaluation and Research
Office of Prescription Drug Promotion (OPDP)
5901-B Ammendale Road

Beltsville, MD 20705-1266

Do not submit launch materials until you have received our proposed revisions to the package
insert (P1), Medication Guide, and patient PI (as applicable), and you believe the labeling is close
to the final version.

For more information regarding OPDP submissions, please see
http://www.fda.gov/AboutFDA/CentersOfficess CDER/ucm090142.htm. If you have any
questions, call OPDP at 301-796-1200.
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REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c¢), all applications for new
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of
administration are required to contain an assessment of the safety and effectiveness of the
product for the claimed indication(s) in pediatric patients unless this requirement is waived,
deferred, or inapplicable.

Because the drug product for this indication has orphan drug designation, you are exempt from
this requirement.

If you have any questions, call J. Christopher Davi, MS, Senior Regulatory Project Manager, at
(301) 796-0702.

Sincerely,

{See appended electronic signature page}
John Farley, MD, MPH

Acting Director

Division of Anti-Infective Products

Office of Antimicrobial Products
Center for Drug Evaluation and Research

Reference ID: 3096097
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JOHN J FARLEY
03/02/2012
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Davi, Christopher

From: Davi, Christopher

Sent: Tuesday, January 24, 2012 3:54 PM

To: ‘Noh, John'

Subject: Review Priority determination (NDA 201,688)
John,

We have considered your request for a priority review for NDA 201,688 and have determined that the review priority will
be standard (i.e., 10-month clock). The PDUFA action date for your application will be
October 19, 2012. Let me know if you have questions.

Regards,
Chris Davi

J. Christopher Davi, MS

Senior Regulatory Project Manager
Division of Anti-Infective Products
Office of Antimicrobial Products
christopher.davi@fda.hhs.gov

(301) 796-0702

Reference ID: 3076456



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

JOSEPH C DAVI
01/24/2012

Reference ID: 3076456



W SERVICE
o G,

oF HEALTY,
<& 4,

&

‘(: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

IND 64,409

Novartis Pharmaceutical Corporation
Attention: Orin Tempkin, PhD
Director, Drug Regulatory Affairs
One Health Plaza

East Hanover, NJ 07936-1080

Dear Dr. Tempkin:

Please refer to your Investigational New Drug Application (IND) for TBM 100C (TIP
tobramycin inhalation powder). We also refer to the meeting between representatives of
Novartis and the FDA on December 15, 2009. The purpose of the meeting was to the pathway
for the submission of a marketing application for TBM 100C.

The official minutes of that meeting are enclosed. You are responsible for notifying us of any
significant differences in understanding regarding the meeting outcomes.

If you have any questions, call J. Christopher Davi, MS, Senior Regulatory Project Manager at
(301) 796-0702.

Sincerely,
{See uppended electronic signature page}

Katherine A. Laessig, MD

Deputy Director

Division of Anti-Infective and Ophthalmology Products
Office of Antimicrobial Products

Center for Drug Evaluation and Research

Enclosures:  Minutes from December 15, 2009 meeting
Preliminary meeting comments dated December 14, 2009

Reference ID: 3286837
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MEMORANDUM OF MEETING

MEETING DATE: December 15, 2009
MEETING TIME: 3:00 to 3:45 PM, EST

APPLICATION (DRUG): IND 64,409, TBM 100C (TIP tobramycin inhalation powder)
SPONSOR: Novartis Pharmaceuticals, Inc.

TYPE OF MEETING: Pre-NDA
MEETING CHAIR: Wiley A. Chambers, MD, Acting Division Director
MEETING RECORDER: J. Christopher Davi, MS, Regulatory Project Manager

FDA PARTICIPANTS - Division of Anti-Infective and Ophthalmology Products (DAIOP):
Wiley Chambers, MD, Acting Division Director

Katherine A. Laessig, MD, Deputy Division Director

Sumathi Nambiar, MD, MPH, Deputy Director for Drug Safety
John J. Alexander, MD, MPH, Medical Team Leader

Shrimant Mishra, MD, Medical Officer ‘

Charles Bonapace, PharmD, Clinical Pharmacology Team Leader
Yongheng Zhang, PhD, Clinical Pharmacology Reviewer
Wendelyn Schmidt, PhD, Preclinical Pharmacology Team Leader
Amy Ellis, PhD, Preclinical Pharmacology Reviewer

Frederic Marsik, PhD, Clinical Microbiology Team Leader

Peter Coderre, PhD, MBA, Clinical Pharmacology Reviewer
Mark Seggel, PhD, Chemistry Reviewer

Chris Kadoorie, PhD, Biometrics Reviewer

J. Christopher Davi, MS, Senior Regulatory Project Manager

INDUSTRY PARTICIPANTS — Novartis Pharmaceuticals:

Laurie Debonnett, MD Associate Medical Director, US Clinical Development
Peter Fernandes, MPharm Vice President, US Drug Regulatory Affairs

Silvia Heuerding, PhD Project Leader, Technical Research & Development
Mark Higgins, MD Global Medical Director, Clinical Development

Fred Marcella, MS US Liaison, Regulatory CMC

Nandita Shangari, PhD Fellow, Preclinical Safety

Srikumar Sahasranaman, PhD Pharmacokineticist, Drug Metabolism & Pharmacokinetics
Chin Koerner, Regulatory Policy

Bijal Pandhi, Regulatory Fellow

Orin Tempkin, PhD Director, Drug Regulatory Affairs

Ying Wan, PhD Biostatistician, Clinical Information Sciences
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MEETING OBJECTIVE:
To discuss the future submission of a marketing application for TBM 100C.
SUMMARY OF DISCUSSION:

The Division of Anti-Infective and Ophthalmology Products (DAIOP) granted the Sponsor a
teleconference to discuss the submission of a marketing application for TBM 100C sometime in
2010. DAIOP provided preliminary comments to the Sponsor on December 14, 2009
(appended). Discussion points generated from the preliminary comments provided herein.

e The Sponsor indicated that they were in agreement with the Agency’s response to item #7
(appended pre-meeting comments).

e The Sponsor indicated that study C2303 had been up and running since June of 2009, and
that they had enrolled approximately 75 subjects in each arm.

e The Sponsor indicated that they had been trying (with some degree of difficulty) to raise
the enrollment figure to 100 patients per arm in study C2303.

e With regard to pooling, the Sponsor indicated that they wished to pool results from the 2
studies to facilitate more valid sub-group analysis (i.e., issues such as gender differences
would be more apparent).

e The Agency acknowledged potential gender differences, but expressed concern that the
first study had already been unblinded, and as a consequence pooling may not be
appropriate. The Sponsor acknowledged this point.

e The Agency informed the Sponsor that they may do a pooled analysis if they wished, but
that such an analysis may not have a significant impact (positive or negative) on the
outcome of their application. The Sponsor acknowledged this point.

e With regard to item #14 (appended pre-meeting comments), the Agency informed the
Sponsor that absolute changes in FEV1% should be considered, as opposed to relative
changes in any sensitivity analysis (i.e., relative changes may be exaggerated in extreme
cases). The Sponsor acknowledged this point.

e The Agency informed the Sponsor that the determination on a priority review would
depend upon improved compliance and/or efficacy (demonstrated by data), and that this
determination would be made sometime after filing.

¢ The Sponsor indicated that they would provide a full listing of subject IDs (i.e., SAS
transport file with treatment assignment and patient ID). From this the Agency could
develop a randomized list of CRFs to analyze. The Agency confirmed with the sponsor
that case report forms (CRFs) requested would only come from the 3 pivotal studies.
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These cases would be provided in addition to serious adverse events (SAEs), deaths, and
SAEs leading to early termination.

Minutes Prepared by: {See appended electronic signature page}
J. Christopher Davi, MS
Regulatory Project Manager

Concurrence by: {See appended electronic signature page}
Katherine A. Laessig, MD
Deputy Division Director
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