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EXCLUSIVITY SUMMARY

NDA # 21-878 SUPPL # _ HFD # 510

Trade Name Levemir

Generic Name Insulin detemir [rDNA origin] injection

Applicant Name Novo Nordisk

Approval Date, If Known -

PART 1 1S AN EXCLUSIVITY DETERMINATION NEEDED?

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

one or more of the following questions about the submission.

a) Is it a 505(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, SES, SE6, SE7, SES
505(b)(1)

¢) 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.

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:
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d) Did the applicant request exclusivity?

YES| ] NO X

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

¢) Has pedlatnc 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?

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 I FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer cither #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 X NO[ ]
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If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).

NDA# 21-536 : Approved on June 16, 2005
Levemir

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.) o 4
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 I IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part II of the summary should
only be answered “NO” for original approvals of new molecular entities.)

IF “YES,” GO TO PART Il

PART HI 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 1I, Question 1 or 2 was "yes."
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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  NoO[]

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 tnials,
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.

(a) 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[X

(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[]

If yes, explain:
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(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:

(c) 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:

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

3. In addition 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[ ]

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

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

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 1379

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 #51,789 YES [X ' NO []
! Explain:

Investigation #2 . !
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|
IND # YES [ ] ' NO [ ]
! 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:

Investigation #2

YES []

Explain:

NO [ ]

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:
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Name of person completing form: Julie Rhee
Title: Regulatory Project Manager
Date: October 13, 2005

Name of Office/Division Director signing form: David Orloff, MD
Title: Director, Division of Metabolism and Endocrinology Products

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05
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/ DEPARTMENT OF HEALTH & HUMAN SERVICES . .
Public Health Service

fu;n} Food and Drug Administration
Rockvilie, MD 20857

FILING COMMUNICATION
NDA 21-878

Novo Nordisk Inc.

Attention: Barry Reit, M.D.

Vice President, Regulatory Affairs & Quality Assurance
100 College Road West ’

Princeton, NJ 08540 .

Dear Dr. Reit:

Please refer to your December 20, 2004, new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Insulin detemir (rDNA origin) injection.

We have completed our filing review and have determined that your application is sufficiently
complete to permit a substantive review. Therefore, this application will be filed under section
505(b) of the Act on February 18, 2005, in accordance with 21 CFR 314.101(a).

At this time, we have not identified any potential filing 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.

If you have any questions, call Julie Rhee, Regulatory Project Manager, at (301) 827-6424.

Sincerely,
{See appended electranic signarere page}

Kati Johnson .
Chief, Project Management Staff
Division of Metabolic

and Endocrine Drug Products, HFD-510
Office of Drug Evaluation 11
Center for Drug Evaluation and Research
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Kati Johnson
1/13/05 06:36:08 AM
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NDA 21-536
NDA 21-878

Novo Nordisk Inc.

Attention: Bary Reit, Ph.D.

Vice President

Regulatory Affairs & Quality Assurance
100 College Road West

Princeton, NJ 08540

Dear Dr. Reit:

Please refer to your New Drug Applications (NDAs) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for insulin detemir (rDNA origin) injection.

We also refer to your January 21, 2005, correspondence, received January 24, 2005, requesting a
meeting to discuss the comparability protocol for a newly constructed purification facility for
insulin detemir drug substance.

Based on the statement of purpose, objectives, and proposed agenda, we consider the meeting a
type C meeting as described in our guidance for industry titled Formal Meetings with Sponsors
and Applicants for PDUFA Products (February 2000). The meeting is scheduled for:

Date: Aprl 11, 2005
Time: 1:30—-2:30
Location: Parklawn Building 3" floor conference room “B”
CDER participants (Tentative): :
Eric Duffy, Ph.D., Director, Division of New Drug Chemistry 11
Blair Fraser, Ph.D., Deputy Director, Division of New Drug Chemistry 11
Stephen Moore, Ph.D., Chemistry Team Leader, DMEDP
Janice Brown, Chemist, DMEDP
Julie Rhee, Regulatory Project Manager, DMEDP

Please have all attendees bring photo identification and allow 15 to 30 minutes to complete
security clearance. Please email me the name and title of your attendees at rheejiwcder.fda.gov
so that I can give the security staff time to prepare temporary badges in advance. Upon arrival at
FDA, give the guards either of the following numbers to request an escort to the conference
room: Julie Rhee at 827-6424; Kyle Boyd at 827-6432.
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Provide the background information for this meeting (two copies to the NDAs and 10 desk
copies to me) at least one month prior to the meeting. If the materials presented in the
information package are inadequate to justify holding a meeting, or if we do not receive the
package by March 11, 2005, we may cancel or reschedule the meeting.

If you have any questions, call me at (301) 827-6424.

Sincerely,

5 wrvprerfied L F s rresiriie ©ieer
,-.{‘(.’1, QUEPCTIE T AT Y

Julie Rhee
Regulatory Project Manager
Division of Metabolic
and Endocrine Drug Products, HFD-510
Office of Drug Evaluation I1
Center for Drug Evaluation and Research
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Julie Rhee
2/4/05 02:37:31 PM
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Food and Drug Administration
Rockville, MD 20857

NDA 21-878

Novo Nordisk Pharmaceuticals, Inc.

Attention: Barry Reit, Ph.D.

Vice President, Regulatory Affairs & Quality Assurance
100 College Road West

Princeton, NJ 08540

Dear Dr. Reit:

-

We have received your new drug application (NDA) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: Insulin Detemir (rDNA origin) injection
Review Priority Classification: Standard (S)

Date of Application: December 20, 2004

Date of Receipt: December 20, 2004

Our Reference Number: NDA 21-878

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on February 18, 2005, m
accordance with 21 CFR 314.101(a). If the application is filed, the user fee goal date will be
October 20, 2005. '

All applications for new active ingredients, new dosage forms, new indications, new routes of
administration, and new dosing regimens are required to contain an assessment of the safety and
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.
We note that you have submitted pediatric studies with this application. Once the review of this
application is complete we will notify you whether you have fulfilled the pediatric study
requirement for this application.
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Please cite the NDA number listed above at the top of the first page of any communications
concerning this application. Address all communications concerning this NDA as follows:

U.S. Postal Service/Courier/Overnight Mail:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Metabolic and Endocrine Drug Products
Attention: Division Document Room, 8B45

5600 Fishers Lane

Rockville, Maryland 20857

If you have any questions, call me at (301) 827-6424.

Sincerely,

C ap paririest feed e iresriio st irire irerirest
PR GPPCIGCE CIECINTIC Siiniline payde;

Julie Rhee
Regulatory Project Manager
Division of Metabolic
and Endocrine Drug products, HFD-510
Office of Drug Evaluation 11
Center for Drug Evaluation and Research
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Julie Rhee
1/6/05 03:23:13 PM
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration

Center for Drug Evaluation and Research

DATE: October 20, 2005
FROM: David G. Orloff, M.D.
Director, Division of Metabolism and Endocrinology Products
TO: NDA 21-878
‘ Levemir (insulin detemir injection)
Novo Nordisk

Treatment of type 1 diabetes in children
SUBJECT: NDA review issues and recommended action

Summary of issues

The sponsor conducted a single clinical study in children, aged 6-17 years with DM1.
Approximately 350 total patients were randomized 2:1 to either Levemir or NPH insulin, in
addition to mealtime bolus insulin aspart. They were followed for 26-weeks. Baseline mean
HbAlc was 8.8% in both treatment groups. Average age was approximately 12 years at
enrollment. Both treatment groups achieved mean HbAlc of approximately 8% by end of
treatment. There were no differences in rates of hypoglycemia between treatment groups.

Recommendation
Levemir is safe and effective as an alternative basal insulin in children with DM1. This
application may be approved. '
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David Orloff
10/19/2005 04:44:59 PM
MEDICAL OFFICER



