EXCLUSIVITY SUMMARY

NDA # 22-307 SUPPL # 000 HFD # 110

Trade Name Effient

Generic Name prasugrel

Applicant Name Eli Lilly and Daiichi Sankyo

Approval Date, If Known July 10, 2009

PARTI IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, and all efficacy
supplements. Complete PARTS Il 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 No [ ]

If yes, what type? 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[]

d) Did the applicant request exclusivity?
YES No[]

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

e) Has pediatric exclusivity been granted for this Active Moiety?
‘ YES [] NO

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

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
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ON PAGE 8 (even if a study was required for the upgrade).

PART II 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

2. Combination product.

If the product contains more than one active moiety(as defined in Part II, #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 THE ANSWER TO QUESTION 1 OR 2 UNDER PART I1 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 IIL.

Name of person completing form:

Meg Pease-Fye, M.S.

Title: Regulatory Health Project Manager
Date:

Name of Office/Division Director signing form:
Norman Stockbridge, M.D., Ph.D.
Title: Director, Division of Cardiovascular and Renal Products

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Norman Stockbridge
7/10/2009 05:17:09 PM

Margaret Pease-Fye
7/10/2009 03:04:25 PM



EFFIENT (non-proprietary name: Prasugrel)
[NDA no.]
ITEM 13: PATENT INFORMATION
The following patents cover the above referenced product, claiming the drug substance,
the drug product, and/or a method of use. This product is the subject of an application
submitted under Section 505 of the Federal Food, Drug, and Cosmetic Act (FFDCA).

Patent Number U.S. 5,288,726 Expiration Date 09/08/2012

Patent Number U.S. 6,693,115 Expiration Date 07/03/2021

The above patents are exclusively licensed by Eli Lilly and Company, Indianapolis,
Indiana. Attached is an FDA Form 3542a for each patent.

ITEM 14: CLAIMED EXCLUSIVITY

Eli Lilly and Company.(Lilly) claims a five-year period of exclusivity for EFFIENT as
provided in 21 C.F.R. § 314.108(b)(2) and 21 U.S.C. §§ 355(c)(3)(E)(ii) and
355(G)(5)(F)(ii). To the best of Applicant’s knowledge and belief, EFFIENT contains no
active moiety that has been approved in any other application under 21 U.S.C. § 355(b).
This is evidenced by the fact that the Orange Book contains no listing for this product.



REQUEST FOR WAIVER OF PEDIATRIC STUDIES

NDA Number: 22-307
Sponsor: Eli Lilly and Company
(Co-development by Daiichi-Sankyo and Lilly)

Proposed Indication:
EFFIENT (prasugrel hydrochloride) is indicated for the reduction of atherothrombotic
events (cardiovascular death, nonfatal myocardial infarction, nonfatal stroke) and the
reduction of stent thrombosis in acute coronary syndromes (ACS) as follows:
e patients with unstable angina (UA) or non-ST-segment elevation myocardial
infarction (NSTEMI) Wwho are managed with percutaneous coronary
intervention (PCI)

e patients with ST-segment elevation myocardial infarction (STEMI) who are
managed with primary or delayed PCI.

Daiichi-Sankyo and Lilly have not conducted clinical trials with prasugrel HCl in the
pediatric population. Specific to this application’s proposed indication and in accordance
with the Final Pediatric Rule (21 CFR 314.55(a)), the following is a formal request for a
waiver of pediatric studies conducted with prasugrel. The waiver request follows the
format outlined in Attachment A of “Guidance for Industry: Recommendations for
Complying with the Pediatric Rule” (21 CFR 314.55(a) and 601.27(a)), hereafter referred
to as “The Guidance.” A waiver request was briefly discussed and agreed upon at the
End of Phase Il meeting between FDA and Daiichi-Sankyo/Lilly in August 2004.

Specific Waiver Request:

1. This waiver request includes age birth to 17 years old.

2. Although acute coronary syndrome is not one of the specific diseases listed in
Part V.B. for a full disease state waiver of The Guidance, Daiichi-Sankyo/Lilly
believe that a disease specific waiver is warranted for the treatment of pediatric
patients who suffer from acute coronary syndrome who are to undergo a PCI.

3. The justification for a pediatric waiver is based on the description of ACS and the
actual procedure of conducting a PCI has extremely limited applicability in the
pediatric population, including its association with age. Necessary studies in the
pediatric population would be impractical and as such the Sponsor does not
believe it to be appropriate for this specific NDA application.

4. The Sponsor believes that this waiver would not preclude a future submission to
the FDA of a proposal for a Written Request for a different, medically
appropriate, indication in the pediatric population.



PEDIATRIC PAGE
(Complete for all filed original applications and efficacy supplements)

NDA#: 22-307 Supplement Number: NDA Supplement Type: Qriginal

Division Name: Division of PDUFA Goal Date: Stamp Date: 12/26/2007
CArdiovascular and Renal Products September 26, 2008

Proprietary Name:  Effient

Established/Generic Name: prasugrel
Dosage Form: 5mg and 10mg Tablets

Applicant/Sponsor:  Eli Lilly and Daiichi Sankyo
Indication(s) previously approved (please complete this question for supplements and Type 6 NDAs only):

Pediatric use for each pediatric subpopulation must be addressed for each indication covered by current
application under review. A Pediatric Page must be completed for each indication.

Number of indications for this pending application(s):1 _
(Attach a completed Pediatric Page for each indication in current application.)

Indication: indicated for reduction of unstable angina (UA) or non-ST-segment elevation myocardial infarction

(NSTEMI) who are managed with percutaneous coronary intervention (PCI) and in patients with ST-segment
elvation myocardial infarction who are managed with primary or delayed PCi

Q1: Is this application in response to a PREA PMR? Yes [] Continue
. - No Please proceed to Question 2.
If Yes, NDA/BLA#. Supplement #: PVR #:

Does the division agree that this is a complete response to the PMR?
[] Yes. Please proceed to Section D.
[J No. Please proceed to Question 2 and complete the Pediatric Page, as applicable.

Q2: Does this application provide for (If yes, please check all categories that apply and proceed to the next
guestion):

‘(a) NEW [X] active ingredient(s) (includes new combination); [] indication(s); [_] dosage form; [_] dosing
regimen; or [_] route of administration?*

(b) ] No. PREA does not apply. Skip to signature block.
* Note for CDER: SE5, SE6, and SE7 submissions may also trigger PREA.
Q3: Does this indication have orphan designation?

[J Yes. PREA does not apply. Skip to signature block.

Xl No. Please proceed to the next question.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700. ‘



NDA¥ 22-307 ' Page 2

Q4: Is there a full waiver for all pediatric age groups for this indication {(check one)?

X Yes: (Complete Section A.)

I:] No: Please check all that apply:
[] Partial Waiver for selected pediatric subpopu|at|ons (Complete Sections B)
[] Deferred for some or all pediatric subpopulations (Complete Sections C)
[] Completed for some or all pediatric subpopulations (Complete Sections D)
[] Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)
[C] Extrapolation in One or More Pediatric Age Groups (Complete Section F)
(Please note that Section F may be used alone or in addition to Sections C, D, and/or E.)

| Section A; Fully Waived Studies (for all pediatric age groups)

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected)
Necessary studies would be impossible or highly impracticable because:
X Disease/condition does not exist in children
X Too few children with disease/condition to study
[ Other (e.g., patients geographically dispersed): ____
[ Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients.

[ Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)

[1 Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)

(] Evidence strongly suggests that product would be ineffective and unsafe in all pediatric
subpopulations (Note: if studies are fully waived on this ground, this information must be included in
the labeling.)

] Justification attached.

If studies are fully waived, then pediatric information is complete for this indication. If there is another
indication, please complete another Pediatric Page for each indication. Otherwise, this Pediatric Page is
complete and should be signed.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gev) OR AT 301-796-0700.



NDA# 22-307 _ Page 3

|Section B: Partially Waived Studies (for selected pediatric subpopulations)

Check subpopulation(s) and reason for which studies are being partiaily waived (fill in applicable criteria below):
Note: If Neonate includes premature infants, list minimum and maximum age in “gestational age” (in weeks).

Reason (see below for further detail):
minimum maximum fear\s{:?l:le“ N(t);t]en::srew;jr;%‘ul 'ne;;e:;if‘;? or Fo;g;ll:;:’gion
benefit*

[] {Neonate { __wk.__mo.|__wk.__mo. O O [ O
[ | Other __yr._mo. | _yr.__mo. O [ O O
[J | Other __yr.__mo. |__yr._ mo. O | O O
[] | Other _yr.__mo. | _yr.__mo. O O 0O O
[ | other __yr.__mo. |__yr.__mo. O O O O
Are the indicated age ranges (above) based on weight (kg)? [ No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage? [ ] No; [] Yes.
Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief
justification):
# Not feasible:
[1 Necessary studies would be impossible or highly impracticable because:

[ Disease/condition does not exist in children

[0  Too few children with disease/condition to study

Il Other (e.g., patients geographically dispersed):
*  Not meaningful therapeutic benefit:

] Product does not represent a meaningful therapeutic beriefit over existing therapies for pediatric
patients in this/these pediatric subpopulation(s) AND is not likely to be used in a substantial number of
pediatric patients in this/these pediatric subpopulation(s).

T Ineffective or unsafe:

[] Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if studies
are partially waived on this ground, this information must be included in the labeling.)

[J Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
studies are partially waived on this ground, this information must be included in the labeling.)

[] Evidence strongly suggests that product would be ineffective and unsafe in all pediatric subpopulations
(Nofte: if studies are partially waived on this ground, this information must be lnc/uded in the labeling.)

A Formulation failed:

[ Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may only cover
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this

ground must submit documentation detailing why a pediatric formulation cannot be developed. This
submission will be posted on FDA's website If waiver is granted.)

] Justification attached.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if 30, proceed to Sections C and cumnplete the PeRC Pediatric Plan
Template); (2) submitted studies that have been completed (if so, proceed fo Section D and complete the
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4}
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,
proceed to Section F). Note that more than one of these options may apply for this indication to cover all of the

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.




NDA# 22-307

pediatric subpopulations.

Page 4

LSection C: Deferred Studies (for selected pediatric subpopulations).

Check pediatric subpopulatlon(s) for which pediatric studies are being deferred (and fill in applicable reason

below):
. Applicant
Reason for Deferral Certification
Deferrals (for each or all age groups): t
» Other
Ready Need <
for Addiionel A;g;gggﬁte Received
Population minimum maximum | Approval | Aduit Safety or (specify
in Adults | Efficacy Data 2
below) _
1 | Neonate __wk._mo.|_wk.__mo. ' I O O
] | Other oy __yr.__mo 1 J O O
[] | Other _yr.__mo. | __yr.__ O ] ] -
[1 | Other __yr._mo. | __yr.__mo. O ‘O Il O
[ | other _y._mo. |__yr.__mo | | O O
f All Pediatric : .
] RonulatoRs Oyr.0mo. | 16yr. 11 mo. ] 1 O |
Date studies are due (mm/dd/yy):
Are the indicated age ranges (above) based on weight (kg)? [1 No; [] Yes.
Are the indicated age ranges (above) based on Tanner Stage? [ No;[] Yes.

* Other Reason:

T Note: Studies may only be deferred if an applicant submits a certification of grounds for deferring the studies,
a description of the planned or ongoing studies, evidence that the studies are being conducted or will be
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies.
If studies are deferred, on an annual basis applicant must submit information detailing the progress made in
conducting the studies or, if no progress has been made, evidence and documentation that such studies will be
conducted with due diligence and at the earliest possible time. This requirement should be communicated to
the applicant in an appropriate manner (e g., in an approval letter that specifies a required study as a post-
marketing commitment.)

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-6700.
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l Section D: Completed Studies (for some or all pediatric subpopulations).

Pediatric subpopulation(s) in which studies have been completed (check below):
Population minimum maximum PeRC Pedia:trtiaccﬁzz?sment form

[J | Neonate __wk. _mo. |__wk.__mo. Yes [] No []

[ | other __yr._mo. |__yr.__mo Yes [} No []

[] | other _yr._mo. |__yr.__mo Yes [] No []

[] | Other oy oy Yes[]° No []

] | Other _yr._mo. |__yrn__ Yes [] No []

[ | All Pediatric Subpopulations | 0 yr. 0 mo. 16 yr. 11 mo. Yes [] No []

Are the indicated age ranges (above) based on weight (kg)? [ No; [ Yes.

Are the indicated age ranges (above) based on Tanner Stage? [ ] No; [] Yes.

Note: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or

completed studies, Pediatric Page is complete and should be signed. If not, complete the rest of the Pediatric

Page as applicable.

l Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations):

' Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is

appropriately labeled for the indication being reviewed:
Population “minimum maximum
] Neonate __wk. __mo. __wk. __mo.
l:] Other __yr.__mo __yr.__mo.
O Other |y __yr.__mo
[ _ | Other __yr.__mo. N
O Other __yr.__mo. _y._m
O All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.
Are the indicated age ranges (above) based on weight (kg)? [CI No; [] Yes.
Are the indicated age ranges (above) based on Tanner Stage? [ ] No; [] Yes.

If all pediatric subpopulations have been covered based on partial waivers, deferrals, completed studies, and/or
existing appropriate labeling, this Pediatric Page is complete and should be srgned If not, complete the rest of
the Pediatric Page as applicable.

| Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and/or completed studies)

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled-studies in adults and/or other
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pediatric subpopulation for which
information will be extrapolated. Extrapolation of efficacy from studies in adults and/or other children usually
requires supplementation with other information obtained from the target pediatric subpopulation, such as

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.



NDA# 22-307 - Page 6

pharmacokinetic and safety studies. Under the statute, safety cannot be extrapolated.

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:

, Extrapolated from:
Population minimum maximum -
. ' Adult Studies? Other Pgdla’mc
Studies?
] | Neonate _wk.__mo. |__wk._mo. O O
[ | other __yr.__mo. __yr.__mo. O O
[] | Other __yr.__mo. __yr.__mo. O |
[ | Other __yr.__mo. __yr.__mo. O O
[] | Other __yr.__mo. __yr.__mo. ] O
All Pediatric

il Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. | O
Are the indicated age ranges (above) based on weight (kg)? [ No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage? [ ] No; [] Yes.

Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting
the extrapolation must be included in any pertinent reviews for the application.

_If there are additional indications, please complete the attachment for each .one of those indications.
Otherwise, this Pediatric Page is complete and should be signed and entered into DFS or DARRTS as
appropriate after clearance by PeRC.

This page was completed by:

{See appended electronic signature page}

Regulatory Project Manager
(Revised: 6/2008)

NOTE: If you have no other indications for this application, you may delete the attachments from this
document.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.






