MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: 8/4/09

TO: NDA File

FROM: Kati Johnson, PM, Division of Metabolism and Endocrinology Products

SUBJECT: Pediatric Page

APPLICATION/DRUG: NDA 22-363, Livalo (pitavastatin) Tablets

This statin NDA was approved August 3, 2009 for the treatment of dyslipidemia. The
PEDIATRIC PAGE, which was previously archived into the database via DFS, can not be
archived in DARRTS due to a glitch that needs to be repaired.

In the interim, I am attaching the Pediatric Page that was created during the review so that it can

be archived into DARRTS. The Pediatric Page was filled out by me as the project manager of
the application.



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

NDA/BLA#: 22-363 Supplement Number: __~ NDA Supplement Type (e.g: SE5). __
Division Name:DMEP PDUFA Goal Date: 8/3/09 Stamp Date: 10/1/2008
Proprietary Name:  Livalo

Established/Generic Name: pitavastatin

Dosage Form: Tablets

Applicant/Sponsor:  Kowa Company, Ltd.

Indication(s) previously approved (please complete this question for supplements and Type 6 NDAs only):
(1) .

(2)

) I

@

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 gach mdlcatlon in current application.)

Indlcatlon Patients with primary hyperllpldemla and mixed dyslipidemia as an adjunctive therapy
to diet to reduce elevated total cholesterol (TC), low-density lipoprotein cholesterol (LDL-C),
apolipoprotein. (Apo) B, triglycerides (TG), and to increase HDL-C.
Q1: Is this application in response to a PREA PMR? Yes [] Continue
_ - No [X] Please proceed to Question 2.
If Yes, NDA/BLA#: ____ Supplement #____ PMR#____
Does the division agree that this is a comp'lete response to the PMR?
[] Yes. Please proceed to Section D. _ _ »
1 No. Please proceed to Question 2 and complete the Pediatic Page, as applicable.

Q2: Does this application provide for (If yes please check all categones that apply and proceed to.the next
question):

(a) NEW X active ingredient(s) (mcludes new combination); ] lndlcatlon(s) O dosage form; D dosing
regimen; or [_] route of administration?*

(), "] No. PREA does not apply. Skip to sngnature block.
" * Note for CDER: SE5, SE6, and SE7 submissions may also trigger PREA.
Q3 Does this indication have orphan designation?
[:I Yes. PREA does not apply. Skip to signature block
XI 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.
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Q4: Is there a full waiver for all pediatric age groups for this indication (check one)?

X Yes: (Complete Section A.)

[[] No: Please check all that apply:
] Partial Waiver for selected pediatric subpopulations (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)
[] 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/orE.)

[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:
[] Disease/condition does not exist in children '
[] 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.)
] 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.)

X Justification attached. There are currently 6 marketed statin drugs, all of which have been studied in
the pediatric population.

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. Othewise, this Pediatric Page is
complete and should be signed.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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[Section B: Partially Waived Studies (for selected pediatric subpopulations)

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

Reason (see below for further detail):

minimum maximum feali?gle" N(:kt]g:::;ll%gcful Inelt]"l;escatlf\s or Fogluel Z,E'O"
~ benefit ,
[l | Neonate | __ wk.__mo. |_ wk.__mo. O | [l |
[] | Other _yr.__mo. | __yr.__mo. O O 1 |
1 | Other _yr._mo. |__yr.__mo. O ] O ]
[ | Other __yr.__mo. | __yr.__mo. | O O N
1 | Other _yr.__mo. |__yr.__mo. ] O [ 1
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 correspondmg to the category checked above, and attach a brief
justification):
# Not feasible:
[C] Necessary studies would be impossible or highly impracticable because:
[] - Disease/condition does not exist in children
O] Too few children with disease/condition to study
_ ] Other (e.g., patients geographically dispersed):
*  Not meaningful therapeutic benefit:
[1 Product does not represent a meaningful therapeutlc benefit over existing theraples for pedlatnc

patients in this/these pediattic subpopulation(s) AND is not likely to be used in a substantial number of
pediatric patients in this/these pediatic subpopulation(s).

t Ineffective or unsafe:

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

[ 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
(Note: if studies are partially waived on this ground, this information must be included in the labeling.)

A Formulation failed:

[C] 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 pedlatnc 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 defened (if so, proceed to Sections C and complete the PeRC Pediatric Plan
Template); (2) submitted studies that have been conpleted (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.
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pediatric subpopulations.

AY

{Section C: Deferred Studies (for selected pediatric subpopulétions). J

Check bediatric subpopulation(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 Appropriate
for . Additional Reseor Receivéd
Populati minimum maximum | Approval | Adult Safety or :
qu afton m in Adults | Efficacy Data fgi&gx
[] | Neonate __wk._mo.| __wk.__mo. O O A [:I 0
(] | Other __yr._mo. | __yr.__mo. O O ] O
] | Other _yr.__mo. | _yr._ _mo. Il O ] ]
[ | Other . _yr.__mo. | _yr._ mo. | ] W O
[ | Other __yr.__mo. | __yr.__mo. O O ] O
All Pediatric
|0 Populations | OY-0mo. | 16yr. 11 mo. O O O Ol
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:

1 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, conplete 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 301-796-0700.
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LSection D: Completed Studies (for some or all pediatric subpopulations).

Pediatric subpopulation(s) in which studies have been completed (check below):

Population minimum maximum _ PoRC Pediztt;i:CAhzzg?s.sment Test

[] | Neonate __wk._mo. |__wk.__mo. Yes [] No []
[] | Other _yr.__mo. |__yr.__mo. Yes [] No []
[] | Other _yr._mo. |__yr.__mo. Yes [] No []
[] | Other __yr._mo. |__yr._ mo. Yes [] No []
[ | other _yr._mo. |__yr.__mo. 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 pariial waivers, deferrals and/or

.completed studies, Pediatric Page is co

Page as applicable.

mplete and should be signed. If not, conplete the rest of the Pediatric .

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

[ Additional pediatric studies are not néc'e'ssary_-in the following pediatric subpopulation(s) because product is

appropriately labeled for the indication being reviewed:

Population minimum maximum -
O Neonate __wk.__mo. __wk. _mo.
| Other __yr.__mo. __yr.__mo.
O Other __yr.__mo. __yr.__mo.
] Other __yr.__mo. __yr.__mo.
d Other __yr.__mo. __yr.__mo.
U All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.
Are the indicated age ranges (above) based on weight (kg)? [J No; [] Yes.
Aré 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 signed. If not, conplete 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.
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pharmacokinetic and safety studies. Underthe statute, safety cannot be extiapolated.

Page 6

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 ) Other Pediatric
_ ies?
Adult Studies? Studies?
[J | Neonate __wk._mo. |__wk.__mo. O d
1 | other __yr.__mo. __yr.__mo. O ]
[J | Other __yr.__mo. __yr.__mo. | O
(] | Other __yr.__mo. __yr.__mo. N O
] | other . yr.__mo. __yr.__mo. ] il
All Pediatric
] Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. ] O
Are the indicated age rang.es (above) based on weight (kg)? [J 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 suppoiting
the extrapolation must be included in any pettinent 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}

Regulétory Project Manager
(Revised: 6/2008)

NOTE: If you have no other indications for trjis application, you may delete the atta'chments from this
document. '

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



Submission

Linked Applications Type/Number

Sponsor Name Drug Name / Subject

NDA 22363 ORIG 1 LIVALO TABLETS

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

/sl

KATI JOHNSON
08/04/2009



Kowa Company Limited
NDA 22-363, Pitavastatin CTD Module 1 Administrative Information
Section 1.9 Pediatric Administrative Information

1.9.2 Request for Deferral of Pediatric Studies

Kowa Company Limited requests a deferral of pediatric studies based upon discussion at
the End-of-Phase 2 Meeting held on September 20, 2005. The minutes of that meeting,
cite the FDA’s affirmation of the deferral.



Kowa Company Limited

NDA 22-363, Pitavastatin CTD Module 1 Administrative Information
Section 1.3 Administrative Information ]

1.3.3 Debarment Certification Statement

Kowa Company Limited. hereby certifies that it has not used and will not use in any
capacity the services of any person debarred under section 306 of the Federal Food, Drug,
and Cosmetic Act in connection with this application.

Attested to by:
Name: Title:
Ross S. Laderman Senior Director,
: Regulatory Affairs
Company:
Kowa Research Institute, Inc.
Agent for Kowa Company Limited
TN
Signgture Date:
/J © October 1, 2008






