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Public Health Service
Food and Drug Administration
Rockville, MD 20857

UMAN SERVICES

C DEPARTMENT OF HEALTH & H

DISCIPLINE REVIEW LETTER

NDA 21-856

TAP Pharmaccutical Products Inc
675 N, Field Drive

Lakefield Drive, 1L 60045

Attention:  Binita Kwankin
Assistant Director, Regulatory Affairs

Dear Ms. Kwankin:
Please refer to your New Drug Application (NDA) submitted under section 305(b) of the FFederal
Food. Drug, and Cosmetic Act {or Uloric (febuxostat).

The Division of Medication Errors and Technical Support (DMETS) review ol vour submission
is complete and the proprietary name, Uoric, has been found acceptable. In addition we have

identified the following deficiencies with vour packaging:
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NDA 21-856
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We are providing these comments 1o vou before we complete our review of the entire application
to give you preliminary notice of issues that we have identified. In conformance with the
prescription drug user fee reauthorization agreements, these comments do not reflect a final
decision on the information reviewed and should not be construed to do so. These comments are
preliminary and subject to change as we finalize our review of your application. In addition, we
may identify other information that must be provided before we can approve this application. If
" you respond to these issues during this review cycle, depending on the timing of vour response,
and in conformance with the user fee reauthorization agreements. we may not be able to consider
your response before we take an action on your application during this review cycle.

If you have any questions, call Matt Sullivan, Regulatory Project Manager. at (3(11) 796-1245.
Sincerely,
JSee appended electronic signature page)

Sara Stradiey
Chief, Project Management Staff
Division of Anesthesia. Analgesia
and Rheumatology Products
- Office of Drug Evaluation 1]
Center for Drug Evaluation and Research



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

Sara Stradley
6/14/2006 11:14:02 AM
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J.n,,u Food and Drug Administration
Rockville, MD 20857

NDA 21-856

TAP Pharmaceutical Products Inc.
675 N. Field Drive
}.ake Forest. 11, 60045

Attention: Binita Kwankin
Assistant Director, Regulatory Affairs

Dear Ms. Kwankin:

We acknowledge receipt on February 21, 2006 of your February 17, 2006 resubmission to vour
new drug application for Uloric (febuxostat) tablets, 80 mg and 120 mg.

We consider this a complete, class 2 response to our October 14, 2005 action letter. Therefore,
the user fee goal date is August 21, 2006. :

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 not fulfilled the requirement. We are waiving [hL requirement for
pediatric. studies for this application. -

If vou have any question, call me at (301) 796-1202.

Sincerely,
ISee appenided electronic signatuie page)

Jane A. Dean, RN, MSN

Division of Anesthesia, Analgesia and
Rheumatology Products

Office of Drug [valuation 1]

Center for Drug Evaluation and Research



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

Janc Dcan
2/8/2006 04:52:08 PM
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Public Health Service

Qk'*h DR : Food and Drug Administration

Rockville, MD 20857

NDA 21-856

TAP Pharmuaceuticals, Inc.
675 North Ficld Drive
Lake Forest, 1. 60043

Atlention: Binita Kwankin
Axsistant Director. Regulatory Alfairs

Dear Ms. Kwankin:
Please refer (o vour New Drug Application (NDA) for Uloric (febuxostat).

We also refer to the meeting between representatives of your firm and the FDA on
December 5. 2005, The purpose of the meeting was 1o obtain the Division's clarifics mon of
deficiencies identified in the October 14, 2005, approvable letter for Uloric.

The offictal minutes of that meeting are enclosed. You are responsible for nolli\fmo us of any
significant differences in understanding regarding 1hc meeting outcomes.

I you have any questions, please call Ms. Janc A. Dean, RN. MSN, Regulatory Health Project
Manager, at 301-796-1202.

Sincerely,
[See appended ¢lecironic signature page}

tane A. Dean, RN, MSN

Project Manager

Division of Anesthesia, Analgesia and
Rheumatology Products

Office of Drug Evaluation 11

Center for Drug Evaludtion and Research

Enclosure



MEETING DATE:

TIME:

LOCATION:
APPLICATION (DRUG):
SPONSOR:
INDICATION:

TYPE OF MEETING:
MEETING CHAIR:

MEETING RECORDER:

December 3, 2003

1:00 pm = 2:00 pm

MEMORANDUM OF MEETING MINUTES |

Room 1309, 10903 New Hampshire Avenue, Silver Spring, MD

NDA 21-856 (Uloric)

TAP Pharmaceuticals, Inc

Management of hyperuricemia in patients with gout

Type A Post Action Guidance Meeting
Bob Rappaport. MDD

Ms. Jane A. Dean, RN, MSN

FDA ATTENDEES, TITLES, AND OFFICE/DIVISION:

Name of FDA Attendee _Title Division Name & HFD#
' 1. Robert Mever, MD Director : ODE !l 1
2. Curlis Rosebraugh, MD Deputy Director ) C ODE T )
| 3. Rigoberto Roca, MD Deputy Director F DAARP
4. Sharon Hertz, MD Deputy Director DAARP
5. Joel Schiffenbauer, MD Medical Team l.eader "DAARP
6. Tatiana Oussova, MD Clinical Reviewer ~ DAARP
7. John Smith, PhD Chemist ONDOQA B
8. Lei K. Zhang, PhD Clinical Pharmacology Reviewer DAARP B :
9. Bob Rappaport, MD Director S | DAARP ;
10. Al Al Hakim. PhD Clrwrem?strl_\/ thimaceutical ' ONDOA |
e Assessment Lead ;
'], Jane A. Dean, RN, MSN | Project Manager DAARDP

EXTERNAL CONSTITUENT ATTENDEES AND TITLES:

External Attendee

[ 1. Michael Becker, MD

/

Sponsor/Firm Name

i NS ~ P
_i Professor of Medicine

University of Chicago, 11

_/

© 3. Margaret Fletcher, MD

/

¢ Director. Pharmacovigilimee & -
Pharmoecocpidemiology

4. Xavier Frapaise, MD

i
Il
| -
‘ VP, Research & Development

TAP Pharmaceuticals
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Ixternal Attendee Title - Sj)nnmr/Fir__m Name

. - <1 | Therapeutic Area Head. Internal
3. Nancy Joseph-Ridge. MD ) it e Rheumatology

TADP Pharmaceuticals

6. Binita Kwankin Assistant Director, Regulatory Affairs 7 TAP Pharmaceuticals
8. Nancy Siepman, PhD Director, Statistics & Study Progr&wnhfngf TA Pﬁl:armaceutiwc:z__ilé
o Sr. Dir., Translational Medicine/Clinical | .- .
9. Ullrich Schwertschlag, MD Sr. Dir., Translational I\lcd.lunc Clinical i TAP Pharmaceuticals
= Pharmacology '
10. Dean Sundberg VP, Regulatory Affairs . TAP Pharmaceuticals
. . . University of Connectic
11, William B. White, MD Professor of Medicine " mvexsp of Lonn‘curcul
: | Health Center o

12. Harriet Glassman Director, Project Management TAP Pharmaceuticals |
13. Christopher Lademacher, Medical Dircctor TAP Pharmaceuticals b‘@ﬁ

MD, PhD o - ) o

PURPOSE OF THE MEETING: Clarify deficiencies identified in the October 14, 2005,
approvable letter for NDA 21-856 and reach agreement on the acceptability of TAP
Pharmaceutical’s (hereafter referred to as TAP) proposals for resolution of the deficiencies, and
approval of the NDA.

MEETING OBJECTIVES: FDA and TAP reach agreement on the following:

I. Clarification of the deficiencies identified in the Ageney's October 14, 2005, approvable
letter for NDA 21-856;

2. Reach agreement on the acceptability of TAP’s propasals for resolution of the
deficiencies, and approval of the NDA .

BACKGROUND:

Uloric (febuxostat) is a xanthine oxidase inhibitor used to lower serum ric acid in patients with
gout. Clinical trials were conducted under IND 58.229_ which was submitted to the Division of
Anti-Inflammatory, Analgesic and Ophthalmic Drug Products. HFD-350 on April 28. 1999,
Subsequently, the NDA was submitted on December 14, 2004 and filed on Fehruary 14, 2005.
An approvable letter was sent (o TAP on October 14, 2005 with a list of deficicneies and
concerns about the drug’s safety. TAP requested a Type A meeting with the Division of
Anesthesia, Analgesia and Rheumatology Products (DAARP) 1o obtain clarification of the
concerns and deficiencies and to propose resolutions to the Division.

QUESTIONS: The meeting began with introductions of the wttendees and o proposal by TAP
to address the two major areas of concern rather than reviewing each question and response. The
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Division was amenable to the suggestion. Responses faxed to the Sponsor on December 2, 2005

are identified as “FDA Preliminary Responses™ and formed the basis for the discussion which

began afier the Sponsor gave a brief presentation with slides (appended to these meeting
-minutes). .

List of Specific Questions

Question 1: The Approvable letter indicates that the Agency’s review of the safety database
submitted in the febuxostat NDA raises concerns regarding the potential for Uloric to cause
clinically significant cardiovascular/thrombotic adverse events in excess to that seen with the
other treatment arms, even when exposure-over-lime is {actored into the analysis.

We request an understanding of the methodology that led the Agency to the perception of
an apparent cardiovascular safety signal. In particular, which set of patients was selected?
Which medical terms-were included in the analysis?

TDA Preliminary Response: We analyzed data from the original 1SS and 120-day safety
update. '

We focused hirst on the primary APTC endpoints, including death from a vascular cause,
non-fatal myocardial infarction, and non-fatal stroke. In addition to that. we looked at the
incidence of other CV events (acute coronary syndrome, unstable angina. angina, PE/DVT, TIA,
CHT) combined, and by individual cvent.

Meeting Comments: No {urther discussion was necessary.

Question 2: TAP has proposed a response strategy in Section 9.2 of this briefing document, to
address the Agency’s concerns regarding an apparent cardiovascular signal. This response
strategy relies on the most current safety database, which includes data from the ongoing Jong-
term extension trials.

Is there agreement that this strategy is acceptable?

FDA Preliminary Response: The approach you propose presents some concerns. The ongoing
studies are open-label and cannot provide as robust safety data as the controlled trials. In
addition. due to the study design (patients are allowed to change treatment), the assessment of
causality would present an even greater challenge than in the pivotal phase 3 studies.
Nonetheless. these data could potentially provide additional useful information on safety.

We would agree that the data from the open-label study and pivotal studics should be analyzed
scparately. However, your grouping of cardiovascular events docs not appear to be consistent
with eroupings utilizing the acceptable APTC groupings. The analvsis should be performed
utilizing the primary APTC endpoint (combined incidence of vascular deaths or sudden deaths,
non-fatal Mls and strokes). This is a composite endpoint conimoenty used iy cardiavascular
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trials. In addition to this analysis, incidence rates of other events should be calculated as well,
both combined and for each individual event. Those events may be secondary APTC events
combined, individual events (angina, revascularization, TIA, PE etc), all-cause mortality, and
CHF. Youmay provide other analyses. We agree that risk estimates need to be adjusted for
duration of exposure to the drug.

Meeting Comments: The Division emphasized the utility of including a blinded adjudication
analysis of cardiovascular signals when TAP resubmits their application. The analysis should be
clearly laid out and any additional adjudication of cases different from the NIDA should be
included in the resubmission, along with an explanation for any re-adjudication. The Sponsor
also needs to provide evidence that these are not dose-related phenomena. If there is a dose-
response in regard to safety, then lower doses need to be explored to reassure the Division of the
product’s cardiovascular safety. The Division also asked that the Sponsor present multiple
approaches in analyzing CV events, i.c., the timing of events, analysis from raw data (not
adjudicated data), and analysis corrected for exposure. Narratives of all adjudicated events
should be submitted.

Question 3: TAP has proposed a response strategy in Section 9.3 of this briefing document to
address the Agency’s request concerning the potential for pharmacokinetic interactions with
theophylline, azathioprine or mercaptopurine.

Is there agreement that this strategy is acceptable?

FDA Preliminary Response: The strategy seems acceptable. However, you need to provide
the details of the risk minimization plans to prevent the concomitant use of these drugs with
febuxostat in the actual use setting, to assure us that the proposed contraindications are adhered
to.

Meeting Comments: The Sponsor accepted the response.

Question 4: TAP has proposed a response strategy in Section 9.4 of this briefing document 1o
address the Agency’s concern regarding the potential for hemorrhagic events when febuxostat is
administered with or without warfarin, and the potential for an interaction between the two
drugs.

Is there agrcement that this strategy is acceptahle?

FDA Preliminary Response: With regard to the warfarin interaction study (C03-057), because
of large drop-out of patients (more than 1/3) and inconsistency in withdrawing the patients from
the trial due to high INR, we cannot accept the conclusion that there is no intcraction between
febuxostat and warfarin (e.g., Pts 109, 119 and 120 who had pre-dose INR>1.8 were kept in the
study for several days). In particular, one patient (Subject 119) had consistently high INR values
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throughout hoth phases of the trial with INR peaking at 3.09, and yet the subject did not receive
vitamin K until 11 days later following study closure.

Because of clinical findings of adverse events in patients who took both febuxostat and warfarin
and inconclusive results of Study C03-057, a new warfarin interaction study with sufficient
subjects to complete the trial is necded for a clearer determination on whether there is an
interaction between warfarin and febuxostat. In the new study, PK and PD information needs to
be collected for paticnts who are withdrawn from the study due to high INR.

Meeting Comments: The Sponsor gave a brief presentation which provided clarification to
address the Division’s comments about the patients with elevated INRs as follows:

I. Six subjects who were withdrawn following randomization were withdrawn due to high
unstable pre-dose INR values.

2. Two additional subjects (#109 and #120) were withdrawn during the study for safety
reasons due to persistently high INR values. Subject #1 19, who had an IND greater than
or cqual to three in cach period was not withdrawn since the INR values were not verified
on repeal testing.

3. All withdrawals were blinded and did not affect the power of the study.

The Division noted that there were two more patients with increased INR in the ISS safety
database who were on both febuxostat and warfarin. Additional information on these patients
will be provided by the-Sponsor in the complete response to the October 14, 2005 approvable
letter. )

The Sponsor noted that patients with elevations in INR were managed according to the protocol.
Based on the information presented, they believed a new study is not necessary. The Division .
stated that if thev do resubmit without an additional PK and PID study, it would be important to
provide a detailed, data-based rationale to support their position in the resubmission.

Question 5: TAP has proposed a response strategy in Section 9.5 of this briefing document to
address the Agency’s request for evaluation of the induction potential of febuxostat on human
CYP P450 enzvmes. ' ’

Is there agreement that this response strategy is acceptable?

FDA Preliminary Response: The strategy is acceptable.

Meeting Comments: The Sponsor accepted the respense.

Question 6: TAP has proposcd a response strategy to address the Ageney’s request for a change

in the dissolution method and acceptance criteria as described in the Action letter, in Scction
1.1 of this briefing decument.
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Is TAP’s proposal acceptable?
FDA Preliminary Response: The proposal is acceptable.

Meeting Comments: The Sponsor accepted the response.

Question 7: This briefing document includes a summary of re-analyses of the total current
safety database that demonstrates the absence of a signal that is predictive of clinically important
differences. In addition, this briefing document includes a summary of efficacy data from the
ongoing long-term studies. showing a reduction in gout {lares and resolution of tophi. These
data will be fully described in the complete response to the Action letter.

Docs the Agency agree that the benefit-risk profile of febuxostat 80 mg and 120 mg doses is
acceptable if the Agency’s review of the complete response to the action letter confirms the
information provided in this document.

FDA Preliminary Response: If we agree with your analyses tollowing our review, then your
proposal may be acceptable. However, this will ultimately be a review issue.

B

Meeting Comments: The Sponsor accepted the response.

Question 8: In accordance with 21 CFR 314.50(d)(5)(vi)(b) and as requested in the October 14,
2005, Approvable letter. TAP will include a safety update with the complete response to the
. Approvable letter. The Satety Update will include the following information:

o Phase 3 double-blind, randomized, controlled trials (C02-009 and C02-010):
Since data from these studies was fully reported in the original NDA and 1SS,
there 1s no updated information for these studies: However, TAP will include any
new analyses agreed upon with the Agency (e.g., analyses using APTC criteria)
for these studies.

* Long-term, apen-label, extension studies (TMX-01-005 and C02-021): The
safety update will include more than. 12 months of new exposure data since the
4-month safety update. TAP will provide the type of analyses included in the
4-month safety update for these studies, as well as any new analvses agreed upon
with the Ageney. : '

We are not planning o update the analyses of combined Phase 2/3 studies as data will
now be presented separately for the Phase 3, double-blind, randomized controlled studies
and the open-label. tong-term-extension studies, duc to the amount of long term data now
available (Sce Section 9.2.1). TAP will provide CRFs for all deaths, other SALLs and
premature terminations due to Alis. Narratives for deaths and other SAEs will be
provided in CIOMS format. In addition. we will provide text narratives for premature
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terminations due to A} s. TAP will also submit the SAS XP'1" datasets for the safety
update. Is this proposal for the safety update acceptable?

FDA Preliminary Response: The proposal appears acceptable as presented.
Meeting Comments: The Sponsor accepted the response.
Additional Meeting Comments: The Sponsor assured the Division that they intend to propose

a Phase 4 commitment (o provide data on the effects of febuxostat on gout flares. They will
provide a schematic of the protocol before resubmitting their complete response. They intend to

VA

Post Meeting Comment: or clarification purposes, the Sponsor is reminded that in addition to
what they proposed in their November 16, 2003, submission (separate analysis of open-label data
and Phase 3 controlled data), to include a re-analysis of Phase 2 plus Phase 3 controlled studies

combined for their resubmission.
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NDA 21-856
TAP Pharmaceuticals, Tnc
5 North Field Drive
Lake Forest, 1L, 60045

Altention: Binita Kwankin
Assistant Director, Regulatory Aftairs
Dear Ms. K\;vnakin:
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug. and Cosmetic Act for Uloric (febuxostat tablets) oral, 80 mg and 120 mg
also refer to your October 19, 2003, correspondence, received October 20, 2005, requesting a
‘Ova \ : .7

mecting to discuss deficiencies identified in the Agency's Approvable letter issued October 14
hese deficiencies.

2005

We als
and to reach agreement on the resolution o
Based on the statement of purpose, objectives, and proposed agenda, we consider the meeting a
type A meeting as described in our guidance for industry titled Formal Meetings with Sponsors
2000). The meetiny is scheduled for:

and Applicants for PDUFA Products (February
2005

Date:

December \
Time:
10903 New Hampshire Avc., Silver Spring, MDD 20993
> - e -
i A y - el v .
Rigoberto Roca, MD, Sharon Hertz, MD, Joel Schiffenbauer, MDD, Tatiana Qussova, MD

1:00 PM
; . I IS o
CDER participants: Robert Meyer, MD. Curt Rosebraugh, MD, Bob Rappaport, MD

ILocation:
Dennjs Bashaw, PharmD, Suresh Doddapaneni. PhD, Lei K. Zhang. PhD and
Janc A. Dean, RT\ MSN
Please have all attendees bring photo identification and allow 15-30 minutes to complete security
clearance. 1f there are additional attendees, email that information to me at deanj@cder.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
or Betty Clark, 301-796-1186.
15 desk

1202

ane Dean, 301-796-
Provide the background information for this meeting (threc copics to the NDA and 15 desk

room: Ja
copies to me) at least two weeks prior to the meeting. [ the materials presented in the
miormation package are inadequate to justify holding a meeting. or if we'do not reccive the

package by November 21, 2005, we may cancel or reschedule the meeting
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If you have any questions, call me at (301) 796-1202.

" Sincerely,

Jane AL Dean. RN, MSN

Project Manager

Division of Anesthesia, Analgesia and
Rheumatology Products

Office of Drug Evaluation 1]

Center for Drug Fvaluation and Research
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN
SERVICES : :
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

CLINICAL INSPECTION SUMMARY

DATE: 6/24/05

TO: Jane Dean, Regulatory Project Manager
Joel Schiffenbauer, M.D., Clinical Reviewer
Division of Anti-inflammatory, Analgesic and Ophthalmic Drug Products, HFD-550

THROUGH: Leslie K. Ball, M.D.
Branch Chief

Good Clinical Practice Branch I
Division of Scientific Investigations

FROM: Dianne Tesch, CSO

SUBJECT:  Evaluation of Clinical Inspections

NDA: 21-856

APPLICANT: TAP Pharmaceuticals

DRUG: febuxostat

CHEMICAL CLASSIFICATION: Type 1
THERAPEUTIC CLASSIFICATION: Standard Reviev:/

| b{4)
INDICATION: Treatment

. of hyperuricemia and gout
CONSULTATION REQUEST DATE: January 6, 2005
ACTION GOAL DATE: August 15, 2005

PDUFA DATE: October 15, 2005



I. BACKGROUND:

The primary objective of these studies was to assess the safety and efﬁcacy of febuxostat in the 6@,
———  reatment of gout. Gout refers to a mixed group of diseases characterized by
depos1t1on of urate crystals or uric acid in extracellular fluid. It is distinguished by recurrent,
acute attacks of articular and periarticular joint inflammation, usually involving only one joint
per episode. Other features are accumulation of tophi, uric acid kidney stones, and interstitial
kidney disease leading to impaired kidney function. The natural course of classic gout consists
of three stages: asymptomatic hyperuricemia, acute, intermittent gout, and chronic, tophaceous
gout. The metabolic disorder underlying gout is hyperuricemia, caused either by overproduction
or underexcretion of uric acid. Asymptomatic hyperuricemia in the absence of gout is not a
~ disease.

Treatment of gout consists of reducing or eliminating the pain of an acute attack, and preventing
the occurrence of acute gout. Allopurinol is a treatment for the prevention of gout. Allopurinol
reduces the production of uric acid in the body. It is the comparator drug in this trial. Febuxostat,
the test article, works in a similar manner, with fewer potential adverse metabolic side effects.

Protocol C02-009 was a 28 week study comparing febuxostat 80 mg, 120 mg or 240 mg, to
allopurinol 300 mg, or placebo. The primary efficacy variable was the proportion of subjects
whose last three serum urate levels were <6.0 mg/dL. The secondary efficacy variables were
percent reduction in tophus size in subjects with a primary palpable tophus at the Screening Visit,
reduction in total number of tophi, and the proportion of subjects requiring treatment for gout
flare between weeks 8 and 28 of the treatment period.

Protocol C02-010 was a 52 week study comparing febuxostat 80 mg or 120 mg, with allopurinol
300 mg. There was no placebo arm. The primary and secondary efficacy variables were the
same as in protocol C02-009.

Dr. Becker and Dr. Rosenblatt had subjects enrolled in both C02-009 and C02-010.
——e . . Dr.Becker b(ﬁ)

has five studies listed in the Clinical Investigator System (CIS) data base. He has no prior

inspections.

Dr. Rosenblatt’s site was chosen for high enrollment, and because he is a high volume
researcher. Dr. Rosenblatt has 73 studies listed in CIS. He has one prior inspection done in
March, 2001. The inspection was classified VAI-RR for the use of prostate volume and bladder
capacity measuring equipment which had not been properly calibrated or maintained. This might
have affected data integrity. Following the March 2001inspection Dr. Rosenblatt responded in
writing that the maintenance problems were corrected. For the current inspection, the field
investigator was asked to verify that cahbratlon and maintenance of office equipment was
adequate and ongoing.



I RESULTS (by protocol/site):

NAME CITY STATE | ASSIGNED | RECEIVED CLASSIFICATION
DATE - | DATE

Sidney Irvine CA January 14, March 30, 2005 | VAI

Rosenblatt 2005

‘Michel A. Chicago IL January 14, | March 28, 2005 | NAI

Becker 2005

TAP, Inc. Deerfield IL January 14, March 21, 2005 | NAI
2005

A. Protocol #C0-02-009 titled “A Phase Il Randomized, Multicenter, Allopurinol and Placebo-
Controlled Study to Assess the Safety and Efficacy of Oral Febuxostat in  Subjects with Gout™;
and Protocol #C0-02-010 titled “A Phase III Randomized, Multicenter Study of Oral Febuxostat
Comparing the Safety and Efficacy of Oral Febuxostat Versus Allopurinol in Subjects with
Gout”.

1. Site #1 Sidney Rosenblatt, M.D., Irvine, CA: The data were acceptable.

a. For Protocol C02-009, three subjects were randomized and all three records were
reviewed for the audit. One of the required physical exams for one of the subjects was
omitted because the principal investigator was not on site at the time of the visit.

For Protocol C0-010, 37 subjects were randomized, and 12 records were reviewed in
depth for the audit. The most persistent and pervasive deficiency was Dr. Rosenblatt’s
failure to perform both brief and complete physical examinations at protocol specified
intervals. Since physical exams were done at each visit, it is unlikely that the absence of
one or two exams, mostly brief ones, had an effect on the data. It is troublesome that the
principal investigator was so frequently unavailable for routine data collection.

b. The inspector was granted access to all study records.
¢. There was no evidence of under-reporting of adverse events or other violations
affecting data validity.
2. Site #2 Michael Becker, M.D., Chicago, IL: The data were acceptable.

a. For protocol #C02-009 five subjects were enrolled. There was one dropout. All records
were reviewed for the data audit. There were no deficiencies.

For protocol #C02-010seven subjects were entered into the study. All records were
reviewed for the data audit. There were no deficiencies.




b. There were no limitations to the inspection. The inspector was granted access to all study
records.

¢. There was no evidence of under-reporting of adverse events or other violations
affecting data validity. : ‘

3. Site #3 TAP Pharmaceuticals, Deerfield, IL '
The inspection of the Sponsor, TAP Pharmaceuticals, Ltd., covered study Protocol #C02-009,
and #C020-010. The inspection included review of monitoring reports, adverse
experience/reaction reporting, data collection and handling, record retention, and test article
accountability. Records from the inspected clinical sites were compared to the sponsor
records and monitoring logs. There were no apparent discrepancies. Company standard
operating procedures (SOPs) for data collection and retention, as well as correction of case
report forms (CRFs) were reviewed and appeared to be in order.

" There were no limitations to the inspection. The inspector was granted access to all records
pertaining to the protocols. No deficiencies were found. The inspection was classified NAL

II. OVERALL ASSESSMENT OF FINDINGS AND GENERAL RECOMMENDATIONS

Dr. Rosenblatt was cited for failure to follow the investigational plan. He had several instances
of not performing protocol specified physical examinations. Dr. Becker did not have any
deficiencies. No deficiencies were noted on the sponsor inspection. The deficiencies found were
relatively minor in nature and did not affect the integrity or reliability of the data.

Signature
GCPB Reviewer Name
Title

CONCURRENCE:
e ate ml

Supervisory comments

Leslie K. Ball, M.D.

Branch Chief

Good Clinical Practice Branch II
Division of Scientific Investigations

DISTRIBUTION:
NDA #21-856
Division File
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To: ‘binita.kwankin@TAP com’
Subject: 7-10-05 Information Request for NDA 21-856

Binita, the following request comes from Clinical Pharmacology:

In the Warfarin Drug Interaction study C03-057, ninc patients were given vitamin K due
to mcreased INR - Pts: 102, 103, 108, 109, 110, 112, 115, 117, and 120. Wc arc unable .
to locate n the NDA the INR values that prompted the vitamin K administration and the
followup INR valucs once the INR resolved. ’

Please provide this information.
Thanks.

Jane

Jane A. Dean
Regulatory Health Project Manager
FDA/CDER/ODEH/DAARP

Office: 301-827-2090
Fax: 301-827-2531
Email: deanj@cder.fda.gov
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From: Dean, Jane

Sent: Tuesday, August 02, 2005 9:50 AM

To: ‘binita.kwankin@tap.com’

Subject: 8-2-05 Chemistry Information Request for NDA 21-856
Importance: High

Binita, this information request comes from the Chemists on the review team. Can you
please respond as quickly as possible? Thank you. Jane

1.

£

|98

Pleasc include testing for degradation products in the drug product specification, with
(at a mmimum) acceptance criteria for any unspecified degradation product and for
total degradation products. Based on the data presented, it is not justified to exclude
this test. Testing for degradation products is one of the critical parameters used to
demonstrate equivalence for post-approval changes. It is more important to include
this test, in light of the proposed comparability protocols. The exclusion of this test
may be proposed after NDA approval when more stability data has been collected.

Please remove the sunset provision from your proposed stability protocol for annual
stability batches. The proposed reduced testing protocol fo - 2sting at &‘4)
release 1s acceptable but the submitted stability data on the —_— test are '
too limited to justify the proposed sunset testing proposal.

Please revise the matrix design for the annual stability studies so that all selected
factor combinations will be tested at the final time point (48 months). Refer to ICH
QID, scetion 11.D.2.

Jane A. Dean
Regulatory Health Project Manager
FDA/CDER/ODEII/DAARP

Office: 301-827-2090

Fax:

301-827-2531

Email: deanj@cder.fda.gov
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NDA 21-856 INFORMATION REQUEST LETTER
TAP Pharmaceutical Products Inc. . o

Attention: Binita Kwankin » /7 /O 5

Assistant Director, Regulatory Affairs

675 N. Field Drive

Lake Forest, IL 60045

Dear Ms. Kwankin:

Please refer to your December 14, 2004 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for febuxostat tablets.

We are reviewing the pharmacokinetic and chemistry sections of your submission and have the
following information request. We request a prompt written response in order to continue our

evaluation of vour NDA.
1. Please provide patient-years of exposure for febuxostat and the comparators across the

NDA. This should include trials included in the analyses of such safety Cndpomts as
deaths and serious adverse events. It should not include anv short term trials of less than

6 weeks duration.

If you have any questions, call Jane A. Dcan, RN, MSN, Regulator v Health Project \/Iandgel at
301-827-2090.

Sincerely,
o cnded electronic sivmanre paoo!
[Sec uppended elecironic signature page,

Parinda Jani
Chief, Project Management Staff
Division of Anesthesia, Analgesia
and Rheumatology Products
Office of Drug Evaluation 11
Center for Drug FEvaluation and Research
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NDA 21-856 : B ' INFORMATION REQUEST LETTER

TAP Pharmaceutical Products.Inc. -
' =g
Attention: Binita Kwankin d&S/O—J

Assistant Director, Regulatory Affairs
675 N. Ficld Drive
Lake Forest, 1L 60045

Dear Ms. Kwankin:

Please refer to your December 14, 2004 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for febuxostat tablets.

We are reviewing the pharmacokinetic and chemistry sections of your submission and have the
following mformation request. We request a prompt written responsc in order to continue our
evaluation of your NDA.

1. The proposed dissolution method and acceptance criterion for febuxostat tablets are not
acceptable. As proposed, we do not think the dissolution method is sufficiently

discriminating
/ /
2. Please develop a new dissolution method that is discriminating - b(4)
a. =

big)

3. Once a new dissolution method is established, a comparative evaluation of the revised:
method vs. the current proposed method should be done with the 120 mg tablet with
sufficient sampling timepoints incorporated into the test.



NDA 21-856
Page 2

If you have any questions, call Jane A. Dean, RN, MSN, Regulatory Health Project Manager, at
301-827-2090. :

Sincerely,
{See appended electronic signature page}
foee ap) " 81y L page;

Carmen DeBellas, RPh
Chief, Project Management Staff
Division of Anesthesia, Analgesia
and Rheumatology Products
Office of Drug Evaluation 11
Center for Drug Evaluation and Research
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MEMORANDUM ' DEPARTMENT OF HEALTH AND HUMAN SERVICES
) PUBLIC HEALTH SERVICE -~
FOOD AND DRUG ADMINISTRATION .
CENTER FOR DRUG EVALUATION AND RESEARCH

WA

DATE : May 6, 2005

"TO: YBrian Harvey, M.D., Ph.D.
Acting Director
Division of Anti-Inflammatory Analgesic and
Opthalmologic Drug Products (HFD-550)

"FROM: John A. Kadavil, Ph.D. )
Division of Scientific Investigations (HFD-48)

THROUGH: C.T. Viswanathan, Ph.D. Crtv s /9|05
Associate Director - Bioequivalence
Division of Scientific Investigations (HFD-48)

SUBJECT: Review of EIRs covering NDA 21-856, Uloric
(febuxostat) Tablets, 80 and 120 mg, Sponsored by TAP
Pharmaceutical Products Inc.

At the request of HFD-550, the Division of Scientific _
Investigations conducted sample collections and inspections of
drug accountability records for the following Phase 3 clinical
trials:

Study C02-009: A Phase III Randomized, Multicenter, Allopurinol
and Placebo-Controlled Study to Assess the Safety
and Efficacy of Oral Febuxostat in Subjects with
Gout.

Study C02~010: A Phase III Randomized, Multicenter Study
Comparing the Safety and Efficacy of Oral
Febuxostat Versus Allopurinol in Subjects with
Gout.

The review division expressed concern regarding the integrity of
the allopurinol tablets used in studies C02-009 and C02-010.
Upon HFD-550's request, DSI initiated inspections for the
following clinical sites:

1. Michael A. Becker, M.D., Chicago, IL
2. Sidney Rosenblatt, M.D., FACP, Irvine, CA
3. H. Malin Prupas, M.D., FACP, Reno, NV



Page 2 of 6 - NDA 21-856, Uloric (febuxostat) Tablets, 80 and . -
120 mg

A separate 1nspectlon a331gnment was also issued for drug
accountablllty records and collection of drug samples f£rom the
sponsor at the following sites:

1 Abbott Laboratories, North Chlcago, IL (contract testlng

laboratory) :
2. —_— (clinical b&g

- packaging)

Following the inspections of Dr. Michael A. Becker (2/23/05 -
3/09/05), Dr. Sidney Rosenblatt (2/7-16/05), Dr. H. Malin Prupas
(2/24-28/05) and —_—  _ (4/04-06/05), no
issues were found regarding drug accountability, and no Forms
FDA-483 were issued. An inspection of Abbott Laboratories was
not conducted by the FDA office in Chicago (see below).

b(4)

Dr. Michael A. Becker, Chicago, IL; Dr. Sidney Rosenblatt,
Irvine, CA; Dr. H. Malin Prupas, Reno, NV

Per protocol, all of the used and unused study drugs were b@@
shipped to a third party storage facility .
— from the clinical sites at the

completion of the trial. Therefore, no samples were available
for collection at the clinical sites.

For Study C02-010, correspondence from the CRO, —m—— :
to the clinical sites indicated that study drugs b@n
with an expiration date of March 2003 would be re-labeled with

an expiration date of September 2003 or March 2004.

Inspectional documents and the randomization code reveal that

the re-labeling involved both allopurinol and febuxostat lots.

Abbott Laboratories, North Chicago, IL

Prior to visiting the facility, the FDA investigator was
informed through telephone contact with TAP Pharmaceuticals and
Abbott Laboratories that there were no allopurinol samples at
the Abbott site. The FDA office in Chicago, therefore, did not
inspect the Abbott site.

TAP informed the FDA investigator that over-encapsulation of

commercially-available allopurinol tablets -
) was done by — , ~
The blinded allopurinol tablets were shipped directly from - bﬂ@

~—— to Abbott Labs for release and stability testing, and to
— . where the samples were
repackaged and shipped to the clinical sites (see attachment).
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The sponsor indicated that allopurinol reserve samples could be
collected at — DSI subsequently- b@”
initiated an inspection of that site.

The FDA investigators collected samplés of 100 mg and 300 mg

blinded allopurinol tablets that were representative of the drug
products used in studies C02-009 and C02-010 (see attachment).

As requested by Dr. Bashaw, the samples were sent to the b@”
Division of Pharmaceutical Analysis on April 7, 2005 for '

testing. The inspectional findings also indicated that. —
— was responsible for the over-encapsulation of

two lots of febuxostat tablets for study C02-010 (see

attachment) .- '

Conclusion:

Following our evaluation of the inspectional findings, DSI
concludes that:

1. No deficiencies were found in the clinical investigator
records for drug accountability and drug storage conditions
for Studies C02-009 and C02-010. Similarly, no bﬁ@
deficiencies were noted at — (the
clinical supplies packager) in this regard. '

2. The re-labeling of study drugs with new expiratioh dates
should be considered by the review division for possible
impact on study outcome.

3. While there is no evidence to suggest that the integrity of
the allopurinol samples was compromised at the inspected
sites, determination of sample integrity should be made by
the review division once analyses of the allopurinol
samples collected from N are » b&@
completed by the Division of Pharmaceutical Analysis.

After you have reviewed this transmittal memo, please append it

to the original NDA submissions. v
%zﬁ//é&v

John A. Kadavil, Ph.D.
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Final Classification: ~
NAI - Michael A. Becker, M.D., Chicago, IL

NAI - Sidney Rosenblatt, M.D., FACP, Irvine, CA

NAI - H. Malin Prupas, M.D., FACP, Reno, NV

WAz - Er— bid)
CC:'
HFD-45/RF

HFD—48/Kadavil(2)/Himaya{9F
. HFD-550/Schiffenbauer/Dean/NDA 21-856
HFD-880/Bashawv
HFD-47/Tesch v
HFR-CE650/Love v
HFR-CE6521/Nicholson v~
HFR-CE150/Laska v
HFR-CE1500/McEvoy v
HFR-PA250/Van Leeuwen v
HFR-PA1510/Harris v~
Draft: JBK 5/4/05
Edit: JAO 5/5/05
DSI: 5596; 0:\BE\EIRCOVER\21856tap.ulo.doc
FACTS: 611755
622133

Attachments:

Flow charts - Allopurinol Sample Collection
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TAP Phamaceutical
{(SPONSOR)

N

RANDOMIZATION CODES

UNBLINDED
ALLOPURINOL
BLINDED g T o
ALLOPURINOL e e ’
ALLOPURINOL / FEBUXOSTAT / PLACEBO
BLINDED
ALLOPURINOL

ALL USED/UNUSED STUDY DRUGS

~ 7

*Over-encapsulated two febuxostat lots for study C02-010
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Allopurinol Sample Collection - Tracing the Lot Numbers

Unblinded
Altopurinol
_ Bulk Lot#s —

®

Blinded -Study C02-009

Allopurinol
Lot#'s .~ > Dy o . o o . - -
: % Study C02-010
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NDA 21-856 4 INFORMATION REQUEST LETTER
TAP Pharmaceutical Products Inc. ' L//Q 7/0 IS
Attention: Binita Kwankin .

Senior Regulatory Products Manager
075 N. Freld Drive
Lakefield Drive, IL 60045

Dear Ms. Kwankin:

Please refer to your December 14, 2004 new drug application (NDA) submitied under section
505(b) of the Federal Food, Diug, and Cosmetic Act for febuxostat tablets.

We are reviewing the pharmacokinetic section of your submission and have the following
mformation request. We request a prompt written response in order to continue our evaluation of
your NDA.

1.~ For Study TMX-01-008, because there was no measured creatinine clearance data for
Subjects 1110 and 1111 at baseline, and Subject 1114 may have had some degree of
hepatic impairment. plcasc re-analyze the PK data for TMX-67 and the effect of renal
impairment on TMX-67 excluding patients 1110, 1111 and 1114,

If you have any questions, call Jane A. Dean, RN, MSN, Regulatory Health Project Manager, at
301-827-2090.

Sincerely,
{See appended electronic signature puge}

Carmen DeBellas, RPh

Chief, Project Management Staff

Drvision of Anti-Inflammatory, Analgesic,
and Ophthalmic Drug Products, HFD-550

Office of Drug Evaluation V

Center for Drug Evaluation and Research
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this page is the manifestation of the electronic signature.

Jane Dean
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For Carmen DeBellas
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NDA 21-856 INFORMATION REQUEST LETTER

TAP Pharmaceutical Products Inc. yas /
Attention: Binita Kwankin ! /}7[ , 05
Senior Regulatory Products Manager

675 N. Field Drive

Lakefield Drive, IL 60045

Dear Ms. Kwankin:

Pleasc rcfer to your December 14, 2004 new drug application (NDA) submitted under section
505(h) of the Federal Food, Drug, and Cosmectic Act for febuxostat tablets.

We are reviewing the clinical section of your submission and have the following information
requests. We request a prompt written response in order to continue our evaluation of your
NDA. ’

1. Please explain the discrepancy between the table in trial 009 that demonstrates "Subjects
Requiring Treatment for a Gout Flare by Time Interval - ITT Subjects" (Phase 3 Pivotal
Studies) and the table that pools information for trials 009 and 010 in the integrated
summary of efficacy. In trial 009 the table shows weeks 24-28 as the last set of data for
the placebo group while in the ISE the table shows the Jast set of results for weeks 28-32.
Also, the numbers of flares in the 2 tables do not match.

2

. For trial 010 and tables entitled "Median and Mean Percent Change from Baseline in
Primary Tophus Size at the Week 28, Week 52, and Final Visits — ITT Subjects with a
Primary Palpable Tophus at Baselinc”, please confirm the values for mean percent
change from baseline for the 80 mg group. The values provided do not appear reasonable
(588 and 936). '

[}

. For tnal 010 and tables entitled "Mcdian and Mcan Percent Change from Baseline in
Primary Tophus Size by Average Post-Baseline Serum Urate Level at the Week 28,
Wecek 52, and Final Visits - ITT Subjects with a Primary Palpable Tophus at Bascline”,
pleasc confirm the values for mean percent change from baseline for the 80 mg group.
Agam. the values provided do not appear reasonable. '
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If you have any questions, call Jane A. Dean, RN, MSN, Regul cllOIy Health Project Manaou‘, at
301-827-2090.

Sincerely,
{See uppended elecironic sienature page!
{See appended electronic sig : page,

Carmen DeBellas, RPh

Chiet. Project Management Statt

Division of Anti-Inflammatory, Analgesic,
and Ophthalmic Drug Products, HFD 550

Office of Drug Evaluation V

Center for Drug Evaluation and Research
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For Carmen DeBellas
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NDA 21-856 INFORMATION REQUEST LETTER

TAP Pharmaceutical Products Inc. 3 / 30 / O
Attention: Binita Kwankin ‘
Senior Regulatory Products Manager

675 N. Field Drive '

Lakefield Drive, IL 60045

Dear Ms. Kwankin:

Please refer to your December 14, 2004 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for febuxostat tablets.

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

1. For studies 009 and 010, please provide a Kaplan-Meier analysis of time to event for
gout flares.

If you have any questions, call Jane A. Dean, RN, MSN. Regulatory Health Projeél Manager, at
301-827-2090.

Sincerely,
{Sec appended electronic signane page)

Carmen DeBellas, RPh

Chief, Project Management Staff

Division of Anti-Inflammatory. Analgesic,
and Ophthalmic Drug Products, HFD-550

Office of Drug Evaluation V

Center for Drug Evaluation and Research

" Food and Drug Administration
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NDA 21-856 INFORMATION REQUEST LETTER
TAP Pharmaceutical Products Inc. 7 3@5/05

Attention: Binita Kwankin

Senior Regulatory Products Manager
675 N. Ficld Drive

Lakefield Drive, 1L. 60045

Dear Ms. Kwankin:

Please refer to your December 14, 2004 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for febuxostat tablets. '

We are reviewing the clinical section of your submission and have the following information
requests. We request a prompt written response in order to continue our evaluation of your
NDA. ‘

1. Provide any safety information in regards to the co-use of febuxostat with
theophyllinc or azathioprine from any ongoing clinical trials. In the safety update,
provide a specific section discussing the potential interactions between these drugs and
mnclude a presentation of any clinical data available.

If you havc any questions, call Jane A. Dean, RN, MSN, Regulatory Health Project Manager, at
301-827-2090. '

Sincerely,
{See appended elecironic signarure page)

Carmen DeBellas, RPh

Chief, Project Management Staft

Division of Anti-Inflammatory, Analgesic,
and Ophthalmic Drug Products, HFD-550

Office of Drug Evaluation V

Center for Drug Evaluation and Research
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For Carmen DeRellas
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NDA 21-856 INFORMATION REQUEST LETTER
TAP Pharmaceutical Products Inc. ' 3/8/05

Attention: Bimita Kwankin

Senior Regulatory Products Manager
675 N. Ficld Drive

Lakefield Drive, IL 60045

Dear Ms. Kwankin:

Please refer to your December 14, 2004 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for febuxostat tablets.

We are reviewing the nonclinical section of your submission and have the following comments -
and imformation requests. We request a prompt written response in order to continue our
evaluation of your NDA., ]

Inregards to NDA 21-856, in order to completé the review of study #T-883 titled "Study for
effects on embryo-fetal development in rabbits treated orally with TEI-6720.", please provide the
historical control data for knobby ribs in rabbits. '

If you have any questions, call Jane A. Dean, R'N,vMSN, Regulatory Health Project Manager, at
301-827-2090. : ' '

- Sincerely,
{See appended electronic signarure page}

Carmen DeBellas, RPh
Chief, Project Management Staff
Division of Anu-Inflammatory, Analgesic.
and Ophthalmic Drug Products, HFD-350
- Office of Drug Evaluation V
Center for Drug Fvaluation and Research

Food and Drug Administration
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NDA 21-856 | SI94pE

TAP Pharmaccutical Products, Inc.
Attention: Binita Kwankin

Assistant Director, Regulatory Affairs
675 N. Field Drive

Lake Forest, IL 600453

Dear Ms. Kwankin:

Please refer to your December 14, 2004 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for febuxostat tablets.

We also refer to your February 3, 2005, correspondence, received February 9, 2005, requesting
the Division reconsider review priority classification of your NDA submission.

Your request for reconsideration to change the review from a standard review to a priority
review 18 denied for the following reasons:

1. Your assertion of the superiority of febuxostat to existing therapy is not entirely clear

- from a cursory review of the efficacy data and will require a thorough review.

2. There 1s existing rcasonably effective uric acid lowering treatment currently on the
market.

lfyou'have any questions, please call Ms. Jane A. Dean; RN, MSN, Regulatory Project Manager,
at 301-827-2090. ’

 Sincercly,
{See.appended electronic signature page)

Sharon Hertz, MD

Deputy Director

Division of Anti-Inflammatory, Analgesic
and Ophthalmic Drug Products, HFD-550

Office of Drug Lvaluation V

Center for Drug Evaluation and Research



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

Sharon Hertz
2/24/05 02:19:38 PM



pENERVIC
o 4

N

§¢ DEPARTMENT OF HEALTH & HUMAN SERVICES Pudlic Health Senvice

Sty

Food and Drug Administration
Rockville, MD 20857

NDA 21-856 : INFORMATION REQUEST LETTER

TAP Pharmaceutical Products Inc. Q?/CQ /OS
Attention: Binita Kwankin

Senior Regulatory Products Manager

675 N. Field Drive

Lakefield Drive, IL 60045

Dear Ms. Kwankin:

Please refer to your December 14, 2004 ncw drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for febuxostat tablets.

We are reviewing the Clinical section of your submission and have the following comments and
information requests. We request a pl ompt written response 1n order to continuc our ¢valuation
of your NDA.

. .Please provide electronic datasets and control files (basic and final models) used for
population PK/PD analyses for Studies TMX-01-005 and C-02-009. If they are in the
NDA submission, direct the reviewer to the location.

If you have any questions, call Jane A. Dwn RN. MSN, Regulatory Health Project Manager, at
301-827-2090.

Sincerely,
ISee uppended elecironic signature page)

Carmen DeBellas, RPh

Chief, Project Management Staff

Division of Anu-Inflammatory, Analgesic,
and Ophthalmic Drug Products, HFD-550

Office of Drug Fvaluation V

Center for Drug Evaluation and Research
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For Carmen DeBellas
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FILING COMMUNICATION

NDA 21-856 AR
d/1]oS
TAP Pharmaceutical Products, Inc.

Attention: Binita Kwankin

Assistant Director, Regulatory Affairs

675 N, Field Drive

Lake Forest, 1L 60045

Dear Ms. Kwankm:

Please refer to your December 14, 2004 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Uloric (febuxostat) 80 mg and 120 mg
tablets. ‘

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 13, 2005 in accordance with 21 CFR 314.101(a).

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

1. No mock-ups of the carton and container labels were included in the submission.
2. The proposed drug product specification does not include testing for degradation
products. '

We arc providing the above comments to give you preliminary notice of potential review issues.
Our filing review is only a preliminary cvaluation of the application and is not indicative of
deficiencies that may be 1dentified during our review. Issues may be added, deleted, expanded
upon, or modified as we review the application. : A

We request that you submuit the following information:
1. Mock-ups of the carton and container labels.
Please respond only to the above requests for additional information. While we anticipate that

any response submitted 1 a timely manner will be reviewed durimg this review cycle, such
review decisions will be made on a case-by-case basis at the time of receipt of the submission.
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If you have any questions, call Ms. Jane A. Dean, RN, MSN, Regulatory Health Project
Manager, at (301) 827-2090.

Sincerely,
{Sec appended electronic signanmre page}

Sharon Hertz, MD

Deputy Director

Division of Anti-Inflammatory, Analgesic
and Ophthalmic Drug Products, HFD-550

Office of Drug Evaluation V

Center for Drug Evaluation and Research
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this page is the manifestation of the electronic signature.

Sharon Hertz
2/1/05 03:06:51 PM
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S, Food and Drug Administration
Rockville, MD 20857

NDA 21-856

TAP Pharmaceutical Products, Inc. O%///OS
Attention: Binita Kwankin

Assistant Director, Regulatory Affairs

675 N. Field Drive

Lake Forest, 1L 60045

Dear Ms. Kwankin:

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: ~ Ulorce (febuxostat) 80 mg and 120 mg tablets
Review Priority Classification: Standard (S)
" Date of Application: ’ Deceniber 14, 2004
Date of Receipt: . December 15, 2005
Our Reference Number: NDA 21-856

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 13, 2005, in
accordance with 21 CFR 314.101(a). If the application is filed, the user fee goal date will be
October 15, 2005.

Under 21 CFR 314.102(c), vou may request a meeting with this Division (to be held
approximately 90 days from the above receipt date) for a brief report on the status of the review
but not on the ultimate approvability of the application. Alternatively, vou may choose to
recetve a report by telephone. .

Please cite the NDA number histed above at the top of the first page of any communications
concerning this application. Send all clectromic or mixed electronic and paper submission to the
Central Document Room at the following address:

Food and Drug Administration

Center for Drug Evaluauon and Research
Centra) Document Room (CDR)
3901-B Ammendale Road

Belisville, MD 20705-1266



NDA 21-856
Page 2

If your submission only contains paper, send it to the following address:

U.S. Postal Service:

Center for Drug Evaluation and Research

Division of Ant-Inflammatory, Analgesic
and Ophthalmic Drug Products, HFD-550

5901-B Ammendale Road

Beltsville, MD 20705-1266

Couner/Ovemight Mail:

Food and Drug Administration

Center for Drug Evaluation and Rescarch

Division of Anti-Inflammatory, Analgesic
and Ophthalmic Drug Products, HF1D-550

9201 Corporate Boulevard

Rockwville, Marvland 20850

If you have any questions, call me at (301) 827-2090.

Sincerely,
{See appended electronic signuture page}

Jane A. Dean, RN, MSN

Regulatory Health Project Manager

Division of Anti-Inflammatory, Analgesic
and Ophthalmic Drug Products, HFD-550

Office of Drug Evaluation V

Center for Drug Evaluation and Rescarch



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

Jane Dean
2/1/05 02:56:29 PM
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}C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heaith Service

Food and Drug Administration
Rockville, MD 20857

NDA 21-856 INFORMATION REQUEST LETTER
TAP Pharmaceutical Products Inc. / ~
Attention: Binita Kwankin /QAF/OfE

Senior Regulatory Products Manager
675 N. Field Drive
Lakefield Drive, IL. 60045

Dear Ms. Kwankin:

Please refer to your December 14, 2004 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for febuxostat tablets.

We are reviewing the Clinical section of your submisston and have the following comments and
information requests. We request a plompt written response in order to continue our evaluation
of your NDA.

In regards to NDA 21-856 and study 009, please provide responses to the [ollowing requests: -

1) Provide an analysis of the number of subjects with UA<6 for every visit afler the first
month of treatment initiation for each treatment group (at your discretion, you may
choose another time that is more appropriate, such as 6 weeks, etc). A

2) If any of these analyses have alrcady been performed and are in the NDA submission,
please direct us to the location.

If you have any questions, call Jane A. Dean, RN, MSN, Regulatory Health Project Manager, at
301-827-2090.

Sincerely,
{See appended electronic siginature page)

Carmen DeBellas, RPh
~ Chicf, Project Management Staft
Division of Anti-Inflammatory. Analgesic.
and Ophthalmic Drug Products, HFID-550
Office of Drug Evaluation V
Centér for Drug Evaluation and Research



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

Jane Dean

1/24/05 12:53:26 PM
For Carmen DeBellas
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}C DEPARTMENT OF HEALTH & HUMAN SERVICES :

" Food 'and'Dhrug Administration
Rockville, MD 20857

NDA 21-856 ~ INFORMATION REQUEST LETTER

AP Pharmaccutical Products Inc. /// & /OS
Arttention: Binita Kwankin

Senior Regulatory Products Manager

675 N. Field Drive

Lakeficld Drive, IL 60045

Decar Ms. Kwankin:

Please refer to your December 14, 2004 new drug app-lication (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for febuxostat tablets.

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

In regards to NDA 21-856 and study 009, please provide responses to the following requests:

1) Provide a responder analysis of those who comp]eted the study and had the last 3 uric
acid values less than 6 mg/dL.
2) Provide an analysis of average uric acid for cach group. Also, please provide an analvsis
of average uric acid for those who completed the study.
3) Provide an analysis of only those subjects on allopurinol 300 mg.
4} Provide an analysis of last 3 uric acid values <6 mg/dl for those with prior allopurinol
~ therapy versus those without prior allopurinol therapy.
5) Provide an analysis of the number of subjects with average uric acid <6 mg/dl versus
>6 mg/dl for each group. '
6) Was there an analysis of subjects who previously failed allopurinol therapy and received
febuxostat?
7) 1f any of these analvses have alrcady been per fonncd and arc in the NDA submission,
- please direct the reviewer to the location.
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If you‘have any questions, call Jane A. Dean, RN, MSN, Regulatory Health Project Manager, at
301-827-2090.

Sincerely,
{See appended electronic signature page)

Carmen DeBellas, RPh

Chief, Project Management Stafl

Division of Anti-Inflammatory, Analgesic,
and Ophthalmic Drug Products, HFD-550

Office of Drug Evaluation V

Center for Drug Evaluation and Research



This is a representation of an electronic record that was S|gned electronically and
this page |s the manifestation of the electronic &gnature

Jane Dean
1/18/05 02:08:35- PM



| | PRESCRIPTION DRUG  E5iieis Somrs oo
P roo0 a0 onus aommstranon | USER FEE COVER
SHEET

See Instructions on Reverse Side Before Completing This Form

A completed form must be signed and accompany each. new drug or biologic product application and each new supplement. See exceptions on the
reverse side. i payment is sent by U.S. mail or courer, please include a3 copy of this compieted form with payment. Payment instructions and fee rates
can be lound on COER's webslte: hitp./iwww Ida.gov/cder/pdulaldefault htm

1. APPLICANT'S NAME AND ADDRESS 4. BLA SUBMISSION TRACKING NUMBER (STN)/ NDA NUMBER

Dean P. Sundberg . ) 21-856

Vice President, Regulatory Affairs

TAP Pharmacceutical Products Inc. 5. DOES THIS APPLICATION REQUIRE CLINICAL DATA FOR APPROVAL7

675 North Field Drive . Rves Cino

Lake Forest, llinois 60045 IF YOUR RESPONSE 1S "NG" AND THIS IS FOR A SUPPLEMENT, STOP HERE

AND SIGN THIS FORM.
IF RESPONSE 1S "YES". CHECK THE APPROPRIATE RESPONSE BELOW:

E THE REQUIRED CLINICAL DATA ARE CONTAINED IN THE APPLICATION.

2. TELEPHONE NUMBER (Inciuda Ares Code)} D THE REQUIRED CLINICAL DATA ARE SUBMITTED BY
REFERENCE TO:

(847 ) 582-5780

(APPLICATION NO. CONTAINING THE DATA).
3. PRODUCT NAME 6. USERFEE |.0. NUMBER
Febuxostat 4878

7.1S THIS APPLICATION COYERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE ARPPLICABLE EXCLUSION.

D A LARGE VOLUME PARENTERAL ORUG PRODUCT D A 505(b} 2} APPLICATION THAT DOES NOT REQUIRE A FEE
APPROVED UNDER SECTIGN 505 OF THE FEDERAL (See item 7, reverse aids before checking box.)
FOOC, DRUG, AND COSMETIC ACT BEFORE 8/1/92
{Sed Explanatory)

T THE APPLICATION QUALIFIES FOR THE ORPHAN {7 THE APPLICATION 1S SUBMITTED BY A STATE OR FEDERAL
EXCEPTION UNDER SECTKON 735{a}{t HE) of ths Fedsral Food, GOVERNMENT ENTITY FOR A DRUG THAT IS NOT DISTRIBUTED
Drug, snd Cosmetic Ad COMMERCIALLY X

(Soe hem 7, revorse side belore checking box.) (Self Explanatory)

8. HAS A WAIVER CF AN APPLICATION FEE BEEN GRANTED FORTRIS APPLICATION?
(Oves Kno

(Soe ftem B, reverse 1ide If answered YES)

Public reporting burden for this collection of Information is eslimated to average 30 minutes per response, Inctuding the tims for reviewing
instructions, ‘searching exisling data sources, gathering and maintalning the dala neeced, and compleling and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collecticn of information, including suggestions for reducing this burden to:

Department of Heaith and Human Services Food and Drug Administration An agency may nol conduct of sponsor, and a person Is not
Food and Drug Administration CDER, HFD-84 required to respond 1o, 3 collection of information unless it
CBER, HFM-8% and 12420 Parklawn Drive. Room 3046 displays a currently valid OMB control number.

1401 Rockville Pike Rockvitle, MD 20852

Rockyille, MO 208£2-1448

SIGNATZRE OF AUTHORZYO CORPANY REPRESENTATIVE TITLE I DATE
// y 7 {,(; Vice President, Regulatory Affairs 11/19/2004
57 . AE . A .
it [ s oy ‘
P 7 .

FORM FDA 3397 (12/03)

PIC Mrda AL (30)) aada0 L}




TAP PHARMACEUTICAL PRODUCTS INC.

€75 North Field Dnve
Lake Forest. L. 60048

November 19, 2004

Food and Drug Administration (360909)
Mellon Client Service Center — Room 670
500 Ross Street

Pittsburgh, PA 15262-0001

Dear Sir or Madam: _

Enclosed please find TAP Pharmaceutical Products Inc.’s check number 66-763/0531 in
the amount of $672,000.00. This check represents payment for FDA User Fee 1D 4878,
for NDA Number 21-856, Febuxostat. We are also enclosing a copy of your User Fee
Bill issued on November 4, 2004.

Should there be any questions, please direct them to my attention.

Thank you,

Y, %

Vice President, Regulatory Affairs
DPS/ul

Enclosures: Check 66-763/0531
User Fee Bill #4878 :
FDA Form 3397 (12/03)
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"*h o ’ Food and Drug Administration
Rockville, MD 20857

IND 58,229

TAP Pharmaceuticals, Inc.

Attention: Benita Kwankin

Assistant Director, Regulatory Affairs
675 N. Field Drive

Lake Forest, IL 60045

Dear Ms. Kwankin:
Please refer to your Investigational New Drug Application (IND) file for Febuxostat (TMX-67).

We also refer o the meeting between representatives of your firm and the FDA on
June 30, 2004. The purpose of the meeting was to have a PreNDA (New Drug Application)
meeting before submitting your NDA.

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, please call Ms. Jane A. Dean, RN, MSN, Regulatory Health Project
Manager, at 301-827-2090.

Sincerely,
{See appended elecironic signature page)

Sharon Hertz, MD

Deputy Director

Division of Anti-Inflammatory, Analgesic
and Ophthalmic Drug Products, HFD-550

Office of Drug Evaluation V

Center for Drug Evaluation and Research

Enclosure



COR rOR DIug EuLLadion and RESOACH il

MEETING DATE:
TIME:

LOCATION:
“APPLICATION (DRUG):
SPONSOR:

TYPE OF MEETING:
MEETING CHAIR:

MEETING RECORDER:

June 30, 2004

11:35am - 12:10 pm

!NAD 58,229 (TMX-67)
TAP Pharmaceuticals, Inc.
PreNDA Meeting

Sharon_ Hertz, MD

Ms. Jane A. Dean, RN, MSN

FDA ATTENDEES, TITLES, AND OFFICE/DIVISION:

: MEMORANDUM OF MEETING MINUTES

9201 Corporate Boulevard, Rockville, MD

Name of FDA Attendee

Title

Division Name & HFD#

Sharon Hertz, MD

Deputy Director

ODEV/DAAQDP, HFD-550

James Witter, MD, PhD

Medical Team Leader

ODEV/DAAQDP, HFD-550

Terri Rumble

ADRA

ODEV, HFD-105

Dennis Bashaw, PharmD

Clinical Pharmacology Team Lead

OCPB/DPEHI, HFD-880

SRR I ] e

Joel Schiffenbauer, MD

Primary Medical Team Leader
and Medical Reviewer

ODEV/DAACDP, HFD-550

Asoke Mukherjee, PhD

Pharmacology Reviewer

DPS/DPEI, HFD-880

Lei Zhang, PhD

' Clinical Pharmacology Reviewer

OCPB/DPEII, HFD-880

Atiar Rahman, PhD

©Wi®INe?

. Statistics Reviewer

OB/DBII/HFD-725

Jane A. Dean, RN, MSN

Project Manager

ODEV/DAAQDP, HFD-550

EXTERNAL CONSTITUENT ATTENDEES AND TITLES:

External Attendee

Title

Sponsor/Firm Name

Barbara Hunt

Assistant Director, Statistics

TAP Pharmaceuticals

Nancy Joseph-Ridge

Therapeutic Area Head IM/Rheum

TAP Pharmaceuticals

Binita. Kwankin

Assistant Director, Regulatory Affairs

TAP Pharmaceuticals

aat el F

_Lhando Gunawardhana

Sr. Toxicology Investigator

Michael A. Becker, MD

| TAP Pharmaceuticals

. Rheumatologist, Univ. of Chicago

Consultant

Margaret (Dordal) Fletcher

| Director, Pharm/Vig & Pharm/Epi

TAP Pharmaceuticals

Laurent Vernillet

. Asst. Dir., Drug Metab. & Pharm/Epi

TAP Pharmaceuticals

“Dean Sundberg

VP, Regulatory Affairs

TAP Pharmaceuticals

=lolmi~o

Assoc. Director, -Project Management

TAP Pharmaceuticals

0. Denise Moyer

b4}
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PURPOSE OF THE MEETING: PreNDA mceting to discuss Clinical and Nonclinical issues
~ relating 1o TAP's New Drug Application (NDA) for febuxostat for the management of
hyperuricemia in patients with gout.

MEETING OBJECTIVES:

1. To reach agreement on the Fileability of the proposed NDA with regards to Clinical and
Nonclinical issues.

[0

To identify and discuss review issues.

3. Toreach agreement on the format and organization of the proposed. Clinical and Nonclinical
information in the NDA.

4. To obtain responses to TAP's proposals relating to Clinical and Nonclinical content of the
NDA.

.

" To obtain feedback on TAP's proposals relating to electronic submission.

BACKGROUND: Febuxostat (TMX-67). a new molecular entity, is a non-purine selective
inhibitor of xanthine oxidase (X0O) being developed by TAP Pharmaccuticals (hereafter referred
to as TAP) [or the management of hyperuricemia in patients with gout. It has been shown to be
a potent selective XO inhibitor in vitro and to have a strong effect on lowering serum urate levels
in.animals. Phase 1 and Phase 2 studies have also contirmed the ability of febuxostat to reduce
serum urate levels in humans.

TAP had an End of Phase 2 meeting with the Division on September 13, 2002 and has
periodically received guidance from the Division throughout its clinical development program.
TAP plans to submit the NDA in the format of an electronic Common Technical Document
(CTD) either at the end of 2004 or the beginning of 2005.

QUESTIONS:

The meeting opened with general comments and introductions. Because draft responses 1o the
questions had been provided the day before (labeled “Original FDA Response™), discussion
began immediately with the questions (bolded) as follows:

1) Overall Questions:
la. Has the Agency identified any issues that could impact the filing of the NDA
~under 21 CFR 314.101? :
Original D4 Response:
Nonelinical: The presented noncl inical studics are adequate for the NDA filing.

However. the acceprabilitv of these siudies is a review issue.

Clinical There are no piling issues idenified at this time. However, we remind
You that the safery databese should consist of a sufficient mamber of patients io
address ICH guidances and 1o support the propased labeling ar the time of the

NDA Diling. :
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Meeting Comments: This was acceprable 10 TAP.

Ib.  Has the Agency identified any review issues?

Original FDA Response: For the tabulated summary of all Clinical Studies,
please specify how many male and female subjects were enrolled in each study.
There are no other review issues that can be identified at this time until the whole
NDA submission is available for review.

Mecting Comments: T4P acrced 1o the Division's request.
5 S » 1

lc. PDUFA provides for priority review of a drug which, if approved, would be a
significant improvement compared to marketed products in the treatment,
diagnosis, or prevention of a disease. Allopurinol is currently the only xanthine
oxidase inhibitor available for management of hyperuricemia in patients with
gout. As discussed in Section 9.3.2 of this briefing document, the two double-
blind, placebo and/or allopurinot-controlled trials (C02-010 and C02-009)
indicate increased effectiveness of febuxostat in comparison to allopurinol for the
proposed indication. The NDA will also demonsurate safety and effectiveness of
febuxostat in a subset of subjects with renal impairment.

Does the Agency believe that the febuxostat NDA would meet the
requirements for priority review if the Agency’s review of the NDA confirms
TAP’s understanding of the data?

Original 'DA Response: The duta is encouraging but based on available
mformation in the package, including S/z,zaf}.f design, it is not sufficiently persuasive
(0 support a priority review. The final determination will be made ar the time of
Jiling the ND . '

Meecting Comments.: TAP asked whar 1ype of data was needed for the NIDA
submission 1o qualify for prioriny review. The Division explained that the type of
review was a filing issue thai was determined at the time of submission. The main
question was if uric acid could serve as a surrogate for the basis of making it a
priovigg review. TAP was old 1o make their justification for a priority review
clear in their reguest when they send in the NDA.

2) Questions Relating to Clinical Data:
2a.  Allopurinol Response Rate in Pivotal Trials:

It was important to define the clinically important effect size of allopurinol for the
Phase 3 studies since they were designed to show that febuxostat was non-inferior
1o allopurinol. An expected response rate of 60% for allopurinol was based on a

single urate level of <6.0 mg/dL from previous literature data and chart reviews.
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2b.

In addition, historical mean baseline serum urate levels have been <9.0 mg/dL. In
the febuxostat Phase 3 studies C02-010 and C02-009, baseline serum urate levels
were higher than those reported in the literature {baseline serum urate levels
>10.0 mg/dL for 40% and 42% subjects respectively). In these studies, allopurinol
had a response rate of 57% and 56% respectively for the last single serum urate
measurement <6.0 mg/dL in subjects with baseline serum urate levels 8 -

<9.0 mg/dL. The allopurinol response rate was lower in subjects with higher
baseline serum rate. When the endpoint requested by the Agency, last three serum
urate measurements <6.0 mg/dL, was considered for all subjects enrolled in
studies C02-010 and C02-009 regardless of baseline serum urate, the response
rate for allopurinol was 21% and 22% respectively. Prehmmary study results are
discussed in section 9.3.2 of this document.

Considering that the baseline serum urate levels in these studies were higher than
those reported in the literature, the primary endpoint was objective and was based
on the last three serum urate measurements, the results were reproducible across
two large, double-blind, randomized, controlled studies, and considering that
febuxostat responsc rate was superior 1o allopurinol regardless of baseline serum
urate or the serum urate endpoint used (last three measurements versus last
measurement), does the Agency find the allopurinol response rate acceptable
for demonstration of non-inferiority and superiority of febuxostat to
allopurinol?

Original FDA Response: The allopurinol vesponse rate appears.acceptable 1o

demonsiraie non-inferiority and superiority. Final determiation of the success
of the trials will be a review issue. :

Meeting Conunents: This was accepiable to TAP.

Clinical Study C02-021: Study C02-021, a Phase 3, open-label, randomized,
allopurinol-controlled, 2-year extension study will be ongoing at the time of the
NDA. Subjects enrolled in this study after completing the Phase 3 pivotal studies
(€02-009 or C02-010). We plan to include a synopsis of interim data in the NDA
because of the limited exposure at the time of the interim analysis. The focus of
the interim analysis will be safety. The synopsis will follow the format
recommended in the Agency’s 1999 guidance: Submission of Abbreviated
Reports and Synopses in Support of Marketing Applications. Please note that
all safety data from the interim analysis will be included in the synopsis as well as

" in the Integrated Summary of Safety (ISS).

1s this proposal acceptable?

Original FDA Response: This proposal is not acceptable because the safery
results from this study are nec essary 1o support language in the label. All
available saferv data from ihis studv st be submitied to the NDA at the time of
fniticd NDA submission with ol additional information submited ar the time of
the 120-day safenv updaie.
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2d.

Meeting Comments: TAP asked if the open label study would be a pivotal study
and the Division replied that ywhile not a pivoial study 1o support efficacy, the
results from the study contribute important mformation about safety.  The studies
that witl provide information on the safety and efficacy of the product and
contribute 1o lubeling should be submined-in compleie reporis.

The Division asked Jor clurification of which parts of the submission would he in
synopsis form. especially since we were inierested in having all of the safety duter.
TAP reassured the Division that they would send in all of the data.

Population Pharmacokinetics: Population pharmacokinetic (PK) data were
collected in the following studies:

. Study C02-009. A Phase 3, Randomized, Multicenter, Allopurinol and
Placebo-Controlled Study Assessing the Safety and Efficacy of Oral
Febuxostat in Subjects with Goul. Population PK data were collected in
approximately 300 subjects.

. Study TMX-01-005. Phase 2, Open-Label Study to Assess the Long-Term
' Safety of Oral TMX-67 in Subjects with Gout. Population PK data were
collected in approximately 85 subjects.

Population PK analyses from Study TMX-01-005 will be submitted in the NDA.
However, population PK analyses from Study C02- 009 will not be available in

time for the NDA submission. We propose submmmo the clinical study report for

Study C02-009 in the NDA without population PK results, with the population PK
analyses to follow as an amendment 1o the ND/\ within 60 days of the NDA
submission.

Is this proposal acceptable?

Original I'DA Response: No. Please submit a complete study report ai the time
5 1 J . )V rej
of NDA submission.

Mecting Comments: TAP agreed 1o submit a complete sindy report.

Foreign Clinical Studies Conducted by Teijin Lumtcd Japan (Teijin): TAP’s
licensing partner, Teijin, has conducted clinical studies with febuxostat for a
Japanese development program. Teijin studies-utilize a formulation of febuxostat
that is different from TAP’s formulation and evaluate doses of febuxostat that are
lower (up to 40 mg QD) than those being developed in the United States. (80 and
120 mg QD). TAP does not have English translations of complete study reports
for Teijin studies. We have recelved English translations of Sections 1-13 of
Teijin clinical study reports (report sections per ICH E3 guideline: Structure and
Content of Clinical Study Reportsy. Therefore. we plan to.include only Sections
1-13 of available Teijin clinical study reports in the NDA.
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2e.

Integrated documents such as the 1SS will include a summary of only serious
adverse events (including deaths) from Teijin’s studies.

Are these proposals acceptable?

Original FDA Response: The submission of foreign clinical study reports
appears 1o be acceplable. Please confirm the content of sections 1-13. We
acknowledge that these studies will be considered supportive and are not intended
10 provide pivotal efficacy datu. Please include information from all patients who
discontinue study: participation due 1o adverse events.

Meeting Commenis: TAP azreed 1o include the information requested by the
Division. They also confirined that sections 1-13 followed the Guidance.

Financial Disclosure: The NDA will contain financial disclosure for four studies,
which we believe meet the definition of “covered study” stated in 21 CFR 54.
These studies are:

. Phase 2 and 3 double-blind, controlled safety and efficacy studies

(TMX-00-004, COQ-OO‘),-CO.?-O]O), and

. Phase 3 open-label, long-term, extension study, which includes an
allopurinol comparator arm (C02-021).

We request a waiver from financial disclosure for the following studies listed
below. Please note that the briefing document will contain the proposed Table of
Contents for the NDA listing all studies:

. All Phase 1 pharmacokinetic or pharmacology studies. Phase 1 tolerance,
PK and clinical pharmacology studies that are not critical to an efficacy
determination are generally excluded hom the definition of “covered study™
under 21 CFR 54.2 (e).

. The Phase 2 open-label, long-term, multi-center, satety study TMX-01-005.
Large, open, safety studies conducted at multiple sites, are generally
excluded from the definition of “covered study™ under 21 CFR 54.2 (e).
Please note that we are proposing to submit financial disclosure for the
Phase 3, open-label, long-term, multi-center study C02-021, since this study
includes an allopurinol comparator arm.,

. All foreign studies conducted by Teijin. These studies utilized a different
formulation as well as lower doses than those that will be proposed in our
application, and are only intended to provide supportive safety information.

Is the watver granted?

Original FDA Response: The proposal is accepiahle as long ay the
2% (7/7017(“)/ ance of data does not come from one study 51[( Submit vour

©Justification and rationale w ith your submission.
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Meeting Comments: This was acceptable 10 74P,

2f. Individual Subject Data Listings (Patient Profiles): We propose that

‘ consolidated subject data listings (ICH E3 report guidance, Appendix 16.2) by
CRF domain will be provided in lieu of individual subject data listings ICH E3
report guidance, Appendix 16.4) for all clinical studies. Please note that SAS
datasets will also be submitted for all studies in XPT format, in accordance with
applicable guidances.

Is this proposal acceptable?

Original FDA Response: Individual study listings should be provided.

Meeting Comments: TAP staied that they iniend 1o submit data listings with each
individual study report with adverse events lisied for each study. They also stated
the listings.are those described in 1CH 16.2 section and that they will send the
datasets for each study. These data sets will be inteerated into the 1SS and IST
sections. They also siated thar the Phase 1 daia sets would remain sepuarate from
the athers. SAS XPT datasets. veith appropriaie descriptions and variable
definitions. corresponding 1o those used in the efficacy analyses presenied in the
study veporis should he included in the submission.

2g; Proposal for 4-Month Safety Update:

TAP plans to conduct new interim analyses for our ongoing long-term open-label
studies C02-021 and TMX-01-005. A summary of the new safety and long-term
exposure data, including information specified in 21 CFR 314.50 (d)(5)(vi), will
be provided in the 4-month safety update 1o the NDA. The new data will represent
approximately 1 additional year of data from Study TMX-01-005 and
approximately 9 months additional data from Study C02-021; the number of
subjects for whom new data will be reported is not expected to increase since
enroliment in both studies was complete at the time of interim analysis for the
NDA. The additional exposurc and safety information for the 4-month safety
update will be provided in the format of an update to the 1SS.

If the new safety data warrant a revision of the Package Insert, Patient Package
Insert or the Risk Management Plan, these documents will also be updated and
included in the 4-month safety update.

Is this proposal for the 4-month safety update acceptable?

Original FDA Response: The 120-dav safen: updare should include tables that
o . HARS

display a column with the original daia, a column of the new data and a column

integrating the original and new daia.

Meeting Comunents: This was accepiable 1o 741,
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4)

Questions Relating to Preclinical Data:

3a.  SAS Datasets in XPT Format for Preclinical Studies: SAS datasets in XPT
format were submitted to the IND for the following nonclinical studies:

. Study 4257 (011-25). Carcinogenicity Study of TEI-6720 in Mice,
including histopathological examination [Study 6421 (011-034)]. SAS
datasets in XPT format, submitted to the FDA on May 22, 2003
(Serial No. 0112).

. Study 4259 (011-027). Carcinogenicity Study of TMX-67 in Rats including
histopathological examination [Study 6422 (011-035)]. SAS datasets in
XPT format, submitted to the FDA on September 2, 2003 (Serial No. 0123).

TAP is not planning to re-submit these SAS datasets to the NDA. Is this
proposal acceptable?

Original FDA Response: Please follow the DA carcinogenicity data
submission guidance.

Meeting Comments: TAP asked during the meeting if they should resubmit the
carcinogenicity data with the NDA. The Division told them that was not
necessary. However. when TAP submits the NDA. they should reference the
submission date and mumber where the daia could be found.

Electronic Submission: General Question

The NDA will be in the format of a Common Technical Document (CTD). It will also be
a completely electronic application. We plan to follow all applicable CTD and electronic
filing guidelines. Since the application will be completely electronic, prepared in
compliance with applicable Agency guidelines, we are not planning to submit paper
review copies of the NDA. '

Is this proposal acceptable?

Originul FDA Response: Please clarify whether you are planning 1o file an eCTD or an
NDA/CTD hvbrid? We concur that paper copies will not he submitted.

Meeting Comments: TAD stated they had been in telephone contact with Ken Edmunds
of the Office of Information Managemeni (OIM) and he had provided guidance 1o them
on submitting an electronic CTD. Furthermore, the Agency's test of TAP's .\'f._un))/e‘ eCTD
was acceptable by the OIM.
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6)

Electronic Submission: Labeling format question

FDA's February 2004 draft guidance entitled "Providing Regulatory Submissions in
Electronic Format - Content of Labeling” states that after the automated system using
SPL for processing and managing labeling and labeling changes is implemented, PDF
would no longer be a format that the Agency can use to process, revicw, and archive the
content of labeling. Since the guidance has not been finalized and since TAP is not
currently able to submit labeling in SPL, we plan to submit labeling for febuxostat in
PDF format.

Is this proposal acceptable?

Original FDA Response: Please submit the labeling in Microsoft Word format.
It must be submitied in PDF as well.

Mecting Comments: This was acceptable 10 TAPD.

Electronic Submission: Clinical Questions

The following eCTD recommendations werc provided by the Agency’s Office of
Information Management. Are these recommendations also acceptable to the Review
Division:

6a. Clinical reports in legacy format in the eCTD (instead of granular format):
I'DA’s August 2003 eCTD draft guidance encourages sponsors to break clinical
study reports up into the various study file tags. Since the eCTD guidance is
relatively recent and TAP has not had experience with breaking clinical reports
into various study file tags, we propose that all clinical reports submitted in the
febuxostat eCTD will be in legacy format, as allowed by the guidance.

Original FDA Response: This is acceptable but ir-is preferable that vou follow
the ICI] recommendations. The legacy formar is iniended for those reports
prepared in the past for which the source document is not longer available. 11 is
very important thal these be text-based PDF regardless of the formar.

Meeting Comments: This was acceptable to TAP.

ob. List of Investigators: FDA’s 1988 Guideline for the Format and Content of the
Clinical and Statistical Sections of an Application requested a complete
alphabetical list of investigators for all studies. However the eCTD backbone does
not contain a place for such a list. The FDA Office of Information Management
has adviséd that such a large comprehensive list is no longer needed since
Appendix 16.1.4 of each study report includes the list of investigators for the
study.

Original FDA Response: Yes
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Meeting Conunents: This was accepiable 1o FAP.

Drug Abuse and Overdosage: 21 CFR 314.50(d)(5)(vii) requires sponsors to
provide information on the abuse potential of a drug and overdosage. The

nformation required under this part will be provided in the Clinical Summary
(Module 2.7.4.5.6 and 2.7.4.5.7) as well as the Integrated Summary of Safety.

Original FDA Response: That is accepiable.

Meeting Comments: This was acceptable 1o TAP.

Integrated Summary of Benefits and Risks: 21 CFR 3 14.50(d)(5)(viii) requires -
an integrated summary of the benefits and risks of the drug. The information
required under this part will be included in Module 2.5.6 (Clinical Overview /
Benefits and Risks Summary).

Original DA Response: Module 2.5 is intended for an overview. Module 2.7 is
ntended for summaries such as executive summaries.  Module S is intended for
analvses integrating data from several siudies (1SS & ISE) and as such, can
accommodate all information relevant to these analyses. In particular, Module
5.3.5.3 iy intended for what is known as the JSS. The 1SS should be structured
according to 21 CFR 314.50(d)(5)(vi) and all sections of the 1SS should be

locared in the same module.

If vou andlor FDA believe that there are product risks that merit more than
conventional professional product labeling (i.c. package insert (PI) or patient
package insert (PPI)) and posimarketing surveillance 1o manage risks, then you
are encouraged 1o engage in further discussions with FDA about the nature of the
risks and the potential need for a Risk Minimization Action Plan (RiskMAP).

If the NDA/BLA application includes RiskMAPs or pharmacovigilance plans and
will be submitted in the Common Technical Document format, p/vase submit us

Jollows:

RiskMAPs

2.5.3 ( Jverview of Safety with appropriate cross references (o section
274 Summary of Clinical Safety
and any other relevant sections of the Common Technical Doc wment for the
NDABLA application.

Pharmacovigilance plans
2.5.5 Overview of Safety, with any protocols for specific s/ua’nspi ovided in
5.3.3.4 Other Clinical Study Reports or other sections as appropriate
fe.g. module 4 if the study is a nonclinical study).

If the application is not being subminted as a Common Technical Document.
include proposed RiskMAPs in the
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NDA Clinical Data Section (21 CFR 314.50 (d)(5)) or
BLA Clinical Data Section (21 CFR 601.25(b)(3))
and clearly label and index them.

For the most recent publicly available information on CDER s views on
RiskALAPs, please refer to the Dr af/ Guidance for Industry Development and Use .
of Risk Minimization Action Plans and the D afi Guidance for Industry Good
Pharmacovigilance Praciices and Pharmacoepidemiologic Assessment which can
be locaied electronically at hitp ./ www fda. govrcdersguidance/S7606df.pdf and
hiip:vww fda. gov/OHRMS/DOCKETS/98f:/04d-0189-gd10001-5767dft.doc .

If there is any information on product medication errors from the premarkeling

~clinical experience, ODS requests that this information be submitted with the

NDABLA application.

You are encouraged 1o submit the proprietary name and all associated labels and
labeling for review as soon as available.

Meeting Comments: The above comments were acceptable to TAP. The Division
clarified further that a large, complete Integrated Summary of Sufety and
Integrated Summary of Efficacy would not fit into the limited space of Module 2.
Module 3 is intended 10 hold analyses across studies and does not have the size

resiriction of Module 2. TAP stated they planned 1o put the 1SS and ISE in
module 5. TAP also asked for confirmation that the summary benefit:risk
document should go into the Clinical Overview section and the Division said that
was acceptable.

Compliance with IRB and Informed Consent: 21 CFR 314, 50(d)(5)(ix) requires
a statement with respect to each study involving human subjects that it was
conducted in compliance with IRB and informed consent regulations. The
information required under this part will be provided within each individual study
report in the following locations: Title page stating compliance with GCP,
Section 5.0 (Ethics) and Appendix 16.1.3 (List of 1IEC's or IRB's and
representative written information for patient and sample consent forms).

Original FDA Response: That is accepiable.

Meeting Comments: This was acceptable 1o TAP.

Delegation to a Contract Research Organization: 21 CFR 314.50(d)(5)(x)
requires sponsors to provide information on the use of contract research
organizations including a list of obligations transferred to a contract research
organization. This information will be included in Module |

Administrative - Transter of Obligation.

Originul 1°DA Resjmn.\'e: Thart is accepiable.
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Meeting Comments: This was acceptable 10 TAP.

Auditing of Subject Records: 21 CI'R 314.50(d)(5)(x1) requires sponsors to
provide information on clinical studies audited or reviewed in the course of
monitoring to verily the accuracy of the case reports submitted to the sponsor.
The information required under this part will be provided within each individual
study report in Section 9.6 (Data Quality Assurance) and Appendix 16.1.8 (Audit
Certificates) of each report.

Original FDA Response: That is acceptable.

Original Additional comments:

e Please be sure 1o include in the Adverse Event daiabases the following:
include unique patient identifiers, verbatim terms, as well as preferred
rerms and body systems, date or study day that the adverse event began,
cither daie or study day that the adverse event resolved or the duration of
the event in davs, dose at onset if different than assigned dose, treatment
assignment. any interventions resulling from the AE.

o Al databases should use unigue patient identifiers thai are consistent
across datahases.

o S apediatric waiver is sought, this should be submitted with the NDA.

Meeting Comments: -TAP found the comments from the Division (o be
aceeptable. They added that the human metabolism study reports would be
located in module 4 as well as module 5. The unique identifiers would be based.
on the following three criteria — study number, investigator and patient number,

1AP staied thar they believed their protocols mel the criteria esiablished at the
June 20004 Advisory Committee on Gout and asked if the Division thought another
Advisory-Committee would be necessary. The Division stated that we do not
anticipaie needing another Advisory Commitiee meeling unless outside input is
needed 10 come 1o a decision on the NDA, but that this is an issue that will be
determined based on the review, ‘
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MEMORANDUM OF MEETING MINUTES

MEETING DATE:

September 13, 2002

TIME: 12:30pm — 1:45pm
LOCATION: Corp S300
APPLICATION (DRUG): IND 58,229

TYPE OF MEETING:
MEETING CHAIR:

MEETING RECORDER:

End of Phase 2 Meeting
James Witter, M.D., Ph.D.

Ms. Jane A Dean, RN, MSN

FDA ATTENDEES, TITLES, AND OFFICE/DIVISION:

Name of FDA Attendee

" Title 1

l.ee S. Simon, M.D.

Division Name & HED#

Division Director

ODEV/DAAQDP, HFD-550

James Witter, M.D., Ph.D.

Medical Officer Team Leader

ODEV/DAAODP, HFD-550

Asoke Mukherjee, Ph.D.

Pharmacology Reviewer

ODEV/DAAODP, HFD-550

Larry Goidkind, M.D.

Deputy Director

ODEV/DAAODP, HFD-550

Carmen DeBellas, R.Ph.

Chief Project Mafm—ger

Terri Rumble

ODEV/DAAOQDP, HFD-550

Associate Director Regulatory Affairs

ODE V

. John Smith, Ph.D.

Chemistry Team Leader

ODEV/DAAODP HFD-550

. Lourdes Villalba, M.D.

Medical Reviewer

ODEV/DAAODP, HFD-550

NS SIS

Rao Puttagunta, Ph.D.

Chemistry Reviewer

“10 Michael Yao, M.D.

ODEV/DAAODP, HFD-550

Medical Reviewer

11. Joel Schiffenbauer, M.D.

Medical Reviewer

| ODEV/DAAODP, HFD-550
__ODEV/DAAODP; HFD-550

12. Ms. Jane A. Dean

Project Manager

_ODEV/DAAODP, HFD-550 _

EXTERNAL CONSTITUENT ATTENDEES AND TITLES:

External Attendee

Title

Sponsor/Firm Name

Nancy Joseph-Ridge, M.D.

Medlcal Director, Clinical Development

TAﬁnpnh_armaceutica! Products

Darcy J. Mulford, Ph.D.

Director, Drug Metabolism and Pharmacok

TAP Pharmaceutical F’roductq

W=

_____ Barbara Hunt, MS

Assistant Director, Statlsucs

TAP Pharmaceutical Product<

. Dean Sundberg

Vice President, Regulatory Aﬁa|rs

TAP Pharmaceutical Productd

Leslie D. Abelson

_Assistant Director, Regulatory Affairs

TAR Pharmaceutical Products

Denise Moyse, MS, MBA

Assistant Director, Project Management

TAP Pharmaceutical Products

Deborah Milkowski, Ph.D. (telepl]

Director, Pharmacology

TAP Pharmaceutical Produ'c“fg

@ INjo O

Lin Zhao, Ph.D. (telephone)

Senior Research Scientist, Pharmacology |

10. Michael A. Becker, M.D.

_TAP Pharmaceutical Productg

i)

Professor of Medicine, Medical Center.
University of Chicago, Chicago, 1L

: Consultant t

J— S |

PURPOSE OF THE MEETING: Enc of Phase 2 meeting with FDA and TAP Pharmaceuticals for
guidance and discussion before implementing Phase 3 studies.
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MEETING OBJECTIVES:
FDA and TAP Pharmaceuticals agreement on:

1) indication;

N

)

) proposed Phase 3 program and safety database;
) ECG/QT program; '
)

)

W

pediatric waiver;

9]

toxicology program (with the exception of the carcinogenicity program).

Sponsor Question 1:

Is the Phase Il plan acceptable to support the proposed indication of management of
hyperuricemia in patients with gout?

FDA Response to Question 1:

The Sponsor needs to provide an in-depth justification for their clinical development program. In
particular, the Sponsor needs to address why.the 6.0 mg/di endpoint was selected and how their
program will adequately study this surrogate endpoint in a way that will inform labeling about the
documented benefits and risks associated with TMX-67. For example, the Sponsor should define a
clinically meaningful difference from placebo in any study containing a placebo control.

The Sponsor should also address how allopurinol will be included in their overall development plan. For
example, the sponsor should consider at feast one study with allopurinol and placebo along with the
compound TMX-67.

At least one study should include a dose higher than what is anticipated to be the maximum
recommended dose. :

Sponsor should consider stratifying subjec{é’ baseline uric acid levels (e.g. 8-10, 10-12, greater than 12)
and presence of tophi.

Additional comments and questions:
a) The Sponsor may wish to consider exélud/ng subjects with secondary hyperuricemia.

b) The Sponsor should obtain several (at least three) baseline uric acid determinations to exclude regression
fo the mean. '

¢) The Sponsor should include some subjects not previously on aflopurinol.

d) The Sponsor should strongly consider studying individuals with abnormal renal functions as well as
individuals with normal renal function; elderly and female subjects should also be in the studics.

e) The Sponsor should clarify whether a subject with UA<6 who drops out before 52 weeks will be counted as
a responder. An analysis of responders (primary endpoint) and completers (secondary endpoint) should
be defined in the protocols. '

f) The Sponsor should clarify the treatment of acute gout attack, as the recommended treatment (see page
20, 27) may not be adequate; there may be difficulty determining which AEs are related to TMX-67 or to
other drugs. .

g) The Sponsor shouid add urine cytology to fabs in at least one trial because of reports of bladder tumors in
nonclinical studies. ‘

h) The Sponsor should provide data on CNS toxicity because of CNS effects seen in phase Il studics (vage
13 and 16). :
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i) The Sponsor should dcfine vasodilatation as reported in EOP Il package (page 41).

J) The Sponsor needs to document the outcome of the one patient who was pregnant.

k) The Sponsor should consider excluding subjects with a history of stones in the study with placebo but may
include them in the study with allopurinol as the comparator.

Sponsor Question 2:

Does the FDA agree that the non-inferiority criteria delta of 15% used'in the allopurinol controlied
serum urate study is acceptable? .

FDA Response to Question 2:

a) The Sponsor needs fo clarify the statistical issues surrounding non-inferiority. Please provide a rationale
for the 15% delta. (For example, if the percentage of subjects on allopurinof with uric acid <6.0 is only
30%, a deita of 15% would preserve only 50% of the effect size.)

b) Please explain why you chose a non-inferiority defta of 15%.

c) The trial including placebo patients may be 6 months in duration.

As part of the inclusion criteria, consider recruitment of individuals with significantly elevated uric acid (such

as >10) Placebo controlled trials are preferred for establishment of efficacy although non- /nfer/orzty trials with

well-supported non-inferiority margins may be .considered.

d) Clinically relevant outcomes such as numbers of gouty attacks are strongly recommendedas secondary
endpoints.

Additional Comments:

Phase 4 studies should be proposed to further define efficacy and safely.

Sponsor Question 3:
Is the number of subjects proposed for the safety package acceptable?

FDA Response to Question 3:

ICH guidelines provide for a minimum of exposure to include at least 300-600 subjects exposed for 6 months
and at least 100 for one year at the maximum proposed doses. This is only a recommended minimum
number. Longer studies may need to be done in Phase 4 studies.
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Sponsor Question 4:

Does the FDA agree with the ECG/QT program?

FDA Response to Question 4:

The following comments are provided by the Cardio-renal Division:

The available data raise no particular concerns with fegard to the potentiat for
TMX-67 to be arrhythmogenic.

The plan is to base decisions on QTcF, which is entirely reasonable and for which the study apbears to
be adequately powered. The Sponsor might-consider using the rich baseline data to perform
individualized QT corrections, to achieve greater discriminatory power.

If the dose of TMX-67 used in this study produces plasma levels well above those encountered with
target dosing combined with common metabolic competitors, food, or hepatic or renal impairment, if the
study successfully distinguishes moxifloxacin from placebo, and if the results exclude that TMX-67 has as
much as a 10-ms effect on QTc, then this study would be very reassuring.

Itis suggested that the Sponsor perform EKGs as part of phase A and not just with phase B. If 300 mg is not
tolerated in phase A and the sponsor does not proceed to phase B, there will be no EKG data.

Sponsor Question 5:

Does the FDA agree that pediatric studies are not warranted for TMX-677

e b{d)

Sponsor Question 6:

Are the toxicology studies submitted to the FDA to this date adequate for initiating phase 1l clinical
studies for the proposed indication?

Yes.

Sponsor Question 7:

Other than the carcinogenicity studies, is the toxicology development plan acceptable to support an
NDA for TMX-67 with the proposed labe! claim? -

This will be a review jssue.
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FDA Post-Meeting Comments:

1. For safely and efficacy, studies in renal insufficiency will be necessary given the high anlicipated use in
this vulnerable population.

Minutes Preparer: Jane A. Dean, RN, MSN

"Chair Concurrence: Dr. James Witter
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Final: 10/10/02

Page 5 of 5 9-13-02 End of Phase 2 Meeting IND 58,228 {1MX-67)





