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4 LABELING COMMENTS

A number of statements were made by the sponsor in the labeling that the studies performed by the
sponsor did not provide any data to support. The basis of this information was unclear as there was no
annotated labeling provided in the labeling section. Eventually this reviewer found a hypertext link to the
annotated labeling under the summary section. This annotated labeling provided hypertext links to
reference numbers from a bibliography list in the HpBio section with further links to image files of the
articles.

This reviewer was thus able to confirm that there are at least literature citations for the information this
reviewer has kept in the labeling, e.g. absolute bioavailability and mass balance data.

OCPB additions and deletions are marked in re¢.
Proposed deletions are marked by addition a sirgie-lina-strikeout to text to be deleted.

Proposed additions are marked by addition of a single undetrline to proposed additions.
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Table 107 Study Designs - Concomitant Medications

. mjﬁ

R
Initial Exploratory May be used \I:V/I}?znbe used Bomseridons fo
PK/PD Proof of No WO |1 week |2 wks medicall NV peridone tor
Concept Studies .o Y
indicated

SP803 Mild to mod PD

Mild to mod PD
H&Y

PD

H&Y I -1V

Formulation
Development

SP804

SP805

H ealthy Subject PK
and Initial Tolerability
Trial Reports

SP503 Healthy Vols

Pivotal Bioequivalence
Study

SP581 Healthy Vols
Intrinsic Factors

idiopathic Parkinson’s
SP630 H&Y St <IIL
&

Healthy Vols
SP596 Age, Wt & BMI
matched

SP671
SP672
SP717 Healthy Vols

SP718 Healthy Vols

Extrinsic Factors
SP626 Healthy Vols

SP627
SP628
SP670

Clinical Pharmacology
Studies

SP629 Come back to
SP673 Come back to
Patient PD and PK/PD

Subjects receiving
deprenyl,
anticholinergic agents
(i.e. Cogentin, Artane,
PD < 5yr Exclusi f;“‘fz"‘]) Kemadsi
arsidol), Kemadrin,
H&Y <l on. . Akineton), or
MMSE >26 Criteria amantadine must be on
a stable dose for at
least
28 days prior to trial
entry

SP534
Part 1

SP534
Part 2

SP535 PD < 5yr
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H&Y <II

MMSE >26
PD

SP506 H&Y <3
MMSE > 24
IdioPD<5yr

SPH0 Hhgy st

Population PK/PD
Trial Reports

SP512 Phase III stuidy PK
report

SP512

Part I

SP513

Part I
Uncontrolled Clinical
Trials

SP512

Part I1d

(SP702)

SP513

Part IId

SP716
Other Trial Reports

SP533

SP511

SP650

Part Id

SP650

Part IId

(SP715)

SP591

SP666

SP709d
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5.4 Appendix 4 - Bioanalytic Assay Validation

Insufficient time to review.

5.5 Appendix 5 - Consulits

None.
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5.6 Appendix 6 -

Filing Memo

Office of Clinical Pharmacology and Biopharmaceutics
New Drug Application Filing and Review Form

bmission
Information Information
NDA Number 21-829 Brand Name Neupro
OCPB Division (|, II, 1ll) | Generic Name Rotigotine
Medical Division DNPD Drug Class Dopamine Agonist

OCPB Reviewer

Ron Kavanagh

Indication(s)

Parkinson’s Disease

OCPB Team Leader — Acting

Sally Yasuda

Dosage Form

Transdermal System

INDs

47.8;
!

2: Parkinson’s disease

r——

" Dosing Regimen

Once Daily

Date of Resubmission

January 18, 2008

Date of Original
Submission

September 24, 2004

Date of Filing Meeting for
Resubmission

February, 25, 2005

Approximate Date of
Filing Meeting for Original
Submission

~ November 22, 2004

Estimated Due Date of OCPB
Review

September 19, 2005

Route of Administration

Dermally

PDUFA Due Date

November 28. 2005

Sponsor

Schwarz Biosciences

Division Due Date

October 8, 2008

Priority Classification

Standard

Clin. Pharm. and Biopharm. Information

[P Number of Number of Critical Comments If any
X aI: ;_:::l:;ded stud_ies stgdies
submitted reviewed
STUDY TYPE
Table of Contents present and
sufficient to locate reports, tables, data, X
etc.
Tabular Listing of All Human Studies X
HPK Summary X 4
Labeling X
Reference Bioanalytical and Analytical X 20
Methods
I._Clinical Pharmacology
Mass balance: ? 1 MD PK including metabolites
Isozyme characterization: X 3
Blood/plasma ratio:
Plasma protein binding: X 1
Pharmacokinetics (e.g., Phase I) -
Transporters X 1
Healthy Volunteers- 15
single dose: X 1
multiple dose: X 1
Patients- 2
single dose:
multiple dose: X 3
Dose proportionality - .
fasting / non-fasting single dose:
fasting / non-fasting multiple dose:
Drug-drug interaction studies - X 2
In-vivo effects on primary drug: X 1
In-vivo effects of primary drug:
. In-vitro:
Subpopulation studies -
ethnicity: X 3
gender:
pediatrics: 0
geriatrics: X 4 Geriatric Disease
renal impairment: X 1
hepatic impairment: X 1
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PD:
' Phase 2: X several
Phase 3:
PK/PD:
Phase 1 and/or 2, proof of concept: X Several
Phase 3 clinical trial:
Population Analyses -
Data rich:
Data sparse:
|I. Biopharmaceutics .
Absolute bioavailability: X 1
Relative bioavailability -
solution as reference:
alternate formulation as reference:
Bioequivalence studies -
traditional design; single / multi dose: X 1
replicate design; single / multi dose:
Food-drug interaction studies:
Dissolution: X
(IVIVC): ‘ X 2
Bio-wavier request based on BCS TDS - Not Applicable
BCS class TDS - Not Applicable
lll. Other CPB Studies
Genotype/phenotype studies:
Chronopharmacokinetics
Pediatric development plan
Literature References
QT Studies X
Hepatocyte Induction X 1
pGP Transport X 1
Dermal Tolerability X 5
Adhesion X 1
Total Number of Studies 51 studies
20 Assay
Validation
Reports
Filability and QBR comments
“X” if yes Comments
L, ) b4 Unable-te-open-electranic files gontaining phase-H-and - efficasy
Application filable? {Yas) stuéies—and?@p»-&%-an&iyae& ’
Mo Seo-attachment:

Comments sent to firm?

QBR questions (key issues to be
considered) .

»  Whatis the tolerability of the largest size patch size?
*»  What are the adhesion characteristics of the largest patch size?

* Is there sufficient information on all proposed sites of application.

* A common problem with treatment of Parkinsonism is on/off phenomenon due to
short duration of action. Since rotigotine has a 2 hour half-life and the patch has a
Tlag of 8 hours, the question of time course of effect and whether this is the
appropriate formulation for this drug is of critical importance.

»  Can't tell if adequate studies of transdermal formulation in elderly or in different

ethnic groups.
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Other comments or information not

h »  This is a resubmission. The original subnission was not filed due to problenis with
included above

the eCTL. The primary problem was that the phase i and ill efficacy studies couid
not be opened, for a list of CCPB filing issues sent 1o the sponsor see Appendix 1.

»  Exceptforprotocols SP515and — mentioned in.comment 2 1 in Appendix 1.
ail other OCPB fliing issues appear to be resolved. For question # 1 the sponsor
was called on February 22, 2005 and a voice mail message was left for Betsy
Waidheim, Head US Regulatory Affairs (918-767-2560). A reply voicemall on
February 23, 2005 ingicated that 8P515 is a protocot for advanced parkinsonism

© that is ongoing, {the current submission is for early parkinsonism, and protocol
—
+ Based upon the above information OCPB finds the resubmission filabie.

»  Differences between the OGPB filing memo for the resubmission and the OCPB
filing mema for the original submission are ingdicated by red text.
* In the clinical trials of rotigotine effectiveness, the transdermal system application

site was rotated from day to day (abdomen, thigh, hip, flank, shoulder, or upper
am).

e  Several studies are listed under 'patch formulation used in studies’, but no study
" reports are included.

Primary reviewer Signature and Date

Secondary reviewer Signature and Date

CC: NDA 21-829
HFD-850 (P. Lee)
HFD-860 (M. Mehta, RahmanA, Yasuda$S, BawejaR, KavanghR)
HFD-120 (Wheelous)
HFD-120 (Kapcalal, FeeneyJ, KatzR)
CDR -

C:\dmautop\temp\FRotigotineN21829 Review Clin Pharm.docPage 316 of 322
Last printed 2/23/2006 1:19 PM




Appendix1  Comments Sent to Sponsor

1) . Three studies were found listed under section 2.3.P.2.2 Drug product, subsection 2.3.P.2.2.1 Formulation development that
are not found elsewhere in the submission, including the following —_—

2) None of the studies listed in, Table 1 Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication, were
able to be opened nor did links to these documents work.

Table1 Study Repoﬁs of Controlied Clinical Studies Pertinent to the Claimed Indication

Section Protocol Number | Study Title

5.3.5.1.1 SP 800 (TD- A pilot evaluation of a transdermal patch containing the dopamine D2 agonist N-0923 in
A 0923-002) patients with Parkinson’s disease

A single center, double-blind, placebo-controlled, parallel group, dose-ranging study to
5.3.5.1.2 SP 534 Part | assess the safety and tolerability to transdermal doses of SPM 962 (Rotigotine) in subjects
with early-stage Parkinson’s Disease

A single center, double-blind, placebo-controlled, parallel group, dose-ranging study to
5.3.5.1.3 SP 534 Part i assess the safety and tolerability to transdermal doses of SPM 962 (Rotigotine) in subjects
with early-stage Parkinson’s Disease :

A single center, double-blind, placebo-controlled, parallel group, dose-ranging study to
535.14 SP 535 assess the safety and tolerability to transdermal doses of SPM 962 (Rotigotine} in subjects
with early-stage Parkinson’s Disease

A multicenter, randomized, double-blind, placebo-controlled, parallel-group, dose-ranging
53.5.1.5 SP 506 study to assess the efficacy, safety, and tolerability of escalating transdermal doses of
rotigotine (SPM 962) in subjects with early-stage Parkinson’s disease

A multi-center, multinational, phase I, randomized, double-blind, placebo controlled trial, of
5.3.5.1.6 SP 512 the efficacy and safety of the rotigotine patch in subjects with early-stage, idiopathic
Parkinson’s disease (Part 1).

53517 SP 512 Zl;e;:rsl:cokinetics of total rotigotine in patients with early-stage idiopathic Parkinson’s

A multi-center, multinational, phase 1ll, randomized, double-blind, double-dummy, 3-arm
5.35.1.8 SP 513 parallel group, placebo- and ropinirole-controlled trial of the efficacy and safety of the
: rotigotine CDS patch in subjects with early-stage idiopathic PD.
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3) A number of studies in the human clinical studies section are placed in the wrong subfolders. Selected examples are
shown in below, (see Table 2). N.B. This is list is not exhaustive and a number of other incorrect file placements were also
noted.

Tabel 2 Incorrect Study Report Locations in eCTD

Study Report Current Incorrect Locations Correct Locations

Title / Description Section Subfolder Section Subfolder

Pharmacokinetics of total rotigotine in Study Reports Of
patients with early-stage idiopathic Controlled Clinical
Parkinson’s disease Studies

Population Pk Study
Reports

Population Pk Study Intrinsic Factor Pk

Liver Impairment Reports Study Reports

Population Pk Study Intrinsic Factor Pk

Renal Failure Reports Study Reports

4) File names of links in subfolders are much too long making navigation extremely difficult. Currently filenames or links as
named as in the following example:

Section . Subsection
StUdy numeer StUdy e

A single center, double-blind, placebo-controlled, parallel group, dose-
SP 534 Part | ranging study to assess the safety and tolerability to transdermal doses of 1 Synopsis
SPM 962 (Rotigotine) in subjects with early-stage Parkinson’s Disease

We suggest that the except for the first link/listing that the study title be excluded as the section number ans study number should be
adequate identification. Such an approach is recommended according to guidance documents.
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