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EXCLUSIVITY SUMMARY
NDA # 20839

SUPPL # 051

HFD # 110

Trade Name PLAVIX
Generic Name clopidogrel bisulfate
Applicant Name sanofi aventis
Approval Date, If Known
PART I

IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, and all efficacy
supplements. Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to
one or more of the following questions about the submission.
a) Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
YES

NO

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8
SE5
c) Did it require the review of clinical data other than to support a safety claim or change in
labeling related to safety? (If it required review only of bioavailability or bioequivalence
data, answer "no.")
NO
YES
If your answer is "no" because you believe the study is a bioavailability study and, therefore,
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your
reasons for disagreeing with any arguments made by the applicant that the study was not
simply a bioavailability study.
n/a
If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:
n/a

d) Did the applicant request exclusivity?
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YES

NO

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?
6 months
e) Has pediatric exclusivity been granted for this Active Moiety?
YES

NO

If the answer to the above question in YES, is this approval a result of the studies submitted in
response to the Pediatric Written Request?
Yes
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

2. Is this drug product or indication a DESI upgrade?
YES

NO

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

PART II
FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)
1. Single active ingredient product.
Has FDA previously approved under section 505 of the Act any drug product containing the same
active moiety as the drug under consideration? Answer "yes" if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate)
has not been approved. Answer "no" if the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce an already approved active moiety.
YES

NO

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).

NDA#

20839
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NDA#
NDA#

2. Combination product.
If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moiety and
one previously approved active moiety, answer "yes." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is considered not previously
approved.)
YES
NO
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).
NDA#
NDA#
NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part II of the summary should
only be answered “NO” for original approvals of new molecular entities.)
IF “YES,” GO TO PART III.

PART III

THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability studies) essential to the approval of the application
and conducted or sponsored by the applicant." This section should be completed only if the answer
to PART II, Question 1 or 2 was "yes."

1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans other than bioavailability studies.) If
the application contains clinical investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to question 3(a). If the answer to 3(a)
is "yes" for any investigation referred to in another application, do not complete remainder of
summary for that investigation.
YES
NO
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IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.
2. A clinical investigation is "essential to the approval" if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not
essential to the approval if 1) no clinical investigation is necessary to support the supplement or
application in light of previously approved applications (i.e., information other than clinical trials,
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or
505(b)(2) application because of what is already known about a previously approved product), or 2)
there are published reports of studies (other than those conducted or sponsored by the applicant) or
other publicly available data that independently would have been sufficient to support approval of
the application, without reference to the clinical investigation submitted in the application.
(a) In light of previously approved applications, is a clinical investigation (either conducted
by the applicant or available from some other source, including the published literature)
necessary to support approval of the application or supplement?
YES
NO
If "no," state the basis for your conclusion that a clinical trial is not necessary for approval
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

(b) Did the applicant submit a list of published studies relevant to the safety and
effectiveness of this drug product and a statement that the publicly available data would not
independently support approval of the application?
YES
NO
(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree
with the applicant's conclusion? If not applicable, answer NO.
YES

NO

If yes, explain:

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or
sponsored by the applicant or other publicly available data that could independently
demonstrate the safety and effectiveness of this drug product?
YES
If yes, explain:
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NO

(c)

If the answers to (b)(1) and (b)(2) were both "no," identify the clinical
investigations submitted in the application that are essential to the approval:
The sponsor conducted the CLARINET trial in patients with with cyanotic
congenital heart disease palliated with a systemic-to-pulmonary arterial shunts.

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

3. In addition to being essential, investigations must be "new" to support exclusivity. The agency
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does
not duplicate the results of another investigation that was relied on by the agency to demonstrate the
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the
agency considers to have been demonstrated in an already approved application.
a) For each investigation identified as "essential to the approval," has the investigation been
relied on by the agency to demonstrate the effectiveness of a previously approved drug
product? (If the investigation was relied on only to support the safety of a previously
approved drug, answer "no.")
Investigation #1

YES

NO

Investigation #2

YES

NO

If you have answered "yes" for one or more investigations, identify each such investigation
and the NDA in which each was relied upon:
Investigation #1
b) For each investigation identified as "essential to the approval", does the investigation
duplicate the results of another investigation that was relied on by the agency to support the
effectiveness of a previously approved drug product?
Investigation #1

YES

NO

Investigation #2

YES

NO

If you have answered "yes" for one or more investigation, identify the NDA in which a
similar investigation was relied on:
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n/a
c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any
that are not "new"):
The sponsor conducted the CLARINET trial in patients with with cyanotic congenital
heart disease palliated with a systemic-to-pulmonary arterial shunts.

4. To be eligible for exclusivity, a new investigation that is essential to approval must also have
been conducted or sponsored by the applicant. An investigation was "conducted or sponsored by"
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor
in interest) provided substantial support for the study. Ordinarily, substantial support will mean
providing 50 percent or more of the cost of the study.
a) For each investigation identified in response to question 3(c): if the investigation was
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?
Investigation #1
IND # 34663

YES

Investigation #2
IND #

YES

!
!
! NO
! Explain:

!
!
! NO
! Explain:

(b) For each investigation not carried out under an IND or for which the applicant was not
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in
interest provided substantial support for the study?

Investigation #1
YES
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Explain:

! Explain:

Investigation #2

!
!
! NO
! Explain:

YES
Explain:

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that
the applicant should not be credited with having "conducted or sponsored" the study?
(Purchased studies may not be used as the basis for exclusivity. However, if all rights to the
drug are purchased (not just studies on the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)
YES

NO

If yes, explain:

=================================================================
Name of person completing form: Alison Blaus
Title: Regulatory Health Project Manager
Date: 3 May 2011

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

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05
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ACTION PACKAGE CHECKLIST
APPLICATION INFORMATION1
NDA # 20839
BLA # n/a

NDA Supplement # 051
BLA STN # n/a

If NDA, Efficacy Supplement Type: SE5

Proprietary Name: PLAVIX
Established/Proper Name: clopidogrel bisulfate
Dosage Form:
0.2mg/kg/day - oral suspension

Applicant: sanofi aventis
Agent for Applicant (if applicable): n/a

RPM: Alison Blaus

Division: Division of Cardiovascular and Renal Products

NDAs:
NDA Application Type:
Efficacy Supplement:

505(b)(1)
505(b)(1)

505(b)(2)
505(b)(2)

(A supplement can be either a (b)(1) or a (b)(2)
regardless of whether the original NDA was a (b)(1)
or a (b)(2). Consult page 1 of the 505(b)(2)
Assessment or the Appendix to this Action Package
Checklist.)

505(b)(2) Original NDAs and 505(b)(2) NDA supplements:
Listed drug(s) relied upon for approval (include NDA #(s) and drug
name(s)):

Provide a brief explanation of how this product is different from the listed
drug.

If no listed drug, explain.
This application relies on literature.
This application relies on a final OTC monograph.
Other (explain)
Two months prior to each action, review the information in the
505(b)(2) Assessment and submit the draft to CDER OND IO for
clearance. Finalize the 505(b)(2) Assessment at the time of the
approval action.
On the day of approval, check the Orange Book again for any new
patents or pediatric exclusivity.
No changes

Updated

Date of check:

If pediatric exclusivity has been granted or the pediatric information in
the labeling of the listed drug changed, determine whether pediatric
information needs to be added to or deleted from the labeling of this
drug.

 Actions
•
•

Proposed action
User Fee Goal Date is 8May2011

•

Previous actions (specify type and date for each action taken)

AP

TA

CR

None Complete Response on
14Jan2011

1

The Application Information section is (only) a checklist. The Contents of Action Package section (beginning on page 5) lists the
documents to be included in the Action Package.
Version: 4/21/11
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 If accelerated approval or approval based on efficacy studies in animals, were promotional
materials received?
Note: Promotional materials to be used within 120 days after approval must have been
submitted (for exceptions, see
http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guida
nces/ucm069965.pdf). If not submitted, explain

Received

 Application Characteristics 2
Standard
Priority
Review priority:
Chemical classification (new NDAs only):
Fast Track
Rolling Review
Orphan drug designation
NDAs: Subpart H
Accelerated approval (21 CFR 314.510)
Restricted distribution (21 CFR 314.520)
Subpart I
Approval based on animal studies
Submitted in response to a PMR
Submitted in response to a PMC
Submitted in response to a Pediatric Written Request

Rx-to-OTC full switch
Rx-to-OTC partial switch
Direct-to-OTC
BLAs: Subpart E
Accelerated approval (21 CFR 601.41)
Restricted distribution (21 CFR 601.42)
Subpart H
Approval based on animal studies
REMS:

MedGuide
Communication Plan
ETASU
REMS not required

Comments:
 BLAs only: Ensure RMS-BLA Product Information Sheet for TBP and RMS-BLA Facility
Information Sheet for TBP have been completed and forwarded to OPI/OBI/DRM (Vicky
Carter)

Yes, dates

 BLAs only: Is the product subject to official FDA lot release per 21 CFR 610.2
(approvals only)

Yes

No

 Public communications (approvals only)
•

Office of Executive Programs (OEP) liaison has been notified of action

Yes

No

•

Press Office notified of action (by OEP)

Yes

No

Indicate what types (if any) of information dissemination are anticipated

None
HHS Press Release
FDA Talk Paper
CDER Q&As
Other

•

2

Answer all questions in all sections in relation to the pending application, i.e., if the pending application is an NDA or BLA
supplement, then the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA. For
example, if the application is a pending BLA supplement, then a new RMS-BLA Product Information Sheet for TBP must be
completed.
Version: 4/21/11

Reference ID: 2944189

NDA/BLA #
Page 3
 Exclusivity
•

Is approval of this application blocked by any type of exclusivity?
•

No

Yes

NDAs and BLAs: Is there existing orphan drug exclusivity for the “same”
drug or biologic for the proposed indication(s)? Refer to 21 CFR
316.3(b)(13) for the definition of “same drug” for an orphan drug (i.e.,
active moiety). This definition is NOT the same as that used for NDA
chemical classification.

No
Yes
If, yes, NDA/BLA #
date exclusivity expires:

•

(b)(2) NDAs only: Is there remaining 5-year exclusivity that would bar
effective approval of a 505(b)(2) application)? (Note that, even if exclusivity
remains, the application may be tentatively approved if it is otherwise ready
for approval.)

No
Yes
If yes, NDA #
and date
exclusivity expires:

•

(b)(2) NDAs only: Is there remaining 3-year exclusivity that would bar
effective approval of a 505(b)(2) application? (Note that, even if exclusivity
remains, the application may be tentatively approved if it is otherwise ready
for approval.)

No
Yes
If yes, NDA #
and date
exclusivity expires:

•

(b)(2) NDAs only: Is there remaining 6-month pediatric exclusivity that
would bar effective approval of a 505(b)(2) application? (Note that, even if
exclusivity remains, the application may be tentatively approved if it is
otherwise ready for approval.)

No
Yes
If yes, NDA #
and date
exclusivity expires:

•

NDAs only: Is this a single enantiomer that falls under the 10-year approval
limitation of 505(u)? (Note that, even if the 10-year approval limitation
period has not expired, the application may be tentatively approved if it is
otherwise ready for approval.)

No
Yes
If yes, NDA #
and date 10year limitation expires:

and

 Patent Information (NDAs only)
•

Patent Information:
Verify that form FDA-3542a was submitted for patents that claim the drug for
which approval is sought. If the drug is an old antibiotic, skip the Patent
Certification questions.

•

Patent Certification [505(b)(2) applications]:
Verify that a certification was submitted for each patent for the listed drug(s) in
the Orange Book and identify the type of certification submitted for each patent.

•

•

[505(b)(2) applications] If the application includes a paragraph III certification,
it cannot be approved until the date that the patent to which the certification
pertains expires (but may be tentatively approved if it is otherwise ready for
approval).
[505(b)(2) applications] For each paragraph IV certification, verify that the
applicant notified the NDA holder and patent owner(s) of its certification that the
patent(s) is invalid, unenforceable, or will not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph IV certifications, mark “N/A” and skip to the next section below
(Summary Reviews)).

Verified
Not applicable because drug is
an old antibiotic.
21 CFR 314.50(i)(1)(i)(A)
Verified
21 CFR 314.50(i)(1)
(ii)
(iii)
No paragraph III certification
Date patent will expire

N/A (no paragraph IV certification)
Verified

Version: 4/21/11
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•

[505(b)(2) applications] For each paragraph IV certification, based on the
questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.
Answer the following questions for each paragraph IV certification:
(1) Have 45 days passed since the patent owner’s receipt of the applicant’s
notice of certification?

Yes

No

Yes

No

Yes

No

Yes

No

(Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
is required to amend its 505(b)(2) application to include documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))).
If “Yes,” skip to question (4) below. If “No,” continue with question (2).
(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee)
submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CFR 314.107(f)(3)?
If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip the rest of the patent questions.
If “No,” continue with question (3).
(3) Has the patent owner, its representative, or the exclusive patent licensee
filed a lawsuit for patent infringement against the applicant?
(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(f)(2))).
If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive
its right to bring a patent infringement action or to bring such an action. After
the 45-day period expires, continue with question (4) below.
(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee)
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107(f)(3)?
If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary Reviews).
If “No,” continue with question (5).
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(5) Did the patent owner, its representative, or the exclusive patent licensee
bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt of the applicant’s notice of
certification?

Yes

No

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(f)(2)). If no written notice appears in the
NDA file, confirm with the applicant whether a lawsuit was commenced
within the 45-day period).
If “No,” there is no stay of approval based on this certification. Analyze the
next paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary
Reviews).
If “Yes,” a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the OND ADRA and attach a summary of the
response.

CONTENTS OF ACTION PACKAGE
 Copy of this Action Package Checklist3

Included

Officer/Employee List
 List of officers/employees who participated in the decision to approve this application and
consented to be identified on this list (approvals only)

Included

Documentation of consent/non-consent by officers/employees

Included

Action Letters
 Copies of all action letters (including approval letter with final labeling)

Action(s) and date(s) Approval
and Complete Response Letters
Included

Labeling
 Package Insert (write submission/communication date at upper right of first page of PI)
•

3

•

Most recent draft labeling. If it is division-proposed labeling, it should be in
track-changes format.
Original applicant-proposed labeling

•

Example of class labeling, if applicable

Included
Included
n/a

Fill in blanks with dates of reviews, letters, etc.
Version: 4/21/11
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Medication Guide
Patient Package Insert
Instructions for Use
Device Labeling
None

 Medication Guide/Patient Package Insert/Instructions for Use/Device Labeling (write
submission/communication date at upper right of first page of each piece)
•

Most-recent draft labeling. If it is division-proposed labeling, it should be in
track-changes format.

Included - No changes

•

Original applicant-proposed labeling

Included

•

Example of class labeling, if applicable

n/a

 Labels (full color carton and immediate-container labels) (write
submission/communication date on upper right of first page of each submission)
•

n/a

Most-recent draft labeling

 Proprietary Name
• Acceptability/non-acceptability letter(s) (indicate date(s))
• Review(s) (indicate date(s))

 Labeling reviews (indicate dates of reviews and meetings)

n/a
n/a
RPM 14Jan2011 &
6May2011
DMEPA
DRISK
DDMAC
SEALD
CSS
Other reviews

Administrative / Regulatory Documents
 Administrative Reviews (e.g., RPM Filing Review4/Memo of Filing Meeting) (indicate
date of each review)
 All NDA (b)(2) Actions: Date each action cleared by (b)(2) Clearance Cmte
 NDA (b)(2) Approvals Only: 505(b)(2) Assessment (indicate date)
 NDAs only: Exclusivity Summary (signed by Division Director)

Included
Not a (b)(2)
Not a (b)(2)
Included

 Application Integrity Policy (AIP) Status and Related Documents
http://www fda.gov/ICECI/EnforcementActions/ApplicationIntegrityPolicy/default.htm
•

Applicant is on the AIP

•

This application is on the AIP
o

Yes

No

Yes

No

If yes, Center Director’s Exception for Review memo (indicate date)

If yes, OC clearance for approval (indicate date of clearance
communication)
 Pediatrics (approvals only)
• Date reviewed by PeRC n/a
If PeRC review not necessary, explain: This application did not trigger PREA
and was not reviewed by PERC.
• Pediatric Page/Record (approvals only, must be reviewed by PERC before
finalized)
o

 Debarment certification (original applications only): verified that qualifying language was
not used in certification and that certifications from foreign applicants are cosigned by
U.S. agent (include certification)

4

Not an AP action

Included

Verified, statement is
acceptable

Filing reviews for scientific disciplines should be filed behind the respective discipline tab.
Version: 4/21/11
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 Outgoing communications (letters (except action letters), emails, faxes, telecons)

Included

 Internal memoranda, telecons, etc.

Included

 Minutes of Meetings
•

Regulatory Briefing (indicate date of mtg)

•

If not the first review cycle, any end-of-review meeting (indicate date of mtg)

•

Pre-NDA/BLA meeting (indicate date of mtg)

•

EOP2 meeting (indicate date of mtg)

•

Other milestone meetings (e.g., EOP2a, CMC pilots) (indicate dates of mtgs)

 Advisory Committee Meeting(s)
•

Date(s) of Meeting(s)

•

48-hour alert or minutes, if available (do not include transcript)

No mtg
N/A or no mtg
No mtg 10May2010 Minutes dated 26May2010
No mtg 12Jul06
28Mar00, 9Aug00, 31Jul08,
5Jan11
No AC meeting

Decisional and Summary Memos
 Office Director Decisional Memo (indicate date for each review)

None

Division Director Summary Review (indicate date for each review)

None 5May2011

Cross-Discipline Team Leader Review (indicate date for each review)

None

PMR/PMC Development Templates (indicate total number)

None

Clinical Information5
 Clinical Reviews
•

Clinical Team Leader Review(s) (indicate date for each review)

n/a

•

Clinical review(s) (indicate date for each review)

27Dec2010 & 2May2011

•

Social scientist review(s) (if OTC drug) (indicate date for each review)

 Financial Disclosure reviews(s) or location/date if addressed in another review
OR
and include a
If no financial disclosure information was required, check here
review/memo explaining why not (indicate date of review/memo)

None
see December 2010 Medical
Review

 Clinical reviews from immunology and other clinical areas/divisions/Centers (indicate
date of each review)

None

 Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of
each review)

Not applicable

 Risk Management
• REMS Documents and Supporting Statement (indicate date(s) of submission(s))
• REMS Memo(s) and letter(s) (indicate date(s))
• Risk management review(s) and recommendations (including those by OSE and
CSS) (indicate date of each review and indicate location/date if incorporated
into another review)
 DSI Clinical Inspection Review Summary(ies) (include copies of DSI letters to
investigators)

5

n/a
n/a
None
n/a

None requested

11Jan2011

Filing reviews should be filed with the discipline reviews.
Version: 4/21/11
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Clinical Microbiology

None

 Clinical Microbiology Team Leader Review(s) (indicate date for each review)

None

Clinical Microbiology Review(s) (indicate date for each review)

Biostatistics

None

None

 Statistical Division Director Review(s) (indicate date for each review)

None

Statistical Team Leader Review(s) (indicate date for each review)

None

Statistical Review(s) (indicate date for each review)

None 29Nov2010

Clinical Pharmacology

None

 Clinical Pharmacology Division Director Review(s) (indicate date for each review)

None

Clinical Pharmacology Team Leader Review(s) (indicate date for each review)

None

Clinical Pharmacology review(s) (indicate date for each review)

None 23Dec2010

 DSI Clinical Pharmacology Inspection Review Summary (include copies of DSI letters)

Nonclinical

None

None

 Pharmacology/Toxicology Discipline Reviews
•

ADP/T Review(s) (indicate date for each review)

None

•

Supervisory Review(s) (indicate date for each review)

None

•

Pharm/tox review(s), including referenced IND reviews (indicate date for each
review)
 Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date
for each review)
 Statistical review(s) of carcinogenicity studies (indicate date for each review)

None
No carc
None
Included in P/T review, page

 ECAC/CAC report/memo of meeting
 DSI Nonclinical Inspection Review Summary (include copies of DSI letters)

Product Quality

None

None requested

None

 Product Quality Discipline Reviews
•

ONDQA/OBP Division Director Review(s) (indicate date for each review)

None

•

Branch Chief/Team Leader Review(s) (indicate date for each review)

None 13Jan2011

•

Product quality review(s) including ONDQA biopharmaceutics reviews (indicate
date for each review)

None 12Jan2011

 Microbiology Reviews
NDAs: Microbiology reviews (sterility & pyrogenicity) (OPS/NDMS) (indicate
date of each review)
BLAs: Sterility assurance, microbiology, facilities reviews
(DMPQ/MAPCB/BMT) (indicate date of each review)
 Reviews by other disciplines/divisions/Centers requested by CMC/quality reviewer
(indicate date of each review)

Not needed

None

Version: 4/21/11
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 Environmental Assessment (check one) (original and supplemental applications)
Categorical Exclusion (indicate review date)(all original applications and
all efficacy supplements that could increase the patient population)
Review & FONSI (indicate date of review)
Review & Environmental Impact Statement (indicate date of each review)
 Facilities Review/Inspection
NDAs: Facilities inspections (include EER printout) (date completed must be
within 2 years of action date) (only original NDAs and supplements that include
a new facility or a change that affects the manufacturing sites6)

Date completed:
Acceptable
Withhold recommendation
Not applicable

BLAs: TB-EER (date of most recent TB-EER must be within 30 days of action
date) (original and supplemental BLAs)

Date completed:
Acceptable
Withhold recommendation

 NDAs: Methods Validation (check box only, do not include documents)

Completed
Requested
Not yet requested
Not needed (per review)

6

I.e., a new facility or a change in the facility, or a change in the manufacturing process in a way that impacts the Quality
Management Systems of the facility.
Version: 4/21/11
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Appendix to Action Package Checklist
An NDA or NDA supplemental application is likely to be a 505(b)(2) application if:
(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written
right of reference to the underlying data. If published literature is cited in the NDA but is not necessary for
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application.
(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the
applicant does not own or have right to reference the data supporting that approval.
(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the
safety or effectiveness of the particular drug for which the applicant is seeking approval. (Note, however, that this
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.)
Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR
330.11); new dosage forms; new indications; and, new salts.
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2).
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the
approval of the change proposed in the supplement. For example, if the supplemental application is for a new indication,
the supplement is a 505(b)(1) if:
(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of
reference to the data/studies).
(2) And no additional information beyond what is included in the supplement or was embodied in the finding of
safety and effectiveness for the original application or previously approved supplements is needed to support the
change. For example, this would likely be the case with respect to safety considerations if the dose(s) was/were
the same as (or lower than) the original application.
(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for
approval of the supplement, the application does not rely for approval on published literature based on data to
which the applicant does not have a right of reference).
An efficacy supplement is a 505(b)(2) supplement if:
(1) Approval of the change proposed in the supplemental application would require data beyond that needed to
support our previous finding of safety and efficacy in the approval of the original application (or earlier
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a
right to reference studies it does not own. For example, if the change were for a new indication AND a higher
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose. If the
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).
(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the
applicant does not own or have a right to reference. If published literature is cited in the supplement but is not
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2)
supplement.
(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s
ADRA.

Version: 4/21/11

Reference ID: 2944189

--------------------------------------------------------------------------------------------------------This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
--------------------------------------------------------------------------------------------------------/s/
---------------------------------------------------ALISON L BLAUS
05/09/2011

Reference ID: 2944189

Pediatric Exclusivity Board Minutes
January 13, 2011
Voting Board Members
John Jenkins, Chair
Lisa Mathis, Deputy Chair
Dena Hixon
Sally Loewke
Renata Albrecht
Gilbert Burckart
Advisors
Kim Dettelbach
Dianne Murphy
Robert Nelson

Review Division/Office
Martin Rose
Robert Temple
Angelica Dorantes
Stephen Grant
Alison Blaus
Norman Stockbridge
Rajnikanth Madabushi
Ramana Uppoor
Yeh-Fong Chen
Edward Fromm

Determination for Clopidogrel (NDA 020839/S-051)
Initial Written Request:
Amended Written Request:
Timeframe for submission of studies:
Date report of studies submitted:
Due Date for Pediatric Exclusivity Determination:

Others
Melissa Tassinari
Matthew Bacho, Board RPM
Denise Pica-Branco
Rosemary Addy
Virginia Elgin
Giselle Sholler
Sharon Gershon

10/15/01
8/24/07
7/31/11
7/15/10
10/13/10

There were two previous board meetings on clopidogrel (October 5 and November 29,
2010) and since no determination was made regarding Pediatric Exclusivity (PE) a third
meeting was held. The Board requested further information concerning Sanofi Aventis’
(Sponsor) pediatric program as well as audit findings from the Division of Scientific
Investigations (DSI). In addition to the Sponsor’s response submitted to NDA 020839
(Supporting Document #327), minutes and letters from the Steering Committee (SC)
were also received.
The Written Request (WR), as amended, described two (2) studies to provide data on the
use of clopidogrel for the reduction of the incidence of thrombosis in children with
systemic-to-pulmonary artery shunts for palliation of cyanotic congenital heart disease.
1. The Sponsor submitted reports on the following pivotal studies:
• Study 1 (PDY4422 or PICOLO) – A multicenter, randomized, double-blind,
placebo-controlled, dose-ranging pharmacodynamic (PD) assessment of platelet
aggregation inhibition with clopidogrel in children of Blalock-Taussig shunt age
categories (neonates and infants/toddlers)
• Study 2 (EFC5314 or CLARINET) – An international, randomized, double-blind
clinical study evaluating the efficacy and safety of clopidogrel 0.2 mg/kg once
daily versus placebo in neonates and infants with cyanotic congenital heart
disease palliated with a systemic-to-pulmonary artery shunt (e.g., modified
Blalock-Taussig shunt)
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2. The Chair stated that a determination would be made at this meeting; however, he
would give folks an opportunity to appeal his decision, which would then be the
responsibility of the Center Director or Deputy Director.
3. DSI summarized their findings from the audits of this supplement:
• Only one summary report had been finished but all audits came back as NAI or
“No Action Indicated”;
• Confirmed the Sponsor’s communications, including newsletters, sent to all study
sites regarding late randomization times;
• The reasons for such late randomizations included patient safety and, for one
particular site, delays caused by patient transfers between the hospital where
surgery took place and another clinic as well as allowing parents two to four
weeks to read and sign the Informed Consent Document (ICD); and
• After reviewing the rationale for these delays, DSI found them plausible.
4. The entire group agreed that a small delay between surgery and randomization could
be expected, however, a relaxed approach was used with respect to the ICD. The
Review Division (Division) emphasized the Sponsor’s decision to avoid admonishing
their clinical investigators for such behavior.
5. The Chair noted that a couple of sites did not use aspirin and asked DSI if all sites
allowed the use of oral medications. The latter confirmed that fact. The Division
then stated that the reasons for starting aspirin in these patients would be sufficient for
clopidogrel as well. DSI opined that the investigators’ lack of experience with this
combination may have prevented them from using it.
6. The Division admitted to the lack of clarity in the protocol for Study 2, such as the
failure to adequately define “as soon as possible” with respect to drug randomization.
DSI added that clinical judgment was responsible for many of the issues mentioned
above, including the patient transfer and ICD procedures. (The NAI decisions
mentioned above simply meant that no protocol violations were committed.)
7. The Chair then asked if any new information was found concerning the appropriate
dose for Study 2. The Division stated that the SC was not aware of the additional
data comparing the pharmacokinetics (PK) of clopidogrel between adults and
children. They also emphasized the Sponsor’s lack of concern even though some
members of the SC and Data Monitoring Committee (DMC) were anxious about the
low dose being used.
8. The Chair reminded everyone that the ADP agonist data [originally requested by the
Division at the 7/12/06 End-of-Phase 2 meeting] was received and no action was
taken. He also noted the Division’s original position that they “may reconsider”
Study 2 if these data warranted such a decision. The WR clearly required both parties
to agree on a dose and the Division sent a vague e-mail to the Sponsor that seemed to
agree with the one selected by the latter. The Division noted that Study 2 was started
two to three weeks after these events. They added the facts that (1) the Sponsor was
aware of these agonist data at the EOP2 meeting and chose not to discuss them and
(2) did not adequately identify these data in a subsequent submission for review,
reasons that led the Division to question the Sponsor’s motives.
9. Ultimately, the Division stated the possibility that these agonist data could have
undermined the need for a WR. The Board noted that the WR could have been
amended to leave out Study 2. The Division agreed with that possible outcome and,
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extending this scenario further, suggested the additional need for more PD data before
removing the phase 3 study altogether.
10. Everyone agreed that the Sponsor would have worked harder to find a suitable dose
under other conditions (e.g., pursuing an adult claim). The clinical investigators
believed that a correct dose was chosen, although they didn’t see all of the available
PK data. The Division stated that the Sponsor used the Agency to allay any concerns
about this matter.
11. With respect to drug randomization, the Board noted the SC’s recognition of
differences in clinical outcomes between children and adults since many of the shunt
failures in the former were due to mechanical issues whereas the latter showed more
clotting. Nevertheless, the Division was worried about missing early adverse events
since so many children were randomized late to clopidogrel. And while
acknowledging the collection of late events, the Division believed they differ from
those seen in the first few days after surgery. The Division also noted that
mechanically-related events tend to occur earlier than thromboses in these patients.
12. When asked about the SC’s subsequent reassurance regarding the timing of these
randomizations, the Division saw these developments as a fait accompli for everyone
involved with Study 2. They were also confused about the reluctance among
investigators to coadminister clopidogrel with aspirin since there were no serious
safety issues associated with such a regimen.
13. When asked about the formulation(s) used in this program, the Division noted three
(3) different ones. They added that no biostudy was included with Study 1 and the
bioavailability of the formulation used in Study 2 was never assessed. The latter
should have been done although the Division did not expect a substantial difference
between it and the adult formulation. In addition to the lower dose, physiological
differences between children and adults, due to the relative acidity of the stomach and
duodenum, and the use of an NJ tube could have been problematic. This matter was
not discussed at the [7/12/06] EOP2 meeting and, under the circumstances, no
biowaiver would have been granted.
14. When asked about a population PK analysis of Study 2, the Division stated that
nothing was done. They noted that the change in dose and route of administration
caused some concern but there was no data to substantiate their position. Sponsors
normally conduct such analyses to preclude any anxiety over anticipated differences
in bioavailability; however, the Division would not have prevented the Sponsor from
(b) (4)
using the
formulation in Study 2. The Chair pointed out the soft language
(“should” and “may”) used in the 4th paragraph under “Drug Information” of the WR:
“Bioavailability of any formulation used in the studies should be characterized,
and as needed, a relative bioavailability study comparing the approved drug to the
age appropriate formulation may be conducted in adults.”
15. The Division maintained their stance that PE should be denied. The Sponsor did not
meet their standards for conducting a good clinical study since a suitable dose was not
selected and clopidogrel was not administered at the time of greatest risk. The
Division would not have expected these shortcomings from the Sponsor under other
circumstances.
16. The Chair noted that a pharmacologically active dose was arguably achieved in Study
1. He also added that the ADP agonist pathway may not be relevant in this patient
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population since the low response could help explain Study 2’s outcome (this
hypothesis was not specifically tested). The Division noted the differences in drug
administration between the two studies and the NJ tube may not have been
consistently used.
17 The Chair asked all of the Board members to explain their position on this
determination. Those who supported granting PE made the following points:
• The reasons used to justify delay in drug randomization were generally sufficient.
• The Sponsor did communicate their concerns regarding the late randomizations to
the clinical sites.
• The dose selection issue was certainly problematic but, aided by some
miscommunication, the Division did agree to the one ultimately selected.
• All five (5) sites audited by DSI received an “NAI”.
• The WR did not set specific terms on the timing of randomization or
bioavailability of the drug.
One who favored denying PE believed that the process for selected a dose was flawed
since currently recommended doses of clopidogrel could be 40 times higher than the
one used in Study 2. Ultimately, they questioned the scientific integrity of the entire
program.
(b) (5)
18. The Office of Chief Counsel
19 When asked about targeting the Sponsor for an

(b) (5)

.
20. The Chair was disheartened that such a large study in this setting did not provide
interpretable data sufficient for labeling. And while the Sponsor was not absolved of
their responsibility, the Agency was burdened with writing a good WR. The dose
could have been further discussed and the ADP agonist pathway may have been used
to stop further study, but an opportunity for adequate follow up was missed despite
the timely receipt of data that would have informed these matters. The delayed
randomizations in Study 2 were not helped by the amended protocol, which passed
without discussion, and it was difficult to argue against the decision to delay
administration made by many of the principle investigators. It was unlikely that the
new formulation would have affected bioavailability of clopidogrel and the weak WR
language made this matter superfluous. In this case, the interpretation of good
scientific principles would be subjective, especially given the protocol language. In
addition, DSI indicated that there were no protocol violations at any of the sites
audited.
(b) (5)
21. The Chair decided to grant PE

22. The group discussed a number of ideas that resulted from this experience:
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(b) (5)

23. The Division noted that a “Complete Response” letter for N020839/051 was due on
Friday, January 14, 2011.
24. The group briefly discussed the options of requesting another clinical study in this
patient population as well as bringing these issues to a future Pediatric Advisory
Committee meeting.
25. The Chair stated that his determination could be appealed by COB Tuesday, January
18, 2011. If none were received by that date then the Sponsor would be notified of
his decision soon thereafter.
Addendum
The determination to grant PE went unchallenged.
Recommendations
1. The Board agreed that the Sponsor fairly responded to the WR.
2. Pediatric Exclusivity was granted effective January 20, 2011 (see Checklist signed
into DARRTS).
3. The Division will inform the Sponsor via email, utilizing a notification script that
Pediatric Exclusivity was granted. The fact that exclusivity was granted will be
posted on the pediatric web site along with the WR and any amendments as required
by FDAAA (2007), and the exclusivity will be reflected in the next monthly update to
the Orange Book.

Prepared by: __________________________

Date: __________________

Deputy Chair: _________________________

Date: __________________
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Blaus, Alison
From:
Sent:
To:
Subject:

Blaus, Alison
Monday, January 24, 2011 12:48 PM
Nancy.Kribbs@sanofi-aventis.com
NDA 20839/S051 - Pediatric Exclusivity Determination

Importance:

High

Dear Nancy Pediatric Exclusivity has been granted for studies conducted on Plavix (clopidogrel bisulfate), effective 20 January 2011,
under section 505A of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 355a), as amended by the Best
Pharmaceuticals for Children Act (BPCA). This information will be reflected on CDER's pediatric web site and in the
monthly update of the Orange Book. For additional information, please see the Guidance for Industry - Qualifying for
Pediatric Exclusivity Under Section 505A of the Federal Food, Drug, and Cosmetic Act
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM080558.pdf).
In accordance with section 505A(e)(1) of the Act, as amended by FDAAA (Pub. L. No. 110-85), approved drugs for which
a pediatric exclusivity determination was made, on or after September 27, 2007, shall have a copy of the Written Request
and any amendments posted on CDER’s pediatric web site.
In addition, we remind you that section 17 of the BPCA, as reauthorized and amended under the FDA Amendments Act of
2007, requires for one year after pediatric labeling is approved, any report received by FDA of an adverse event
associated with the drug granted exclusivity will be referred to the Office of Pediatric Therapeutics. This process occurs
for all products granted Pediatric Exclusivity regardless of the regulatory action taken. The Director of that Office will
provide for a review of the adverse event reports by the Pediatric Advisory Committee (PAC) and will obtain
recommendations from that Committee on action FDA should take.
Please confirm receipt of this email.
Thank you in advance.
Kind regards,
Alison

Alison Blaus
Regulatory Health Project Manager
Division of Cardiovascular and Renal Products
Center for Drug Evaluation and Research
Food and Drug Administration
alison.blaus@fda.hhs.gov
p:(301) 796-1138
f:(301) 796-9838
Address for desk and courtesy copies:
Food and Drug Administration
10903 New Hampshire Avenue
White Oak, Building 22, Room 4158
Silver Spring, MD 20993
Address for official submissions to your administrative file:
Division of Cardiovascular and Renal Products
FDA, CDER, HFD-110
5901-B Ammendale Rd.
Beltsville, MD 20705-1266
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Pediatric Exclusivity Board Minutes
November 29, 2010
Voting Board Members
John Jenkins, Chair
Lisa Mathis, Deputy Chair
Dena Hixon
Sally Loewke
Advisors
Dianne Murphy
Julia Dunne
Elizabeth Dickinson
Kim Dettelbach
William Rodriguez
Robert Nelson

Review Division/Office
Martin Rose
Robert Temple
Shari Targum
Stephen Grant
Alison Blaus
Edward Fromm
Rajnikanth Madabushi
Mehul Mehta
Kevin Krudys
Elena Mishina
Norman Stockbridge
Yeh-Fong Chen
Pravin Jadhav

Determination for Clopidogrel (NDA 020839/S-051)
Initial Written Request:
Amended Written Request:
Timeframe for submission of studies:
Date report of studies submitted:
Due Date for Pediatric Exclusivity Determination:

Others
Elizabeth Durmowicz
Matthew Bacho, Board RPM

10/15/01
8/24/07
7/31/11
7/15/10
10/13/10

The initial board meeting for clopidogrel was held on October 5, 2010, and no
determination was made regarding Pediatric Exclusivity (PE). The Board decided that
Sanofi Aventis (Sponsor) should provide further information about their pediatric
program. The following questions were then sent to the Sponsor on 10/13/10:
1. In your protocol for CLARINET you stipulated that subjects were to be enrolled
“as early as possible” after shunt surgery. Nonetheless, almost half of the subjects
were randomized more than 2 weeks after surgery and 23% were randomized
more than 4 weeks after surgery. In a newsletter to the CLARINET investigators
dated 31 October 2007, Dr. David Wessel, the CLARINET Steering Committee
Chairman, wrote we “have found that more than 50% of patients are randomized
more than 2 weeks after palliation surgery. As you may know, the greatest
incidence of adverse thrombotic or fatal events after shunt palliation…” Please
provide us with details about any efforts you made to encourage investigators to
enroll subjects earlier and provide the rationale for the delays in randomization
seen in CLARINET. Please explain why you did not amend the protocol to
exclude patients who were more than two weeks post-shunt surgery once you
became aware of this issue.
2. At the End of Phase 2 meeting held on 12 July 2006, you asked us if additional
PD studies were required and in our preliminary response that you received prior
to the meeting we asked: “What is the level of platelet aggregation achieved with
5 micrograms [sic] of ADP as a function of age (neonates to adults)?” You did
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not provide the requested information at the meeting. According to the meeting
minutes, Dr. Stockbridge asked you “to provide data from your platelet inhibition
study to show the agonist effect of ADP in neonates. If the response in neonates is
similar to that in adults, then the dose range seems reasonable. If it is markedly
less than in adults, the premise for the study may need to be reconsidered.”
a. Please explain why you believe that a study of administering clopidogrel, an
inhibitor of ADP-induced platelet aggregation, to reduce shunt thrombosis at a
dose lower than that administered to adults is informative given ADP appears
to be a much less potent agonist of platelet aggregation in neonates and
infants/toddlers than in adults.
b. You chose to administer a dose of 0.2 mg/kg/day in CLARINET based on the
finding in the dose ranging study PICOLO that this dose produced an
approximately 50% reduction in inhibition of baseline platelet aggregation in
response to 5 μM ADP in neonates and infants/toddlers. This percentage
reduction was chosen as a target based on the effect of clopidogrel in adults.
Please explain why you believe that method for choosing a dose was
appropriate even though the response of platelets to ADP appears to be
reduced in neonates and infants/toddlers compared to adults.
c. The reduced response of platelets to ADP in neonates and infants/toddlers
might have been expected to have implications for the expected effect size of
clopidogrel in CLARINET. Please provide your rationale for the choice of an
expected effect size of 30% in light of these data.
d. On October 12, 2006, you submitted to us a document (SN 658 to IND 34663)
in response to queries we made at the July 2006 End of Phase 2 meeting.
Please disclose to us the date you became aware of the information contained
in that submission.
The Sponsor’s response was received on 10/25/10 and can be accessed in DARRTS
under NDA 020839 (Supporting Document #327).
The Written Request (WR) as amended described two (2) studies to provide data on the
use of clopidogrel for the reduction of the incidence of thrombosis in children with
systemic-to-pulmonary artery shunts for palliation of cyanotic congenital heart disease.
1. The Sponsor submitted reports on the following pivotal studies:
• Study 1 (PDY4422 or PICOLO) – A multicenter, randomized, double-blind,
placebo-controlled, dose-ranging pharmacodynamic (PD) assessment of platelet
aggregation inhibition with clopidogrel in children of Blalock-Taussig shunt age
categories (neonates and infants/toddlers)
• Study 2 (EFC5314 or CLARINET) – An international, randomized, double-blind
clinical study evaluating the efficacy and safety of clopidogrel 0.2 mg/kg once
daily versus placebo in neonates and infants with cyanotic congenital heart
disease palliated with a systemic-to-pulmonary artery shunt (e.g., modified
Blalock-Taussig shunt)
2. The Review Division (Division) summarized the Sponsor’s response to Question #1.
The latter’s rationale for late randomizations focused on (1) patients being critically
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3.

4.

5.

6.

7.

ill and hemodynamically unstable, (2) the possible need for additional invasive
intervention, and (3) investigators not wanting to subject parents to the stress of the
consent process immediately after major surgery. The Division added that these
issues did not appear to greatly inhibit the administration of aspirin, which is normal
practice in this patient population. When asked to elaborate on this point, the
Division noted that these data were not formally collected but they suspected that the
oral form of aspirin was predominantly used.
The Board then asked the Division to discuss the Sponsor’s stated concern about the
increased risk of gut ischemia as one possible reason for delayed randomization. The
Division stated that they did not specifically review this issue. The Division was also
invited to describe the usual practice regarding initiation of feeding and the use of
oral medications in this population. In general, a neonatologist noted that low
feedings are administered soon after surgery to assist the gut flora, among other
reasons, and gradually increased to full within one to two weeks making the evident
delays in randomization of 2 to 4 weeks in some patients seem excessive. In any
event, the ability to take anything orally would be evaluated on a patient-by-patient
basis. The Division added that neonates usually take aspirin within 3 days of surgery.
The Division then summarized the field inspection data on randomizations with a
focus on Orlando, FL, and Louisville, KY, where a broad range of delay in time to
randomization after surgery (5 to 79 days and 15 to 63 days, respectively) was
observed. The Board noted that an audit was still pending on clinical sites in
Argentina, which enrolled large numbers of patients.
The Division summarized the issues regarding pharmacodynamic (PD) data collected
from PICOLO and ADP agonist activity in neonates/infants and adults (Question #2).
Based on the Division’s original concern regarding the second study, which depended
on the relative activity between these two age groups, the Board asked how the
Division may have acted if it had known about the difference in 2006. For instance,
would the Division have considered a higher dose of clopidogrel for the phase 3 trial
or simply determined that ADP was not a relevant pathway in neonates and they not
requested the phase 3 trial? The Division noted that it was difficult to answer this
hypothetical question and they could not be certain about what their response might
have been.
The Division also disagreed with the Sponsor’s contention that the ADP question at
the EOP2 meeting was raised in the context of studying clopidogrel in older children,
a matter that had been addressed earlier when it was agreed that it was unnecessary to
include anyone other than neonates and infants. In their response, the Sponsor
defended their dose selection strategy for the phase 3 trial and stated that it was
supported by their consultants.
The Chair noted that in the usual case of drug development, where a sponsor is
seeking a new indication, the burden is on the sponsor to demonstrate efficacy.
However, in the context of pediatric exclusivity, where exclusivity can be granted
even if the drug is not shown to be efficacious, the burden for adequate study design
falls to FDA in composing the Written Request. He noted that the Sponsor did
conduct two clinical trials as requested and the fact that CLARINET involved 900
very sick neonate and infant patients.
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8. The Chair noted that the dose selection/ADP agonist matter would be very difficult
ground on which to deny PE since the Sponsor submitted the data requested on this
issue after the EOP2 meeting and the Division did not provide timely guidance on any
changes required for the phase 3 trial. The dose selected for the phase 3 trial met the
WR requirement for a 30-50% reduction in platelet aggregation. Others also noted
that the PD studies did show an effect of the drug on platelet aggregation and no one
could have known for sure that the selected dose would ultimately prove inadequate.
9. The Chair stated that a stronger case for denying exclusivity might be based on the
question of whether the Sponsor followed good scientific principles and made
reasonable efforts to address the Steering Committee’s concerns about late
randomization to study drug, which may have made it more difficult to show an effect
of clopidogrel in this population (if one exists). In this regard he noted that the WR
was not specific on the timing of randomization and that the protocol merely stated
that randomization should occur “as soon as possible” after surgery. This would
require an assessment of whether the late randomization of patients was reasonable.
10. The Division summarized the events that took place once the Steering Committee
(SC) discovered the high frequency of late randomizations: (1) the SC issued a
statement in their newsletter to trial investigators; (2) the Sponsor asked trial monitors
to encourage clinical sites to enroll patients earlier after surgery; (3) clinical
investigators were urged at 3 separate meetings to take such an action; and (4) study
coordinator teleconferences also encouraged a change to earlier enrollment.
However, the Division informed the Board that no clinical site for CLARINET ever
received a targeted communication regarding this issue, which turned out to be the
SC’s greatest concern. Others pointed out the fact that the SC did not stop the study
and the Sponsor did not amend the protocol to require earlier randomization.
11. The Chair inquired about whether CLARINET’s protocol was submitted as a Special
Protocol Assessment (SPA). The Division noted that the trial was submitted as an
SPA; however, there was never full agreement between the Sponsor and Division on
the SPA. The Chair inquired about whether the issue of time of randomization after
surgery was one of the areas of disagreement and the Division said it was not. The
Division did note that the protocol statement regarding randomization timing had
been changed from an earlier version requiring randomization within 2 weeks of
surgery.
12. The Chair asked if the Sponsor’s behavior in this matter was so far from the norm that
a case could be made that they did not conduct CLARINET according to good
scientific principles. There were varied opinions from those present at the Board
meeting on this issue with some arguing that the late randomization and the failure of
the Sponsor to act more aggressively was outside the norm and compromised the
interpretability of the trial, while others argued that the investigators might have had
legitimate reasons for the late randomization. The Division expressed concern that
the trial, while negative, might not truly be informative on the merits of use of
clopidogrel in this patient population and questioned whether useful information
could be included in the product labeling.
13. The group discussed the idea of reviewing case report forms (CRFs) to evaluate how
those reasons described under Point #2 affected decisions to start study treatment for
individual patients. The Division acknowledged that the Sponsor’s reported reasons
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of unstable hemodynamic status and the possible need for repeat surgery might be
valid in some patients. However, many of those present expressed the view that the
issue of wishing to avoid further parental stress due to initiation of the consent
process immediately after major surgery has not been substantiated in similar
situations. The Chair brought up the established process for reviewing these data
[MAPP 6010.6 The Use of Clinical Source Data in the Review of Marketing
Applications] using neutral 3rd parties in such instances as well as the lack of
precedent for this analysis since it is usually used for endpoints. The group also
discussed the possibility of having the Sponsor evaluate the CRFs.
14. The Chair stated that the timing of randomization could have been described more
thoroughly in the WR if this was a major concern. The Division and some Board
members argued that it is not possible to include every detail of a clinical program in
the WR and that a certain amount of faith in the Sponsor’s ability to conduct an
adequate study was always necessary.
15. When asked for their views on the issue of granting exclusivity, some Board members
agreed that the proposition of denying PE based on dose selection and ADP agonist
activity was weak. This was not the opinion of other members or their advisors, who
stated that children should not be enrolled in a trial where the dose for the conduct of
the trial would have been modified by data the Division had requested or the entire
trial would have been reconsidered. However, the Board members and some of their
advisors expressed concern regarding the issue of late randomization and that this
might have undermined the interpretability of CLARINET and indicated the
Sponsor’s failure to conduct that study according to good scientific principles. They
also agreed that more information regarding the Steering Committee’s actions as well
as the nature and timing of the Sponsor’s response, along with their subsequent
communications to study participants, should be evaluated.
(b) (5)
16. Citing
the Office of Chief Counsel (OCC)
(b) (5)
wondered
.
17 When asked about the importance of litigating this case to establish a principle, OCC
(b) (4)
stated

18 The Chair expressed a desire to review all of the documents on the concerns about
late randomizations and the actions take by the SC and the Sponsor, which the
Division agreed to provide.
19. The Chair inquired about the ramifications of a continued delay in making a
(b) (5)
determination regarding exclusivity and OCC noted
20. The Chair stated that granting exclusivity would be reasonable; however, he felt the
Board should evaluate additional data, including those requested under Point #18,
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before making a decision. He also noted that he would apprise the Center Director
about this challenging case.
Addendum
As described in Point #18 above, the Board requested on 11/30/10 the following items
from the Division:
1. All minutes of the CLARINET Steering Committee in which the issue of the
delay between shunt placement and randomization to the study were addressed.
2. All communications between the Steering Committee and the sponsor and
investigators regarding the issue of delayed randomization.
3. Any communications between the sponsor and study sites or study monitors
regarding the issue of delayed randomization and any instructions given to
encourage earlier randomization at study sites.
4. Any data available to the sponsor regarding the time of initiation of ASA, the
route of administration, the amount of delay between ASA initiation and
randomization for study drug, and any explanation for the delay. These data will
need to come from the sponsor. Perhaps the division could also randomly select a
small sample of patients and ask the sponsor to outline their clinical course and
the reasons for any delay between initiation of ASA and randomization to study
drug. This would be a small sample as a way to "audit" at a high level to better
understand the reason for any delay in randomization.
Recommendations
1. A determination could not be made because of the outstanding issues described
above.
2. In addition to the information requested (see Addendum), a suggestion was made to
wait for an audit of clinical sites located in Argentina before meeting again to discuss
the determination, which the Chair would like to do in January 2011.

Prepared by: __________________________

Date: __________________

Deputy Chair: _________________________

Date: __________________
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Sally Loewke
Charles Ganley

Review Division/Office
Martin Rose
Robert Temple
Yeh-Fong Chen
Stephen Grant
Alison Blaus
Edward Fromm
Rajnikanth Madabushi

Advisors
Dianne Murphy
Julia Dunne
Kim Dettelbach
Elizabeth Dickinson
William Rodriguez
Determination for Clopidogrel (NDA 020839/S-051)
Initial Written Request:
Amended Written Request:
Timeframe for submission of studies:
Date report of studies submitted:
Due Date for Pediatric Exclusivity Determination:

Others
Virginia Elgin
George Greeley
Rosemary Addy
Robert Yetter
Amy Taylor
Melissa Tassinari
Hari Sachs
Matthew Bacho, Board RPM
Ruby Leong
Allen Rudman

10/15/01
8/24/07
7/31/11
7/15/10
10/13/10

The Written Request (WR) described two (2) studies to provide data on the use of
clopidogrel for the reduction of the incidence of thrombosis in children with systemic-topulmonary artery shunts for palliation of cyanotic congenital heart disease.
1. Sanofi Aventis (Sponsor) submitted reports on the following pivotal studies:
• Study 1 (PDY4422 or PICOLO) – A multicenter, randomized, double-blind,
placebo-controlled, dose-ranging pharmacodynamic (PD) assessment of platelet
aggregation inhibition with clopidogrel in children of Blalock-Taussig shunt age
categories (neonates and infants/toddlers)
• Study 2 (EFC5314 or CLARINET) – An international, randomized, double-blind
clinical study evaluating the efficacy and safety of clopidogrel 0.2 mg/kg once
daily versus placebo in neonates and infants with cyanotic congenital heart
disease palliated with a systemic-to-pulmonary artery shunt (e.g., modified
Blalock-Taussig shunt)
2. The Review Division (Division) noted that the Sponsor had failed to follow good
scientific principles while conducting their clinical program.
3. The Board asked the Division to present their case so the latter discussed the first
major defect in the Sponsor’s pediatric program. The PD data from PICOLO indicate
that clopidogrel may be a less effective antithrombotic agent in neonates and
infants/toddlers than in adults, and there is no indication that these data were taken
into account by the Sponsor in planning CLARINET. The CLARINET study used a
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dose only one-fifth of the adult dose. At an End-of-Phase 2 (EOP2) meeting
[7/12/06], the Division asked about the level of platelet aggregation achieved in 5 µM
of ADP as a function of age (neonates to adults) and subsequently requested data
from PICOLO to determine the adequacy of the selected dose range. In the absence
of any antithrombotic drug, if the platelet aggregation response to ADP is reduced in
this age group (neonates to infants/toddlers) then the effectiveness of clopidogrel
could be similarly reduced. After receiving [8/8/06] the minutes for this meeting, the
Sponsor submitted [10/16/06] a document seeking some clarification regarding the
same. Included within this submission was the data the Division had requested but no
one reviewed them at the time. The Division believed that these data were not
prominent enough to be noticed.
4. The Board then asked the Division what it might have done had these data been
reviewed in a timely manner. The Division acknowledged a few possibilities: (1)
request an increase the power of CLARINET, (2) conduct another PD study to find a
more suitable dose (the Sponsor picked 0.2 mg/kg, which was about one-fifth the
adult dose) or (3) reconsider the usefulness of CLARINET.
5. The Division added that very little useful information could be labeled from these two
studies beyond the fact that they were performed. Such a conclusion led to an
obvious question about the ethics of such a program, especially since the Sponsor
never openly discussed the impact of PICOLO on any subsequent efficacy study
beyond the following statement in their 10/16/06 submission:
“The data show a greater degree of variability in the neonates and infant/toddler
group versus the adult population and a decreased responsiveness to ADP in these
groups as compared to adults.”
6. The Board reiterated the fact that the Division did not review the data from this
submission, a curious incongruity since the latter admitted that the document also
included language for amending the WR [which they issued on 8/24/07]. When
asked if the Sponsor had requested any feedback about this same submission, the
Division stated that there may have been an e-mail message but there was uncertainty
about a reply. The Board noted that the Division bore some responsibility for this
matter.
7. The Division then proceeded to discuss the second major defect in the Sponsor’s
pediatric program. The high rate of late initiation of clopidogrel in CLARINET was
inconsistent with good research practice and may have contributed to the study’s
negative outcome. The study protocol stated that clopidogrel be initiated “as early as
possible following shunt placement” but this did not occur. Such an outcome reduced
the power of the study to show a beneficial effect on early thrombotic events.
8. The Division added that the timing of aspirin administration was not captured, which
prevented their ability to gauge the patients’ receptivity to oral medication (although
clopidogrel is designed to be used in intubated patients).
9. The Division emphasized the importance of early thrombotic events, as suggested by
the scientific literature, and the failure to administer clopidogrel early in CLARINET.
Their view was reinforced by a 10/7/07 message from Dr. David Wessel, MD, Chair
of the study’s Steering Committee, who strongly recommended that children be
randomized as soon as possible after shunt palliation because greater than half of
earlier patients had been randomized more than two weeks after initial surgery. The
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Division clarified the fact that clopidogrel was consistently administered at the time
of randomization, but that randomization was delayed too long after the surgery.
10. Addressing the Division’s position regarding the conduct of these two studies, the
(b) (4)
Board noted that pediatric exclusivity had been denied to
on the basis of
not following good scientific principles because the ECG strips had not been
collected.
11. When asked if the dose from PICOLO had been suitable, the Division stated that it
would have been suitable if the caveat they posed had been satisfied, which in this
case was the similarity of platelet aggregation in response to 5 µM ADP between
neonates/infants/toddlers and adults. The Division believed that these data were
available to the Sponsor at the time of the EOP2 meeting but the Sponsor chose not to
discuss their possible impact on the pediatric program.
12. With respect to the protocol for CLARINET, the Division noted that it was available
at the EOP2 meeting and they found it acceptable.
13. The Division focused on the timing of the randomization and noted that
CLARINET’s power was ultimately determined by the adverse event rate, which was
derived from an observation study done by Li. The latter clearly showed that the
majority of events appeared during the first week after shunt placement. The Board
noted their impression that the Sponsor did not expect the randomizations to be so
late. (The Division added that an audit of CLARINET was ongoing.)
14. When asked for their opinions, other Board members stated that CLARINET was not
conducted in an ethical manner. Indeed, the negative outcome predicted by the
PICOLO data would allow the Sponsor to avoid labeling the indication. The Division
reiterated their inability to substantively label the data from CLARINET, especially
given the differences in ADP agonism between age groups.
(b) (5)
15. The Office of Chief Counsel (OCC)
. The Board then emphasized the joint agreement statement in the
WR (Efficacy and Safety Study section):
“Dose levels for use in this study will be determined by a joint agreement between
you and the Division, based upon the dose-response data in the pilot dose ranging
study.”
This could be pertinent since the Division did not actually review the PICOLO data.
(b) (5)
In response, OCC inquired about

16. The Division also acknowledged the Sponsor’s attempt to have the randomization
done early but neither their efforts nor the Wessel statement (see Point #9 above) did
much good. However, the Sponsor was fully aware of the PICOLO data and the early
thrombotic events (generally seen under these circumstances) yet decided to proceed
with an efficacy and safety study (CLARINET) that would avoid many of the events
that were to be measured in the primary endpoint.
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17. The Chair concluded that a determination could not be made at this meeting. In the
past, sponsors have been asked to address certain issues prior to such decisions so the
following questions should be sent to Sanofi Aventis:
• Why did the Sponsor proceed with the selected dose in CLARINET knowing the
differences in ADP agonism between neonates/toddlers/infants and adults shown
by PICOLO?
• Why was the protocol not more specific about the timing of randomization when
the scientific literature indicated the predominance of early thrombotic events?
• Knowing the outcome of PICOLO, why did the Sponsor choose not to sufficiently
power CLARINET to show a difference between clopidogrel and placebo?
Given what we know now, the Board wondered whether the Division would have
even requested another study testing clopidogrel in this patient population.
18. The Board expressed concern about the pending patents for clopidogrel and whether
any generics could be approved soon.
Addendum
In a message dated 10/5/10 from Dena Hixon, the Office of Generic Drugs verified the
fact that a patent is currently blocking any approvals of generic clopidogrel products until
November 2011.
Recommendations
1. A determination could not be made because of the outstanding issues described
above.
2. The Division agreed to draft the questions mentioned under Point #17 above. These
will be submitted to the Board soon for distribution and edits.
3. The Board requested a deadline for the Sponsor’s responses. Once those responses
are received, another meeting should be scheduled to discuss them.
4. The Chair noted the message from Dena Hixon and stated that the Board had time to
fully explore this matter and make the right decision.

Prepared by: __________________________

Date: __________________

Deputy Chair: _________________________

Date: __________________
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Drug:

PLAVIX (clopidogrel bisulfate) Tablets

Sponsors:

sanofi aventis & Bristol Myers Squibb (BMS)

Meeting Type:

Pediatrics (CLARINET) Labeling Discussion with Sponsors

FDA Participants:
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Norman Stockbridge, M.D., Ph.D.
Director
Stephen M. Grant, M.D.
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Background
Clopidogrel is a platelet P2Y12 ADP-receptor inhibitor currently marketed for treatment of patients with
acute coronary syndrome and those with recent MI, recent stroke, or established peripheral arterial disease.
The clopidogrel pediatric developmental program was initiated in 2000 to determine if administration of
clopidogrel to infants who had undergone systemic-to-pulmonary artery shunt placement for palliation of
congenital heart disease would reduce the risk of shunt thrombosis. The sponsor submitted a proposed
pediatric study request and the Agency responded with a Pediatric Written Request (PWR) on 15 October 15
2001. After completion of a dose-ranging study in children (PICOLO), the sponsor met with the Division to
discuss their planned special protocol assessment (SPA) for the Phase 3 safety and efficacy study
(CLARINET). This SPA was submitted on 9 May 2006 and the Division responded with a No Agreement
letter on 12 July 2006. Subsequently, the PWR was amended to reflect the agreements. The sponsors met
with the Agency on 10 May 2010 for a pre-NDA meeting where a number of aspects of the supplement to
the NDA were discussed.
Based on the results of CLARINET, sanofi aventis proposed the following labeling changes in the sNDA
submitted as amendment 051 to NDA 20839 on 15 July 2010:
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(b) (4)

After review of the supplement by the Division, we proposed (on 14 December 2010) to delete subsection
5.6 and to change subsection 8.4, Pediatric Use, to the following:
8.4 Pediatric Use
Safety and effectiveness in pediatric populations have not been established.
A randomized, placebo-controlled trial neither demonstrated nor ruled out a clinical benefit of
administering clopidogrel to neonates and infants with cyanotic congenital heart disease palliated
with a systemic-to-pulmonary arterial shunt. Possible factors contributing to this outcome include
administration of too low a dose of clopidogrel to have an effect and initiation of clopidogrel too
long after shunt placement.
On 23 December 2010, sanofi aventis responded to the Division’s proposal with the following (which does
not differ significantly from their original proposal):
(b) (4)
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(b) (4)

This meeting on 5 January 2011 was scheduled to discuss both the Division’s and the sponsor labeling
proposals and their associated rationale.

Meeting
Dr. Stockbridge began by explaining that the process of determining pediatric exclusivity is directed by Dr.
John Jenkins and is separate from the process of revising the label. PREA requires that studies conducted in
children to fulfill a PWR be described in labeling, even if a study does not advance our understanding of the
drug’s utility. Dr. Stockbridge made clear that the Division had concluded that the design and conduct of
CLARINET limited the interpretability of the study. While a benefit of administering clopidogrel was not
demonstrated, neither was a sizable benefit of administering an appropriate dose at the appropriate time
excluded.
The sponsor acknowledged our concerns, but did not think it appropriate to include in the label reasons that
might explain why CLARINET failed to demonstrate a benefit because they were speculative. The Division
agreed to eliminate the sentence describing possible factors that may have contributed to CLARINET’s
outcome and proposed the following:
8.4 Pediatric Use
Safety and effectiveness in pediatric populations have not been established.
A randomized, placebo-controlled trial neither demonstrated nor ruled out a clinical benefit of
administering clopidogrel to neonates and infants with cyanotic congenital heart disease palliated
with a systemic-to-pulmonary arterial shunt.
(

Sanofi-aventis objected to the inclusion of “nor ruled out” and stating that “not demonstrated” summarizes
the outcome accurately. The Division noted that some studies are definitive in excluding an important
benefit, but CLARINET was not such a study. It is important that the label be worded so that physicians
understand that CLARINET does not exclude clinical benefits in children with systemic-to-pulmonary artery
shunt.
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(b) (4)

. Sanofi said that they need to
discuss the proposed wording with BMS after the teleconference, but plan to return with a counterproposal.
Prior to concluding the teleconference, the sponsors asked whether the Division felt it would be appropriate
to insert the name of the study here so that when the results are published, the data could be easily referenced
by the reader. The Division agreed that it would be acceptable to note the study name in section 8.4.

Conclusion
Sanofi-aventis and BMS will respond to our new proposal for subsection 8.4 by the end of the week.
Post Meeting Note:
After considering the suggested wording proposed at the 5 January 2011 meeting, Sanofi/BMS responded via
email with the following proposal for the label:
(b) (4)

Minutes preparation: __________________________________
Alison Blaus
Concurrence, Chair:

__________________________________
Norman Stockbridge, M.D., Ph.D.

Draft: ab 6Jan11
Final: ab 7Jan11
Reviewed:
Fromm 6Jan11
Rose 6Jan11
Grant 6Jan11
Stockbridge 6Jan11
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration
Silver Spring MD 20993

NDA 20839/S-051

INFORMATION REQUEST

sanofi aventis U.S. LLC
Attention: Nancy Barone Kribbs, Ph.D.
Senior Director, Global Regulatory Affairs
9 Great Valley Parkway
Malvern, PA 19355-1304
Dear Dr. Kribbs:
Please refer to your July 15, 2010 supplemental new drug application submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Plavix (clopidogrel bisulfate) 75 mg Tablets.
We also refer to our correspondence, dated November 30, 2010, requesting additional information needed
for our review of your July 15, 2010 request for pediatric exclusivity. In that letter, we requested, “Any
data available to you regarding the time of initiation of ASA, the route of administration, initiation of oral
feeding, the amount of delay between ASA initiation and randomization to clopidogrel, and any
explanation for the delay.” Per our phone conversation on December 2, 2010, you indicated that you
would provide this information for five CLARINET study centers that we selected. We would like you to
provide the following information from the following study centers (their corresponding study center
number is in parentheses):
1.
2.
3.
4.
5.

Marcelo Felipe Kozak (76503)
Estela Horowitz (76502)
Andrea De Zorzi (380500)
Suresh Joshi (356510)
Henri Justino (840006)

The information requested from those sites to address the above-mentioned request from the November
30, 2010 letter would be the following pieces of data:
1.
2.
3.
4.
5.
6.
7.

Subject #
Date of birth
Initial shunt palliation surgery date
Start date of post-operative aspirin therapy (by any route of administration)
Start date of post-operative aspirin therapy (by mouth or feeding tube)
Start date of post-operative feeding by mouth or by feeding tube
Daily oral/feeding tube calorie intake, expressed as kcal/kg/day, for each day between start of oral or
feeding tube feeding and the date of first dose of study drug (with date)
8. Daily oral/feeding tube fluid volume intake, expressed as mL/kg/day, for each day between start of
oral or feeding tube feeding and the date of first dose of study drug (with date)
9. CLARINET randomization date
10. Date of first dose of study drug
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11. If the date of randomization occurred after the earlier of the start date of oral or feeding tube
administration of aspirin or the start date of feeding by mouth or feeding tube (at any intensity),
provide the reason for the delay in randomization.
If you have any questions, please call Alison Blaus, Regulatory Health Project Manager at 301-796-1138.

Sincerely,
{See appended electronic signature page}
Norman Stockbridge, M.D., Ph.D.
Director
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration
Silver Spring MD 20993

INFORMATION REQUEST

NDA 20839/S051

sanofi aventis U.S. LLC
Attention: Nancy Barone Kribbs, Ph.D.
Senior Director, Global Regulatory Affairs
9 Great Valley Parkway
Malvern, PA 19355-1304
Dear Dr. Kribbs:
Please refer to your July 15, 2010 supplemental new drug application submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Plavix (clopidogrel bisulfate) 75 mg Tablets.
We are currently reviewing this submission and are requesting the following information. We request a
prompt written response in order to continue our evaluation of your sNDA. Please provide:
1. A list of dates of all CLARINET Data and Safety Monitoring Board (DSMB) meetings (both
teleconferences and face-to-face meetings).
2. A list of dates of every CLARINET Steering Committee meetings (both teleconferences and face-toface meetings).
3. The meeting minutes from every DSMB and Steering Committee meeting. Please also include any
information provided to the DSMB and Steering Committee members at these meetings, if such
information is not included in the meeting minutes (e.g., slide presentations, data). If these minutes
have already been provided, please provide a link or a date of that submission in your response
document.
4. All communications between the DSMB and the Steering Committee.
5. A description of the role of the CLARINET Steering Committee.
6. All communications among you, the Steering Committee, the investigators, and the clinical trial
monitors regarding the issue of delayed randomization.
7. Any communications between you and study sites or study monitors regarding the issue of delayed
randomization and any instructions given about the timing of randomization at study sites.
8. Any data available to you regarding the time of initiation of ASA, the route of administration,
initiation of oral feeding, the amount of delay between ASA initiation and randomization to
clopidogrel, and any explanation for the delay.
If you have any questions, please call Alison Blaus, Regulatory Health Project Manager at 301-796-1138.

Sincerely,
{See appended electronic signature page}
Norman Stockbridge, M.D., Ph.D.
Director
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration
Silver Spring MD 20993

NDA 20839/S051

INFORMATION REQUEST

sanofi aventis U.S. LLC
Attention: Colleen M. Davenport, Ph.D.
Director, Drug Regulatory Affairs
11 Great Valley Parkway
P.O. Box 3026
Malvern, PA 19355
Dear Dr. Davenport:
Please refer to your July 15, 2010 supplemental new drug application submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Plavix (clopidogrel bisulfate) 75 mg Tablets.
Reference is also made to your correspondence dated July 15, 2010 requesting a determination of
exclusivity. We are requesting additional information regarding the studies performed to fulfill the terms
of the Written Request. In addition, because of this request for additional information, please be advised
that the exclusivity determination will be delayed.
Please provide responses to the following two questions by October 25, 2010:
1. In your protocol for CLARINET you stipulated that subjects were to be enrolled “as early as
possible” after shunt surgery. Nonetheless, almost half of the subjects were randomized more than 2
weeks after surgery and 23% were randomized more than 4 weeks after surgery. In a newsletter to the
CLARINET investigators dated 31 October 2007, Dr. David Wessel, the CLARINET Steering
Committee Chairman, wrote we “have found that more than 50% of patients are randomized more
than 2 weeks after palliation surgery. As you may know, the greatest incidence of adverse thrombotic
or fatal events after shunt palliation…” Please provide us with details about any efforts you made to
encourage investigators to enroll subjects earlier and provide the rationale for the delays in
randomization seen in CLARINET. Please explain why you did not amend the protocol to exclude
patients who were more than two weeks post-shunt surgery once you became aware of this issue.
2. At the End of Phase 2 meeting held on 12 July 2006, you asked us if additional PD studies were
required and in our preliminary response that you received prior to the meeting we asked:
“What is the level of platelet aggregation achieved with 5 micrograms [sic] of ADP as a function of
age (neonates to adults)?”
You did not provide the requested information at the meeting. According to the meeting minutes, Dr.
Stockbridge asked you “to provide data from their platelet inhibition study to show the agonist effect
of ADP in neonates. If the response in neonates is similar to that in adults, then the dose range seems
reasonable. If it is markedly less than in adults, the premise for the study may need to be
reconsidered.”
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a. Please explain why you believe that a study of administering clopidogrel, an inhibitor of
ADP-induced platelet aggregation, to reduce shunt thrombosis at a dose lower than that
administered to adults is informative given ADP appears to be a much less potent agonist of
platelet aggregation in neonates and infants/toddlers than in adults.
b. You chose to administer a dose of 0.2 mg/kg/day in CLARINET based on the finding in the
dose ranging study PICOLO that this dose produced an approximately 50% reduction in
inhibition of baseline platelet aggregation in response to 5 µM ADP in neonates and
infants/toddlers. This percentage reduction was chosen as a target based on the effect of
clopidogrel in adults. Please explain why you believe that method for choosing a dose was
appropriate even though the response of platelets to ADP appears to be reduced in neonates
and infants/toddlers compared to adults.
c. The reduced response of platelets to ADP in neonates and infants/toddlers might have been
expected to have implications for the expected effect size of clopidogrel in CLARINET.
Please provide your rationale for the choice of an expected effect size of 30% in light of these
data.
d. On October 12, 2006, you submitted to us a document (SN 658 to IND 34663) in response to
queries we made at the July 2006 End of Phase 2 meeting. Please disclose to us the date you
became aware of the information contained in that submission.
Finally, we request that you preserve all internal and external communications and any other documents
about these issues.
If you have any questions, please call:
Alison Blaus
Regulatory Health Project Manager
301-796-1138

Sincerely,
{See appended electronic signature page}
Norman Stockbridge, M.D., Ph.D.
Director
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
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.
--------------------------------------------------------------------------------------------------------/s/
---------------------------------------------------ALISON L BLAUS
10/13/2010
NORMAN L STOCKBRIDGE
10/13/2010
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration
Silver Spring MD 20993

FILING COMMUNICATION

NDA 20-839/S-051

sanofi aventis U.S. LLC
Attention: Colleen M. Davenport, Ph.D.
Director, Drug Regulatory Affairs
11 Great Valley Parkway
P.O. Box 3026
Malvern, PA 19355
Dear Dr. Davenport:
Please refer to your July 15, 2010 supplemental new drug application submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Plavix (clopidogrel bisulfate) 75 mg Tablets.
We also refer to your submissions dated August 26, September 8, 9, 15, and 23, 2010.
At this time, we are notifying you that, we have not identified any potential review issues. Please note
that our filing review is only a preliminary evaluation of the supplemental application and is not
indicative of deficiencies that may be identified during our review.
If you have any questions, please call:
Alison Blaus
Regulatory Health Project Manager
301-796-1138

Sincerely,
{See appended electronic signature page}
Norman Stockbridge, M.D., Ph.D.
Director
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
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.
--------------------------------------------------------------------------------------------------------/s/
---------------------------------------------------ALISON L BLAUS
09/27/2010
NORMAN L STOCKBRIDGE
09/27/2010
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Food and Drug Administration
Silver Spring MD 20993

PRIORITY REVIEW DESIGNATION

NDA 20-839/S-051

sanofi aventis U.S. LLC
Attention: Colleen M. Davenport, Ph.D.
Director, Drug Regulatory Affairs
11 Great Valley Parkway
P.O. Box 3026
Malvern, PA 19355
Dear Dr. Davenport:
Please refer to your July 15, 2010 supplemental new drug application submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Plavix (clopidogrel bisulfate) 75 mg Tablets.
We also refer to your submissions dated August 26, September 8, and 9, 2010.
We have completed our filing review and have determined that your application is sufficiently complete
to permit a substantive review. Therefore, this application is considered filed 60 days after the date we
received your application in accordance with 21 CFR 314.101(a). The review classification for this
application is Priority. Therefore, the user fee goal date is January 15, 2011.
We are reviewing your application according to the processes described in the Guidance for Review Staff
and Industry: Good Review Management Principles and Practices for PDUFA Products. Therefore, we
have established internal review timelines as described in the guidance, which includes the timeframes for
FDA internal milestone meetings (e.g., filing, planning, mid-cycle, team and wrap-up meetings). Please
be aware that the timelines described in the guidance are flexible and subject to change based on
workload and other potential review issues (e.g., submission of amendments). We will inform you of any
necessary information requests or status updates following the milestone meetings or at other times, as
needed, during the process. If major deficiencies are not identified during the review, we plan to
communicate proposed labeling and, if necessary, any postmarketing commitment requests by January 1,
2011.
If you have any questions, please call Alison Blaus, Regulatory Health Project Manager, at 301-796-1138.
Sincerely,
{See appended electronic signature page}
Norman Stockbridge, M.D., Ph.D.
Director
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Application
Type/Number
-------------------NDA-20839

Submission
Type/Number
-------------------SUPPL-51

Submitter Name

Product Name

-------------------SANOFI AVENTIS
US LLC

-----------------------------------------PLAVIX

--------------------------------------------------------------------------------------------------------This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
--------------------------------------------------------------------------------------------------------/s/
---------------------------------------------------ALISON L BLAUS
09/09/2010
NORMAN L STOCKBRIDGE
09/09/2010
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Food and Drug Administration
Silver Spring, MD 20993

NDA 20839/S-051
PRIOR APPROVAL SUPPLEMENT
sanofi-aventis U.S. Inc.
on behalf of sanofi-aventis U.S. LLC
Attention: Colleen M. Davenport, Ph.D.
Director, Global Regulatory Affairs
9 Great Valley Parkway
P.O. Box 3026
Malvern, PA 19355
Dear Dr. Davenport:
We have received your July 15, 2010, supplemental New Drug Application (sNDA) submitted
under section 505(b) of the Federal Food, Drug, and Cosmetic Act for the following:
Name of Drug Product: Plavix (clopidogrel bisulfate)
NDA Number: 20839
Supplement number: 051
Date of supplement: July 15, 2010
Date of receipt: July 15, 2010
This supplemental application proposed labeling changes to the 5.6, Warnings and Precautions,
Special Populations and 8.4, Use in Specific Pediatric Populations.
Please cite the application number listed above at the top of the first page of all submissions to
this application. Send all submissions, electronic or paper, including those sent by overnight
mail or courier, to the following address:
Food and Drug Administration
Center for Drug Evaluation and Research
Division of Cardiovascular and Renal Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

NDA 20839/S-051
Page 2

If you have questions, please contact:
Ms. Alison Blaus
Regulatory Health Project Manager
(301) 796-1138

Sincerely,
{See appended electronic signature page}
Edward Fromm, R.Ph., RAC
Chief, Project Management Staff
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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