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EXCLUSIVITY SUMMARY

NDA #22-291 SUPPL # N/A HFD # 160

Trade Name Promacta

Generic Name Eltrombopag Olamine

Applicant Name GlaxoSmithKline

Approval Date, If Known pending

PART 1 IS AN EXCLUSIVITY DETERMINATION NEEDED? -

1. An exclusivity determination will be made for all original applications, and all efficacy
supplements. Complete PARTS Il and I of this Exclusivity Summary only if you answer "yes" to

one or more of the folowing 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, SES5, SEé6, SE7, SE8
505(b)(1)
¢) Did it require the review of clinical data other than to support a safety claim or change in
labeling related to safety? (If it required review only of bioavailability or bioequivalence
data, answer "no."

YES NO[]

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.

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

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

¢) Has pediatric exclusivity been granted for this Active Moiety?
: YES[] NoO

If the answer to the above guestion in YES, is this approval a result of the studies submitted in

response to the Pediatric Written Request?

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 O 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 [X]

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

NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in Part 11, #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, ifknown, the NDA
#(s). : '

NDA#

NDA#
NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART I1 IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part II of the summary should
only be answered “NO” for original approvals of new molecular entities.)

IF “YES,” GO TO PART Il ' :

PARTIII  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). Ifthe answer to 3(a)
is "yes" for any investigation referred to in another application, do not complete remainder of
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summary for that investigation.
YES [] No[J

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, expléin:

(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[] wNo[]
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If yes, explain:

(© Ifthe answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations
submitted in the application that are essential to the approval:

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 ofa 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:

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[]
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If you have answered "yes" for one or more investigation, identify the NDA in whicha

similar investigation was relied on:

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), lessany
that are not "new"):

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 queétion 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# YES[] !No[]
! Explain:

Investigation #2 !
!

IND # YES [] ! 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?
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Investigation #1 !

!
YES [] INO 1 A
Explain: ! Explain: -

Investigation #2 !

!
YES [] ' NO []

Explain: ! 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[] NOo[]

If yes, explain:

Name of person completing form: Hyon-Zu Lee, Pharm.D.
Title: Project Manager
Date: November 12, 2008

Name of Office/Division Director signing form: Rafel Dwaine Rieves, M.D.

Title: Division Director

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

Rafel Rieves
11/12/2008 03:49:36 PM



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

NDA/BLA#: 22-291 Supplement Number: N/A NDA Supplement Type (e.g. SE5): NN A

Division Name;Division of Medical PDUFA Goal Date: Stamp Date: 12/1 9/20@»
lmaging and Hematology Products  September 19, 2008
{DMIHP) (extended)

Proprietary Name:  Promacta

Established/Generic Name: eltrombopag olamine

Dosage Form: Tablets

Applicant/Sponsor:  GlaxoSmithKline

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

(1)
2 _____
)
(4)

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

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

Indication: For the treatment of thrombocytopenia in patients with chronic immune (idiopathic)

thrombocytopenic purpura (ITP)who have had an insufficient response to corticosteroids, immunoglobulins or

spleneciomy.

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

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

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

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

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

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

[] No. Please proceed to the next question.

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




NDA/BLA# 22-29122-29122-29122-29122-291 Page 2

Q4: Is there a full waiver for all pediatric age groups for this indication (check one)?
[1Yes: (Complete Section A.)
L] No: Please check all that apply:

[] Partial Waiver for selected pediatric subpopulatlons (Complete Sections B)

] Deferred for some or all pediatric subpopulations (Complete Sections C)

(] Completed for some or all pediatric subpopulations (Complete Sections D)

] Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)
[[] Extrapolation in One or More Pediatric Age Groups (Complete Section F)

(Please note that Section F may be used alone or in addition to Sections C, D, and/or E.)

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

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

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

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

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

[ Justification attached.
If studies are fully waived, then pediatric information is complete for this indication. If there is another

indication, please complete another Pediatric Page for each indication. Otherwise, this Pedjatric Page is
complete and should be signed.

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

Check subpopulation(s) and reason for which studies are being partially waived (fill in applicable criteria below):
- ——Note_If Neonate_includes premature infants, list minimum-and-maximum-age in-“gestational age” (in- weeks). -

Reason (see below for further detail):
minimum maximum fear:?l:le# N?ttzgsgmgu' Ine:i;e:;if\(/ﬁ or Fog;ll:el (aiiion
benefit*

[] | Neonate | __ wk.__mo. | __wk.__ mo. ] ] O ]
[1 | Other _yr._mo. | _yr._ mo. ] O 1 O
1 | other _yr.__mo. | __yr.__mo. O O 1 O
[ | Other _yr._mo. | __yr.__mo. ] ol ] O
[ | Other _yr.__mo. | __yr.__mo. U O ] ]
Are the indicated age ranges (above) based on weight (kg)? " No; [J Yes.

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

] Disease/condition does not exist in children

1 Too few children with disease/condition to study

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

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

t Ineffective or unsafe:

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

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

[] Evidence strongly suggeéts that product would be ineffective and unsafe in all pediatric subpopulations
(Note: if studies are partially waived on this ground, this information must be mcluded in the Iabellng )

A Formulation failed:

] Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for
this/these pediatric subpopulation(s) have failed. (Nofe: A partial waiver on this ground may only cover
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this
ground must submit documentation detailing why a pediatric formulation cannot be developed. This
submission will be posted on FDA's website if waiver is granted.)

[] Justification attached.

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

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



NDA/BLA# 22-29122-29122-29122-29122-291

pediatric subpbpulations.
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ISection C: Deferred Studies (for selected pediatric subpopulations).

il

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

below):
, Applicant
Reason for Deferral Certification
Deferrals (for each or all age groups): t
| Other
Ready Need .
for Additional | APpropriate .
. A 1| Adult Saf Reason Received
Population minimum maximum | ~\Pprova ult Safety or (specify
in Adults | Efficacy Data *
below)
[] | Neonate _wk.__mo.|__wk _ mo. O il ] ]
[] | Other _yr.__mo. |{__yr.__ mo. 1 O il D
(1 | Other __yr.__mo. |__yr.__mo. ] ] | ]
[] | Other _y.__mo. | __yr.__mo. ] ] ] ]
[] | Other __yr.__mo. | __yr.__mo. ] ] ] ]
All Pediatric
] Populations Oyr.0mo. | 16yr. 11 mo. J ] 1 U
Date studies are due (mm/dd/yy):
Are the indicated age ranges (above) based on weight (kg)? [[1No; [] Yes.
[ 1No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage?

* Other Reason:

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

the applicant in an appropriate manner (e.g., in an approval letter that

marketing commitment.)

specifies a required study as a post-

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

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (ederpmhs@fda.hhs.gov) OR AT 301-796-0700.
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. I Section D: Completed Studies (for some or all pediatric subpopulations).

Pediatric subpopulation(s) in which studies have been completed (check belbw): - -
Population minimum maximum PeRC Pediztﬁri: Cﬁzzc’e;sment form

[1 | Neonate _wk.__mo. | _wk._ mo. Yes [ ] No []

[] | other _yr.__mo. |__yr__mo. Yes [] No []

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

[] | Other - __Yyr._mo. |__yr.__mo. Yes [] No []

[] | Other _yr._mo. |__yr._ mo. Yes [] No[]

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

Are the indicated age ranges (above) based on weight (kg)? [JNo; [ Yes.

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

Note: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or
completed studies, Pediatric Page is complete and should be signed. If not, complete the rest of the Pediatric

Page

as applicable.

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

Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed: '
Population minimum maximum
] Neonate __wk.__mo. __wk.__mo.
D Other __yr.__mo. __yr.__mo.
O Other __yr.__mo. __yr.__mo.
] Other __yr.__mo. __yr.__mo.
] Other __yr.__mo. __yr.__mo.
[ | All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.
Are the indicated age ranges (above) based on weight (kg)? [ No; [ Yes.
Are the indicated age ranges (above) based on Tanner Stage? [ ] No; [ ] Yes.

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

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

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

I¥ THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (¢derpmbs@ida.hhs.zov) OR AT 301-796-0709.
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pharmacokinetic and safety studies. Under the statute, safety cannot be extrapolated.

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

Extrapolated from:
Population minimum maximum . ' Other Pediatric
| Adult Studies? Studies?
[J | Neonate _wk.__mo. |__wk.__mo. J O
[1 | Cther __yr.__mo. __yr.__mo. ] ]
1 | Other __yr.__mo. __yr.__mo. M N
[] | Other __yr.__mo. __yr.__mo. ] O
L1 | Other | —yr. _mo. __yr.__mo. O ]
All Pediatric

O Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. ] ]
Are the indicated age ranges (above) based on weight (kg)? [1 No; [] Yes.

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

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

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

This page was completed by:

{See appended electronic signature page}

Regulatory Project Manager
(Revised: 6/2008)

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

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs/é

fda.hhs.zov) OR AT 301-796-0700.
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Attachment A
(This attachment is to be completed for those applications with multiple indications only.)

Indication #2:

Q1: Does this indication have orphan designation?
[] Yes. PREA does not apply. Skip to signature block.
‘ [1 No. Please proceed to the next question,
Q2: Is there a full waiver for all pediatric age groups for this indication (check o'ne)?
[1 Yes: (Complete Section A.)
[] No: Please check all that apply:
[] Partial Waiver for selected pediatric subpopulations (Complete Sections B)
[] Deferred for some or all pediatric subpopulations (Complete Sections C)
.[[] Completed for some or all pediatric subpopulations (Complete Sections D)
[] Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)
[[] Extrapolation in One or More Pediatric Age Groups (Complete Section F)
(Please note that Section F may be used alone or in addition to Sections C, D, and/or E.)

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

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

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

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

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

[ Justification attached.

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

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhsi@ida.bhs.gov) OR AT 301-796-0700.
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i |Section B: Partially Waived Studies (for selected pediatric subpopulations)

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

Reason (see below for further detail):
minimum maximum feal\;(i)l;(le# N?ﬁg::ggﬁgg;m' '"elff:SCaﬁf\(l; or Fog:ﬁggon
enefit

[] | Neonate | __wk.__mo.|__wk. __ mo. J A [l il i
[] | Other _yn.__mo. |__yr.__mo. O | [l O
[ | Other _yr.__mo. |__yr.__mo. O il O O
[ | other _yr._mo. [__yr._ mo. il ] ] ]
[1 | Other _yr.__mo. |__yr.__mo. il ™ 1 ]
Are the indicated age ranges (above) based On'weight (k@)? I No; [] Yes.

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

] Disease/condition does not exist in children

| Too few children with disease/condition to study

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

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

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

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

A Formulation failed:

] Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may only cover
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this
ground must submit documentation detailing why a pediatric formulation cannot be developed. This
submission will be posted on FDA's website if waiver is granted.) 4

[ Justification attached.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Section C and complete the PeRC Pediatric Plan
Template); (2) submitted studies that have been completed (if so, proceed fo Section D and complete the
PeRC Pedjatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@ida.hhs.zov) OR AT 301-796-0700.
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proceed to Section F).. Note that more than one of these options may apply for this indication to cover all of the
pediatric subpopulations.

- I Section-C: Deferred-Studies-(for some-or-all-pediatric-subpopulations).- - ————

Check pediatric subpopulation(s) for which pediatric studies are being deferred (and fill in applicable reason
below): .

Applicant
: Reason for Deferral Certification
Deferrals (for each or all age groups): t
Other
Ready Need .
for Additional Apg)éggg;lte Received
Population minimum maximum | Approval | Adult Safety or (specify
in Adults | Efficacy Data *
below)
[J | Neonate _wk.__mo. | _wk.__mo. O ] O O
[] | Other _yr._mo. |__yr._ mo. | 1 ] ]
(1 { Other _yr.__mo. |__yr.__mo. Il ] ] M
[1 | other _yr.__mo. |__yr.__mo. d D O ]
{11 Other _yr.__mo. |__yr._ mo. ] il il ]
All Pediatric :
O Populations Oyr.0Omo. | 16yr. 11 mo. | ] J n
Date studies are due (mm/dd/yy):
Are the indicated age ranges (above) based on weight (kg)? [ No; [] Yes.

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

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

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

1F THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (¢derpmhsi@ifda.hhs.goyv) OR AT 301-796-0700.
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10
— l Section D: Completed Studies (for some or all pediatric subpopulations). |
Pediatric subpopulation(s) in which studies have been completed (check below): B
. - . PeRC Pediatric Assessment form
Population -minimum maximum attached?
] | Neonate __wk._mo. | _wk.__mo. Yes [] No []
[1 | Other _yr._mo. |__yr._ mo. Yes [] No ]
] | Other _yr.__mo. |__yr.__mo. Yes [] No []
(1 | Other _yr.__mo. |__yr.__ mo. Yes [} No []
1 | Other _yr._mo. |__yr.__mo. " Yes[] No []
7 | All Pediatric Subpopulations | 0 yr. 0 mo. 16 yr. 11 mo. Yes [ ] No []
Are the indicated age ranges (above) based on weight (kg)? [J No; [] Yes.

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

Note: If there are no further pedlatrlc subpopulations to cover based on partial waivers, deferrals and/or
completed studies, Pediatric Page is complete and should be signed. If not, complete the rest of the Pediatric

Page as applicable.
| Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations): J
Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed:
Population : minimum maximum
] Neonate , __wk.__mo. __wk. __mo.
Il Other __yr.__mo. _yr.__mo
] Other __yr.__mo. __yr.__mo
O Other ' __yr.__mo. oy
1 Other __yr.__mo. : __yr.__mo
0 | All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.
Are the indicated age ranges (above) based on weight (kg)? [J No; [] Yes.

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

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

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-6700.
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| Section F: Exirapolation from Other Adult and/or Pediatric Studies (for deferred and/or completed studies) |

- “Note:Pediatric-efficacy canbe-extrapolated-from-adequate-and -well-controlled studies in-adultsand/orother —
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pediatric subpopulation for which
information will be extrapolated. Extrapolation of efficacy from studies in adults and/or other children usually
requires supplementation with other information obtained from the target pediatric subpopulation, such as
pharmacokinetic and safety studies. Under the statute, safety cannot be extrapolated.

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:
' . Extrapolated from:
Population minimum maximum ) Other Pediatric
Adult Studies? Studies?
[J | Neonate __wk._mo. |_wk. __mo. ] 1
[ | Other __yr.__mo. __yr.__mo. O 0
[ | Other __yr.__mo. __yr.__mo. il O
[ | Other __yr.__mo. __yr.__mo. ] O
[T] | Other __yr.__mo. __yr.__mo. ] O
All Pediatric '
] Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. | O O
Are the indicated age ranges (above) based on weight (kg)? [J No; [] Yes.
" Are the indicated age ranges (above) based on Tanner Stage? [ No;[] Yes.

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

If there are additional indications, please copy the fields above and complete pediatric information as
directed. If there are no other indications, this Pediatric Page is complete and should be entered into DFS
or DARRTS as appropriate after clearance by PeRC.

This page was completed by:

{See appended eiectronic signature page}

Regulatory Project Manager
FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE PEDIATRIC AND MATERNAL HEALTH
STAFF at 301-796-0700 ’

(Revised: 6/2008)

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhsi@fda.hihs.gov) OR AT 301-796-0700.
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CONFIDENTIAL
m1.3.3 Debarment Certification

... __ DEBARMENT CERTIFICATION - |

GlaxoSmithKline certifies that it did not and will not use in any capacity the services
of any person debarred under Section 306 of the Federal Food, Drug and Cosmetic Act in
connection with this application (NDA 22-291).

Craig Wozniak November 2, 2007



ACTION PACKAGE CHECKLIST

NDA Supplement #
BLA STN #

NDA # 22-291
BLA #

IfNDA, Efficacy Supplement Type:

Proprietary Name: Promacta
Established/Proper Name: eltrombopag olamine
Dosage Form: Tablets

Applicant: GlaxoSmithKline
Agent for Applicant (if applicable):

RPM: Hyon-Zu Lee

Division: HFD-160

NDAs:
NDA Application Type: 505(b)(1) [ 505(b)(2)
Efficacy Supplement: | []505(b)}(1) [_] 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 NDA Regulatory Filing Review for
this application or Appendix A to this Action Package
Checklist.)

505(b)(2) Original NDAs and 505(b)(2) NDA supplements:
Listed drug(s) referred to in 505(b)(2) application (include
NDA/ANDA #(s) and drug name(s)):

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

{1 Ifno listed drug, check here and explain:

Prior to approval, review and confirm the infermation previously
provided in Appendix B to the Regulatory Filing Review by re-
checking the Orange Book for any new patents and pediatric
exclusivity. If there are any changes in patents or exclusivity,
notify the OND ADRA immediately and complete a new Appendix
B of the Regulatory Filing Review.

[ ] No changes [C] 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.

On the day of approval, check the Orange Book again for any new
patents or pediatric exclusivity.

% User Fee Goal Date
Action Goal Date (if different)

September 19, 2008
November 20, 2008

< Actions

» Proposed action

T

CJcr

-
1 NA

None

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

< Advertising (approvals only)

Note: If accelerated approval (21 CFR 314.510/601.41), advertising MUST have been

submitted and reviewed (indicate dates of reviews)

[C] Requested in AP letter
X Received and reviewed

' 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: 5/19/08
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*,

< Application® Characteristics

’,

7

Review priority: | ] Standard Priority
Chemical classification (new NDAs only): 1P

[ ] Fast Track
[[] Rolling Review
Orphan drug designation

[ Rx-to-OTC full switch
[] Rx-to-OTC partial switch
[] Direct-to-OTC

NDAs: Subpart H
Accelerated approval (21 CFR 314.510)
[] Restricted distribution (21 CFR 314.520)
Subpart I
[] Approval based on animat studies

BLAs: Subpart E
Subpart H
[] Submitted in response to a PMR

[ Submitted in response to a PMC

Comments:;

[ ] Accelerated approval (21 CFR 601.41)
[] Restricted distribution (21 CFR 601.42)

[1 Approval based on animal studies

0,
b

Application Integrity Policy (AIP) http:/Awww.fda.gov/ora/compliance ref/aip_page.html

¢ Applicant is on the AIP [ Yes No
¢ This application is on the AIP (1 Yes No
¢ Ifyes, exception for review granted (file Center Director’s memo in
Administrative/Regulatory Documents section, with Administrative (] Yes
Reviews)
e Ifyes, OC clearance for approval (file communication in .
Administrative/Regulatory Documents section with Administrative [] Yes [T] Notan AP action
Reviews)
% .Date reviewed by PeRC (required for approvals only) Orphan Drug Designation:
If PeRC review not necessary, explain: May 5, 2008
% BLAsonly: RMS-BLA Product Information Sheet for TBP has been completed and [ Yes, date
forwarded to OBPS/DRM (approvals only) ?
% BLAsonly: isthe product subject to official FDA lot release per 21 CFR 610.2 [ Yes [] No

(approvals only)

< Public communications (approvals only)

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

Yes [] No

®  Press Office notified of action

Yes [] No

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

[] None

HHS Press Release
] FDA Talk Paper
{T] CDER Q&As

] Other

2 All questions in all sections pertain 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: 5/19/08
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% Exclusivity

s Is approval of this application blocked by any type of exclusivity? X No 1 Yes

e NDAsand BLAs: Is there existing orphan drug exclusivity for the “same”
drug or biologic for the proposed indication(s)? Refer to 21 CFR No 7 Yes
316.3(b)(13) for the definition of “same drug” for an orphan drug (i.e., If, yes, NDA/BLA # and
active moiety). This definition is NOT the same as that used for NDA date exclusivity expires:
chemical classification.

e (b)(2) NDAs only: Is there remaining 5-year exclusivity that would bar [ No [] Yes
effective approval of a 505(b)(2)_application)? (Note that, even if exclusivity Hyes, NDA # and date
remains, the application may be tentatively approved if it is otherwise ready exz lu;ivi ty expires:

Jor approval.) pires:

e (b)(2) NDAs only: Is there remaining 3-year exclusivity that would bar ] No [] Yes
effective approval of a 505(b)(2) application? (Note that, even if exclusivity If ves. NDA # and date
remains, the application may be tentatively approved if it is otherwise ready exZIu;ivi ty expires:

Jor approval.) pires:

e (b)(2) NDAs only: Is there remaining 6-month pediatric exclusivity that [ No [] Yes
would bar effective approval of a 505(b)(2) application? (Note that, even if Tyes. NDA # and date
exclusivity remains, the application may be tentatively approved if it is eleu;ivi tv expires:
otherwise ready for approval ) ' Y eXpires:

* NDAsonly: Is this a single enantiomer that falls under the 10-year approval No [ Yes
limitation of 505(u)? (Note that, even if the 10-year approval limitation Iyes NDA # and date 10-

period has not expired, the application may be tentatively approved if it is
otherwise ready for approval.)

year limitation expires:

< 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.

Verified
[C] Not applicable because drug is
an old antibiotic.

Patent Certification [S05(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.

21 CFR 314.50()(1)(i)(A)
[l Verified

21 CFR 314.50(1)(1)
O aiy O i)

[505(b)(2) applications] If the application includes a paragraph II 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).

[] No paragraph III certification
Date patent will expire

[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)).

] N/A (no paragraph IV certification)
[ verified

Version: 5/19/08



NDA/BLA #
Page 4

[505(b)(2) applications] For each paragraph IV certification, based on the
guestions-below;-determine-whether-a 30-month stay-of approval is-in-effect due |-
to patent infringement litigation.

Answer the following questions for each paragraph 1V certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s
notice of certification?

(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(¢))).

If “Yes,” skip 1o 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(£)(2))).

If “Ne,” 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(£)(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).

E] Yes

{1 Yes

[T Yes

7 ves

[ No

] No

[J No

[ No

Version: 5/19/08
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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?

(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 1V 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.

7

[ Yes [ Neo

Copy of this Action Package Checklist®

Included

consented to be identified on this list (approvals only)

_List of officers/employees who participated in the decision to approve this application and

Included

Documentation of consent/nonconsent by officers/employees

Included

J

Action(s) and date(s)
November 20, 2008

Package Insert (write submission/communication date at upper right of first page of Pl)

e
X

Most recent division-proposed labeling (only if generated after latest applicant
submission of labeling)

N/A

<

Most recent submitted by applicant labeling (only if subsequent division labeling
does not show applicant version)

October 29, 2008

o,
o

Original applicant-proposed labeling

December 18, 2007

Other relevant labeling (e.g., most recent 3 in class, class lébeling), if applicable

Nplate

KD
o

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

K2
o

Most-recent division-proposed labeling (only if generated afier latest applicant
submission of labeling)

? Fill in blanks with dates of reviews, letters, etc.
Version: 5/19/08
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®e

% Most recent submitted by applicant labeling (only if subsequent division labeling
does not show applicant version) '

October 17, 2008

~-——<%—Original-applicant=proposed-labeling

August 8,2008

®,

% Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable

Nplate

®,
Q

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

®,

% Most-recent division proposal for (only if generated after latest applicant
submission)

N/A

0

% Most recent applicant-proposed labeling

September 29, 2008

*
<

Labeling reviews (indicate dates of reviews and meetings)

RPM September 10, 2008
X DMEDP May 16, 2008
DRISK September 11, 2008
X DDMAC May 2, 2008,
August 28, 2008
] css
Other reviews
MHT: June 10, 2008,
CMC: October 8, 2008

S

Administrative Reviews (e.g., RPM Filing Review'/Memo of Filing Meeting) (indicate
date of each review)

June 2, 2008

NDAs only: Exclusivity Summary (signed by Division Director)

X Included

AlP-related documents
o  Center Director’s Exception for Review memo
e Ifapproval action, OC clearance for approval

Not on AIP

Pediatric Page (approvals only, must be reviewed by PERC before finalized)

Inctuded

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

Verified, statement is

U.S. agent (include certification) acceptable
% Postmarketing Requirement (PMR) Studies [[] None
*  Outgoing communications (if located elsewhere in package, state where located) ](\)]g?e?ggelro’fggg’g

¢ Incoming submissions/communications

October 14, 2008,
November 10, 2008

% Postmarketing Commitment (PMC) Studies None
¢  Outgoing Agency request for postmarketing commitments (if located elsewhere
in package, state where located)
¢ Incoming submission documenting commitment
% Outgoing communications (letters (except previous action letters), emails, faxes, telecons) | Included
< Internal memoranda, telecons, etc. Included

*
°oe

Minutes of Meetings

¢ Pre-Approval Safety Conference (indicate date; approvals only)

WI:]WNot aﬁpllé;ble

September 12, 2008

e Regulatory Briefing (indicate date)

* Filing reviews for other disciplines should be filed behind the discipline tab.
Vgrsion: 5/19/08

X No mig
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*  Pre-NDA/BLA meeting (indicate date)

(1 Nomtg August 2, 2007

e EOP2 meeting (indicate date)

[] Nomtg January 24, 2006

o Other (e.g., EOP2a, CMC pilot programs)

N/A

¢

K2
*

Advisory Committee Meeting(s)

L>

{Z] No AC meeting

e Date(s) of Meeting(s)

May 30, 2008

48-hour alert or minutes, if available

do

+

Office Director Decisional Memo (indicate date for each review)

[C] None November 20, 2008

Division Director Summary Review (indicate date for each review)

[] None October 29, 2008

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

e T

Clinical Reviews

X None

¢ Clinical Team Leader Review(s) (indicate date for each review) None
®  Clinical review(s) (indicate date for each review) September 15, 2008
®  Social scientist review(s) (if OTC drug) (indicate date for each review) None

% Safety update review(s) (indicate location/date if incorporated into another review)

see MO review dated Sept. 15,
2008, page 71.

<% Financial Disclosure reviews(s) or location/date if addressed in another review
OR
If no financial disclosure information was required, review/memo explaining why not

see MO review dated Sept. 15,
2008, page 29.

X

o,
"

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

*

[ ] None
QT/IRT review: May 16, 2008

do

A

Safety update review(s) (indicate location/date if incorporated into another review)

te

*

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

Not needed

< REMS
¢ REMS Document and Supporting Statement (indicate date(s) of submission(s))
s  Review(s) and recommendations (including those by OSE and CSS) (indicate
location/date if incorporated into another review)

] None

Submissions: March 27, 2008,
April 18, 2008, October 1,2, 17,
20, 22,2008

Reviews & Recommendations:
May 1, 2008, July 8, 2008,
(meeting and email), August 25,
2008 (email), September 19, 2008
(email), September 22, 2008
(minutes), October 14, 15, 17, 30,
2008 (email), November 6, 2008
(email), November 13, 2008 (fax).
November 20, 2008.

e

% DSl Inspection Review Summary(ies) (include copies of DSI letters to investigators)

] None requested

e  Clinical Studies

® Filing reviews should be filed with the discipline reviews.
Version: 5/19/08

June 5, 2008, September 4, 2008
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¢ Bioequivalence Studies

*  Clinical Pharmacology Studies

ogy X

e
Ld

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

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

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

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

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

September 18, 2008

harmacology

< 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 August 11, 2008
% DSI Clinical Pharmacology Inspection Review Summary Xl None

3

Pharmacology/Toxicology Discipline Reviews

e ADP/T Review(s) (indicate date for each review) [J None October 8, 2008
*  Supervisory Review(s) (indicate date for each review) None
®  Pharmytox review(s), including referenced IND reviews (indicate date for each [] Nore October 6, 2008
review) >
% Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date [ None
Jor each review)

% Statistical review(s) of carcinogenicity studies (indicate date for each review)

(] Nocarc June 3,2008

% ECAC/CAC report/memo of meeting

L] None July 25, 2008
Included in P/T review, page

DSI Nonclinical Inspection Review Summary

None requested

CMC/Quality Discipline Reviews
e ONDQA/OBP Division Director Review(s) (indicate date for each review)

[ ] None September 11, 2008

* Branch Chief/TeamLeader Review(s) (indicate date for each review)

None

*  CMC/product quality review(s) (indicate date for each review)

L] None February 11, 2008,
July 24, 2008, October 8, 2008

* BLAs only: Facility information review(s) (indicate dates)

™ None

% Microbiology Reviews

» NDAs: Microbiology reviews (sterility & pyrogenicity) (indicate date of each
review) .

* BLAs: Sterility assurance, product quality microbiology

X Not needed

°
L4

Reviews by other disciplines/divisions/Centers requested by CMC/quality reviewer
(indicate date for each review)

None

*,
o

Environmental Assessment (check one) (original and supplemental applications)

Version; 5/19/08
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X Categorical Exclusion (indicate review date)(all original applications and
all efficacy supplements that could increase the patient population)

See CMC review dated July 24,
2008, page 253.

- Review & FONSI (indicate date of review)

N/A

[ Review & Environmental Impact Statement (indicate date of each review)

N/A

%

< Facilities Review/Inspection

* NDAs: Facilities inspections (include EER printout) (date completed must be
within 2 years of action date)

Date completed: May 30, 2008
Acceptable
] withhold recommendation

e BLAs:
» TBP-EER

» Compliance Status Check (approvals only, both original and all
supplemental applications except CBEs) (date completed must be within
60 days prior to AP)

Date completed:

] Acceptable

[ withhold recommendation
Date completed:

(] Requested

[} Accepted [] Hold

< NDAs: Methods Validation

[ ] Completed
[ ] Requested
[ ] Not yet requested
Not needed

Version: 5/19/08
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Appendix A to Action Package Checklist

An'NDA or NDA supplemental application is likely to be a 505(b)(2) application if:

(1) Itrelies 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 itrelies 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 itrelies 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) ora (b)(?).

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: 5/19/08
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation oOoDbP

FACSIMILE TRANSMITTAL SHEET

DATE: November 13, 2008

To: Dennis Williams, R.Ph. From: Hyon-Zu lLee, Pharm. D.

Company: GlaxoSmithKline Division of Medical Imaging and Hematology
Products

Fax number: 610-917-5772 Fax number: 301-796-9849

Phone number: 610-917-6844 Phone number: 301-796-2050

Subject: NDA 22-291 Promacta REMS template

Total no. of pages including cover: 12

Comments:

Document to be mailed: QYES BNO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the
content of this communication is not authorized. If you have received this document in error, please
notify us immediately by telephone at (301) 796-2050. Thank you. ’



Dear Mr. Williams,

Title IX, Subtitle A, Section 901 of the Food and Drug Administration Amendments Act of 2007
(FDAAA) amends the FDCA to authorize FDA to require the submission of a Risk Evaluation and
Mitigation Strategy (REMS) if FDA determines that such a strategy is necessary to ensure that the
benefits of the drug outweigh-the risks-(section-505-1(a)). This provision took effect onMarch 25,
2008.

In accordance with section 505-1 of the FDCA, we have determined that a REMS is necessary for
Promacta to ensure that the benefits of the drug outweigh the following risks: 1) risk for
hepatotoxicity; 2) risk for marrow fibrosis; 3) risk for hemorrhage following discontinuation of
eltrombopag due to worsened thrombocyotpenia than was present at baseline; 4) risk for
thrombotic/thromboembolic complications due to excessive platelet counts; 5) risk for hematologic
malignancy. You must submit a proposed REMS that consists of a Medication Guide, elements to
assure safe use, an implementation system, and a timetable for assessments of the REMS.

The attached REMS template is our recommendation as to what your REMS should look like.

APPEARS THIS WaAY
OGN ORIGINAL
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Lee, Hyon-Zu

From: dennis.q.williams@gsk.com

Sent:  Monday, November 10, 2008 9:44 AM
To: ~—Lee, Hyon-Zu - | o
Subject: RE: Promacta letter- PMR

Hi Hyon-Zu,
I can confirm that these changes to the PMR no. 4 and 5 are acceptable to GSK.

Best regards,
Dennis

“Lee, Hyon-Zu" <Hyon.Lee@fda.hhs.gov>

To dennis.q.wiliams@gsk.com
07-Nov-2008 16:30 ‘ cc
Subject RE: Promacta letter- PMR

Mr. Dennis,
We have revised the PMR no. 4 and 5 as follows: please confirm acceptability.

4, To develop and maintain a prospective, observational pregnancy exposure registry study
conducted in the United States that compares the pregnancy and fetal outcomes of women exposed to

Promacta® (elirombopag) Tablets during pregnancy to an unexposed control population. The registry
will detect and record major and minor congenital anomalies, spontaneous abortions, stillbirths, elective
terminations, adverse effects on immune system development, platelet number and function, neoplasm
formation, bone marrow reticulin formation, thrombotic events, and any serious pregnancy outcomes.
These events will also be assessed among infants through at least the first year of life.

Final Protocol Submission: May 2009

Study Start Date: November 2009

First Interim Report Submission: November 2010, then annually
Final Report Submission: November 2019

5. To conduct a milk-only lactation study in the subset of women enrolled in the pregnancy registry
that choose to breastfeed their infants. This study will be designed to detect the presence and

‘concentration of Promacta® (eltrombopag) Tablets in breast milk and any effects on milk production
and composition. The study will include a symptom diary for mothers to record any adverse effects in
the breastfeeding infants.

11/10/2008
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Final protocol Submission: May 2009

Study Start Date: November 2009

First Interim Report Submission: November 2010, then annually
~—Final Report Submission:—— “November 2019 o

Thank you,

Hyon-Zu

From: dennis.q.williams@gsk.com [mailto:dennis.q.williams@gsk.com]
Sent: Tuesday, October 14, 2008 6:45 PM

To: Lee, Hyon-Zu '

Subject: Fw: Promacta letter- PMR

Hi Hyon-Zu,

Attached is GSK's agreement to the Post Marketing Requirements proposed by the FDA in the October 10th IR
letter. GSK accepts the proposed PMRs and applicable dates proposed by FDA.

| made two minor changes in the text of PMR no. 1 and no. 2. | changed the text on the first line from - — Q(@)

Additionally, it is our understanding the proposed pregnancy registry is an observational registry. Stated another
way, it is our understanding that PMR no. 4 is not proposing that patients that enroll in the registry would be
required to consent to tests such as platelet function tests or bone marrow biopsies (to detect bone marrow
reticulin formation). If GSK's understanding is incorrect, please let me know.

Regards,
Dennis

---- Forwarded by Dennis R Williams/PharmRD/GSK on 10/14/2008 06:21 PM -
"Leaman, Diane V" <diane.leaman@fda.hhs.gov>

10-Oct-2008 15:35

To dennis.q.williams@gsk.com

CC x| gg, Hyon-Zu" <Hyon.Lee@fda.hhs.gov>
Subject Promacta letter

11/10/2008
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MEMORANDUM OF TELECONFERENCE

Date: October 30,2008 ) , A -

Time: 3:30-4 PM
Location: White Oak Bldg 22, Rm 2201
Application: NDA 22-291: Promacta® (eltrombopag) Tablets
Between
FDA Attendees:

Division of Medical Imaging andHematoloey Products
Hyon-Zu Lee, Pharm.D., Regulatory Project Manager

Office of Surveillance and Epidemiology (QSE)
Suzanne Berkman, Pharm.D., Risk Management Analyst, Division of Risk Management

And
External Constituent Attendees and Titles:
Sophia Goodison, M.P.H., Associate Director, Global Clinical Safety
Josephine Comisky, Risk MAP, Senior Director
Dennis Williams, R.Ph., Assistant Director, Regulatory Affairs, Oncology

Katie Dawson

The Agency sent comments on October 30, 2008 to the GSK’s REMS submitted on October 20
and 21, 2008 and arranged the teleconference to clarify some of the comments.

REMS Supporting Document:

e



% Page(s) Withheld

| / Trade,Sé;Cre.t,/ Confidential (b4). |

- Draft Labeling (b4) :

' ____ Draft Labeling (b5)

Deliberative Process (b5)



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

/s/ ' e .

Hyon Z Lee
11/6/2008 1C:43:22 AM
CSO




Page 1 of 2

Lee, Hyon-Zu

From: Lee, Hyon-Zu

Sent: Thursday, November 06, 2008 10:28 AM
To: 'déhnis.q:wiilrliiré}ﬁs@gsk.com'
Subject: Promacta: FDA REMS comments

Mr. Williams,

Please find below our comments on your November 4, 2008 Promacta REMS submission:

{4)

= < S S

As discussed during the October 30, 2008 teleconference, we do not expect GSK to resubmit these (or any)
materials at this time. We will await a full submission with the (revised based FDA pending comment) and REMS
template (with appended letters, forms, materials, and procedures) and Supporting Document.

Thank you,

Hyon-Zu Lee, Pharm.D,

Regulatory Project Manager

Division of Medical Imaging and Hematology Products
Office of Oncology Drug Products

Center for Drug Evaluation and Research

Office: 301-796-2050
Fax; 301-796-9849
Hyon.lee@fda.hhs.gov

This e-mail message is intended for the exclusive use of the recipient(s) named above. [t may contain information that is
protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not authorized to
receive such information. If you are not the intended recipient, any dissemination, distribution or copying is strictly
prohibited. If vou think you have received this e-mail message in error, please e-mail the sender immediately at

11/6/2008
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Lee, Hyon-Zu
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From: dennis.q.williams@gsk.com

Sent: Tuesday, November 04, 2008 12:06 PM
rTo: 7 " Lee, Hyon-Zu

Subject: RE: Promacta; expedited reports

~ Follow Up Flag: Follow up
Flag Status: Blue

Hi Hyon-Zu,

GSK agrees to expedite post-marketing reports of bone marrow fibrosis and new malignancies/progression of

malignancies with Promacta.

Regards,
Dennis

"Lee, Hyon-Zu" <Hyon.Lee@fda.hhs.gov>

To dennis.q.willams@gsk.com
04-Nov-2008 08:47 cc

Subject RE: Promacta: expedited reports

Yes, this is for post-marketing only.

Thank you,
Hyon-Zu

From: dennis.g.williams@gsk.com [mailto:dennis.q.williams@gsk.com]
Sent: Monday, November 03, 2008 4:48 PM

To: Lee, Hyon-Zu

Subject: Re: Promacta: expedited reports

Hi Hyon-Zu,
I'lt get back to you about this request. -Can you confirm this request is only for post-marketing reports?

Regards,
Dennis

11/5/2008
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Lee, Hyon-Zu

From: Lee, Hyon-Zu

Sent: _ Thursday, October 30, 2008 2:16 PM :
To: ‘dennis.qg.williams@gsk.com’

Subject: Promacta: FDA REMS comments

Attachments: REMS Promacta Comments 10 30 08.doc
Mr. Williams,
Please find attached FDA REMS comments.

We particularly will clarify the following comments during today's teleconference.

REMS Supporting Document:

[y o

Thank you,

Hyon-Zu Lee, Pharm.D.

Regulatory Project Manager

Division of Medical Imaging and Hematology Products
Office of Oncology Drug Products

Center for Drug Evaluation and Research

Office; 301-796-2050
Fax; 301-796-9849
Hyon Lee@fda.hhs.gov

This c-mail message is intended for the exclusive use of the recipient(s) named above. It may contain information that is
protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not authorized to

10/3072008
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receive such information. If you are not the intended recipient, any dissemination, distribution or copying is strictly
prohibited. If you think you have received this e-mail message in error, pleasc e-mail the sender immediately at
Hyon.Lee@fda.hhs.gov : '

 APPEARS THIS WAY
ON ORIGINAL
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Lee, Hyon-Zu

‘rom: Ali Ibrahim, Ebla

Sent: Friday, October 17, 2008 4:16 PM
To: " 'dennis.q.williams@gsk.com’

Cc: - - — ———}kee;Hyon-Zu

Subject: FDA REMS Response

Follow Up Flag: Follow up

Flag Status: Blue

Hello Mr. Williams,

Please see below our responses to your questions, in blue. Thank you.

id)

(4}

nid)

b(4)

b4y
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Lee, Hyon-Zu

From: Lee, Hyon-Zu

Sent:  Wednesday, October 15, 2008 1:02 PM
To: 'dennis.q.williams @gsk.com’

Subject: RE: FDA REMS comments

Mr. Williams,
Please see our responses in blue font.

Thank you,
Hyon-Zu

From: dennis.q.williams@gsk.com [mailto:dennis.qg.williams@gsk.com]
Sent: Wednesday, October 15, 2008 10:48 AM

To: Lee, Hyon-Zu -

Subject: Re: FDA REMS comments

Hi Hybn—Zu,

We are in the process of addressing the FDA's questions and implementing your comments into the REMS.

There is two issues that we need feedback on urgently (within the next 24 hours if possible) in order for us to
respond. with our submission promptly.

ey

"Lee, Hyon-Zu" <Hyon.Lee@fda.hhs.gov>

s
Siaeds”

Thanks,
Dennis

10/16/2008
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From: Lee, Hyon-Zu

--Sent: - - - —Tuesday,-October14,2008-5:03-PM-
To: ‘dennis.q.williams@gsk.com’
Subject: FDA REMS comments

Attachments: FDA Promacta REMS Comments 10 14 08.doc
Hi,
Please see attached FDA REMS comments.

Thanks,

Hyon-Zu Lee, Pharm.D.

Regulatory Project Manager

Division of Medical Imaging and Hematology Products
Office of Oncology Drug Products

Center for Drug Evaluation and Research

Office; 301-796-2050
Fax; 301-796-9849
Hyon.Lee@fda hhs.gov

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain information that is
protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not authorized to
receive such information. If you are not the intended recipient, any dissemination, distribution or copying is strictly

prohibited. If you think you have received this e-mail message in error, please e-mail the sender immediately at

Hyon.Lee@fda.hhs.gov

10/14/2008
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Lee, Hyon-Zu

From: Lee, Hyon-Zu

Sent Tuesday October 14,2008 11:20 AM B i
To: ' 'dennis.qg. thams@gsk com'’

Subject: Promacta labeling

Attachments: FDAtoGSK 10.14.08.doc

Mr. Williams,

Please see attached DMIHP’s additional edits on the PI. Please submit a clean copy of the Pl (in the PLR format)
and a clean copy of the MedGuide (without numbering).

Thank you,

Hyon-Zu Lee, Pharm.D.

Regulatory Project Manager

Division of Medical Imaging and Hematology Products
Office of Oncology Drug Products

Center for Drug Evaluation and Research

Office; 301-796-2050
Fax; 301-796-9849
Hyon.Lee@fda.hhs.gov

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain information that is
protectud privileged, or confidential, and it should not be disseminated, distributed, or. copied to persons not authorized to
receive such information. 1f you are not the intended recipient, any dissemination, distribution or copying is strictly
prohibited. If you think you have received this e-mail message in error, please e- mail the sender immediately at

Hyon. ,eeﬁ)fdi hhs.gov

10/14/2008
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Lee, Hyon-Zu

From: dennis.g.williams@gsk.com

Sent: Tuesday, October 14, 2008 6:45 PM B -
To: Lee, Hyon-Zu
Subject: . Fw: Promacta letter- PMR

Follow Up Flag: Follow up
Flag Status: Blue
Attachments: N22291REM.pdf; post-approval commitments-promacta.doc

Hi Hyon-Zu,

Attached is GSK's agreement to the Post Marketing Requirements proposed by the FDA in the October 10th IR
letter. GSK accepts the proposed PMRs and applicable dates proposed by FDA.

I made two minor changes in the text of PMR no. 1 and no. 2. | changed the text on the first line from "

— - ’@@3

Additionally, it is our understanding the proposed pregnancy registry is an observational registry. Stated another
way, it is our understanding that PMR no. 4 is not proposing that patients that enroll in the registry would be
required to consent to tests such as platelet function tests or bone marrow biopsies (to detect bone marrow
reticulin formation). If GSK's understanding is incorrect, please let me know.

Regards,
Dennis

—— Forwarded by Dennis R Williams/PharmRD/GSK on 10/14/2008 06:21 PM —— -
"Leaman, Diane V" <diane.leaman@fda.hhs.gov>

70 ennis.q.willams@gsk.com

10-0ct-2008 15:35 €C v e, Hyon-Zu” <Hyon.Lee@fda.hhs.gov>

Subject Promacta letter

Dennis,

Hyon-Zu is out today. | am sending you this letter for her. See attached.
Diahe Leaman, RPM

Division of Medical Imaging and Hematology Products

Office of Oncology Drug Products

Center for Drug Evaluation and Research

<<N22291REM.pdf>>

10/16/2008
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wé DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

v Food and Drug Administration
Rockville, MD 20857

GlaxoSmithKline
Attention: Dennis Williams

© 1250 South Collegeville Road
Collegeville, PA 19426

Dear Mr. Williams,

Please refer to your December 18, 2007 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Promacta® (eltrombopag) Tablets,
25 mg and 50 mg.

We also refer to the September 22, 2008 teleconference discussion of the Post Marketing
Requirements (PMRs) for this application.

Please supply PMR text, as outlined below, along with applicable dates for response to the
requirements. We have proposed dates in this text. If you modify these dates, please briefly
summarize the basis for the modifications. Within the EXTEND study, we have cited a plan for
collection of baseline and follow-up data pertaining to bone marrow findings and we have
proposed a sample size. You may wish to obtain these data in a separate study. If so, please

* appropriately modify the text and provide a brief summary of the new study, including the new
study's title. Additionally, if you choose to modify the sample size for the bone marrow
expectations, please justify your modification.

b{4)
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If you have any questions, call Hyon-Zu Lee, Pharm.D., Regulatory Project Manager, at
301-796-2050.

Sincerely,
{See appended electronic signature page!l

Rafel Dwaine Rieves, M.D.

Director ‘
Division of Medical Imaging and Hematology Products
Office of Oncology Drug Products

Center for Drug Evaluation and Research
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NDA 22-291
Promacta (eltrombopag olamine)

Safety Updafé Review

: Thé safety update is included on page 71 through page 108 in the Medical Officer review
dated September 15, 2008.
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NDA 22-291
Promacta (eltrombopag olamine)

Financial Disclosure Review

The financial disclosure is included on page 29 in the Medical Officer review dated

September 15, 2008. _ ?
Q ll((“)



MEMORANDUM OF TELECONFERENCE

-Date:September 22,2008 -

Time: 4 -5 PM

Location: White Oak Bldg 22, Rm 1311

Application: NDA 22-291: Promacta™ (e]nombopa ) Tablets

Between

And

FDA Attendees:

Division of Medical Imaging and Hematology Products

Rafe] Rieves, M.D., Division Director

Kathy Robie-Suh, M. D., Ph.D., Medical Team Leader, Hematology
Andrew Dmytrijuk, M. D Medlcd] Reviewer

Hyon-Zu Lee, Pharm.D., chulatory Project Manager

Office of Surveillance and Epidemiology (OSE)
Suzanne Berkman, Pharm.D., Risk Management Analyst, Division of Risk Manaoemenl
Marcia Britt, Ph.D., Health Pdu;atlonal Reviewer, Division of Risk Management

Division of Drug Marketine. Advertisinig, and Commumcat1ons (DDMAC)
Michelle Safarik, PA-C, Regulatory Review Officer
Carrie Newcomer, Pharm.D., Consumer Promotion Analyst

External Constituent Attendees and Titles:

. Michael Arning, M.DD., Ph.D.. Group Director, Oncology MDC

Sophia Goodison, M. P H., Associate Director, Global Clinical Safety

Josephine Comisky, Risk MAP Senior Director

Randy Batenhorst, Pharm.D., V.P., US Regulatory A ffairs

Julian Jenkins. M.S_; Global Project Leader, Oncology MDC

Debasish Roychowdhur\ M.D., V.P., Clinical Development, Oncolog gy MDC, US
Nicole Stone, Ph.D., Associate DlrectOI Clinical Development, Oncology MDC us
Dennis Williams, R. Ph. Assistant Dlmclor Regulatory Affairs, Oncology

Robert Bohinski, Associate Director, US Regulatory Affairs

Isaac Hammond, V.P., Safety

The Agency sent comments on September 19, 2008 to the GSK’s REMS submitted on
September 2, 2008 and arranged the teleconference to discuss the issues further.
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Lee, Hyon-Zu

From: Lee, Hyon-Zu o 7 ) el
‘Sent:  Friday, October 03, 2008 10:29 AM

To: ‘d'ennis.q.williams@gskcom'

Subject: NDA 22-291 Promacta-

Mr. Williams,

In addition to submitting the agreed upon labeling in SPL, we have the following comments for the SPL Drug-
Listing Data Element: S

1. Revise

2. Revise

Thank you,

Hyon-Zu Lee, Pharm.D.

Regulatory Project Manager

Division of Medical Imaging and Hematology Products -
Office of Oncology Drug Products '

Center for Drug Evaluation and Research

Office; 301-796-2050
Fax; 301-796-9849

ﬁyon.Lee@fda.hhsgoy

This e-mail message is intended for the exclusive use of the recipient(s) named above. Jt may contain information that js
protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not authorized to
receive such information. If you arc not the intended recipient, any dissemination, distribution or copying is strictly
prohibited. If you think you have received this e-mail message in érror, please e-mail the sender immediately at
Hyon.Lee@fda.hhs.gov ’ :

10/3/2008
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Lee, Hyon-Zu

From: Lee, Hyon-Zu

Sent: Tuesday, September 30, 2008 9:22 AM

To: Rich.Swenson@gsk.com o i
Cc: 'dennis.q.williams@gsk.com'

Subject: Promacta labeling

Attachments: FDA to GSK 9.30.08.doc; MG to GSK 9.30.08.doc

Dr. Swenson,
Please find attached FDA edits of the Promacta label.

Thank you,

Hyon-Zu Lee, Pharm.D.

Regulatory Project Manager ,

Division of Medical Imaging and Hematology Products
Office of Oncology Drug Products

Center for Drug Evaluation and Research

Office; 301-796-2050
Fax; 301-796-9849
Hyon.Lee@fda hhs.gov

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain information that is
protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not authorized to
receive such information. If you are not the intended recipient, any dissemination, distribution or copying is strictly
prohibited. If you think you have received this e-mail message in error, please e-mail the sender immediately at
Hyon.Lee@fda.hhs.gov

9/30/2008
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NDA 22-291
Promacta (eltrombopag olamine)

Categorical Exclusion

o

The categorical exclusion is included on page 253 in the CMC review dated July 24,
2008.

Aqalie gpcioe
Hyon-Zu Lee




NDA 22-291
Promacta (eltrombopag olamine)

" Methods Validation

This section of the action package is not applicable.

,./47,«424, 7/%/&5

Hyon-Zu Lee » _
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Lee, Hyon-2y

From: Lee, Hyon-zu
Sent: Monday, September 22, 2008 1:37 PM
Tor  ‘dennis.qwillams@gsk com’

Subject: Promacta: Containér label

Mr. Williams,

Please submit revised container labels that comply with all of the Medication Guide Regulations as specified in 21
CFR Part 208. In particular, the container labels must comply with 21 CFR208.24 (@) (2) (a).

Please let me know when you will submit the revised label,

Thank you,

Hyon-Zu Lee, Pharm.d.

Regulatory Project Manager

Division of Medical Imaging and Hematology Products
Office of Oncology Drug Products '
Center for Drug Evaluation and Research

Office; 301-796-2050
Fax; 301-796-9849
Hyon.Lee@fda.hhs gov

This e-mail message is intended for the exclusive use of the recipient(s) named above. I may contain information that is
“protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not authorized to
receive such information. I you are not the intended recipient, any dissemination, distributjon or copying is strictly
prohibited. If you think you have received this e-mail message inerror, please e-mail the sender immediately at

) IJyon.Lee@fda.hhs.gov

9/22/2008
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Lee, Hyon-Zu

From: Lee, Hyon-Zu

Sent: Monday, September 22, 2008 9:10 AM N
To: ‘dennis.q.williams@gsk.com’

Subject: Promacta: MedGuide

Attachments: MG FDA to GSK 9.22.08.doc

Mr. Williams,
We are providing you with FDA edits on the MedGuide.

Thank.you,

Hyon-Zu Lee, Pharm.D.

Regulatory Project Manager

Division of Medical Imaging and Hematology Products
Office of Oncology Drug Products

Center for Drug Evaluation and Research

Office; 301-796-2050
Fax; 301-796-9849
Hyon.L ee@fda.hhs.gov

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain information that is
protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not authorized to
receive such information. If you are not the intended recipient, any dissemination, distribution or copying is strictly
prohibited. If you think you have received this e-mail message in error, please e-mail the sender immediately at
Hyon.Lee@fda hhs.gov

9/22/72008
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Lee, Hyon-Zu

From: Lee, Hyon-Zu

Sent: Friday, September 19, 2008 5:17 PM
To: ‘dennis.q.williams@gsk.com' -

Subject: Promacta: PI

Attachments: FDA to GSK 9.19.08.doc

Mr. Williams,

Please see attached FDA edits on the PI. When you respond, please use the same format and all the edits
should be noticeable with the track changes,

Thank you,

Hyon-Zu Lee, Pharm.D.

Regulatory Project Manager

Division of Medical Imaging and Hematology Products
Office of Oncology Drug Products

Center for Drug Evaluation and Research

Office; 301-796-2050
Fax; 301-796-9849
Hyon.Lee@fda hhs.gov

This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain information that is
protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not authorized to
receive such information. If you are not the intended recipient, any dissemination, distribution or copying is strictly
prohibited. If you think you have received this e-mail message in error, please e-mail the sender immediately at
Hyon.Lee@fda.hhs.gov )

9/19/2008
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