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EXCLUSIVITY SUMMARY

NDA # 200582 SUPPL # HFD # 150

Trade Name Hycamtin

Generic Name topotecan injection

Applicant Name Hospira, Inc.

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) Isita 505(b)(1), 505(b)(2) or efficacy supplement?
YES [X NO [ ]

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SES5, SE6, SE7, SE8
505 (b) (2)

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.")
YES[] NO[X

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:

d) Did the applicant request exclusivity?
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YES [ ] NO [X]

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

e) Has pediatric exclusivity been granted for this Active Moiety?

YES [ ] NO X

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?

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 X

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 [X] NO[]

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

NDA# 020671
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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 I 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 IIIL.

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[X
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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 [X]

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 [ ] NO [ ]

If yes, explain:
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(©) 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:

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:

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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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"):

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

NO []

Explain:

!

!
IND # YES [ ] !
!

Investigation #2

NO []

Explain:

IND # YES [ ]

(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 [ ] ! NO []

Explain: ! Explain:
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Investigation #2 !
!

YES [] 1 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 [] NO [ ]

If yes, explain:

Name of person completing form: Allison Adams-McLean
Title: Senior Reglatory Project Manager
Date: January 31, 2011

Name of Office/Division Director signing form: Amna Ibrahim, M.D.
Title: Deputy Divison 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.

s/

ALLISON ADAMS-MCLEAN
02/02/2011

AMNA IBRAHIM
02/02/2011
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PEDIATRIC PAGE
(Complete for all filed original applications and efficacy supplements)

NDA/BLA#: 200582 Supplement Number: NDA Supplement Type (e.g. SE5):

Division Name:DDOP PDUFA Goal Date: 8-29-10  Stamp Date: 10/29/2009

Proprietary Name: Topotecan Injection

Established/Generic Name:

Dosage Form:

Applicant/Sponsor:  Hospira, Inc.

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

(1)
(2)
() I—
(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):
(Attach a completed Pediatric Page for each indication in current application.)

Indication: Small Cell Lung Cancer

Q1: Is this application in response to a PREA PMR? Yes [ ]| Continue
No [X] Please proceed to Question 2.
If Yes, NDA/BLA#: Supplement #._ PMR#._
Does the division agree that this is a complete response to the PMR?
[ ] Yes. Please proceed to Section D.
[ ] No. Please proceed to Question 2 and complete the Pediatric Page, as applicable.

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

(@) NEW [] active ingredient(s) (includes new combination); [_] indication(s); [_] dosage form; [] dosing
regimen; or [_] 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?
X Yes. PREA does not apply. Skip to signature block.
[ ] No. Please proceed to the next question.

Q4: Is there a full waiver for all pediatric age groups for this indication (check one)?
[ ] 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)
Reference ID: 2867571
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(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 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 Pediatric Page is
complete and should be signed.

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):
- . Not Not meamngful Ineffective or | Formulation
minimum maximum o # therapeutic T v A
feasible o unsafe failed
benefit

[] | Neonate | __wk.  mo.|__wk. _mo. O] ] ] L]
[] | Other _yr._mo. |__yr.__mo. L] ] L] ]
[] | Other _yr._mo. |__yr. __mo. L] ] L] ]
[] | Other _yr.__mo. |__yr.__mo. ] ] L] ]
[ ] | Other _yr._mo. |__yr. __mo. L] ] L] ]
Are the indicated age ranges (above) based on weight (kg)? [ 1No; [] 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

L] Too few children with disease/condition to study
L] Other (e.g., patients geographically dispersed):
*  Not meaningful therapeutic benefit:

[] 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

R%e[rﬁﬂlgﬁzipﬂ? aﬁ@gﬁgﬁ& PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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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 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.)

[] 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
pediatric subpopulations.

|Section C: Deferred Studies (for selected 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):
Rescy | Newa | 00l
for Additional r;Sears)on Received
Population minimum maximum | Approval | Adult Safety or (specify
in Adults | Efficacy Data *
below)
[] | Neonate _ wk._mo.|__wk.__ mo. ] ] ] ]
[ ] | Other _yr.__mo. | __yr.__mo. [] [] [] []
[] | Other _yr.__mo. | __yr.__mo. [] [] [] []
[] | Other _yr.__mo. | __yr.__mo. [] [] [] []
[] | Other _yr.__mo. | __yr.__mo. [] [] [] []
All Pediatric
L] Populations Oyr.O0mo. | 16yr. 11 mo. L] ] ] ]
Date studies are due (mm/dd/yy):
Are the indicated age ranges (above) based on weight (kg)? [ 1No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage? [ 1No; [] Yes.

R%ﬁﬂ?ﬁi& agﬁgﬁgﬁs, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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* Other Reason:

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

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

Section D: Completed Studies (for some or all pediatric subpopulations).

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

Population minimum maximum PeRC Pediatric Assessment form

attached?.
[ ] | Neonate __wk. _mo. | __wk._ _mo. Yes [ ] No []
[ ] | Other _yr.__mo. |__yr.__ mo. Yes [] No [ ]
[ ] | Other _yr.__mo. |__yr.__ mo. Yes [] No [ ]
[ ] | Other _yr.__mo. |__yr.__ mo. Yes [] No [ ]
[ ] | Other _yr.__mo. |__yr.__ mo. Yes [] No [ ]
[ ] | All Pediatric Subpopulations | 0 yr. 0 mo. 16 yr. 11 mo. Yes [] No []
Are the indicated age ranges (above) based on weight (kg)? [ ] No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage? [ 1 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.

R%ﬁﬂ?ﬁi& agﬁgﬁgﬁs, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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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.
] Other __yr.__mo. __yr.__mo.
[] 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)? [ 1No; [] Yes.
Are the indicated age ranges (above) based on Tanner Stage? [ 1No; [] 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
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 iatri
P Adult Studies? Other Pediatric
Studies?
[ ] | Neonate _ wk. _mo. |__wk.__mo. ] ]
[] | Other __yr.__mo. __yr.__mo. ] ]
[] | 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)? [ 1No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage? [ 1No; [] 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.

R%e[rﬁﬂlgﬁzipﬁl 8%@;’1%6&8, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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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.

R%ﬁﬂ?ﬁi& agﬁgﬁgﬁs, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) 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.
[ ] No. Please proceed to the next question.
Q2: Is there a full waiver for all pediatric age groups for this indication (check one)?
[] 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 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 Pediatric Page is
complete and should be signed.

R%e[rﬁﬂlgﬁzipﬂ? aﬁ@gﬁgﬁ& PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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Section B: Partially Waived Studies (for selected pediatric subpopulations)

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

Reason (see below for further detail):
- . Not Not meamngful Ineffective or | Formulation
minimum maximum o # therapeutic T v A
feasible e unsafe failed
benefit

[] |Neonate | _wk.  mo.|__wk.__mo. ] ] ] L]
[] | Other _yr.__mo. |__yr.__mo. ] ] L] ]
[] | Other _yr._mo. |__yr.__mo. [] [] [] L]
[ ] | Other _yr._mo. |__yr.__mo. [] [] [] []
[] | Other _yr._mo. |__yr. __mo. ] ] ] ]
Are the indicated age ranges (above) based on weight (kg)? [ 1No; [] 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

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

[ ] 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).

1 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 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.)

[] 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 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,

R%ﬁfﬁﬁi& agﬁgﬁgﬁs, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) 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.

|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): 1
Rescy | Newa | 00l
for Additional F;Sears)on Received
Population minimum maximum | Approval | Adult Safety or (specify
in Adults | Efficacy Data *
below)
[ ] | Neonate _wk._mo.| _wk._mo. ] ] ] ]
[] | Other _yr.__mo. | __yr.__ mo. [] [] [] []
[ ] | Other _yr.__mo. | __yr.__ mo. [] [] [] []
[] | Other _yr.__mo. | __yr.__mo. [] [] [] []
[] | Other _yr.__mo. | __yr.__mo. [] [] [] []
All Pediatric
L] Populations Oyr.Omo. | 16yr. 11 mo. L] ] ] ]
Date studies are due (mm/dd/yy):
Are the indicated age ranges (above) based on weight (kg)? [ 1No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage? [ 1No; [] Yes.
* Other Reason:

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

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

R%e[rmzipﬂ? agggﬁgﬁs, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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Section D: Completed Studies (for some or all pediatric subpopulations).

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

Population minimum maximum PeRC Pediatric Assessment form
attached?

[ ] | Neonate _wk._mo. |_wk. _mo. Yes [] No []

[] | Other _yr.__mo. |__yr.__ mo. Yes [ ] No []

[] | Other _yr.__mo. |__yr.__ mo. Yes [ ] No []

[] | Other _yr.__mo. |__yr.__ mo. Yes [] No []

[] | Other _yr.__mo. |__yr.__ mo. Yes [ ] No []

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

Are the indicated age ranges (above) based on weight (kg)? [ 1No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage? [ 1No; [] 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.

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.
[] Other __yr.__mo. __yr.__mo.
[] 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.

R%ﬁfﬁﬁi& agﬁgﬁgﬁs, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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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

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 g
p Adult Studies? Other Pgdlatrlc
Studies?
[ ] | Neonate __wk. _mo. |__wk.__mo. ] ]
[ ] | Other __yr.__mo. __yr.__mo. [] []
[ ] | Other __yr.__mo. __yr.__mo. [] []
[ ] | Other __yr.__mo. __yr.__mo. [] []
[ ] | Other __yr.__mo. __yr.__mo. [] []
All Pediatric

L] 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 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 electronic 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)

R%ﬁﬂ?ﬁi& agﬁgﬁgﬁs, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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ACTION PACKAGE CHECKLIST

APPLICATION INFORMATION'

NDA # 200582 NDA Supplement #

BLA # BLA STN # If NDA, Efficacy Supplement Type:

Proprietary Name: Topotecan

Established/Proper Name: topotecan Applicant: Hospira Inc.

Agent for Applicant (if applicable):

Dosage Form: Injection
RPM: Allison Adams-McLean Division: Division of Drug Oncology Product
NDAs: 505(b)(2) Original NDAs and 505(b)(2) NDA supplements:

NDA Application Type: []505(b)(1) [X] 505(b)(2) | Listed drug(s) relied upon for approval (include NDA #(s) and drug
Efficacy Supplement:  []505(b)(1) [] 505(b)(2) | name(s)):

(A supplement can be either a (b)(1) or a (b)(2) Hycamtin NDA 020671

regardless of whether the original NDA was a (b)(1) Provide a brief explanation of how this product is different from the listed

or a (b)(2). Consult page 1 of the 505(b)(2) drug.

A t or the A dix to this Action Pack .. o . . .

Clslseiislrizfr)l or the Appendix o tis Action rackage Hycamtin is a lyophyilized and Topotecan is a solution thus requires no
' reconstitution.

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.

7

<+ Actions

e  Proposed action
e  User Fee Goal Date is August 29, 2010, Extented to Novmber 29, 2010 L1 AP LI TA DICR

e Previous actions (specify type and date for each action taken) X None

' 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.

Reference ID: 2903545
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R/

¢ 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/GuidanceComplianceRegulatorylnformation/Guida
nces/ucm069965.pdf). If not submitted, explain

[ ] Received

% Application Characteristics >

Review priority:  [X] Standard [] Priority
Chemical classification (new NDAs only):

[] 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 animal studies

BLAs: Subpart E

Subpart H

[ ] Submitted in response to a PMR
[ ] Submitted in response to a PMC
[ ] Submitted in response to a Pediatric Written Request

Comments:

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

[ ] Approval based on animal studies

« 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 | [] Yes, dates
Carter)
s BLAsonly: Is the 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 X Yes [] No
e  Press Office notified of action (by OEP) [] Yes X No
X None
] HHS Press Release
e Indicate what types (if any) of information dissemination are anticipated [] 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: 7/8/10
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®,

s Exclusivity

e Is approval of this application blocked by any type of exclusivity? X No ] Yes

e NDAs and BLAs: Is there existing orphan drug exclusivity for the “same”
drug or biologic for the proposed indication(s)? Refer to 21 CFR X No [ 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 Xl 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 ex}c/lu;ivi ty expites:

Jor approval.) pires:

e (b)(2) NDAs only: Is there remaining 3-year exclusivity that would bar Xl 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 eXZlu;iVi ty expires:

Jfor approval.) pires:
e (b)(2) NDAs only: Is there remaining 6-month pediatric exclusivity that X No [ Yes
would bar effective approval of a 505(b)(2) application? (Note that, even if
. . o . PO If yes, NDA # and date
exclusivity remains, the application may be tentatively approved if it is exclusivity expires:
otherwise ready for approval.) Y expires:
e NDAs only: Is this a single enantiomer that falls under the 10-year approval Xl No [ Yes
Y o . ) S
limitation of 505(u)? (Note that, even if the 10-year approval limitation If yes, NDA # and date 10-

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

year limitation expires:

®,

s 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.

Xl Verified
] Not applicable because drug is
an old antibiotic.

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.

21 CFR 314.50(i)(1)(i)(A)
X Verified

21 CFR 314.50(i)(1)
O] Gy [ i

[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).

[] No paragraph III certification
Date patent will expire
#5,004,758

November 28, 2010

[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 1V certifications, mark “N/A” and skip to the next section below
(Summary Reviews)).

|Z| N/A (no paragraph IV certification)
[] Verified

Version: 7/8/10
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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?

(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 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 1V certification in the application, if any. If there are no other

paragraph 1V certifications, skip to the next section below (Summary Reviews).

If “No,” continue with question (5).

[] Yes

|:| Yes

[] Yes

[] Yes

[] No

|:|No

[ ] No

[ ] No

Version: 7/8/10
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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 1V 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.

[] Yes [] No

CONTENTS OF ACTION PACKAGE

Copy of this Action Package Checklist’

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)

X Included

Documentation of consent/non-consent by officers/employees

X Included

Action Letters

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

Action(s) and date(s) 2/2/2011

Labeling

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

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

August 11,2010

Original applicant-proposed labeling

October 29, 2010

Example of class labeling, if applicable

N/A

3 Fill in blanks with dates of reviews, letters, etc.

Version: 7/8/10
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% Maedication Guide/Patient Package Insert/Instructions for Use (write
submission/communication date at upper right of first page of each piece)

] Medication Guide

[] Patient Package Insert
] Instructions for Use
X

None

e  Most-recent draft labeling. If it is division-proposed labeling, it should be in

ttrack-changes format. N/A
e  Original applicant-proposed labeling N/A
e 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)
e  Most-recent draft labeling 7/19/2010
¢+ Proprietary Name
e Acceptability/non-acceptability letter(s) (indicate date(s)) N/A

e Review(s) (indicate date(s))

« Labeling reviews (indicate dates of reviews and meetings)

X] RPM 11/15/2010
X] DMEPA 8/16/2010,
1/5/2010

X DRISK 6/28/2009
X] DDMAC 1/25/2011
] csSs
L]

Other reviews

[

Administrative / Regulatory Documents

% Administrative Reviews (e.g., RPM Filing Review’/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)

Filing Date Dec 28, 2009

[ ] Nota (b)(2)
[ ] Nota (b)(2)

« NDAs only: Exclusivity Summary (signed by Division Director) X Included
% Application Integrity Policy (AIP) Status and Related Documents
http://www.fda.gov/ICECI/EnforcementActions/ApplicationIntegrityPolicy/default.htm
e Applicant is on the AIP [] Yes [X No
e  This application is on the AIP [1Yes X No

o Ifyes, Center Director’s Exception for Review memo (indicate date)

o Ifyes, OC clearance for approval (indicate date of clearance
communication)

[ ] Not an AP action

¢ Pediatrics (approvals only)
e Date reviewed by PeRC
If PeRC review not necessary, explain:
e Pediatric Page (approvals only, must be reviewed by PERC before finalized)

X Included

+¢  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)

X Verified, statement is
acceptable

¢ Outgoing communications (letters (except action letters), emails, faxes, telecons)

X

* Filing reviews for scientific disciplines should be filed behind the respective discipline tab.
Version: 7/8/10
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+»+ Internal memoranda, telecons, etc. 8/25/2010
«*  Minutes of Meetings

e Regulatory Briefing (indicate date of mtg) X No mtg

e Ifnot the first review cycle, any end-of-review meeting (indicate date of mtg)

X] N/A or no mtg

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

X] Nomtg 4/3/2008

e EOP2 meeting (indicate date of mtg) X No mtg
e  Other milestone meetings (e.g., EOP2a, CMC pilots) (indicate dates of mtgs) N/A
¢ Advisory Committee Meeting(s) X] No AC meeting
e Date(s) of Meeting(s) N/A
e  48-hour alert or minutes, if available (do not include transcript) N/A
Decisional and Summary Memos
¢+ Office Director Decisional Memo (indicate date for each review) X] None
Division Director Summary Review (indicate date for each review) [] None 2/2/2011
Cross-Discipline Team Leader Review (indicate date for each review) [] None 2/1/2011
PMR/PMC Development Templates (indicate total number) X] None
Clinical Information®
%+ Clinical Reviews
e Clinical Team Leader Review(s) (indicate date for each review) N/A
e  Clinical review(s) (indicate date for each review) 11/12/2010, 2/1/2011
e  Social scientist review(s) (if OTC drug) (indicate date for each review) X] None

Financial Disclosure reviews(s) or location/date if addressed in another review
OR

If no financial disclosure information was required, check here X and include a

review/memo explaining why not (indicate date of review/memo)

Clinical Review Memo 11/12/2010

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

X None

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

X] Not applicable

Risk Management
e REMS Documents and Supporting Statement (indicate date(s) of submission(s))
e  REMS Memo(s) and letter(s) (indicate date(s))
¢ Risk management review(s) and recommendations (including those by OSE and
CSYS) (indicate date of each review and indicate location/date if incorporated
into another review)

X] None

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

X None requested

* Filing reviews should be filed with the discipline reviews.
Version: 7/8/10
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Clinical Microbiology X None
+«* Clinical Microbiology Team Leader Review(s) (indicate date for each review) ] None
Clinical Microbiology Review(s) (indicate date for each review) ] None
Biostatistics [ ] None
% Statistical Division Director Review(s) (indicate date for each review) X None

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

[ ] None 7/14/2010

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

[ ] None 7/14/2010

Clinical Pharmacology [ ] None

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

X None

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

[ ] None 7/19/2010

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

[ ] None 7/19/2010

+ DSI Clinical Pharmacology Inspection Review Summary (include copies of DSI letters) X None
Nonclinical [ ] None
¢ Pharmacology/Toxicology Discipline Reviews
e ADP/T Review(s) (indicate date for each review) X None

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

[] None 11/8/2010

e Pharm/tox review(s), including referenced IND reviews (indicate date for each

[ ] None 8/6/2010

review)
“ Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date X None
Jor each review)
% Statistical review(s) of carcinogenicity studies (indicate date for each review) Xl No carc
X] None

s ECAC/CAC report/memo of meeting

Included in P/T review, page

« DSI Nonclinical Inspection Review Summary (include copies of DSI letters)

X] None requested

Product Quality [ ] None

¢ Product Quality Discipline Reviews

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

X] None

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

[] None 7/9/2010

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

] None 7/8/2010, 1/25/2011

¢ 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)

] Not needed
4/29/2010

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

[ ] None Biopharmaceutics
7/22/2010, 1/31/2011

Version: 7/8/10
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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) N/A
[] Review & FONSI (indicate date of review) 6/22/2010
[] 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) (only original NDAs and supplements that include
a new facility or a change that affects the manufacturing sites®)

Date completed:

X 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

X] Not needed (per review)

% 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: 7/8/10
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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: 7/8/10

Reference ID: 2903545
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Adams-Mclean, Allison

To: Tian, Wendy W.
Cc: Kacuba, Alice
Subject: FW: NDA 200582 (Topotecan from Hospira)

Dear Wendy, our clinical pharmacology reviewer has an additional request. Please update the
labeling to reflect theses changes. Thanks.

Effect of Age:
Topotecan pharmacokinetics have not been specifically studied in an elderly population, but
population pharmacokinetic analysis in female patients did not identify age as a significant
factor. Decreased renal clearance, which is common in the elderly, is a more important

determinant of topotecan clearance [see Dosage and Administration (2.32 and Use in Specific
Populations (8.5)].

Effect of Renal Impairment:
In patients with mild renal impairment (creatinine clearance of 40 to 60 mL/min.), topotecan
plasma clearance was decreased to about 67% of the value in patients with normal renal
function. In patients with moderate renal impairment (Clc; of 20 to 39 mL/min.), topotecan
plasma clearance was reduced to about 34% of the value in control patients, with an increase in
half-life. Mean half-life, estimated in 3 renally impaired patients, was about 5.0 hours. Dosage
adjustment is recommended for these patients [see Dosage and Administration (2.32)].

Allison Adams-McLean, RN, BSN, MHA
LCDR, USPHS

Senior Regulatory Project Manager
FDA,CDER,OODP,DDOP, Bldg.22 Rm 5235
10903 New Hampshire Avenue

Silver Spring MD, 20993-0002
301-796-3996
Allison.Adams-McLean@fda.hhs.gov

Reference ID: 2899347 1
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Adams-Mclean, Allison

To: Tian, Wendy W.
Cc: Kacuba, Alice
Subject: NDA 200582 Topotecan

Attachments: 2-1-11 FDA's revised label.doc

Dear Ms Tian, attached is the FDA revised labeling for NDA 200582. Please review and let
us know if you accept the proposed changes. In addition, plese remove the blank page # 2
from the labeling. Please respond by sending a track changes copy and a clean copy of the
labeling no later that 4:30 PM February 1, 2011. Please contact me if you have any
questions. Thanks in advance.

Allison Adams-McLean, RN, BSN, MHA
LCDR, USPHS

Senior Regulatory Project Manager
FDA,CDER,O0ODP,DDOP, Bldg.22 Rm 5235
10903 New Hampshire Avenue

Silver Spring MD, 20993-0002
301-796-3996 :
Allison.Adams-McLean@fda.hhs.gov

16 Pages of Draft Labeling have been Withheld in Full as b4 (CCI/TS)

Reference ID: 2899209 immediately following this page.

2/1/2011




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

s/

ALLISON ADAMS-MCLEAN
02/01/2011

Reference ID: 2899209



Page 1 of 1

Adams-Mclean, Allison

From: Adams-Mclean, Allison

Sent: Thursday, January 27, 2011 5:09 PM
To: 'Santoro, Amanda C'

Cc: Kacuba, Alice

Subject: NDA 200582/ Topotecan

Attachments: 1-27-11 FDA revised labeling.doc

Dear Ms. Santoro, attached is the FDA's revised labeling. Please review and respond using
track changes to convey your acceptance or comments no later than January 28, 2011 @
3:30 PM. Please contact me if you have any questions.

P.S. please remove the blank page 2 from the labeling.

Allison Adams-McLean, RN, BSN, MHA
LCDR, USPHS

Senior Regulatory Project Manager
FDA,CDER,OODP,DDOP, Bldg.22 Rm 5235
10903 New Hampshire Avenue

Silver Spring MD, 20993-0002
301-796-3996
Allison.Adams-McLean@fda.hhs.gov

18 Pages of Draft Labeling have been Withheld in Full as b4 (CCI/TS)

Reference ID: 2897474 immediately following this page.

1/27/2011
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FAX

FOOD AND DRUG ADMINISTRATION
DIVISION OF DRUG ONCOLOGY PRODUCTS
5901-B Ammendale Road

Beltsville, Maryland 20705

To: Amanda Santoro From: Allison Adams-McLean

FAX: 224-212-5401 FAX: 301-796-9845

E-mail: Amanda.snatoro@hospira.com E-mail: Allison.Adams-McLean@fda.hhs.gov
Phone: 224-211-5040 Phone: 301-796-3996

Pages, including cover sheet: 2 Date: January 14, 2011

RE: Request Information NDA 200582

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 the document to the addressee, you are hereby notified that any review,
disclosure, dissemination, or other action based on the content of the communication is not authorized. If you have received this document in error, please immediately notify us by telephone and return it
to us at the address below by mail. Thank you.

Dear Ms. Santoro, the Division of Medication Error, Prevention and Analysis reviewer of NDA 200582 has the
following request:

We previously recommended the following statement be added “For Intravenous Infusion after Dilution Only”’; however, in
an effort to maintain consistency with other products on the market, we ask that you revise this statement. Please replace
with the following: “Must Dilute Before Intravenous Infusion” printed in bold font to avoid the risk of the medication
being administered by intravenous push.

Please submit an amendment to your application with your response to the information request using the official
channels. To expedite the review process, please send me a courtesy copy through e-mail (Allison.Adams-
McLean@fda.hhs.gov) no later than Wednesday January 19, 2011 @ 2:30 PM. Please cc
Modupe.Fagbami@fda.hhs.gov on your response.

Thank you,

Allison Adams-McLean, RN, BSN, MHA
LCDR, USPHS

Senior Regulatory Project Manager

Reference ID: 2891866
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Food and Drug Administration
Silver Spring MD 20993

NDA 200582
ACKNOWLEDGE --

CLASS 1 COMPLETE RESPONSE
Hospira, Inc.
Attention: Amanda Santoro
Associate, Global Regulatory Affairs
275 North Field drive
Lake forest, IL 60045

Dear Ms. Santoro:

We acknowledge receipt on December 2, 2010, of your December 2, 2010, resubmission to your
new drug application submitted under section 505(b) of the Federal Food, Drug, and Cosmetic
Act for Topotecan Injection 4mg/4mL.

We also refer to our January 7, 2011 letter notifying you that your resubmission was considered
a Class 2 resubmission. Please note that our Class 2 classification was made in error.

Upon further review, we consider this a complete, Class 1 response to our November 26, 2010,
action letter. Therefore, the user fee goal date is February 2, 2011.

If you have any questions, call Allison Adams-McLean, Regulatory Project Manager, at
(301) 796-3996.

Sincerely,
{See appended electronic signature page}

Allison Adams-McLean, RN, BSN, MHA
LCDR, USPHS

Division of Drug Oncology Products
Office of Oncology Drug Products
Center for Drug Evaluation and Research

Reference ID: 2891620
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Food and Drug Administration
Silver Spring MD 20993

NDA 200582
ACKNOWLEDGE --

CLASS 1 COMPLETE RESPONSE
Hospira, Inc.
Attention: Amanda Santoro
Associate, Global Regulatory Affairs
275 North Field drive
Lake forest, IL 60045

Dear Ms. Santoro:

We acknowledge receipt on December 2, 2010, of your December 2, 2010, resubmission to your
new drug application submitted under section 505(b) of the Federal Food, Drug, and Cosmetic
Act for Topotecan Injection 4mg/4mL.

We also refer to our January 7, 2011 letter notifying you that your resubmission was considered
a Class 2 resubmission. Please note that our Class 2 classification was made in error.

Upon further review, we consider this a complete, Class 1 response to our November 26, 2010,
action letter. Therefore, the user fee goal date is February 2, 2011.

If you have any questions, call Allison Adams-McLean, Regulatory Project Manager, at
(301) 796-3996.

Sincerely,
{See appended electronic signature page}

Allison Adams-McLean, RN, BSN, MHA
LCDR, USPHS

Division of Drug Oncology Products
Office of Oncology Drug Products
Center for Drug Evaluation and Research

Reference ID: 2891623



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

s/

ALLISON ADAMS-MCLEAN
01/13/2011

Reference ID: 2891623



Food and Drug Administration
Silver Spring MD 20993

NDA 200582 ACKNOWLEDGE —
CLASS 2 RESPONSE

Hospira, Inc.

Attention: Amanda Santoro
Associate, Global Regulatory Affairs
275 North Field drive

Lake forest, IL 60045

Dear Ms. Santoro:
We acknowledge receipt on December 2, 2010, of your December 2, 2010, resubmission of
your new drug application submitted pursuant to section 505(b)(2) of the Federal Food, Drug,

and Cosmetic Act for Topotecan Injection, 4mg/mL.

We consider this a complete, class 2 response to our November 26, 2010, action letter.
Therefore, the user fee goal date is June 2, 2011.

If you have any questions, call me, at (301) 796-3996.

Sincerely,
{See appended electronic signature page}

Allison Adams-McLean, RN, BSN, MHA
LCDR, USPHS

Division of Drug Oncology Products
Office of Oncology Drug Products
Center for Drug Evaluation and Research

Reference ID: 2888519
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Adams-Mclean, Allison

To: wendy.tian@hospira.com
Subject: FW: NDA 200582 sponsor's counter proposal.

Dear Ms. Tian, the Office of Surveillance and Epidemiology has the following response to your
proposal:

"We do not agree with Hospira's counter proposal. We request that the statement “For Intravenous
Infusion after Dilution Only” be printed in bold font on the principle display panel. In addition, the first printed
batch of labels and labeling that reflects your August 11, 2010 submission and does not reflect this statement,
cannot be utilized since the labels and labeling are not approved " .

Please contact me if you have any questions.

Allison Adams-McLean, RN, BSN, MHA
LCDR, USPHS

Senior Regulatory Project Manager
FDA,CDER,OODP,DDOP, Bldg.22 Rm 5235
10903 New Hampshire Avenue

Silver Spring MD, 20993-0002
301-796-3996
Allison.Adams-McLean@fda.hhs.gov

From: Tian, Wendy W. [mailto:Wentong.Tian@hospira.com]

Sent: Tuesday, November 09, 2010 2:39 PM

To: Adams-Mclean, Allison

Cc: Tian, Wendy W.

Subject: RE: NDA 200582 Please send an email summarizing the conversation we had today 11-9-10 regarding
the label counter proposal and the delay in sending printed labels. Thanks EOM

Hi, Ms. Adams-McLean,

Per our conversation, we counter propose to revise the statement as:

(b) (4)

In addition, we consider the concerned statement on the label as submitted on Aug 10, 2010 amendment does
not introduce more safety risks than what RLD labeling has been approved. Is it acceptable to implement the
above proposed changes for future commercial batches? In preparation for the first commercial launch, we have
ordered the labeling in line with what was submitted on Aug 11 2010.

Thank you very much for your consideration. | would greatly appreciate your timely feedback and guidance.

Wendy

Wendy Tian

Associate Director, Global Regulatory Affairs
Hospira Inc.

275 N. Field Drive

Dept. 389, Bldg. H2

Reference ID: 2862854

11/10/2010
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Lake Forest, IL 60045
Tel: 224-212-6163
Fax: 224-212-5401

From: Adams-Mclean, Allison [mailto:Allison.Adams-Mclean@fda.hhs.gov]

Sent: Tuesday, November 09, 2010 1:09 PM

To: Tian, Wendy W.

Subject: NDA 200582 Please send an email summarizing the conversation we had today 11-9-10 regarding the
label counter proposal and the delay in sending printed labels. Thanks EOM

Allison Adams-McLean, RN, BSN, MHA
LCDR, USPHS

Senior Regulatory Project Manager
FDA,CDER,OODP,DDOP, Bldg.22 Rm 5235
10903 New Hampshire Avenue

Silver Spring MD, 20993-0002
301-796-3996
Allison.Adams-McLean@fda.hhs.gov

CONFIDENTIALITY STATEMENT. This email and any attachment is for the sole use of the intended
recipient and may contain private, confidential and/or privileged information that may be subject to
Hospira internal policies. If you are not the intended recipient, any dissemination, distribution or
copying is strictly prohibited. If you have received this transmission in error, please notify Hospira
immediately by return email or by email to privacypostmaster@hospira.com and delete the message and
all copies and attachments from your system.

Reference ID: 2862854

11/10/2010
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Adams-Mclean, Allison

From: Adams-Mclean, Allison

Sent: Monday, July 12, 2010 10:42 AM

To: ‘wendy.tian@hospira.com'

Subject: NDA 200582 FDA proposed Labeling changes

Attachments: 6-29-10 updated proposed label.doc; Proposed cartoon Labeling change.PDF

Dear Ms Tian, attached are copies of the FDA's proposed labeling changes. Please review the

attached PI and cartoon label and accept the changes you agree with and leave track changes for non
agreed upon areas. In addition, please use the guidelines for PLR formatting regarding capitalization,
bolding letters, indenting and extra white spaces. Please respond by July 19, 2010 9:30 am. If you have
any questions please contact me, Thanks in advance.

Allison Adams-MclLean, RN, BSN, MHA
LCDR, USPHS

Senior Regulatory Project Manager
FDA,CDER,OODP,DDOP, Bldg.22 Rm 5235
10903 New Hampshire Avenue

Silver Spring MD, 20993-0002
301-796-3996
Allison.Adams-Mclean@fda.hhs.gov

Reference ID: 2861994
11/9/2010
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Adams-Mclean, Allison

From: Adams-Mclean, Allison

Sent: Monday, July 26, 2010 6:47 PM

To: 'Santoro, Amanda C'

Subject: RE: Topotecan Label Revision, ANDA 200-582

Attachments: 7-26-10 sponsor Redline to section 8.5.doc

Dear Ms. Santoro, attached is the labeling that is almost complete, however we have the following
information request for the cartoon and container labels:

"DMEPA acknowledges the revisions you made to address our previous recommendations; however, the
revised presentation of the total drug content statement is not optimal. The green and black R
used in the presentation of the total drug content statement is a potential source of
confusion. The addition of the ‘/* within the @@ is not prominent and
maintains the unwanted dual color blocking scheme. Clear presentation of the total drug content
statement is critical from a safety perspective. DMEPA recommends that you remove the
and clearly present

(b) (4)

the total drug content as either
‘4 mg/4 mL’
or
‘4 mg per 4 mL’

In addition, DMEPA does not agree that trade dress should be used as a way to differentiate oncology
products and we do not see the need to do so considering the statement ‘Caution: Cytotoxic Agent’ is
prominent on the principal display panel. Furthermore, the use of the same ek

could create confusion between your Topotecan A
as they share similar colors".

Please respond by Tuesday July 27, 2010, at 4:30 AM. Please contact me if you have any questions.

Allison Adams-McLean, RN, BSN, MHA
LCDR, USPHS

Senior Regulatory Project Manager
FDA,CDER,OODP,DDOP, Bldg.22 Rm 5235
10903 New Hampshire Avenue

Silver Spring MD, 20993-0002
301-796-3996
Allison.Adams-McLean@fda.hhs.gov

From: Santoro, Amanda C [mailto:Amanda.Santoro@hospira.com]
Sent: Monday, July 26, 2010 3:58 PM

To: Adams-Mclean, Allison

Subject: RE: Topotecan Label Revision, ANDA 200-582

Reference ID: 2861949

11/9/2010
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Allison,

Per my email below sent on Friday, July 23, 2010 | wanted to ensure that the track changes version of the
package insert provided was sufficient. If a formal amendment filing that includes SPL is needed in addition for
consideration of the change, this can be provided.

Also, could provide a status update on the Chemistry and Micro portions of the Topotecan application (NDA 200-
582)?

Best Regards,
Amanda

From: Santoro, Amanda C

Sent: Friday, July 23, 2010 8:30 AM

To: 'Allison.Adams-Mclean@fda.hhs.gov'

Subject: Topotecan Label Revision, ANDA 200-582

Allison,

Per our phone conversation, attached is our proposed label (identified with track changes) with changes to the
first sentence of section 8.5 Geriatric Use ®@ " \We appreciate your
feedback on how to handle this additional change.

Best Regards,
Amanda

SImanda Dantore

Regulatory Affairs Associate

Hospira Inc.

Dept. 389, Building H2

Lake Forest, IL 60045 5045

Phone: 224 212 5040 Fax: 224 212 5401
Amanda.Santoro@hospira.com

CONFIDENTIALITY STATEMENT. This email and any attachment is for the sole use of the intended
recipient and may contain private, confidential and/or privileged information that may be subject to
Hospira internal policies. If you are not the intended recipient, any dissemination, distribution or
copying is strictly prohibited. If you have received this transmission in error, please notify Hospira
immediately by return email or by email to privacypostmaster@hospira.com and delete the message and
all copies and attachments from your system.

Reference ID: 2861949

11/9/2010
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Adams-Mclean, Allison

To: wendy.tian@hospira.com
Subject: NDA 200582, Information Request

Dear Ms. Tian, during continued review of your Application NDA 200582 the reviewers from our Office of
Surveillance and Epidemiology has the following comment:

"We are concerned that the introduction of a solution dosage form may lead to the medication
being administered by intravenous push instead of intravenous infusion. We recognize the
statements @@ and “Must be diluted before use” are present,
however, we recommend combining these statements to read “For Intravenous Infusion after
Dilution Only” printed in bold font".

Please respond before Friday November 12, 2010 @ 10:30 Am. Thanks and please contact me if you have any
questions

Allison Adams-McLean, RN, BSN, MHA
LCDR, USPHS

Senior Regulatory Project Manager
FDA,CDER,OODP,DDOP, Bldg.22 Rm 5235
10903 New Hampshire Avenue

Silver Spring MD, 20993-0002
301-796-3996
Allison.Adams-McLean@fda.hhs.gov

Reference ID: 2861827 1



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

s/

ALLISON ADAMS-MCLEAN
11/09/2010

Reference ID: 2861827



MEMORANDUM OF TELECON

DATE: July 29, 2010
APPLICATION NUMBER: NDA 200582

BETWEEN:
Name: Hospira, Inc.
Phone: 1-866-786-4603, conference code 0034091290.

Representing:

Wendy Tian, Manager, Global Regulatory Affairs

Amanda Santoro, Associate, Global Regulatory Affairs

Mary Baker, Pharm D., Medical Manager and Clinical Fellow, Global Medical Affairs
Ann Kamykowski, Label Editor, Documentation and Label Control

Tina Gonzales, Manager, Design Studio

AND
Division of Drug Oncology Products, HFD-150
Name: Walter Fava, DMEPA MsEd, Safety Evaluator
Carlos Mena-Grillasca, RhP, Team Lead
Allison Adams-McLean, RN, BSN, MHA, Senior Regulatory Project Manager

SUBJECT: NDA 200582 Topotecan Container label

HISTORY: On April 30, 2010, the sponsor submitted the proposed cartoon and container label
for review. On July 12, 2010, the Division of Medication Error Prevention and
Analysis (DMEPA) sent the FDA revised labeling to the sponsor. July 13, 2010,
the sponsor sent an email requesting clarification of the FDA’s revised proposed
changes to the container and cartoon label. On July 23, 2010, the FDA sent
comments to address the sponsor’s request for clarification. In addition, DMEPA
requested a teleconference to further discuss the changes required on the container
label.

TODAY’S PHONE CALL: During the teleconference DMEPA conveyed to the sponsor the
need to relocate the concentration from the same line as the dose to under the dose or move the
concentration to the side panel. DMEPA requested that the statement “single use vial” should be
placed on the beginning of the side panel under the NDC#.

DMEPA discussed with the sponsor the importance of clearly identifying the concentration and
dose of Topetecan on the container label to avoid misunderstanding on the part of the end users.



The sponsor agreed to the requested changes and will submit a pdf. of the container label on
Monday August 2, 2010 @ 2:00 PM.

Allison Adams-McLean, RN, BSN, MHA
Senior Regulatory Project Management



Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-200582 ORIG-1 HOSPIRA INC TOPOTECAN INJ

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

s/

ALLISON ADAMS-MCLEAN
08/25/2010



¥,

& /
g

% _/g DEPARTMENT OF HEALTH AND HUMAN SERVICES
%,

(h Food and Drug Administration
Silver Spring MD 20993

NDA 200582 REVIEW EXTENSION —
MAJOR AMENDMENT

Hospira, Inc.

Attention: Wendy Tian

Manager, Regulatory Affairs

275 North Field Dr.

Dept. 0389, Bldg. H2-2

Lake Forest, 11 60045

Dear Ms. Tian:

Please refer to your October 29, 2009 New Drug Application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Topotecan Injection, 4 mg/4 ml.

On August 18, 2010, we received your August 18, 2010, major amendment to this application.
The receipt date is within three months of the user fee goal date. Therefore, we are extending the
goal date by three months to provide time for a full review of the submission. The extended user
fee goal date is November 29, 2010.

In addition, in accordance with the “PDUFA REAUTHORIZATION PERFORMANCE GOALS
AND PROCEDURES FISCAL YEARS 2008 THROUGH 2012,” the timeline for
communicating labeling changes and/or postmarketing requirements/commitments, provided in
our January 12, 2010, filing communication letter, no longer applies and no new timeline will be
provided.

If you have any questions, call Allison Adams-McLean, Regulatory Project Manager, at
(301) 796-3996.

Sincerely,
{See appended electronic signature page}

Alice Kacuba, RN, MSN, RAC

Chief, Project Management Staff
Division of Drug Oncology Products
Office of Oncology Drug Products
Center of Drug Evaluation and Research
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Food and Drug Administration
Silver Spring MD 20993

NDA 200582 ADVICE/INFORMATION REQUEST

Hospira, Inc.
Attention: Wendy Tian
Manager, Regulatory Affairs
275 North Field Dr.
Dept. 0389, Bldg. H2-2
Lake Forest, IL 60045

Dear Ms. Tian:

Please refer to your New Drug Application (NDA) submitted under section 505(b)(2) of the
Federal Food, Drug, and Cosmetic Act for Topotecan Injection, 4mg/ 4mL.

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and
found the Drug Master File 9 for Topotecan Hydrochloride to be inadequate to support the
NDA. A letter dated June 9, 2010, detailing the deficiencies has been sent to the designated
agent.

If you have any questions, call Deborah Mesmer, Regulatory Health Project Manager, at 301-
796-4023.

Sincerely,
{See appended electronic signature page}

Sarah Pope Miksinski, Ph.D.

Chief, Branch 11

Division of New Drug Quality Assessment I
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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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.

s/

WILLIAM M ADAMS
06/24/2010
William Adams, acing for Sarah Pope Miksinski



£’

_./g DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration
Silver Spring MD 20993

NDA 200582 INFORMATION REQUEST

Hospira, Inc.
Attention: Wendy Tian
Manager, Regulatory Affairs
275 North Field Dr.
Dept. 0389, Bldg. H2-2
Lake Forest, IL 60045

Dear Ms. Tian:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Topotecan Injection, 4mg/ 4mL.

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and
have the following comments and information requests. We request a written response by June
2, 2010, to continue our evaluation of your NDA.

(b) (4)

1. You have stated in your NDA submission that
®) ()

2. In determining the stability of Topotecan Injection in intravenous infusion solutions over_

; ) ) @
24 hours, vou have provided a specification of

(b) (4)

If you have any questions, call Deborah Mesmer, Regulatory Health Project Manager, at 301-
796-4023.



NDA 200582
Page 2

Sincerely,
{See appended electronic signature page}

Sarah Pope Miksinski, Ph.D.

Chief, Branch 11

Division of New Drug Quality Assessment [
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research



Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-200582 ORIG-1 HOSPIRA INC TOPOTECAN INJ

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

s/

WILLIAM M ADAMS
05/26/2010
William Adams, acting for Sarah Pope Miksinski



Adams-Mclean, Allison

To: wendy.tian@hospira.com
Subject: NDA 200582 Request for Information

Dear Ms. Tian, the Division of Medication Error Prevention and Analysis has the following request:

e Please clarify how Topotecan will be supplied? The proposed PI says it will(g(e“)packaged as one vial per
carton, . An earlier version of the
PI indicated it would be available as both 1 vial per carton @@ If there is a 1 vial per
carton packaging configuration, please send the carton labeling to be reviewed.

Allison Adams-McLean, RN, BSN, MHA
LCDR, USPHS

Senior Regulatory Project Manager
FDA,CDER,ODP,DDOP, Bldg.22 Rm 5235
10903 New Hampshire Avenue

Silver Spring MD, 20993-0002
301-796-3996
Allison.Adams-McLean@fda.hhs.gov



Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-200582 ORIG-1 HOSPIRA INC TOPOTECAN INJ

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

s/

ALLISON ADAMS-MCLEAN
04/29/2010



DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE REQUEST FOR CONSULTATION

FOOD AND DRUG ADMINISTRATION

TO (Office/Division): Patrick Marroum CDER/OPS/ ONDQA, FROM (Name, Office/Division, and Phone Number of Requestor): Debbie

Angelica Dorantes CDER/OPS/ONDQA Mesmer ONDQA, 301-796-4023 on behalf of Haripada
Sarker

DATE IND NO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT

April 1, 2010 200582 NDA submission Received October 29, 2009

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE

Topotecan Hydrochloride standard Oncology May 21, 2010

Injection (PDUFA date 8/29/10)

NAME OF FIRM: Hospira

REASON FOR REQUEST
I. GENERAL

[J NEW PROTOCOL [] PRE NDA MEETING [] RESPONSE TO DEFICIENCY LETTER
[] PROGRESS REPORT [] END OF PHASE 2a MEETING [] FINAL PRINTED LABELING
[J NEW CORRESPONDENCE [] END OF PHASE 2 MEETING [J LABELING REVISION
[J DRUG ADVERTISING [J RESUBMISSION [J ORIGINAL NEW CORRESPONDENCE
[[J] ADVERSE REACTION REPORT [] SAFETY / EFFICACY [J] FORMULATIVE REVIEW
[[J] MANUFACTURING CHANGE / ADDITION [] PAPER NDA [] OTHER (SPECIFY BELOW):
[J MEETING PLANNED BY [J CONTROL SUPPLEMENT

II. BIOMETRICS

[ PRIORITY P NDA REVIEW
[J END OF PHASE 2 MEETING
[ CONTROLLED STUDIES

[ PROTOCOL REVIEW

[] OTHER (SPECIFY BELOW):

[0 CHEMISTRY REVIEW

[0 PHARMACOLOGY

[0 BIOPHARMACEUTICS

[] OTHER (SPECIFY BELOW):

I11. BIOPHARMACEUTICS

[ DISSOLUTION [] DEFICIENCY LETTER RESPONSE
[J BIOAVAILABILTY STUDIES [0 PROTOCOL BIOPHARMACEUTICS
[ PHASE 4 STUDIES [ IN VIVO WAIVER REQUEST

IV. DRUG SAFETY

[] PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL [J REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
[] DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES [J] SUMMARY OF ADVERSE EXPERIENCE
[] CASE REPORTS OF SPECIFIC REACTIONS (List below) [] POISON RISK ANALYSIS

[J COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

[J CLINICAL [J NONCLINICAL

COMMENTS / SPECIAL INSTRUCTIONS: A biopharmaceutics review is requested. The applicant has requested a BE-waiver.
Link to application:
\fdswal50\NONECTD\4227510\N200582 Please inform Debbie Mesmer of the assigned reviewer.

Chemistry reviewer: Debasis Ghosh
ONDQA PAL: Haripada Sarker
OND RPM: Allison Adams-Mclean
ONDQA RPM: Debbie Mesmer

SIGNATURE OF REQUESTOR METHOD OF DELIVERY (Check one)
{See appended electronic signature page} BJ DFS BJ EMAIL 0 MAIL [J HAND




PRINTED NAME AND SIGNATURE OF RECEIVER

PRINTED NAME AND SIGNATURE OF DELIVERER




Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-200582 ORIG-1 HOSPIRA INC TOPOTECAN INJ

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

s/

DEBORAH M MESMER
04/01/2010

HARIPADA SARKER
04/02/2010



Food and Drug Administration
Silver Spring MD 20993

NDA 200582 ADVICE/INFORMATION REQUEST

Hospira Inc.

Attention: Wendy Tian

Manager, Global Regulatory Affairs
275 North Field Drive

Dept 389 Bldg. H2-2

Lake Forest, IL 60045

Dear Ms Tian:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(1)
of the Federal Food, Drug, and Cosmetic Act for Topotecan Hydrochloride Injection.

We have the following comments and requests for additional information. Please note that these
requests are not clinical hold issues. However, response to them is requested:

Please submit a revised labeling that has a side by side comparison between GlaxoSmithKline
approved labeling for Hycamtin and Topotecan Hydrochloride. In addition, please revise the
proposed labeling by removing section 17.3 and creating a separate Patient Information section.

In order for us to complete our review, please respond to the information requested by no later
than April 19, 2010, at 10:30 AM. Please submit an amendment to your application with your
response to the information request using the official channels. To expedite the review process,
please send me a courtesy copy through e-mail (Allison.Adams-Mclean@fda.hhs.gov) or FAX
(301-796-9845).

Sincerely,
{See appended electronic signature page}

Allison Adams-McLean, RN, BSN, MHA
LCDR, USPHS

Senior Regulatory Project Manager
Division of Drug Oncology Products
Office of Oncology Drug Products
Center for Drug Evaluation and Research



Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-200582 ORIG-1 HOSPIRA INC TOPOTECAN INJ

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

s/

ALLISON ADAMS-MCLEAN
03/30/2010



5 _/g DEPARTMENT OF HEALTH AND HUMAN SERVICES
fh

Food and Drug Administration
Silver Spring MD 20993

NDA 200582 INFORMATION REQUEST

Hospira, Inc.
Attention: Wendy Tian
Manager, Regulatory Affairs
275 North Field Dr.
Dept. 0389, Bldg. H2-2
Lake Forest, IL 60045

Dear Ms. Tian:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Topotecan injection, 4mg/ 4mL.

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and
have the following microbiology information request. We request a written response by March
24,2010, to continue our evaluation of your NDA.

(b) (4)

If you have any questions, call Deborah Mesmer, Regulatory Health Project Manager, at 301-
796-4023.

Sincerely,
{See appended electronic signature page}

Sarah Pope Miksinski, Ph.D.

Branch Chief

Division of Pre-Marketing Assessment I11
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research



Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-200582 ORIG-1 HOSPIRA INC TOPOTECAN INJ

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

s/

ELDON E LEUTZINGER on behalf of Sarah Pope Miksinski
03/17/2010



DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

REQUEST FOR CONSULTATION

TO (Office/Division): Raanan BIOOHI, OPS/PARS, (30 1 )796- FROM (Name, Office/Division, and Phone Number of Requestor): Haripada
2185 Sarker through Deborah Mesmer, ONDQA Project

Manager, 301.796.4023
DATE IND NO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT
March 3, 2010 200582 NDA amendment- February 11, 2010

Environmental

Assessment
NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Topotecan injection, 4mg/ standard oncology April 16, 2010
4mL
NAME OF FIRM: Hospira

REASON FOR REQUEST
1. GENERAL

[0 NEW PROTOCOL O
[ PROGRESS REPORT O
[J NEW CORRESPONDENCE |
[0 DRUG ADVERTISING [J RESUBMISSION
[0 ADVERSE REACTION REPORT O
[0 MANUFACTURING CHANGE / ADDITION O
[0 MEETING PLANNED BY O

PAPER NDA

PRE NDA MEETING

SAFETY / EFFICACY

[] RESPONSE TO DEFICIENCY LETTER

END OF PHASE 2a MEETING [] FINAL PRINTED LABELING
END OF PHASE 2 MEETING [J LABELING REVISION

[J ORIGINAL NEW CORRESPONDENCE
[] FORMULATIVE REVIEW
X OTHER (SPECIFY BELOW):

CONTROL SUPPLEMENT

II. BIOMETRICS

[0 PRIORITY P NDA REVIEW
[J END OF PHASE 2 MEETING
[ CONTROLLED STUDIES

[ PROTOCOL REVIEW

[] OTHER (SPECIFY BELOW):

[0 CHEMISTRY REVIEW

[0 PHARMACOLOGY

[0 BIOPHARMACEUTICS

[] OTHER (SPECIFY BELOW):

I11. BIOPHARMACEUTICS

[ DISSOLUTION
[J BIOAVAILABILTY STUDIES
[ PHASE 4 STUDIES

[] DEFICIENCY LETTER RESPONSE
[J PROTOCOL BIOPHARMACEUTICS
[J IN VIVO WAIVER REQUEST

IV. DRUG SAFETY

[] PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL

[] DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES

[J CASE REPORTS OF SPECIFIC REACTIONS (List below)
[J COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

[J REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
[J] SUMMARY OF ADVERSE EXPERIENCE
[] POISON RISK ANALYSIS

V. SCIENTIFIC INVESTIGATIONS

[J CLINICAL

[J NONCLINICAL

COMMENTS / SPECIAL INSTRUCTIONS: A review of the environmental assessment is requested. This is an electronic

submission: \FDSWA150\NONECTD\4273181

SIGNATURE OF REQUESTOR
{See appended electronic signature page}

METHOD OF DELIVERY (Check one)
Xl DFs X EMAIL O MAIL [0 HAND

PRINTED NAME AND SIGNATURE OF RECEIVER

PRINTED NAME AND SIGNATURE OF DELIVERER




Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-200582 ORIG-1 HOSPIRA INC TOPOTECAN INJ

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

s/

DEBORAH M MESMER
03/03/2010

HARIPADA SARKER
03/08/2010



5 _/g DEPARTMENT OF HEALTH AND HUMAN SERVICES
fh

Food and Drug Administration
Silver Spring MD 20993

NDA 200582 INFORMATION REQUEST

Hospira, Inc.
Attention: Wendy Tian
Manager, Regulatory Affairs
275 North Field Dr.
Dept. 0389, Bldg. H2-2
Lake Forest, IL 60045

Dear Ms. Tian:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Topotecan injection, 4mg/ 4mL.

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and
have the following comments and information request. We request a written response by
February 15, 2010, to continue our evaluation of your NDA.

e Provide an Environmental Assessment (EA) of the naturally occurring source material for
the drug substance.

e As stated in your submission, the drug substance topotecan hydrochloride is a semi-
synthetic compound. In accordance with 21CFR 25.21(b), an Environmental Assessment
related to the naturally occurring source material is required to be submitted to the NDA.
Refer to “Guidance for Industry, Environmental Assessment of Human Drug and
Biologic Applications,” which can be obtained from the FDA website:
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/ucm070561.pdf.

e The EA should include the non-confidential information rather than provide reference to
the drug substance master file. A master file reference may be provided for the
confidential information, although this information must be summarized to the extent
possible and included in the EA for public release.

If you have any questions, call Deborah Mesmer, Regulatory Health Project Manager, at 301-
796-4023.



NDA 200582
Page 2

Sincerely,
{See appended electronic signature page}

Sarah Pope Miksinski, Ph.D.

Branch Chief

Division of Pre-Marketing Assessment 11
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research



Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-200582 ORIG-1 HOSPIRA INC TOPOTECAN INJ

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

s/

RICHARD T LOSTRITTO on behalf of Sarah Pope Miksinski
02/04/2010



Silver Spring MD 20993

NDA 200582 FILING COMMUNICATION

Hospira, Inc.

Attention: Wendy Tian

Manager, Global Regulatory Affairs
275 North Field Drive

Dept. 389, Bldg 112-2

Lake Forest, I1 60045

Dear Ms. Tian:

Please refer to your supplemental new drug application (sSNDA) dated October 29, 2009,
received October 29, 2009, submitted under section 505(b) of the Federal Food, Drug, and
Cosmetic Act, for Topetecan Injection.

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 Standard. Therefore, the user fee goal date is August 29,
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 application and is not
indicative of deficiencies that may be identified during our review.

If you have any questions, call Allison Adams-McLean, Regulatory Project Manager, at (301)
796-3996.

Sincerely,

{See appended electronic signature page}

Robert Justice, M.D., M.S.

Director

Division of Oncology Drug Products
Office of Oncology Drug Products
Center for Drug Evaluation and Research

Food and Drug Administration



Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-200582 ORIG-1 HOSPIRA INC TOPOTECAN INJ

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

s/

ALLISON ADAMS-MCLEAN
01/12/2010



DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE REQUEST FOR CONSULTATION

FOOD AND DRUG ADMINISTRATION

TO (Division/Office): FROM: Allison Adams McLean, DDOP/RPM

Mail: OSE

DATE IND NO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT
January 5, 2010 200582 New NDA October 29, 2009

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Topotecan Injection Standard Oncology June 1, 2010

NAME OF FIRM: Hospira Inc.

REASON FOR REQUEST
I. GENERAL
O NEW PROTOCOL O PRE NDAMEETING OO RESPONSE TO DEFICIENCY LETTER
OO0 PROGRESS REPORT OO0 END OF PHASE Il MEETING O FINAL PRINTED LABELING
O NEW CORRESPONDENCE [0 RESUBMISSION O LABELING REVISION
O DRUG ADVERTISING O SAFETY/EFFICACY O ORIGINAL NEW CORRESPONDENCE
O ADVERSE REACTION REPORT O PAPER NDA O FORMULATIVE REVIEW
O MANUFACTURING CHANGE/ADDITION O CONTROL SUPPLEMENT X OTHER (SPECIFY BELOW): New NDA
O MEETING PLANNED BY
II. BIOMETRICS
STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH

O TYPE A OR B NDA REVIEW
O END OF PHASE Il MEETING
OO0 CONTROLLED STUDIES

O PROTOCOL REVIEW

O OTHER (SPECIFY BELOW):

O CHEMISTRY REVIEW

O PHARMACOLOGY

O BIOPHARMACEUTICS

O OTHER (SPECIFY BELOW):

lll. BIOPHARMACEUTICS
O DISSOLUTION O DEFICIENCY LETTER RESPONSE
O BIOAVAILABILTY STUDIES O PROTOCOL BIOPHARMACEUTICS
O PHASE IV STUDIES O IN VIVO WAIVER REQUEST
IV. DRUG EXPERIENCE
O PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL O REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
O DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES O SUMMARY OF ADVERSE EXPERIENCE
O CASE REPORTS OF SPECIFIC REACTIONS (List below) O POISON RISK ANALYSIS
O COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

O CLINICAL O PRECLINICAL

COMMENTS/SPECIAL INSTRUCTIONS:

The purpose of this consult is to request review of the sponsor’s proposed cartoon and container labels. The submission is in the EDR.
The medical officer is Dr. Michael Brave.

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one)
Allison Adams McLean X MAIL O HAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER




Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-200582 ORIG-1 HOSPIRA INC TOPOTECAN INJ

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

s/

ALLISON ADAMS-MCLEAN
01/05/2010



DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

REQUEST FOR DDMAC LABELING REVIEW CONSULTATION

**Please send immediately following the Filing/Planning meeting**

TO:

CDER-DDMAC-RPM

FROM: (Name/Title, Office/Division/Phone number of requestor)
Allison Adams-McLean DDOP-RPM

301-796-3996

REQUEST DATE IND NO. NDA/BLA NO. TYPE OF DOCUMENTS
12/3/2009 200582 (PLEASE CHECK OFF BELOW)
NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
. . Standard Anti-tumor dru (Generally 1 week before the wrap up meeting)
Topotecan Injection 9
June 18, 2010
NAME OF FIRM:
Hospira, Inc PDUFA Date: August 29, 2010
TYPE OF LABEL TO REVIEW
TYPE OF LABELING: TYPE OF APPLICATION/SUBMISSION REASON FOR LABELING CONSULT
(Check all that apply) X ORIGINAL NDA/BLA X INITIAL PROPOSED LABELING
O IND O LABELING REVISION

X PACKAGE INSERT (PI)

X PATIENT PACKAGE INSERT (PPI)
X CARTON/CONTAINER LABELING
0 MEDICATION GUIDE

O INSTRUCTIONS FOR USE(IFU)

O EFFICACY SUPPLEMENT
OO0 SAFETY SUPPLEMENT
O LABELING SUPPLEMENT
O PLR CONVERSION

EDR link to submission: \\Fdswal50\nonectd\4227510\N200582\0000

Please Note: There is no need to send labeling at this time. DDMAC reviews substantially complete labeling, which has already
been marked up by the CDER Review Team. The DDMAC reviewer will contact you at a later date to obtain the substantially
complete labeling for review.

COMMENTS/SPECIAL INSTRUCTIONS:

Mid-Cycle Meeting: [March 29,

Labeling Meetings: 1. June
2. June

3. June 21, 2010
4. June 29, 2010

2010

8,2010
18,2010

Wrap-Up Meeting: [June 18, 2010

1-2:00 PM WO 22 Rm 2376
11-12 PM WO 22 Rm 2376

3:30-4:30 PM WO 22 Rm 2376
11-12 PM WO 22 Rm 2376

SIGNATURE OF REQUESTER
Allison Adams McLean

SIGNATURE OF RECEIVER

METHOD OF DELIVERY (Check one)
X eMAIL 0O HAND




Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-200582 ORIG-1 HOSPIRA INC TOPOTECAN INJ

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

s/

ALLISON ADAMS-MCLEAN
12/15/2009



DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE REQUEST FOR CONSULTATION

FOOD AND DRUG ADMINISTRATION

TO (Office/Division): David HUSSOHg/ Jim MCV@}I/ Sy1V1a Gantt FROM (Name, Office/Division, and Phone Number of Requestor): Haripada
NEW DRUG MICROBIOLOGY STAFF Sarker through Debbie Mesmer, Office of New Drug
OC/OO/CDER/OPS/NDMS - HFD-805 Quality Assessment, 301 796-4023
DATE IND NO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT
December 9, 2009 200582 original NDA October 29, 2009
NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Topotecan injection standard 505(b)(2); oncology March 26, 2010
NAME OF FIRM: Hospira

REASON FOR REQUEST

1. GENERAL

0 NEW PROTOCOL [0 PRE NDA MEETING [0 RESPONSE TO DEFICIENCY LETTER
] PROGRESS REPORT ] END OF PHASE 2a MEETING [] FINAL PRINTED LABELING
] NEW CORRESPONDENCE ] END OF PHASE 2 MEETING ] LABELING REVISION
[0 DRUG ADVERTISING [] RESUBMISSION [] ORIGINAL NEW CORRESPONDENCE
0 ADVERSE REACTION REPORT O SAFETY / EFFICACY 0 FORMULATIVE REVIEW
[0 MANUFACTURING CHANGE / ADDITION  [] PAPER NDA [XI OTHER (SPECIFY BELOW):
] MEETING PLANNED BY ] CONTROL SUPPLEMENT

11. BIOMETRICS

[ PRIORITY P NDA REVIEW
[0 END OF PHASE 2 MEETING
[J CONTROLLED STUDIES

[ PROTOCOL REVIEW

[] OTHER (SPECIFY BELOW):

[0 CHEMISTRY REVIEW

[0 PHARMACOLOGY

[J BIOPHARMACEUTICS

[] OTHER (SPECIFY BELOW):

111. BIOPHARMACEUTICS

[] DISSOLUTION [] DEFICIENCY LETTER RESPONSE
[J] BIOAVAILABILTY STUDIES [J PROTOCOL BIOPHARMACEUTICS
[J PHASE 4 STUDIES [J IN VIVO WAIVER REQUEST

IV. DRUG SAFETY

[J PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL [J REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
[] DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES [J] SUMMARY OF ADVERSE EXPERIENCE
[J CASE REPORTS OF SPECIFIC REACTIONS (List below) [J POISON RISK ANALYSIS

[J] COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

[ CLINICAL [ NONCLINICAL

COMMENTS / SPECIAL INSTRUCTIONS: ONDQA/DDOP is requesting a microbiology review of Hospira's new 505(b)(2)
application, NDA 200582, topotecan injection for the treatment of small cell lung cancer sensitive disease after
failure of first-line chemotherapy. The submission is an electronic hydrid:
\\Fdswal50\nonectd\4227510\N200582\0000\m1\us

Debasis Ghosh is the primary CMC reviewer. (Haripada Sarker is the PAL)
Allison Adams-Mclean is the OND RPM
Debbie Mesmer is the ONDQA RPM

Please contact Debbie Mesmer for access to materials (301-796-4023) and Debasis Ghosh for questions regarding
the application (301-796-4093.)

SIGNATURE OF REQUESTOR METHOD OF DELIVERY (Check one)




{See appended electronic signature page}

X DFS X EMAIL O MAIL

[] HAND

PRINTED NAME AND SIGNATURE OF RECEIVER

PRINTED NAME AND SIGNATURE OF DELIVERER




Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-200582 ORIG-1 HOSPIRA INC TOPOTECAN INJ

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

s/

DEBORAH M MESMER
12/09/2009

HARIPADA SARKER
12/11/2009



DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

REQUEST FOR CONSULTATION

TO (Division/Office): FROM: Allison Adams McLean, DDOP/RPM
Mail: OSE
DATE IND NO. NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT
December 4, 2009 200582 New NDA October 29, 2009
NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Topotecan Injection Standard Oncology June 1, 2010
NAME OF FIRM: Hospira Inc.
REASON FOR REQUEST
. GENERAL
O NEW PROTOCOL O PRE NDA MEETING O RESPONSE TO DEFICIENCY LETTER
0 PROGRESS REPORT 1 END OF PHASE II MEETING O FINAL PRINTED LABELING
O NEW CORRESPONDENCE O RESUBMISSION O LABELING REVISION
[0 DRUG ADVERTISING 1 SAFETY/EFFICACY O ORIGINAL NEW CORRESPONDENCE
O ADVERSE REACTION REPORT O PAPER NDA O FORMULATIVE REVIEW
1 MANUFACTURING CHANGE/ADDITION 1 CONTROL SUPPLEMENT X OTHER (SPECIFY BELOW): New NDA
O MEETING PLANNED BY
II. BIOMETRICS

STATISTICAL EVALUATION BRANCH

STATISTICAL APPLICATION BRANCH

O TYPE A OR B NDA REVIEW
O END OF PHASE Il MEETING
OO0 CONTROLLED STUDIES

O PROTOCOL REVIEW

O OTHER (SPECIFY BELOW):

O CHEMISTRY REVIEW

O PHARMACOLOGY

O BIOPHARMACEUTICS

O OTHER (SPECIFY BELOW):

lll. BIOPHARMACEUTICS
O DISSOLUTION O DEFICIENCY LETTER RESPONSE
O BIOAVAILABILTY STUDIES O PROTOCOL BIOPHARMACEUTICS
O PHASE IV STUDIES O IN VIVO WAIVER REQUEST
IV. DRUG EXPERIENCE
O PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL O REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
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O CASE REPORTS OF SPECIFIC REACTIONS (List below) O POISON RISK ANALYSIS
O COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

O CLINICAL

O PRECLINICAL

COMMENTS/SPECIAL INSTRUCTIONS:

The purpose of this consult is to request review of the sponsor’s proposed patient package insert. The submission is in the EDR.

The medical officer is Dr. Michael Brave.
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(h Food and Drug Administration
Silver Spring MD 20993

NDA 200582 NDA ACKNOWLEDGMENT

Hospira Inc.

Attention: Wendy Tian

Manager, Global Regulatory Affairs
275 North Field Drive

Dept 389 Bldg. H2-2

Lake Forest, IL 60045

Dear Ms Tian:

We have received your new drug application (NDA) submitted under section 505(b section
505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product: Topotecan Injection, 4 mg/ml
Date of Application: October 29, 2009

Date of Receipt: October 29, 2009

Our Reference Number: NDA 200582

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on December 28, 2009, in
accordance with 21 CFR 314.101(a).

If you have not already done so, promptly submit the content of labeling [21 CFR
314.50(1)(1)(1)] in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. Failure
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21
CFR 314.101(d)(3). The content of labeling must conform to the content and format
requirements of revised 21 CFR 201.56-57.

The NDA number provided above should be cited 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 Drug Oncology Product
5901-B Ammendale Road

Beltsville, MD 20705-1266



NDA 200582
Page 2

All regulatory documents submitted in paper should be three-hole punched on the left side of the
page and bound. The left margin should be at least three-fourths of an inch to assure text is not
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however,
it may occasionally be necessary to use individual pages larger than standard paper size.
Non-standard, large pages should be folded and mounted to allow the page to be opened for
review without disassembling the jacket and refolded without damage when the volume is
shelved. Shipping unbound documents may result in the loss of portions of the submission or an
unnecessary delay in processing which could have an adverse impact on the review of the
submission. For additional information, please see

http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/DrugMasterFil
esDMFs/ucm073080.htm

If you have any questions, call me at (301) 796-3996.
Sincerely,

{See appended electronic signature page}

Allison Adams-McLean, RN, BSN, MHA
LCDR, USPHS

Senior Regulatory Project Manager
Division of Drug Oncology Products
Office of Oncology Drug Products

Center for Drug Evaluation and Research
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(h Food and Drug Administration
Silver Spring MD 20993

NDA 200582 NDA ACKNOWLEDGMENT

Hospira Inc.

Attention: Wendy Tian

Manager, Global Regulatory Affairs
275 North Field Drive

Dept 389 Bldg. H2-2

Lake Forest, IL 60045

Dear Ms Tian:

We have received your new drug application (NDA) submitted under section 505(b section
505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product: Topotecan Injection, 4 mg/ml
Date of Application: October 29, 2009

Date of Receipt: October 29, 2009

Our Reference Number: NDA 200582

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on December 28, 2009, in
accordance with 21 CFR 314.101(a).

If you have not already done so, promptly submit the content of labeling [21 CFR
314.50(1)(1)(1)] in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. Failure
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21
CFR 314.101(d)(3). The content of labeling must conform to the content and format
requirements of revised 21 CFR 201.56-57.

The NDA number provided above should be cited 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 Drug Oncology Product
5901-B Ammendale Road

Beltsville, MD 20705-1266



(b) (4)
Page 2

All regulatory documents submitted in paper should be three-hole punched on the left side of the
page and bound. The left margin should be at least three-fourths of an inch to assure text is not
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however,
it may occasionally be necessary to use individual pages larger than standard paper size.
Non-standard, large pages should be folded and mounted to allow the page to be opened for
review without disassembling the jacket and refolded without damage when the volume is
shelved. Shipping unbound documents may result in the loss of portions of the submission or an
unnecessary delay in processing which could have an adverse impact on the review of the
submission. For additional information, please see

http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/DrugMasterFil
esDMFs/ucm073080.htm

If you have any questions, call me at (301) 796-3996.
Sincerely,

{See appended electronic signature page}

Allison Adams-McLean, RN, BSN, MHA
LCDR, USPHS

Senior Regulatory Project Manager
Division of Drug Oncology Products
Office of Oncology Drug Products

Center for Drug Evaluation and Research
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