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EXCLUSIVITY SUMMARY

NDA # 20-140 SUPPL # HFD # 150

Trade Name

Generic Name levoleucovorin calcium

Applicant Name Spectrum

Approval Date, If Known

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

I.  An exclusivity determination will be made for all original applications, and all efficacy
supplements. Complete PARTS I and I 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, SES, SE6; SE7, SES
505(b)(2)

¢) 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 [X NO[ ]

If your answer is "no" because you believe the study is a bioavailability study and, therefore,
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your
reasons for disagreeing with any arguments made by the applicant that the study was not
simply a bioavailability study.

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:
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dj Did the applicant request exclusivity?

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

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).

PARTII 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).
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NDA# &-107 Leucovorin calcium
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.) = B
YES NO

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

NDA#

NDA#
NDA#

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

IF “YES,” GO TO PART II.

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 I, 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
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summary for that investigation.
YES NO []

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 [X] NO [ ]

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

* (b) Did the applicant submit a list of published studies relevant to the safety and effectiveness
of this drug product and a statement that the publicly available data would not independently

support approval of the application?
YES [] NO[X

(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 X

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 X
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If yes, explain:

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

Lederle high dose methotrexate protocols 76-5, 76-6, 76-7, 76-13, 76-16, 76-
18, 76-19, 76-21, 76-22, and 76-23.

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 D NO [X
Investigation #2 vEs[[] ~No[X

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 X

Investigation #2 YES[ ] NO X
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If you have answered "yes" for one or more investigation, identify the NDA in which a

similar investigation was relied on:

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any

that are not "new"™):

same as 2 ¢

4. To be eligible for exclusivity, a new investigation that is essential to approval must also have

been conducted or sponsored by the applicant.

An investigation was "conducted or sponsored by"

the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor
in interest) provided substantial support for the study. Ordinarily, substantial support will mean
providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
!
IND:  — YES X !
!
Investigation #2 !
!
IND # YES [X] !
!

No []

Explain:

In 1990, Lederle was the applicant for NDA 20-140.
Spectrum is the current applicant for NDA 20-140
and all rights have been transferred to Spectrum.
Spectrum certifed that the studies in 2c were
sponsored and funded entirely by its predecessor in
interest, Lederle under IND | ===

No []
Explain:
same response for all investigations in 2¢

(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
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interest provided substantial support for the study?

Investigation #1 !

!
YES [] 1 NO X
Explain: ! Explain:
Investigation #2 !

!
YES [] ' No [X]
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: Paul Zimmerman
Title: Project Manager
Date: 3-7-08

Name of Office/Division Director signing form:
Title:
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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.

Ann Farrell
3/7/2008 02:21:52 PM
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PHARMACEUTICALS

March 07, 2008

SPONSOR CERTIFICATION

On behalf of the NDA 20,140 applicant, Spectrum Pharmaceuticals, Inc., I hereby certify that the
clinical studies listed below were sponsored and funded entirely by its predecessor of interest,
Lederle Laboratories, Inc, a Division of Ameridcan Cyanamid Company, under -_ b ( 4)

Protocols 76-5, 76-6, 76-7, 76-13, 76-16, 76-18, 76-19, 76-21, 76-22 and 76-23

1 attest to the accuracy and

Cgﬂm L@ﬁm integrity of this document
2008.03.07 10:09:28
-08'00"

Cynthia Letizia, MPH, RAC
Vice President, Regulatory Affairs

157 Technology Dr + lrvine, California 92618 + Tel: 949-788-6700 <« Fax: 949-788-6706 - www.spectrumpharm.com =+ NASDAQ: SPPI
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PEDIATRIC PAGE

(Complete for all filed original applications and efficacy supplements)

NDA/BLA #:___20-140 Supplement Type (e.g. SE5): Supplement Number:
Stamp Date; 12-14-1990 PDUFA Goal Date: PrePDUFA_ Goal date is 3-7-2008
HFD_150 Trade and generic names/dosage form:_ISO-Vorin (levoleucovorin calcium) for Injection
Applicant: Spectrum Pharmaceuticals Inc. Therapeutic Class: 5

Does this application provide for new active ingredient(s), new indication(s), new dosage form, new dosing regimen, or new
route of administration? *

U Yes. Please proceed to the next question.

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

* SES, SE6, and SE7 submissions may also trigger PREA. If there are questions, please contact the Rosemary Addy or Grace Carmouze.

Indication(s) previously approved (please complete this section for supplements only):

Each indication covered by current application under review must have pediatric studies: Completed, Deferred, and/or Waived.
Number of indications for this application(s):

Indication #1:

Is this an orphan indication?
O Yes. PREA does not apply. Skip to signature block.
O No. Please proceed to the next question.
Is there a full waiver for this indication (check one)?
Q) VYes: Please proceed to Section A.
U No: Please check all that apply: ___ Partial Waiver ___Deferred ___ Completed

NOTE: More than one may apply

Please proceed to Section B, Section C, and/or Section D and complete as necessary.

Section A: Fully Waived Studies

Reason(s) for full waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Other:

COocoo

If studies are fully waived, then pediatric information is complete for this indication. If there is another indication, please see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS.




NDA 20-140
Page 2

Section B: Partially Waived Studies

Age/weight range being partially waived (fill in applicable criteria below):

Min kg mo. yr. Tanner Stage
Max . kg mo. yr. Tanner Stage
Reason(s) for partial waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

0000000

If studies are deferred, proceed to Section C. If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is
complete and should be entered into DFS.

Section C: Deferred Studies

Age/weight range being deferred (fill in applicable criteria below):

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage

Reason(s) for deferral:

QO Products in this class for this indication have been studied/labeled for pediatric population
(] Disease/condition does not exist in children
U Too few children with disease to study
U There are safety concerns

U Adult studies ready for approval

Q Formulation needed

Other:

Date studies are due (mm/dd/yy):

If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section D: Completed Studies

Age/weight range of completed studies (fill in applicable criteria below):

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage
Comments:

If there are additional indications, please proceed to Attachment A. Otherwise, this Pediatric Page is complete and should be entered
into DFS.
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This page was completed by:

"S’ 5 2 N U DU o, S 4
jee {t__l,){)z;,’ﬁ([(f(? GLICIPORIC NIINIIre page;

Regulatory Project Manager

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE PEDIATRIC AND MATERNAL HEALTH
STAFF at 341-766-8706

(Revised: 10/10/2006)
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Attachment A
(This attachment is to be completed for those applications with multiple indications only.)

Indication #2:

Is this an orphan indication?
O Yes. PREA does not apply. Skip to signature block.
O No. Please proceed to the next question.
Is there a full waiver for this indication (check one)?
O Yes: Please proceed to Section A.
U No: Please check all that apply: ____Partial Waiver ___ Deferred ___ Completed

NOTE: More than one may apply
Please proceed to Section B, Section C, and/or Section D and complete as necessary.

Section A: Fully Waived Studies

Reason(s) for full waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Other:

o000

If studies are fully waived, then pediatric information is complete for this indication. If there is another indication, please see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section B: Partially Waived Studies

Age/weight range being partially waived (fill in applicable criteria below)::

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage

Reason(s) for partial waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

0000000

If studies are deferred, proceed to Section C. If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is
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complete and should be entered into DFS.

Section C: Deferred Studies

Age/weight range being deferred (fill in applicable criteria below)::

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage

Reason(s) for deferral:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

oo0oodoo

Date studies are due (mm/dd/yy):

If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered into DFS.

/iSection D: Completed Studies

Age/weight range of completed studies (fill in applicable criteria below):

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage
Comments:

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.
This page was completed by:

{ ayseeriefes, B A o PPN PSR
ISee appended clectronic signativne page}

Regulatory Project Manager

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE PEDHATRIC AND MATERNAL HEALTH
STAFF at 31-796-4780

(Revised: 10/10/2006)



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

Paul Zimmerman
2/26/2008 04:38:42 PM
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PHARMACEUTICALS

29 June 2007

DEBARMENT CERTIFICATION

On behalf of Spectrum Pharmaceuticals, Inc., I hereby certify that Spectrum Pharmaceuticals,
Inc. did not and will not use in any capacity the services of any person debarred under section

306 of the Federal Food, Drug, and Cosmetic Act in connection with this application.

Conthin Lot 2007.06.29
4 e 14:02:31 -07'00"

Cynthia Letizia, MPH, RAC
Vice President, Regulatory Affairs

157 Technology Dr + lIrvine, California 92618 + Tel: 949-788-6700 - Fax: 949-788-6706 - www.spectrumpharm.com - NASDAQ: SPPI
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NDA Regulatory Filing Review
Page |

NDA REGULATORY FILING REVIEW
(Including Memo of Filing Meeting)

NDA 20-140 is pre User Fee and was submitted 12-14-1990 and a Not Approval letter was issued 1-3-1992.
The applicant submitted an activating amendment 7-10-2007.
NDA# 20-140 Supplement # Efficacy Supplement Type SE-

Proprietary Name: ISO-Vorin
Established Name: levoleucovorin calciam

Strengths: 50 mg/ 5 mL (10 mg/mL)

Applicant: Spectrum Pharmaceuticals, Inc
Agent for Applicant (if applicable):

Date of Application: 12-14-1990

Date of Receipt: 12-18-1990

Date clock started after UN:

Date of Filing Meeting:

Filing Date:

Action Goal Date (optional):  3-7-2008 User Fee Goal Date: preUser FEE

Indication(s) requested: ISO-Vorin™ rescue is indicated after high-dose methotrexate therapy in osteosarcoma.
ISO-Vorin™ is also indicated to diminish the toxicity and counteract the effects of impaired methotrexate elimination and
of inadvertent overdosage of folic acid antagonists

Type of Original NDA: o1 U ®)(2)
AND (if applicable)

Type of Supplement: o)y O ®@) [

NOTE:

(1) If you have questions about whether the application is a 505(b)(1) or 505(b)(2) application, see
Appendix A. A supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA4
was a (b)(1) or a (b)(2). If the application or efficacy supplement is a (b)(2), complete Appendix B.

Review Classification: | S X P [

Resubmission after withdrawal? ] Resubmission after refuse to file? [ ]

Chemical Classification: (1,2,3 etc) 5

Other (orphan, OTC, etc.) orphan

Form 3397 (User Fee Cover Sheet) submitted: YES [] NO []]
User Fee Status: PreUserFee Paid [} Exempt (orphan, government) [ ]

Waived (e.g., small business, public health) [ ]

NOTE: Ifthe NDA is a 505(b)(2) application, and the applicant did not pay a fee in reliance on the 505(b)(2)
exemption (see box 7 on the User Fee Cover Sheet), confirm that a user fee is not required by contacting the
User Fee staff in the Office of Regulatory Policy. The applicant is required to pay a user fee if> (1) the
product described in the 505(b)(2) application is a new molecular entity or (2) the applicant claims a new
indication for a use that that has not been approved under section 505(b). Examples of a new indication for a
use include a new indication, a new dosing regime, a-new patient population, and an Rx-to-OTC switch. The
best way to determine if the applicant is claiming a new indication for a use is to compare the applicant’s
Version 6/14/2006



NDA Regulatory Filing Review
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proposed labeling to labeling that has already been approved for the product described in the application.
Highlight the differences between the proposed and approved labeling. If you need assistance in determining
if the applicant is claiming a new indication for a use, please contact the User Fee staff.

. Is there any 5-year or 3-year exclusivity on this active moiety in any approved (b)(1) or (b)(2)
application? YES [ NO [X
If yes, explain:

Note: If the drug under review is a 505(b)(2), this issue will be addressed in detail in appendix B.
L Does another drug have orphan drug exclusivity for the same indication? YES [] NO [X

. If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness
[21 CFR 316.3(b)(13)]? :
YES [ NO []

If yes, consult the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).

° Is the application affected by the Application Integrity Policy (AIP)? YES [ NO
If yes, explain:
o If yes, has OC/DMPQ been notified of the submission? YES [] NO []
. Does the submission contain an accurate comprehensive index? YES [X NO []
If no, explain:
° Was form 356h included with an authorized signature? YES [X NO []
If foreign applicant, both the applicant and the U.S. agent must sign.
o Submission complete as required under 21 CFR 314.50? YES [X] NO [
If no, explain:
. Answer 1, 2, or 3 below (do not include electronic content of labeling as an partial electronic
submission).
1. This application is a paper NDA YES []
2. This application is an eNDA or combined paper + eNDA YES [X
This application is: All eleetronic [ ] Combined paper + eNDA [X]
This application is in: NDA format [ ] CTD format [ ]
Combined NDA and CTD formats [X]
Does the eNDA, follow the guidance?
(http://www fda.gov/cder/guidance/2353 fnl.pdf) YES [} NO []

If an eNDA, all forms and certifications must be in paper and require a signature.

If combined paper + eNDA, which parts of the application were submitted in electronic format? The
2007 activating amendment and onward are electronic.

Additional comments:

3. This application is an eCTD NDA. YES []
Version 6/14/2006



NDA Regulatory Filing Review

Page 3
If an eCTD NDA, all forms and certifications must either be in paper and signed or be
electronically signed.
Additional comments:
. Patent information submitted on form FDA 3542a? YES [X NO []
. Exclusivity requested? YES, Years NO [X
- NOTE: An applicant can receive exclusivity without requesting it; therefore, requesting exclusivity is

not required.

° Correctly worded Debarment Certification included with authorized signature? YES [X] NO []]
If foreign applicant, both the applicant and the U.S. Agent must sign the certification.

NOTE: Debarment Certification should use wording in FD&C Act section 306(k)(1) i.e.,

“[Name of applicant] hereby certifies that it did not and will not use in any capacity the services of
any person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection
with this application.” Applicant may not use wording such as “To the best of my knowledge . . . ."”

. Are the required pediatric assessment studies and/or deferral/partial waiver/full waiver of pediatric
studies (or request for deferral/partial waiver/full waiver of pediatric studies) included?
YES X NO []
° If the submission contains a request for deferral, partial waiver, or full waiver of studies, does the
application contain the certification required under FD&C Act sections 505B(a)(3)(B) and (4)(A) and
(B)? YES [] No [
. Is this submission a partial or complete response to a pediatric Written Request? YES 0 No X
If yes, contact PMHT in the OND-IO
] Financial Disclosure forms included with authorized signature? Pre FD requirement  YES ] NO []
(Forms 3454 and/or 3455 must be included and must be signed by the APPLICANT, not an
agent.)

NOTE: Financial disclosure is required for bioequivalence studies that are the basis for approval.
. Field Copy Certification (that it is a true copy of the CMC technical section) YES [] NO []
. PDUFA and Action Goal dates correct in tracking system? YES X NO [

If not, have the document room staff correct them immediately. These are the dates EES uses for
calculating inspection dates.

o Drug name and applicant name correct in COMIS? If not, have the Document Room make the
corrections. Ask the Doc Rm to add the established name to COMIS for the supporting IND if it is not
already entered.

. List referenced IND numbers:

. Are the trade, established/proper, and applicant names correct in COMIS? YES R NO []

If no, have the Document Room make the corrections.

) End-of-Phase 2 Meeting(s)? Date(s) NO [X
If yes, distribute minutes before filing meeting.

Version 6/14/2006




NDA Regulatory Filing Review

Page 4
° Pre-NDA Meeting(s)? Date(s) 7-15-2005 NO []
If yes, distribute minutes before filing meeting.
° Any SPA agreements? Date(s) NO
If yes, distribute letter and/or relevant minutes before filing meeting.
Project Management
If Rx, was electronic Content of Labeling submitted in SPL format? YES [] NO [X
If no, request in 74-day letter.
] If Rx, for all new NDAs/efficacy supplements submitted on or after 6/30/06:
Was the PI submitted in PLR format? YES [X NO []
If no, explain. Was a waiver or deferral requested before the application was received or in the
submission? If before, what is the status of the request:
° If Rx, all labeling (PI, PPI, MedGuide, carton and immediate container labels) has been consulted to
DDMAC? YES [X NO []
° If Rx, trade name (and all labeling) consulted to OSE/DMETS? YES [X NO [7]
) If Rx, MedGuide and/or PPI (plus PI) consulted to ODE/DSRCS?
NA X YES [] NO []
° Risk Management Plan consulted to OSE/IQ? NA [X YES [] NO []
° If a drug with abuse potential, was an Abuse Liability Assessment, including a proposal for

scheduling submitted? NA [X YES [ NO

If Rx-t0-OTC Switch or OTC application:

. Proprietary name, all OTC labeling/packaging, and current approved PI consulted to
OSE/DMETS? YES [ NO
° If the application was received by a clinical review division, has YES [] NO
DNPCE been notified of the OTC switch application? Ofr, if received by
DNPCE, has the clinical review division been notified?
Clinical
. If a controlled substance, has a consult been sent to the Controlled Substance Staff?
YES [ NO
Chemistry
] Did applicant request categorical exclusion for environmental assessment? YES ] NO
If no, did applicant submit a complete environmental assessment? YES [ NO
If EA submitted, consulted to EA officer, OPS? YES [] NO

Version 6/14/2006
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NDA Regulatory ‘Filing Review

Page 5
° Establishment Evaluation Request (EER) submitted to DMPQ? YES [X NO []
o If a parenteral product, consulted to Microbiology Team? YES X NO []
ATTACHMENT
MEMO OF FILING MEETING

DATE: N/A. NDA 20-140 is pre PDUFA and was submitted 12-14-1990 and a Not Approval letter was issued 1-
3-1992. The applicant submitted an activating amendment 7-10-2007. The review team agreed soon thereafter
that the 7-10-2007 was a reviewable submission.

NDA #:
DRUG NAMES:
APPLICANT:

BACKGROUND:
(Provide a brief background of the drug, (e.g., molecular entity is already approved and this NDA is for an
extended-release formulation; whether another Division is involved; foreign marketing history; etc.)

ATTENDEES:
ASSIGNED REVIEWERS (including those not present at filing meeting) :

Discipline/Organization Reviewer
" Medical:

Secondary Medical:

Statistical:

Pharmacology:

Statistical Pharmacology:

Chemistry:

Environmental Assessment (if needed):
Biopharmaceutical:

Microbiology, sterility:

Microbiology, clinical (for antimicrobial products only):
DSI:

OPS:

Regulatory Project Managemeit:

Other Consults:

Per reviewers, are all parts in English or English translation? YES [] NO []
If no, explain:

CLINICAL FILE [] REFUSE TOFILE [ ]

e Clinical site audit(s) needed? YES [ NO []
If no, explain:
¢ Advisory Committee Meeting needed? YES, date if known NO []
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e If the application is affected by the AIP, has the division made a recommendation regarding
whether or not an exception to the AIP should be granted to permit review based on medical

necessity or public health significance?
NA [0 ves [ NO [

CLINICAL MICROBIOLOGY NA [ FILE [] . REFUSETOFILE []
STATISTICS NA [] FILE [ REFUSETO FILE []
BIOPHARMACEUTICS FILE [j REFUSETOFILE []

¢ Biopharm. study site audits(s) needed? ] NO []

YES

PHARMACOLOGY/TOX NN FILE [] REFUSETO FILE [ ]

e  GLP audit needed? YES ] NO []
CHEMISTRY FILE [ REFUSETOFILE []

e Establishment(s) ready for inspection? YES [] NO [

o Sterile product? YES [] NOo [

If yes, was microbiology consulted for validation of sterilization?
YES []] NO []

ELECTRONIC SUBMISSION:
Any comments:

REGULATORY CONCLUSIONS/DEFICIENCIES:
(Refer to 21 CFR 314.101(d) for filing requirements.)

l:] The application is unsuitable for filing. Explain why:

1 The application, on its face, appears to be well-organized and indexed. The application
appears to be suitable for filing.

N No filing issues have been identified.
1 Filing issues to be communicated by Day 74. List (optional):
ACTION ITEMS:

1.L] Ensure that the review and chemical classification codes, as well as any other pertinent
classification codes (e.g., orphan, OTC) are correctly entered into COMIS.

2.[] IfRTF, notify everybody who already received a consult request of RTF action. Cancel the EER.

3] Iffiled and the application is under the AIP, prepare a letter cither granting (for signature by Center
Director) or denying (for signature by ODE Director) an exception for review.

4.[] If filed, complete the Pediatric Page at this time. (If paper version, enter into DFS.)
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5[] Convey document filing issues/no filing issues to applicant by Day 74.

Regulatory Project Manager
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Appendix A to NDA Regulatory Filing Review

NOTE: The term "original application" or "original NDA" as used in this appendix denotes the NDA
submitted. It does not refer to the reference drug product or "reference listed drug."

An original 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) itrelies for approval on the Agency's previous findings of safety and efficacy for a listed drug
product and the applicant does not own or have right to reference the data supporting that
approval, or

(3) itrelies on what is "generally known" or "scientifically accepted" about a class of products to
support the safety or effectiveness of the particular drug for which the applicant is seeking
approval. (Note, however, that this does not mean any reference to general information or
knowledge (e.g., about disease etiology, support for particular endpoints, methods of analysis)
causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose
combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC
monograph deviations(see 21 CFR 330.11); new dosage forms; new indications; and, new salts.

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was
a (b)(1) 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) 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, and. ‘

(3) 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
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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) 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, or

(3) 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 Office of Regulatory Policy representative.
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Appendix B to NDA Regulatory Filing Review
Questions for 505(b)(2) Applications
1. Does the application reference a listed drug (approved drug)? YES (] NO X

If “No,” skip to question 3.
. 2. Name of listed drug(s) referenced by the applicant (if any) and NDA/ANDA #(s):

3. Is this application for a drug that is an “old” antibiotic (as described in the draft guidance implementing
the 1997 FDAMA provisions? (Certain antibiotics are not entitled to Hatch-Waxman patent listing and

exclusivity benefits.)
YES [ NO X

If “Yes,” skip to question 7.

4. Is this application for a recombinant or biologically-derived product?
YES [] NO [

If “Yes “contact your ODE’s Office of Regulatory Policy representative.

5. The purpose of the questions below (questions 5 to 6) is to determine if there is an approved drug
product that is equivalent or very similar to the product proposed for approval that should be referenced as
a listed drug in the pending application.

(@) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) application that is

already approved?
YES [ NO [X

(Pharmaceutical equivalents are drug products in identical dosage forms that: (1) contain identical amounts of
the identical active drug ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of
modified release dosage forms that require a reservoir or overage or such forms as prefilled syringes where
residual volume may vary, that deliver identical amounts of the active drug ingredient over the identical dosing
period; (2) do not necessarily contain the same inactive ingredients; and (3) meet the identical compendial or
other applicable standard of identity, strength, quality, and purity, including potency and, where applicable,
content uniformity, disintegration times, and/or dissolution rates. (21 CFR 320.1(c))

If “No,”" to (a) skip to question 6. Otherwise, answer part (b and (c)).
(b) Is the pharmaceutical equivalent approved for the same indication for YES [} NO [
which the 505(b)(2) application is seeking approval?
(c) Is the approved pharmaceutical equivalent(s) cited as the listed drug(s)? YES [ NOo [
If “Yes," (c), list the pharmaceutical equivalent(s) and proceed to question 6.
If “No, " to (c) list the pharmaceutical equivalent and contact your ODE's Office of Regulatory Policy

representative.
Pharmaceutical equivalent(s):
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6. (a) Is there a pharmaceutical alternative(s) already approved? YES X NO [X

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its precursor, but
not necessarily in the same amount or dosage form or as the same salt or ester. Each such drug product
individually meets either the identical or its own respective compendial or other applicable standard of identity,
strength, quality, and purity, including potency and, where applicable, content uniformity, disintegration times
and/or dissolution rates. (21 CFR 320.1(d)) Different dosage forms and strengths within a product line by a
single manufacturer are thus pharmaceutical alternatives, as are extended-release products when compared with
immediate- or standard-release formulations of the same active ingredient.)

If “No,”" to (a) skip to question 7. Otherwise, answer part (b and (c)).

(b) Is the pharmaceutical alternative approved for the same indication YES [ NO []
for which the 505(b)(2) application is seeking approval?

(c) Is the approved pharmaceutical alternative(s) cited as the listed drug(s)? YES [ NO X
If “Yes, " to (c), proceed to question 7.

NOTE: Ifthere is more than one pharmaceutical alternative approved, consult your ODE’s Office of
Regulatory Policy representative to determine if the appropriate pharmaceutical alternatives are referenced.

If “No,” to (c), list the pharmaceutical alternative(s) and contact your ODE’s Office of Regulatory Policy
representative. Proceed to question 7.

Pharmaceutical alternative(s):

7. (a) Does the application rely on published literature necessary to support the proposed approval of the drug

product (i.e. is the published literature necessary for the approval)?
S YES [ NO [X

If “No, " skip to question 8. Otherwise, answer part (b).

(b) Does any of the published literature cited reference a specific (e.g. brand name) product? Note that if
yes, the applicant will be required to submit patent certification for the product, see question 12.

8. Describe the change from the listed drug(s) provided for in this (b)(2) application (for example, “This
application provides for a new indication, otitis media™ or “This application provides for a change in
dosage form, from capsules to solution”).  This application is for levoleucovorin. The listed drug is
leucovorin (d,/ leucovorin)

9. Is the application for a duplicate of a listed drug and eligible for approval under YES [ ] NO [X
section 505(j) as an ANDA? (Normally, FDA may refuse-to-file such NDAs
(see 21 CFR 314.101(d)(9)).

10. Is the application for a duplicate of a listed drug whose only difference is YES [ NO [X
that the extent to which the active ingredient(s) is absorbed or otherwise made
available to the site of action less than that of the reference listed drug (RLD)?
(See 314.54(b)(1)). If yes, the application may be refused for filing under
21 CFR 314.101(d)(9)).
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11. Is the application for a duplicate of a listed drug whose only difference is YES [ NO [X
that the rate at which the product’s active ingredient(s) is absorbed or made
available to the site of action is unintentionally less than that of the RLD (see 21 CFR 314.54(b)(2))?
If yes, the application may be refused for filing under 21 CFR 314.101(d)(9).

12. Are there certifications for each of the patents listed in the Orange YES [] No [
Book for the listed drug(s) referenced by the applicant (see question #2)?
(This is different from the patent declaration submitted on form FDA 3542 and 3542a.)

13. Which of the following patent certifications does the application contain? (Check all that apply and
identify the patents to which each type of certification was made, as appropriate.)

X
L]

Version 6/14/2006

Not applicable (e.g., solely based on published literature. See question # 7

21 CFR 314.50(i)(1)(1)(A)(1): The patent information has not been submitted to FDA.
(Paragraph I certification)
Patent number(s):

21 CFR 314.50(1)(1)(1)(A)(2): The patent has expired. (Paragraph II certification)
Patent number(s):

21 CFR 314.50(1)(1)(1)(A)(3): The date on which the patent will expire. (Paragraph III
certification)
Patent number(s):

21 CFR 314.50G)(1)(1)(A)(4): The patent is invalid, unenforceable, or will not be infringed
by the manufacture, use, or sale of the drug product for which the application is submitted.
(Paragraph IV certification)

Patent number(s):

NOTE: [F FILED, and if the applicant made a “Paragraph IV certification {21 CFR
314.50()(1)(i)(4)(4)]. the applicant must subsequently submit a signed certification stating
that the NDA holder and patent owner(s) were notified the NDA was filed {21 CFR
314.52(b)]. The applicant must also submit documentation showing that the NDA holder and
patent owner(s) received the notification [21 CFR 314.52(e)]. OND will contact you to verify
that this documentation was received.

21 CFR 314.50(1)(3): Statement that applicant has a licensing agreement with the patent
owner (must also submit certification under 21 CFR 314.50(i)(1)(1)(A)(4) above).
Patent number(s):

Written statement from patent owner that it consents to an immediate effective date upon
approval of the application.
Patent number(s):

21 CFR 314.50(1)(1)(ii): No relevant patents.

21 CFR 314.50(1)(1)(iii): The patent on the listed drug is a method of use patent and the
labeling for the drug product for which the applicant is seeking approval does not include any
indications that are covered by the use patent as described in the corresponding use code in the
Orange Book. Applicant must provide a statement that the method of use patent does not
claim any of the proposed indications. (Section viii statement)

Patent number(s): '
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14. Did the applicant:

¢ Identify which parts of the application rely on the finding of safety and effectiveness for a listed
drug or published literature describing a listed drug or both? For example, pharm/tox section of

application relies on finding of preclinical safety for a listed drug.
YES [] NO [X

If “Yes,” what is the listed drug product(s) and which sections of the 505(b)(2)
application rely on the finding of safety and effectiveness or on published literature about that
listed drug

Was this listed drug product(s) referenced by the applicant? (see question # 2)
YES [] NO []

¢ Submit a bioavailability/bioequivalence (BA/BE) study comparing the proposed product to the

listed drug(s)?
N/A [ YES [] NO [X

I5. (a) Is there unexpired exclusivity on this listed drug (for example, 5 year, 3 year, orphan or pediatric
exclusivity)? Note: this information is available in the Orange Book.

YES [] NO [X

If “Yes,” please list:

Application No. Product No. Exclusivity Code Exclusivity Expiration
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Zimmerman, Paul F

- From: Zimmerman, Paul F
Sent: Tuesday, March 04, 2008 3:28 PM
To: 'Cynthia Letizia'
Subject: NDA 20-140 for levoleucovorin - 6.2
Attachments: Picture (Enhanced Metafile)
Cynthia,

In 6.2 we would like to change the current sentence from:

For 217 adverse reactions (108 reports) where levoleucovorin was a suspected, interacting, or concomitant
medication, there were 40 occurrences of “possible allergic reaction.”

to:

For 217 adverse reactions (108 reports) where levoleucovorin was a suspected or interacting medication,
there were 40 occurrences of “possible allergic reaction.”

We would like to make this change because your submission, dated 11-12-08, revised the wording from the
original NDA submission to state that there were 217 AEs (as 108 reports) with levoleucovorin as "suspected or
interacting" medication. This is stated in paragraph 1 of the attached document below. In paragraph 2, there is
clarification that there were 252 reports (525 events) in which levoleucovorin was mentioned as "suspected or
interacting or concomitant".

« FOA Question - Pleass sxplain why you selected events Vof potential
concern and pofentially related to allsegic reaction” from apont of
only 217 *unspecified indication” events,” rather than from the
entire poot of 252 events. You apparsnily have excluded evanis
wihere the indication was "non-cancer™ {n=4} and “cancer™ {n=31}

The repart, entifled “Aralysis of The Uppsala Monitoring Center (UM} datalinge
{Vigivase} o describe the safely profife of calolun: fevallinate” and dated Apl 2,
2O07. was based onstandard methods of reparfng information from the Uppssla
Koniloring Canirs (UMC] dstabase. This misthed follows CIOMS guldelines to
raport those events where the physician considered a madicafion as sithera
suspactad o interaciing cause of the events, Indwviduad svenis were searched on
this prederred temn for the reporied reaction which was assined according to the
VHOART coding systern. Using this methodology, the UMG idantified 108
reports (217 svents) thad listed Calsiom Levofolinate a5 sither a suspactad or
interacting seedication.

The process used fo identify the number of repods thal mentioned ihe indicalion
of caloium of levolstinate used different soarsh criferia, For tiis anslysis, all
raports (susgected, ineracting snd soncomitant reedication) which mantioned
sakium levolcinats were searchad for the listing of an indivafion. There wara
252 reperis {625 evenis) that bstzd caloium lavalolinale as 3 suspecled of
iaracting of concomitant medication.

15 e report provided idate Apdl 2, 2007 ). references do 282 repards were
srroneously labefied as 262 evends.” As aresull, the table iston page S ofthe
April 2, 2007 report should read &s below.  The tesm “svenis” has been replaced
oy the tarm “reporis” in boid.

*3 jzed indicati