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Form Ver. 1

PATENT SUBMISSION FORM
Patent Information Pursuant to 21 C.E.R. 314.53
For

NDA #21-130

The following is provided in accordance with the Drug Price Competition and Patent Term Restoration
Act of 1984:

Trade Name: Zyvox

Active Ingredient(s): linezolid
Strength(s): 400 mg and 600 mg
Dosage Form: film coated tablets
Approval Date: (approval pending)

A. Tlﬁs section should be completed for each individual patent,

For more than tﬁree patents, copy and paste this section as many times as needed.
U.S. Patent Number: 5,688,792

Expiration Date: November 18, 2014

Type of Patent — Indicate all that apply:

1) - Drug Substance (Active Ingredient) _X Y N

2) Drug Product (Composition/Formulation) _ Y _X N
3) MethodofUse XY _ N

a. If patent claims method(s) of use, please specify approved method(s) of use or method(s) of use for
which approval is being sought that are covered by patent: Treatment of microbial infections.

Name of Patent Owner: Pharmacia & Upjohn Company

U.S. Agent (if patent owner or applicant does not reside or have place of business in the U.S.):

B. The following declaration statement is required if any of the above listed patents have
Composition/Formulation or Method of Use claims.

For more than three patents, please copy and paste this section as needed.

The undersigned declares that thé above stated United States Patent Number 5.688.792 covers the
composition, formulation and/or method of use of Zyvox (name of drug product). This product is:

* __ currently approved under Section 505 of the Federal Food, Drug and Cosmetic Act

OR

* X the subject of this application for which approval is being sought




Signed: ,I§1
Date: o}y =

Title (op nLl): Vice President & Secretary
Telephone Number (optional): (908) 901-7108

A copy of the above information should be submitted to the NDA with the original application or as
correspondence to an existing NDA. For patents issued after the NDA is filed or approved, the applicant
is required to submit the information within thirty (30) days of the date of issuance of the patent.

To expedite publication in “The Orange Book,” a deskcopy should be submitted to:
Mailing address: (US Mail)

U.S. Food-and Drug Administration

Center for Drug Evaluation and Research
Division of Data Management and Services
Information Services Team

HFD-93

5600 Fishers Lane

Rockville, MD 20857

OR
Location address: (for FedEx deliveries)

U.S. Food and Drug Administration
Center for Drug Evaluation and Research -
Division of Data Management and Services
Information Services Team

Building A

HFD-93 Room #235

Nicholson Lane Research Center

5516 Nicholson Lane

Kensington, MD 20895

OR
Fax to: (301) 594-6463

* Please note that patents for unapproved compositions, formulations or uses will NOT be published in
The Orange Book.




EXCLUSIVITY SUMMARY FOR NDA # ZI1-130 SUPPL #

. 21-13\
_ 240- v -
Trade Name é_xr; VO : Generic Name \wn¢€Zoitdl

Applicant Name %mag{acﬁbp‘d hA HFD ¢ S 2.0
N

Approval Date If Known 4] [fo0

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original
applications, but only for certain supplements. Complete PARTS II
and III of this Exclusivity Summary only if you answer "yes" to one
or more of the following question about the submission.

a) 1Is it an original NDA? | v//
YES / / NO / /

b) 1Is it an effectiveness supplement?

YES /_ "/ NO / |//

'~ If yes, what type? (SEl, SE2, etc.)

¢) 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 biocavailability or
bioequivalence data, answer "no.")

YES/'// NO / /

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

YES /ﬁ NO /__/

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

s j@uS

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

no-WR issued /2299

IF YOQU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. Has a product with the same active ingredient(s), dosage form,
strength, route of administration, and dosing schedule, previously
been approved by FDA for the same use? (Rx to OTC switches should
be answered NO-please indicate as such)

YES /__ /. NO/*_\_/

If yes, NDA # . Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON PAGE 8. :

3. Is this drug product or indication a DESI upgrade?

YES /___/ NO / vV /

IF THE ANSWER TO QUESTION 3 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. &4 e active ingredient produc

Has FDA previously approved under section 505 of the Act any drug
product containing the same active moiety as the drug under
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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, €.g., this particular ester or salt {including salts with
hydrogen or coordination bonding) or other non-covalent derivative
(such as a complex, chelate, or clathrate) has not been approved.
Answer "no" if the compound requires metabolic conversion (other
than deesterification of an esterified form of the drug) to produce

an already approved active moiety. . |
YES /__/ NO/!//'

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

A

NDA#
NDA#
NDA#
2. Combinpation 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, 1is
considered not previously approved.)

YES /__/  NO / /.

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

NDA#

NDA#

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY
TO THE SIGNATURE BLOCKS ON PAGE 8. IF "YES" GO TO PART III.

Page 3




PART III THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or
supplement must contain "reports of new clinical investigations
(other than biocavailability 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
1l 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
bicavailability 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 /__ /

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 biocavailability 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, 1is a
clinical investigation (either conducted by the applicant or
available from some other source, including the published
literature) necessary to support approval of the application
or supplement?

YES / __/ NO /__/

If "no," state the basis for your conclusion that a clinical
trial 1is not necessary for approval AND GO DIRECTLY TO

Page 4
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SIGNATURE BLOCK ON PAGE 8:

(b) Did the applicant submit a 1list of publisheéd 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:

(c) If the answers to (b)(l) 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
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section.

3. In addition to being essential, investigatiors 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
considers to have been demonstrated in an already
application.

agency
approved

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:

Page 6




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 !

IND # ‘ YES / / 1 NO / / Explain:

Investigation #2 '

IND # YES / / ' NO / / Explain:-

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

Investigation #1

YES / / Explain NO / / Explain '




Investigation #2

. YES / -/ Explain NO / / 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 wused as the basis for
exclusivity. However, if all rights to the drug are purchased
(not Jjust 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:

/5/

L o | 4//%’/@

A

Signatu . _ Date
Title: i ?Qjéd LAQ ﬂ% <]
ISl | ol B 200
Slgnature ofy tice/ Daté 4
Division Director

cC!

Original NDA Z1-130, 2{- (%l - (32
HFD-520/Division Flle -
HFD-520/CS0O/B. Duvall- Mlller
HFD-93/Mary Ann Holovac




PEDIATRIC PAGE
(Complete for all original applications and all efficacy supplements)

~ .
NDAJPLA/PMA # LA30, T3 2 3 2¢ pplement 4 Circle one: SE1 SE2 SE3 SE4 SE5 SE6

HFR-520 Trade and generic names/dosage form: Zywox (kacwlid) Tblets, | V, Action: @P) AE NA
7 “and - 0ty Sus@.:nSta\
Applicant 1o Therapeutic Class ool oz S, | P

Indication(s) previously approved — <
_ Pediatric information in labeling of approved indication(s) is adequate ___ inadequate _V

Indication in this application yontomyyn - T¢sStant EatGocucces fescwm _u\{itc&ns; Nusecomat (For suppler
answer the following questions in rélation to the proposed indication.) ?ﬂa-‘iﬂﬁaﬁti Compl caded cand Lacempl e
Sin end Stun _»’frua\,fz' fecnt ad ¢
— 1. PEDIATRIC LABELING IS ADEQUATE FOR ALL PEDIATRIC AGE GROUPS. Appropriatd "t
information has been submitted in this or previous applications and has been adequately summarized
in the labeling to permit satisfactory labeling for all pediatric age groups. Further information is not

required.

2. PEDIATRIC LABELING IS ADEQUATE FOR CERTAIN AGE GROUPS, Appropriate information
has been submitted in this or previous applications and has been adequately summarized in the
labeling to permit satisfactory labeling for certain pediatric age groups (e.g., infants, children, ‘and
adolescents but not neonates), Further information is not required.

...'(3. PEDIATRIC STUDIES ARE NEEDED. There is potential for use in children, and further information
is required to permit adequate labeling for this use.

. a. A new dosing formulation is needed, and applicant has agreed to provide the appropriate
formulation. ’
—b. A new dosing formulation is needed, however the sponsor is gither not willing to provide it or

in negotiations with FDA.

_\A ‘The applicant has committed to doing such studies as will be required.
(1) Studies are ongoing,
(2) Protocols were submitted and approved.
(3) Protocols were submitted and are under review.
(4) If no protocol has been submitted, attach memo describing status of discussions.
—d. It the sponsor is not willing to do pediatric studies, attach copies of FDA's written request tha:
such studies be done and of the sponsor's written response to that request.

_— 4. PEDIATRIC STUDIES ARE NOT NEEDED. The drug/biologic product has little potential for use in
pediatric patients. Attach memo explaining why pediatric studies are not needed.

—__5. If none of the above apply, attach an explanation, as necessary.
ATTACH AN EXPLANATION FOR ANY OF THE FOREGOING [TEMS, AS NECESSARY.
!S/ B ect Mangee 4 1% [0
Signature of Preparer and Title ” J f _ Date
cc: OrigNDAYPLA/PMA #_2A-130  2{-B) 2(—(3 2
HF Div File /
+ NDA/PLA Action Package .
HFD-006/ SOImstead (plus, for CDER/CBER APs and AEs, copy of action letter and labeling)

NOTE: A new Pediatric Page must be completed at the time of each action even though one was
prepared at the time of the last action. (revised ) : '




DEBARMENT CERTIFICATION FOR ZYVOX (LINEZOLID)
(NDA #21-130, Tablet, NDA #21-131, Sterile Solution, and NDA #21-132, Oral Suspension)

Pursuant to section 306(k)(1) of the Federal Food, Drug and Cosmetic Act, the applicant certifies
that, the applicant did not and will not use in any capacity the services of any person listed pursuant
to section 306(e) as debarred under subsections 306(a) or (b) of the Act in connection with this
application.

A 3/

Ed L.. Patt Date
Associate Director
Global Regulatory Affairs, CMC




5246 . Federal chstcr/\’ ol. 63. No. 21/Mondaé, Fcbruar% 2, 1998/Rules and Rchladons

DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. XXXX-XXXX
Public Health Service Expiration Date: xu/xx/xx0cx

Food and Drug Administration

CERTIFICATION: FINANCIAL INTERESTS AND . .
ARRANGEMENTS OF CLINICAL INVESTIGATORS Re: Linezolid - Various Protocols
__TO BE COMPLETED BY APPLICANT
With respect to all covered clinical studies (or specific clinical studies listed below (if appropriate)) submitted in
support of this application, I certify to one of the statements below as appropriate. [ understand that this
certification is made in compliance with 21 CFR part 54 and that for the purposes of this statement, a clinical
investigator includes the spouse and each dependent child of the investigator as defined in 21 CFR 54.2(d).
Please mark the applicable checkbox

(1) As the sponsor of the submitted studies, I certify that T have not entered into any financial arrangement
with the listed clinical investigators (enter names of clinical investigators below or attach list of names
to this form) whereby the value of compensation to the investigator could be affected by the outcome
of the study as defined in 21 CFR 54.2(a). [ also certify that each listed clinical investigator required
to disclose to the sponsor whether the investigator had a proprietary interest in this product or a
significant equity in the sponsor as defined in 21 CFR 54.2(b) did not disclose any such interests. I

further clarify that no listed investigator was the recipient of significant payments of other sorts as
defined in 21 CFR 54.2(f).

See Attached List

Clinical
Investigators

(2) As the applicant who is submitting a study or studies sponsored by a firm or party other than the
applicant, I certify that based on information obtained from the sponsor or from participating clinical
"investigators, the listed clinical investigators (attach list of names to this form) did not participate in

any financial arrangement with the sponsor of a covered study whereby the value of compensation to
the investigator for conducting the study could be affected by the outcome of the study (as defined in
21 CFR 54.2(a)); had no proprietary interest in this product or significant equity interest in the sponsor
of the covered study (as defined in 21 CFR 54.2(b)); and was not the recipient of significant payments
of other sorts (as defined in 21 CFR 54.2(f)).

(3) As the applicant who is submitting a study or studies sponsored by a firm or party other than the
applicant, I certify that I have acted with due diligence to obtain from the listed clinical investigators
(attach list of names) or from the sponsor the information required under 54.4 and it was not possible
to do so. The reason why this information could not be obtained is attached.

Name Title
Thomas W. Merritt Vice President, R&D Finance
Firm/Orpanization

Date

Qctober 1, 1999

ge | hour per resp including the time for reviewing insoructions, searching

burden estimate or any other aspect of tlis collection of information, including suzgestions for reducing this burden to:
An agency may not conduct or sponsor and a person s
Paperwark Reduction Project (0910-xxxx) not required to respond to, a collection of information
- Humphrey Building, Room 531-H unless it displays a currently valid OMB control number.
200 Independence Ave., SW
Washington, DC 20201

Please DO NOT RETURN this application to this address

FORM FDA 3454 (7/97)
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[ DEPARTMENT OF HEALTH AND HUMAN SERVICES Eomaspproved: 9100336
FOOD AND DRUG ADMINISTRATION See OM8 Statement on page 2,
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USE ONLY
] ' ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
Y (Title 21, Code of Federal Regulations, 314 & 601) NDA 21-130
APPLICANT INFORMATION
NAME GF APPUCANT DATE QF SUBMISSION
Pharmacia & Upjohn Company ' March 10, 2000
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Includa Area Cods)
(616) 833-8070 (616) 833-8237
APPLCANT ADDRESS (Nurnber, Sreet, Chy, Stat, Country, 2P Coda or Mall Coda, and AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Sweet, Chy,
U.5. Uzense number i previously issved): State, ZIP Code, telaphone & FAX number} IF APPLICABLE
7000 Portage Road
Kalamazoo, Michigan 49001
PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously Issued)
ESTABLIEHED NAME (a.g., Proper name, USP/USAN name) PROPRIETARY NAME (rade nema) IF ANY
Linezolid Tablets ’ ZYVQOX™ Tablets
CHEMICAL/BIOCHEMICAL/BLOOD PRODUGT NAME (If any) Linezolid (8)-N-{[3-(3-Fluoro-4-(4- CQOE NAME (f any)
morphalinyl) pheny]]~2-oxo-5-oxazol.idinyl]methyl]-aoetamide :
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Tablets - 400mg, 600 mg Oral
(FROPOSED) INDICATION(S) FOR USE: ’
For Gram Positive Bacterial Infection
APPLICATION INFORMATION
APPLICATION TYFE . )
| (check one) & NEW DRUG APPLICATION (21 CFR 314.50) [ ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.84)

]

[J BIOLOGICS LICENSE APPLICATION (21 CFR pan 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE B 505 (v) (1) 0 s05 ) (2) O s07 ..

IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE USTED DAUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Drug Holdar of Approved Appleation

TYPE OF SUBMISSION :

(check ona) O ORIGINAL APPUCATION El AMENDMENT TO A PENDING APPLICATION {1 RESUBMISSION

O PRESUBMISSION O ANNUAL REFORT [] ESTABUSHMENT DESCRIPTION SUPPLEMENT 0 SUPAC SUPPLEMENT _
[ EFFICACY BUPPLEMENT [ LABELING SUPPLEMENT  [J CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT ' ] OT™HER

REASON FOR SUBMISSION

Item 11: CRTS for Renal Impairment

PROPOSED MARKETING STATUS (check one) & PRESCRIPTION PRODUCT {Rx) 3 OVER T™HE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED _— THIS APPLICATIONIS [ PAPER [ PAPER AND ELECTRONIC [J ELECTRONIC

ON

Provide locations of all manufacturing, packaging and control slles for drug substance and drug product (continuation sheats may be usad If
neceseary). include name, addrass, contect, telapona number, reglstration number (CFN), OMF numbaer, and manufacturing steps and/or type of

testing (e.g. Final dosage form, Etabllity testing) conductad at the sile. Plaase Indicata whather the site I ready for Ingpection ar, If not, whan it will be
ready. /

Cross References (list related Licenge Applications, INDs, NDAs, PMAg, 510(k)s, IDEs, BMFs, and DMFs referenced In the
current appltln) ’

EF

FORM FDA 3S6h (7/87)

Page 1




PR T ARRIAC LH= UM JUHN 618 B33 8237 TO Bl3ad1&8272325 P.BE

This application contains the following tems: (Check all that apply) B
] 1. index .
ERE Labeling (chack one) LJ Draft Labeiing O Final Printed Labaling -
3. Summary (21 CFR314.50 () . e
4. Chomistry section )

A. Chemigtry, manufacturing, and controls information (e.9.21 CFR 314.50 (9) (1), 21 CER 601.2)
B. Samplss (21 CFR 314.50 (e) (1), 21 CFR 601.2 (g)) (Submit oniy upon FDA's request) o
C. Methods validation package (e.g. 21 CFR 314.50 (o) (2) (i), 21 CFR 607 2)

5. Nonclinlcal phamacology and toxicology section (e.g. 21 CFR 314.50 (d) (2). 21 CFR 601.2) .

[ 6. Human Phamacokinetics and bicavailability section (e.9. 21 CFR 314.50 (d) (3), 21 CFR 603 -2) (Electronic Review Aid)
7. Clinical Microbiology (e.9- 21 GFR 314.60 (q) (4)) o
8. _Clinical data section (e.g, 21 CFR 314.50 (d) (5), 21 CFR 601.2) T
9. Safety update f6pont (e.g. 21 CFR 314.50 (d) (5) (V) (b). 21 CFR601.2). T
10. Statistical section (e.g, 51 CFR 314.50 {4) (6), 21 CFR 601.2) T

11. Case report tabulations (e.9.21 CFR 314.50 (N (1), 21 CFR 601.2)
12, Cage reports forms {e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2)

13. Patent information on 2Ny patent which claims the drug (21 U.S.C. 355 {b) or (c)) . o
14. A patent certification with respect to any patent which claims the drug (21 U.S.C, 355 (b) (2) or (j) (2) (A))
15, Establishment description (21 CFR Part 600, if applicable)- T

16. Debarmery Certiflcation (FD&C Act 306 (k)(1))
17. Fleld copy certification (21 CFR 314,50 (k) 3
18. User Feg Cover Shest (Form FDA 3397)

19. OTHER (Specity)

CERATIFICATION

I agrea to ypdats thig application with new salety Information abayt the dryg that Mmay reasonably affect the statament of contralndications,
wamings, Precautions, or adversa raactions In the dratt labeting. 1 agree to submit safety

updata reports ag pravided for by regulation or as
- fequasted by FDA. If thig application Is approvad, | agres to comply with ali appilcatis laws and ragulations that apply to 8pproved applications,
Including, but not limiteg to the fullowing:

. 1. Good manufacturing practice regulations In 21 CFR 21 0 end 211, 606, and/or 820,
. 2. Blological sstablishment etandards In 21 CFR Part 800.
3.

Tha data and Information In this submisslon have bean reviawed and, { the bast of my knowledge are certified 10 b true and accurate,
- Warning: a wliitully false statement Is g criminal offensa, U.S. Code, titla 18, saction 1007,

s € OF RPSPONSIBLE OFFICIAL OR AGENT TYPED NAME AND YITLE DATE
g' Jﬁ sz Sg Q i Peter J. DiRoma, Regulatory Manager March 10, 2000
ADURESS (Steot. Chy, Swto, ara 217 Codg)

TELEPHONE NUMBER
7000 Portage Road, Kalamazgo, Michigan 49001

DHHS, Raports Clearance Officor An agency may not conduct of sponsor, and g

Paperwork Reduciion Projact (0910-0338) Person Is not required to respond (o, a collsction of

Hubert H. Humphray Bullding, Room 531-H Information unfags |y displays a currantly valld OMB
200 Independence Avenue, S.\W. control number. J

Washington, DG 20201

Please DO NOT RETURN this form 1o this address. ] R

FORM FDA 366h (7797 Page 2

**% TOTAL PARGE.QBS #x

R R R R RS




MEMORANDUM OF TELECON

DATE: Thursday, November 4, 1999

APPLICATION NUMBER: NDAs 21-130, 21-131, 21-132; Zyvox™ (linezolid) Tablets, L.V,
and Suspension ‘

BETWEEN:
Name: Mr. Peter DiRoma, Regulatory Manager
Dr. Sue Mondabaugh, Regulatory Director, Regulatory Affairs
Dr. Barry Hafkin, Linezolid Clinical Program Leader
Dr. Tim Leach, Clinical Monitor
Dr. Tom Oliphant, Biostatistics
Mr. Robert Schaser, Biostatistics
Ms. Lana Tumer, Clinical Data Management
Ms. Mary Catherine Krug, Clinical Data Reporting Systems
Mr. Tom Schneider, Clinical Data Reporting Systems
Phone: (616) 833-8194
Representing: Pharmacia & Upjohn

AND
Name: Ms. Beth Duvall-Miller, Project Manager
Dr. David Ross, Medical Officer
Dr. Janice Soreth, Medical Team Leader
Dr. Erica Brittain, Statistical Reviewer
Dr. Daphne Lin, Statistical Team Leader
Division of Anti-Infective Drug Products, HFD-520

SUBJECT: Revised outcome variables in datasets

Background:

Pharmacia & Upjohn (P&U) submitted new drug applications (NDAs) 21-130, 21-131, and 21-
132, for Zyvox™ (linezolid) Tablets, L.V, and Suspension respectively, on October 15, 1999.
Their NDAs seek labeling claims for community-acquired pneumonia, hospital-acquired
pneumonia, complicated and uncomplicated skin and skin structure infections, and vancomycin-
resistant Enterococcus (VRE) Jaecalis and faecium infections, including cases with concurrent
bacteremia. P&U is also seeking labeling for activity against methicillin-resistant
St/aphy{ococcus aureus (MRSA).

Since the submission of these NDAs, FDA and P&U have had several communications (October
27,1999, email (attached); October 28, 1999, telecon; October 28, 1999, email (attached); and

November 4, 1999, email (attached) concerning FDA requests for revised datasets. This telecon
was held to further clarify the requests.




Discussion:

“Deaths” versus “‘failures” in analysis: FDA commented that the main difference in analysis
‘approach for study 0054A is that some deaths reported during the follow-up period were labelled
“indeterminate” rather than “failure” in P&U’s database. P&U acknowledged this to be true but
added that in additional analyses, “indeterminates” were considered “failures”, P&U commented
that not all deaths are failures unless they meet certain criteria. P&U explained that they
expected high mortality (~35%) in this trial due to a variety of reasons (e.g., underlying causes)
that are not due to drug effect. FDA explained that an intent-to-treat (ITT) or modified intent-to-
treat (MITT) analysis requires that every patient have an outcome that js assigned either as a
failure or a cure; a per protocol analysis would not consider a patient who died from underlying
disease a failure. FDA commented that both an ITT and a per protocol analysis will be done, but
that in a trial designed to demonstrate superiority, the ITT (or MITT) analysis is considered the
primary analysis. FDA noted that it is important to avoid post-randomization exclusions that
may introduce bias into the analysis.

Stratification by MPN2 scores: P&U commented that they do have a program that will look at
deaths using a severity of illness indicator. Although they have not yet done this analysis, P&U
commented that they can use the MPM2 indicator and narratives from the case report forms to
accurately attribute the cause of death in these patients.

True ITT analysis: P&U also commented that in their ITT analysis, deaths were handled both
ways ( as “cures/failures” and as “indeterminates”). FDA agreed that a sensitivity analysis will
be informative but emphasized that it is important to delineate deaths and failures from true
unknown outcomes in the overall analysis. FDA commented that ‘deaths due to an undetermined
cause = failures’ is the most conservative approach to this analysis. FDA requested that this
same consistent approach be applied to data from all pivotal studies, particularly when these data
are presented in March 2000 to the Anti-Infective Advisory Committee. P&U agreed to follow-
up on this request.

Patients with short duration of treatment. P&U agreed to assign the FDA’s proposed ‘sponfud’
vaniable to patients with shortened duration of treatment who were onginally classified as
“missing”. ' :

Patients discontinued due to adverse event: P&U agreed to confirm whether or not patients who
were discontinued due to an adverse event were considered “failures”,

Deaths through follow-up period: P&U commented that there were several patients in study
0054A who left that study and were later enrolled in study 0025 (compassionate use). P&U
agreed to provide the patient numbers for those who were switched and to specify which of those
patients died.

Revised variables:

1. Deatheot: FDA clarified that this applies to the entire end-of-therapy window.

o



2. Cultmiss: P&U agreed to provide FDA with an example of the list of information that
laboratories were asked to collect and agreed to provide the analysis requested.

3. Evaldisp: P&U commented that they did not program patients who were considered
ineligible to be “noncompliant”, but that it may merely be a coincidence.

“Closure” of study 00544: P&U asked why FDA had requested “closure” of the VRE database,
FDA explained that they asked P&U to determine a “cut-off” date in the ongoing VRE study for
the purposes of filing additional VRE data to the Agency, leaving sufficient time for FDA to
review and analyze the additional data. FDA emphasized that if the data safety monitoring board
- (DSMB) does not recommend closure of the study on November 10, 1999, FDA encourages
P&U to continue the study. P&U confirmed that the DSMB has had access to the NDA VRE
database (145 patients) plus an additional 63 patients whose CRFs have been “cleaned up”. P&U
estimated that it would take approximately 2 months to process additional data and presented
three options; 1) submit data from additional 63 patients; 2) submit data from additional 83
patients, 20 in addition to the 63 described above, whose CRFs have not yet been “cleaned”; or
3) submission of data from an additional 140 patients, all of whom have been treated but some of
whom have not yet completed follow-up. FDA responded that the submission of data from 83
patients (option #2) would be useful but that the analysis of this additional data would be
complex. FDA commented that their analysis would have to consider the unplanned looks at the
data; the first look being the data submitted as 0054A. P&U noted that they consider 0054 to be
a stand-alone study and confirmed that they made the decision to submit this data before they had
looked at it. FDA commented that they will need to discuss this issue internally, noting that the
issue of “spending alpha” is very complicated.

CANDA problems: P&U requested that Dr. Jiang recreate and list the steps he took to

unsuccessfully try to unpackage format codes (described in his November 4, 1999, email) so that
they may assist him. -

Action Items:

1. P&U to submit updated SAS transport files as an electronic archival submission to the
NDA. P&U agreed to provide FDA with their timeline for these submissions.

2, FDA to discuss analysis of VRE database internally.

3. P&U to provide FDA with a timeline for submitting data from additional 83 VRE
patients, '

4. Dr. Jiang to work with P&U to access format codes in CANDA.

B '- K
ety

"Beth Duvall-Miller
Project Manager
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MEMORANDUM OF TELECON

DATE: Wednesday, November 17, 1999

APPLICATION NUMBER: NDAs 21-130, 21-131, 21-132; Zyvox™ (linezolid) Tablets, Lv, -
and Oral Suspension

BETWEEN:

Name: Mr. Peter DiRoma, Regulatory
Dr. Vince McCurdy, Director, Pharmaceutical Development
Mr. Rick Davison, Pharmaceutical Development
Dr. Gordon Halstead, Pharmaceutical Development
Dr. Gail Jungbluth, Biopharmaceutics
Mr. Dan Wade, Global Supply Operations

Phone: (616) 833-0580

Representing: Pharmacia & Upjohn

Name: Ms. Beth Duvall-Miller, Project Manager
Mr. Jim Timper, Chemistry Reviewer
Dr. David Katague, Chemistry Team I eader
Division of Anti-Infective Drug Products, HFD-520

SUBJECT: Drug substance particle size specifications and extension of expiry dating
Background:
Pharmacia & Upjohn (P&U) submitted new drug applications (NDAs) for Zyvox™ (linezolid)

Tablets, 1.V, and Suspension on October 15, 1999. P&U submitted CMC pre-submissions to
these NDAs on May 11, 1999, July 30, 1999, and October 15, 1999,

not discussed during this telecon,
/

Discussion:

Discussion of FDA request Jor a drug substance particle size specification (item #1 of FDA 's
November 3, | 999 Jacsimile):

o



FDA agreed to follow-up with P&U once biopharmaceutics comment is available,
NOTE: In an email communication from Beth Duvall-Miller to Peter DiRoma on November 23,
1999 (attached), FDA agreed that a particle size specification for the drug substance was not

necessary.

Discussion of potential Jor expiry dating extension:

product.
CMC review starys-

P&U requested an update of the status of the overall CMC review for these applications. FDA
commented that they have already reviewed data on the drug substance and tablet, have started
reviewing the suspension data, and will begin reviewing the [V formulation in approximately 2-3
weeks. FDA commented that it would be helpful to have access to the specification tables
electronically in a MSWord format. :

Action Items:

L. FDA to provide biopharmaceutics comments on P&U’s a rationale (November 15, 1999

NOTE: In an email communication from Beth Duvall-Miller to Peter DiRoma on
November 23, | 999 (attached), FDA agreed that a particle size specification for the drug
substance was not hecessary.




Action Ttems (continued):

2.

CC:

FDA to provide P&U with an answer by January 15, 2000, as to whether 24 month expiry
dating is acceptable, ‘

P&U to provide Mr. Timper with tables of specifications in a MSWord format.

- Q/ R

Beth D viiMiller

Project Manager

Concurrence: )
Original NDAs 21- 130, 21-131, 21-132 HFD-520/CPMS/F. LeSan " -7
HFD-520/Div. File HFD-520/ChenvJ. Timp v/ 0 0°

HFD-520/PM/B. Duvall- Milles “4
HED-520/Cheny/]. Timper _f =t AR

HFD-520/TLChem/D. Katague / /
HFD-520/TLChem/D. Katague

drafted: bdm/January 3, 2000/MATELECON\N21130.1 .
r/d initials: * 5lp
final: /@Ll‘/ / v
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MEMORANDUM OF TELECON

DATE: Thursday, April 12, 2000

APPLICATION NUMBER: NDA 21-132; Zyvox™ (linezolid) for Qral Suspension

BETWEEN:
Name: Mr. Peter DiRoma, Manager, Regulatory Affairs
Dr. Charles Hall, Therapeutic Area VP
Dr. Vince McCurdy, Director Pharmaceutical Development
Dr. Gail Jungbluth, Clinical Pharmacology

Dr. Joseph Reo, Pharmaceutical Development
Phone: (616) 833-8070

Representing: Pharmacia & Upjohn

Name: Ms. Beth Duvall-Miller, Project Manager

Mr. Jim Timper, Chemistry Reviewer

Dr. Jenny Zheng, Biopharmaceutics Reviewer
Division of Anti-Infective Drug Products, HFD-520

SUBJECT: Air entrapment in the oral suspension

Background:

Pharmacia & Upjohn (P&U) submitted new drug applications (NDA) 21-130, 21-13 1, 21-132,
for Zyvox™ (linezolid) Tablets, [.V., and Oral Suspension, respectively, on October 15, 1999,
The PDUFA due date for these applications is April 18, 2000.

Study M/1260/0043 was conducted to assess the bioequivalence of linezolid suspension (100
mg/5 mL) to linezolid 600-mg tablets. Based on the results of this study and 90% confidence
interval analysis, the formulations were deemed equivalent. This telecon was requested by P&U
to communicate recent data that show constitution of the suspension results in air being trapped

resulting in delivery to subjects of less than 100% of the desired dose. Therefore, the data from
the bioequivalence trial my be difficult to interpret.

Discussion:

P&U explained that they first discovered air entrapment during constitution when testing a new
oral suspension formulation (new taste). P&U subsequently retested NDA lots and discovered
"that the amount of air entrapped during constitution is more than they previously assumed. P&U
emphasized that despite this subnominal dose, the results of 0043 still fell within the confidence
limits thereby demonstrating bioequivalence. P&U estimates up to 10% of air is entrapped in the
oral suspension during constitution. P&U noted that they used specific gravity to calculate the
potency of the drug product. While air is removed to determine the specific gravity and hence
used in the assay calculation, the patient ultimately receives less suspension than assumed. P&U




asked FDA if they had encountered this same problem with other oral suspensions and
hypothesized that the amount of air entrapped may depend on head space or shaking technique.
P&U described how the oral suspension was administered to subjects in the bioequivalence study
as follows: the powder is reconstituted and shaken, withdrawn by syringe, transferred to a dosing
cup, then administered to the subject. P&U confirmed that the method of administration was the
same in both the PK studies and clinical studies.

FDA expressed the following concems:

> The consistency of these results is unknown, therefore, a statistical analysis of the results
is recommended, _ _
> The data derived from study M/1260/0043 may now be difficult to interpret because the
exact amount of suspension administered to study subjects is variable and unknown;
s . Confidence intervals need to be recalculated based on a worst case scenario.

FDA commented that they would need to discuss this issue more internally and asked that P&U
provide more data as it becomes available.

Action Items:

Item Responsible Person Due Date
1. Update FDA with additional P&U immediately
information -
2. Define worst case scenario and P&U immediately
recalculate confidence intervals
accordingly
2. Discuss issue internally with team  FDA immediately

leaders and supervisors

S T

‘Beth Duvall-Miller
Project Manager




