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Pharmacia & Upjohn Company

Attention: Peter J. DiRoma 0CT 14 1999
Regulatory Affairs Manager '
7000 Portage Road

Kalamazoo, MI 49001-0199

Dear Mr. DiRomal:

Please refer to your new drug applications (NDAs) for Zyvox™ (linezolid) Tablets, IV Injection,
and Oral Suspension,

If you have any questions, contact Beth Duvall-Miller, Project Manager, at (301) 827-2125. -

Sincerely yours,

/8

@ary K. Chikami, M.D.

Director

Division of Anti-Infective Drug Products
Office of Drug Evaluation Iv

Center for Drug Evaluation and Research

"




: Pharmacia & Upjohn
v - - ' 7000 Portage Road
Pharmac'a & UpJOhn Kalamazoo, Mi 45001-01g9
A USA
Office of:  Telephone: (616) 833-4000

Peter J. DiRoma

Senior Regulatory Manager
Regulatory Affairs

Telephone No. (6156) 833-8070
Facsimile No. (616) 833-8237

November 11, 1999

Dr. Joel Jiang

Division of Anti-Infective Drug Products, HFD-520
Center for Drug Evaluation Research

Food and Drug Administration

9201 Corporate Blvd

Rockville, MD 20850
Re: NDA 21-130
ZYVOX (linezolid) ]
Jaz® disk with additional variables
DESK COPY
Dear Dr. Jiang:

Per your request, enclosed are the additional variables for the new (statplus.xpt) data set. The disk
contains four "folders" - one for each of the 4 studies you are working on (31, 33, 48a, and 5 1).
Within each folder are the following files: . )

statplus.xpt (the transport file of the STATPLUS data set)
fmt3.cpt (the format library)

note some of the variables listed in the attachment will apply to the data sets that will be sent to Dr.
Erica Brittain at a later date. '

If you should have any questions on the enclosed information, please contact Peter DiRoma at (616)
833-8070. Please address any correspondence to Unit 0635-298-113.

Sincerely,

ACJA & UPJOHN CO.

5. W,

eter J.DiRoma
Senior Regulatory Manager

PI D:mlw/Attachments
cc: Ms. Beth Duvall-Miller
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Office of:

Peter I. DiRome

Senior Regulatory Menager
Regulatory Affairs

Telephone No. (616) 833-8070
Facsimile No. (6 16) 833-8237

November 15, 1999

Division of Anti-Infective Drug Products, HFD-520
Center for Drug Evaluation Research

Food and Drug Administration
Document Control Room -
9201 Corporatc Blvd
Rockville, MD 20850
General Corresp_ondence )
Re: NDA 21-.130
ZYVOXTM Tapjets
(linezolid tablets)
Dear Sir/Madam:

We look forward to discussing this issue with you at our 17 November 1999 teleconference,

Attending for P&U:
Dr. Vince McCurdy - Director Pharmaceutical Development
~ Rick Davison - Pharmaceutical Development

Dr. Gordon Halstead - Pharmaccurical Development

Dr. Gail Jungbluth - Biopharmacentics

Peter DiRoma - Regulatory Affairs

Should the FDA bave any questions regarding this submission, Please contact Peter J. DiRoma at
(616) 833-8070. ‘ o
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NDA 21-130
ZYVOX™ Tablets

Sinccrely,

PHARMACIA & UPJOHN CO.

o, Mo

Peter . DiRoma
Senior Regulatory Manager
Regulatory Affairs

attachments
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- .Officeof: -~
Peter J. DiRoma
o S - - Senior Regulatary Manager
-" - .. Regulatory Affairs
-+ Telephone No. (6 16) 833-8070
Facsimile No. (616) 833-8237

November 17,1999 - - T bogtte Fax Note AN T [5es* @
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As requested by the Divisioﬁ 6£Axiti-lufécﬁ\}e Drug Product, ehcic;sed is é-sih le CD ROM
containing new data sets (statplus.xpt) for the following linezolid Phase m studies: M/1260/031, 33,

Lo

39a, 484, 51, 54a and 55)._ Within each folder are ﬂuc_{ouowing files,

statj:l_ug;pt (the transport -t'ﬂe-Sf the S_TAT"PLUS data .s_gt)_i .T.\, '_:

T A
LEELI SR - _—

,

If you should have any quéstions an the enclosed inforination, please capiact Peter DiRoma at (616)

833-8070." P]._‘??.%,‘?_&‘.',@‘"“‘? any correspandence to Unit 0635-298-11
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0 Officeofs 70 _

.- Peter ). DiRoma -
- Regulatory Manager

. = Regulatory Affairs

e | "7 Telephone No. (616) 833-8070
S SR "5 Facsimile No. (616) £33.8237
Novgmber 1_7,__1_9_99 O Lo e

Division of Anti-Infective Drug Products, HFD-520 L
Center for Drug Evaluation and Research .- . o i
Food and Drug Administration LR S
Document Control Room - . -

92_Q_1§;;Q91porate Boulevard

Rockyille, MD 20850 .

3

ot )
W d o
D B R

2" RE:} #NDA 21-130 -

ZYVOX ™(inczolid tablets)

General Corres ondence - - _.
Response to Statlstxcal Reviewer Questions

SisMadam:

We are ;cép_on@g lo the questions received by the FDA on “-'-1-;‘-7'%Novém‘b-éi-_1:-9§9 (e-mail from

Dr. Erica Bnttamm attached) regarding patient eveluability for prqtgg:_'o_l_._"l\.{_l_l 1260/0054a.

Patient 5410026 did have 2 positive culture (of the pleural fluid) within the evaluable
Windbw'bu_t_ﬁiﬁég' the investigator's diagnosis was "bacteremia of unknown source” (and not
"other"), the pleural fluid culture was donsidered an invalid source. The patient did have a
positive blood ¢ilture but it fel] outside of the 96 hour window and so the patient was, in fact,

tnevaluable (henice inclusion in the MITT but not the ME).

culmfe, we counted each calendar day as a full 24 hours. So..jn___thq above chmple, Nov 13,
14,15, 16, and 17 were each counted as a 24 hour périod. Thils94 94 +24+24+24 =
120 hours. .~ R E e ey

)

Pharmacia & Upjonn Telephone (616) §33-4000
7000 Portage Roaa , .
Kalamazoo, MI 4%001-0199 -

USA . oaerer
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lf you_ should have

> any questlons on the cnclosed mformanon,
at (616).833-8070

please’ contact Peter DiRoma
Please address any con'cspondence to Un '

it 0635-298—1 13.
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Post:it* Fax Note . - 7671 [0as ”/)1./5 o> 2 -
From -~ N .
Rt QUUALL-MILF"'\ c: Q’éde"’ﬂ' Bomst " Office of:
CoDepiey 1 - Phone # £ ey Peter J. DiRoma
Phane # B _ (ﬂé_m Senior Regulatory Manager
o) £27-0304 = Regulatory Affairs

e e, Telephone No. (616) 833-8070
, Facsimile No. (616) 833-8237

December 2, 1999

Central Document Room .

Center for Drug Evaluation Research
Food and Drug Administration
9201 Corporate Blvd

Rockville, MD 20850
Re: NDA 21-130
ZYVOX™ Tablets (linezolid tablets)
- General Correspondence
- - el "Response to Sﬁ'ﬁsﬁcal Reviewer
_ T ~Questions -~
Dear Sir/Madam:

In response to the questioﬁs raised by Dr. Erica Brittain of the Division of Anti-Infective

Drug Products in a 24 November 1999 e-mail (Attachment 1), please find enclosed P&’
Tespomses: oo . o

R PP
s DI N

Resbdnse 1 :

situation may exist for Studies 31 and 48A, where some local lab micro data was collected.)
For patient 5410300, there was evidence that a blood culture was obtained and recejved by
the central lab (so CULTDONE = 1), but no other information was available; hence, the
patient’s micro outcome is presumed. .
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NDA 21-130 )
ZYVOX™ Tablets

Response 2: R '

To determine DEATHEOT (Did Patient Die by EOT), the variable DEATHEND (Day
Relative to Date of Last D_ose) was compared to the Last day of EOT window as follows:

If DEATHEND <= Last Day of the EOT window, then DEATHEOT=] (yes)

Patients who did not die had missing values for DEATHEND. In SAS Programming, a

value of missing () is considered to be less than 0, therefore these patients were assigned
DEATHEOT=]. S

(The same error occurred in computing DEATHFU and DEATHLTF).

We have now corrected this error, and have rebuilt the STATPLUS data sets for all of the
Phase III studies. The corrected version of these data sets was submitted to the FDA on 29
November 1999 A 21-130, Amendment #2). -Also, the following code could be used:
if DEATH (from the STATPLUS data set)=0 then do; :

DEATHEOT=0; DEATHF U=0; DEA)I"HLTI"=0;' '

end; . ) : R R B

Response 3; _

For patients with a Primary Diagnosis of "Other", the specific diagnosis can be found using
the variablg DXINFT (Inf_‘_ectiogs Diagnosis Specify) from the MRSA_ANL data set.

Response 4: _ _ ‘
VREFLAG is defined on the patient level, and =1 if a patient had >=] qualifying
Enterococcus pathogens at baseline with a vancomycin interp="R’; and =0 otherwise
(including cases where 2 patient had no pathogens isolated at baseline). If a patient is in the
MITT subpopulation with VREFLAG =0, that implies that the patient had a pathogen at
baseline that was NOT vancomycin resistant, R

If you should have any questions on the enclosed information, please contact Peter DjRoma
at (616) 833~8070.‘___Ple:'ase. address any. correspondence to Unit 0635-298-113.

Sincerely, =
HARMACIA & UPJORN CO,

%&a‘&&* P

Senior Regulatory Manager - - -
Attachments
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Office of:

Peter ]. DiRoma

Senior Regulatory Manager
Regulatory Affairs

Telephone No. (616) 833-8070
Facsimile No. (616) 833-8237

December 6, 1999

Division of Anti-Infective Drug Products, HFD-520
Center for Drug Evaluation Research

Food and Drug Administration

Document Control Room

9201 Corporate Blvd

Rockville, MD 20850

General Correspondence

Re: NDA 21-130
ZYVOX™ Tablets
(linezolid tablets)

Dear Sir/Madam: .
Miller and Dr. Erica Brittain to P&U (attachment 1) regarding the algorithms in the study
report for VRE protocol M/1260/0054. Please find our response in attachment 2.

Should the FDA have any questions regarding this submission, please contact Peter J.
DiRoma at (616) 833-8070. ' -

Sincerely,

PHARMACIA & UPJOEN CO.

Pitcr I.DiRoma
Senior Regulatory Manager

Regulatary Affairs




[}
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Attachment 2

Table 7 in the Algorithms document deals wigh the situation where a pathogen (from a valid
culture source) is Present at baseline. In thig Case, sponfu=missing (actually ) and no micro
data from a valid culture soyrce results in patoutc=9 (formatted to M in displays).

For patients with no pathogen (from a valid culture source) at baseline, one must refer to
Table 8 in the Algorithms document, to see that 1n nearly al) Cases, the value for patoutc js
missing (actually .). This is the case for the 11 patients identified by Dr. Brittain. Note that
for analysis purposes, there js effectively no difference between M and . 35 outcomes for
patoutc. The two different designations for missing merely distinguish between the cases of
Preésence and absence of a baselige pathogen. :

Finally, all of the above applies to the otherPhase I studies as we]],

‘ ** TOTAL PAGE.DR3 #x
R ————emm———————_
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o . e T T Peter 1. DiRoma
Regulatory Manager

Regulatory Aftairs

Telephanc No. (616) 833-8070
Facsimile No. (616) 833-8237
December 20, 1999 :

Division of Anti-Infective Drug Products, HFD-520
Center for Drug Evaluation and Research
- Food and Drug Administration
Document Control Room
9201 Corporate Boulevard

Rockville, MD 20850

RE: NDA 21.130

ZYVOX ™(linezolid tablets)

General Correspondence

Response to Statistical Reviewer Questions
Sir/Madam:

We are responding to the e-mail from Dr. Erica Brittain received on 9 December 1999 .
(attached) regarding discordant culture results for protocol M/1260/0054a.

Question 1: Does the sponsor agree with this breakdown, if so, we would like the sponsor 1o
provide and explanation for the rate of culture, taking into account deaths, primary
indication, baseline culture s1atus, and any other relevant information (attachmenr 1 )?

Response: P&U s breakdown s slightly different than that from the FDA. Our breakdown is

as follows:

* Concordant: 24 (clinical cure & DE or clinical failure & DP)

¢ Discordant: 9 (clinical curc & DP or clinical failure & DE)

* New Pathogen: 6 (1 reinfection, 5 colonizations)

* Only Clinical Missing: 1 (2 additional patients with clinical missing also had a micro
outcome of 'M"

* . No Culture Result: 101 (This category counted patients with micro outcomes of PE, PP,

” Indeterminate, or missing. Some of the PP patients included in this count because they
used additional antibiotics due to lack of efficacy;)

* (new category) Clinical Indeterminate & DP/DE Micro: 2 (Patients 35410066 and
5410133) '

abbreviations: DE-documented eradication, DP-documented persistence, PE-presumed erudication,
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If you should have any questions on the enclosed information, please contact Peter DiRoma
at (616) 833-8070, Please address any correspondence to Unir 0635-298-113.

Sinccrely,

P Wl

Peter J. DiRoma
Senior Regulatory Manager
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Pharmacia & Upjohn

@ Pharmacia&Upjohn o

Tt_tlephona: (51 S_) 833-4000

Past-t* Fax Note 7671 1% 1/3¢ foo [Rege® )
. . . T - Fram (9 — -
, "RETH DUWAL - MILLg P

January 26, 2000 , Ca/Dapt, D:'OA £ Co. = D %M
| Phone # Phone(_élé-) &3"‘39370
. . - 301 32723 IF [
Division of Anti-Infective Drug Products, HFL o ——~ B
Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room
9201 Corporate Boulevard

Rockville, MD 20850
RE: NDA 21-130
S ZYVOX ™Morapiets
‘ SRR PR P Cyiivitiy (Linezolid Tablets)
- General Correspondence _
. Respons;e_ to __D_r_._ ng_;x_: Alexander’s Questions
Dear Sir/Madam:

Pharmacia & Upjohn’s response to FDA Clinical reviewer questions of 28 December 1999
areenclosed. .- .. . ..o o -
Question: In order to expedite my review of the studies Jor complicated and uncomplicated
skin and skin structure, I would like your help in sorting through the patients identified with
coagulase negative Staphylococci. Please Jorward a list of all subjects with skin infection
due to coagulase-negative Staphylococci, as opposed to colonization on culture. | expect
that most (if not all) of the coagulase-negative Staphylococei in the trials of uncomplicated
skin infections are contaminants rather than true pathogens. The same is probably true in
the trial of complicated skin infections, but there may be subjects where the coagulase-
neganve Staphylococci is the actual pathogen. Please provide q list of subjects for whom

you believe this is the case. BB

Response:

+

The following parients have been identified as hziving coagulase negative Staphylococci:
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NDA 21-130
Page 2
Patients with coagulase negative staphylococel
[ Protocol Investigator # Patient #
039 ' - 18962 ' 3910339
18980 3910258
055 ' 20192 5563022
20182 5553033
20182 3563022
20182 3525015
031 04597 3132638
16112 3131977
17347 3137511
18541 3139896
19207 3137024
19210 3137555
19810 3134570
20573 3135035

If you have any questions related to this submission, plea.se contact me at (616) 833-8070 or
address corre5pondence to maﬂstop 0636—298 113

S

Smcerely,

PHARMACIA & U'PJOI{N COMPANY

%\Dm

Peter J. DiRoma
Regulatory Affaus Manager

PID:kmv
Enclosures =

% TOTAL PAGE.QRBRZ2 %

R R ——m—————
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Postr® Fax Note - 7671 D"“’b‘-/c)-’![ 995> 15 ‘

R Quy AL [ ot & @ wit
Co./Dept. == . Co,
FRA
Phone # Phone “\Q I ] gss_éb 7o l?:tf::;olglkoma
Fax ”(}Ol ) 327 -Q Ly Fax¥ (LK) & - 523 Regulatory Manager
- o . ‘ _ - Regulutory Affairs
T mrmmems—eee e Telephane No. (616) 833-8070

Facsimile No. (616) 833-8237
email: peter.j.diroma@am.pru.com

December 29, 19_99

Division of Anti-Infective Drug Products, HFD-520
Center for Drug Evaluation and Research '
Food and Drug Administration _

Document Control Room

5201 Corporate Blvd.

Rackville, MD 20850

RE: NDA 21-130
e ZYVOX ™ Tablets
-, (Linezolid Tablets)

N ST . GENERAL CORRESPONDENCE

" Response to Statistical Reviewer Questions
~ of 23 December 1999, -

Dear-Si.'r/Madan{:'_f'" —_—

Please find e.nclosed our fesbéﬁgélltcé'_thé' 23 December 1999 ¢-mail from Dr. Enca Brittain regarding
spansor follow-yp .glipical assessments for study M/1260/0055 (artachment 1).

Response: Sponsor's Clinical Outcome at the follow-up depends not only on the investigator's
asséssment (at both EOT and follow-up) but also depends on the level of compliance (days or doses)
and whether or not an antibiotic was taken for lack of efficacy. Please refer to Tables 5 and 6 in
Section 9.5.2.2 of the protocol M/1260/055 study report for appropriate algorithms (attachment 2).

Please note that these tables were 'subsequently amended bleD to reflect the
QID rather than BID dosing regimen employed in this double-blind, double-dummy designed trial
(attachment 3). ~. . : - LroE

If you should have any questions regarding this information, please contact me at (616) 833-8070,
Please address correspondence to _‘I.I_nitl0635-29_8-1 13. e
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Sincc:rely, _ .
HARMACIA & UPJOHN COMPANY o

ATk )

eter J. DiRom'a :
Regulatory Affairs Manager

Attach_ments
Attachment 1: 12/23/99 ¢-mai] fmm Dr. Erica Bntlam.

Attachment 2: Tablcs 5 and 6 from protocol 055 study report (original study report submitted to IND
C ——— Scptember 1999), . ' S

Attachment 3: Amtndcd tables 5 and 6 for protocol 055 study report (amcndmcnt #1 for this study
was subrrutted to 8 Ocr.ober 1999) _

P.az,




Office of:

Peter I. DiRome

Senior Regulatory Mmager
Regulatory Affairs

Telephone No. (616) 833-8070
Facsimile No. (616) 833-8237

November 15, 1999

Division of Anti-Infective Drug Products, HFD-520
Center for Drug Evaluation Research

Food and Drug Administration -
Document Contral Room
9201 Corporatc Blvd
Rockville, MD 20850
General Corresp_ondence }
Re: NDA 21-130
ZYVOXTM Tap)ets
(linezolid tablets)
Dear Sir/Madam-

particle size. In repards your rcquest, please find artached our rationale why we believe a
specificarion is not necessary. :

We look forward to discussing this issue with you at our 17 November 1999 teleconference,

Attcndmg fo_i' P&U L

Dr. Vince MeCurdy -_Di:ectqr Pharmaceutical Development

Rick Davison - Phamaceutical Development ,

Dr. Gordon Halsteaq - Phamaccutical Development

Dr. Gail Jungbluth - Biopharmaceutics

Peter DiRoma - Regulatory Affairs o
Should the FDA have any questions regarding this submission, Please contact Peter J. DiRoma at
(616) 833-8070, ’

B
oA




NDA4 21-130
ZYVQXW Tablers

Sincerely,

FPHARMACIA & UPJORN o,

Pz, Do

Peter I DiRoma: -
Senior Regulatory Manager
Regulatory Affairs

attachments




