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Bryan Corporation B - September 30, 2002
Sterile Talc Powder Section 14 Patent Certification

14. PATENT CERTIFICATION

In the opinion of, and to the best knowledge of, Bryan Corporatioh, there are no
patents that clajm the drug or drugs on which investigations that are relied upon in
this application were conducted or that claim a use of such drug or drugs.
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Added 1o NDA 21388 at the request of the FDA
March 17,2003
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Bne- O oo ion ] i ) ’ ‘ ' * L © Seprember 20. 2002
Sterile Talc Powder ’ * Section' 16. Debarment Cenification Statement

16.1 CERTIFICATION STATEMENT

In accordance with Section 306(k)(1) of the Food. Drug and Cosmetic Act. 21 U.S.C.
Section 335a(k)(1), Brvan Corporation certifies that it did not and will not use in any
capacity the services of any person debarred under sections 306(a) or 306(b). in
connection with this application.
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EXCLUSIVITY SUMMARY for NDA # 21-388 SUPPL #

Trade Name Sterile Talc Powder®

- Generic Name .sterile talc powder

Applicant Name ﬁ:yan’Co;poration HFD~ 150

Approval Date

" PART I:

IS AN EXCLUSIVITY DETERMINATION NEEDEb?

1. An exclusivity determination will be made for all orlglnal
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 follow1ng questlons about
the submission. -

a)

b)

c)

Is it an original NDA? YES/_X_/ NO /__ /
Is it an effectiveness supplement? YES / / NO /X /
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 /.X/ NO /__/

If your answer is "no" because you believe the study is a
bioavailability study and, therefore, not eligible for
exclu51v1ty, EXPLAIN why it is a biocavailability study,
including your reasons for disagreeing with any arguments
made by the applicant that the study was not 51mply 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:
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d) Did the applicant request exclusivity?
YES‘/ / NO / X /

If the answer to (d) 1s "yes " how many. years of
‘exclusivity did the appllcant request?

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

YES /_/ NO / X_/

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9. A

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 / X /

If yes, NDA # - ' Drungame

. IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON Page 9.

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

YES /7 NO / X /

IF THE ANSWER TO QUESTION 3 IS "YES " GO DIRECTLY TO THE
SIGNATURE BLOCKS ON Page 9 (even if a study was requzred for the
upgrade)
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PART II: FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2, as appropriate)

1.

[ 9}

Single active.ingredientAprodﬁct.

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

an already approved active moiety.
YES / / NO / /

If "yes," identify the approved drug proddctls) cbn;aining the
active moiety, and, if known, the NDA #(s).

NDA #
NDA #

NDA #

. Combination product.

If the product contalns more than one active m01ety (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 m01ety that is marketed under an OTC monograph, but
that was never approved under an NDA, is considered not

previously approved.)
YES / X / NO / /

" Page 3



I1f "yes, 1dent1fy the approved drug product(s) contalnlng the
active moiety, and, if known, the NDA #(s).

NDA # 20—587, .Sclerosol Intrapleural Aerosol®
NDA #
NDA #
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO

DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9. IF "YES," GO TO PART
III. o - . .

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 1II,
Question 1 or 2, was "yes."

1. Does the application contain reports of clinical
investigations? (The Agency interprets "clinical 4
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). 1If the answer to
3(a) is "yes" for any investigation referred to in another
application, do not complete remalnder of summary for that
investigation..:

YES /_/ . No/ZX/

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.

" 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
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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.

For the purposes of this section, studies comparing two
prodiucts with the same ingredient(s) are considered to be
biocavailability studies.

(a) In light of previously approved applications, is a
clinical investigation (either conducted by the
applicant or available from some other source,
including the published literature) necessary. to
support approval of the application or supplement?

YES /__/ NO / X/

If "no," state the basis for your conclusion that a
clinical trial is not necessary for approval AND GO
DIRECTLY TO SIGNATURE BLOCK ON Page 9:

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

'YES /___/ NO /__/

(1) If the answer .to 2(b) is "yes," do you personally
know of any reason to disagree with the applicant's
- conclusion? If not applicable, answer NO.
YES /_/ NO/__/

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

Investigation #1, Study #
Investigation #2, Study #
Investigation #3, Study #

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 zn

. already approved application.

(a) For each investigation identified as "essential to the
approval," has the 1nvestlgatlon been relied on by the
agency to demonstrate the effectiveness of a previously
approved drug product? (If the 1nvestlgatlon was relied
on only to support the safety of a previously approved
drug, answer "no.")

Investigation #1 | K"YES / /. No /_/
Investigation #2 YES e, NO /__/
Investigation #3 VYES / k¢/,' NO /_/

If you have answered "yes" for one or more
investigations, identify each such 1nvestlgatlon and the
NDA in which each was relied upon°
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NDA # Study #
NDA # Study #
NDA # : Study #

(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 / [/
Investigation #3 ' YES / [/ “NO /___/

If you have answered "yes" for one or more
investigations, identify the NDA in which a 31m11ar
investigation was relied on:

NDA # Study #
NDA # Study #
‘NDA # Study #

(c) 1If 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"):
Investigation #__, Study #

‘Investigation #__, Study #

Investigation # , Study #

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 prov1d1ng 50 percent or more of the cost of

the study.

Page 7



(a) For each investigation identified in response to
question 3(c): if the investigation was carried out
under an IND, was the applicant 1dent1f1ed on the FDA
1571 as the sponsor?:

Investigation #1

IND # YES / / ! NO / Explain:

-t e v N e o

Investigation #2

IND # YES /__/ ! NO /__/ Explain:

G tem tm e tme S b s

(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

Page 8



(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 exclu51v1ty 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:
/s/ 5 : . B JonEce®S]
Sean Bradley, R-Ph. Date
Regulatory Health Project Manager '
-l\VV\/j\v-‘v v'\,\ / /2-//3/0%—-_
Richard Pazdur, (i} Date [/

Division Dlrector

Fo*m OGD-011347

. Revised 8/7/95; edited 8/8/95, rev1sed 8/25/98, ‘edited 3/6/00
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PEDIATRIC PAGE |
(Complete for all APPROVED original applications and efficacy supp}ements)

NDA #:__21-388

amp Date:  Julv 07. 2003 Action Date: December 15. 2003

HFD_150 Trade and generic names/dosage form: Sterile Talc Powder
Applicant: Brvan Corporation . : : Therapeutnc Class: Sclerosmg Agen

Indication(s) previously approved:__Prevention of the recurrence of malignant pleural effusions in symptomatic patients

Each approved indication must have pediatric studies: Completed, Deferred, and/or Waived.
' Number of indications for this application(s): one ’

Indication #l Sclerosing agent to decrease the recurrence of malignant pleural effusions.in svmptomatic patients

Is there a full waiver for this indication (check one)?
X  Yes: Please proceed to Section A.
D 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

I'<ection 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:_Orphan Drug

*Oo*o

If studies are ﬁzlly 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:

Min kg mo. . " Tanner Stage
Max kg mo. oy ‘ 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 ip children

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

0000o0o0ao
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NDA #4-#H#H
Page 2

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

Section C: Deferred Studies

Age/weight range being deferred:

~ Min kg mo, yr. " Tanner Stage,
Max kg mo. yr. Tanner Stage
Reason(s) for deferral: e

0 Products in this class for this indication have been studied/labeled for pediatric population - -
O Disease/condition does not exist in children '
O Too few children with disease to study
O There are safety concerns

0 Adult studies ready for approval

O 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:

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

If there are addmonal indications, please proceed to Attachment A. Otherwise, thls Pedzamc Page is complete and should be entered
into DFS. :

This page was completed by:

- {See appended electronic signature page/

Regulatory Project Manager

cc: NDA
HFD-960/ Terrie Crescenzi
(revised 1-18-02)

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT PEDIATRIC TEAM, HFD-960
301-594-7337



NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

R‘

N Appbcatlon Information

~DA 21-388

Supplement Number

Drug: Sterile Talc Powder®

Efficacy Supplement Type SE-

Applicant: Bryan Corporation

RPM: Bradley, Sean

HFD-150

Phone # 301-594-5770

Application Type: () 505(b)(1) ( X) 505(b)(2)

.
o

Application Classifications:

Reference Listed Drug (NDA #, Drug name):"

e’ Review priority

‘( ) Sténdard | (X) Priority.

e Chem class (NDAs only)

Sclerosing agent

s  Other (e.g., orphan, OTC) Orphan
¢ User Fee Goal Dates March 21, 2003
< Special programs (indicate all that apply) () None
Subpart H
()21 CFR 314.510 (accelemted
approval)
() 21 CFR 314.520
(restricted distribution)
() Fast Track
() Rolling Review
% User Fee Information A
e UserFee () Paid
o User Fee waiver (X) Small business 11FEB02
() Public health
Q) Barrier—to-lnnovation
() Other
o  User Fee exception (X) Orphan designation
() No-fee 505(b)(2)
( ) Other
< Application Integrity Policy (AIP) j
e  Applicant is on the AIP ( ) Yes (X) No
e  This application is on the AIP () Yes (X)No
o Exception for review (Center Director’s memo)
e  OC clearance for approval . '
% Debarment certification: verified that qualifying language (e.g., willingly, knowingly) was | (X) Verified
no: used in certification and certifi cauons from foreign apphcants are co-signed by U.S.
agent.
% Patent Tl T L e
e Information: Verify that patent information was submitted (X) Verified

o Patent certification [505(b)(2) applications]: Verify type of cemﬁcauons
submitted

21 CFR 314.50()(1)({)(A)
01 OO Om. QN

21 CFR 314.50(i)(1)

X) () () (i)
o  For paragraph IV certification, verify that the applicant notified the patent () Verified
bolder(s) of their certification that the patent(s) is invalid, unenforceable, or will
not be infringed (cemﬁcanon of nonf cation and documentation of receipt of
notice).
< Exclusivity Summary (approvals only) N/A
% Administrative Reviews (Project Manager, ADRA) (indicate date of each review) N/A




NDA 21-388" ‘

Page 2

k..

General Information _ -

Actions

¢ Proposed action

QAP ()TA (X)AE ()NA

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

e Status of adve;‘tising (approvals only)

() Matenials requested in AP Jetter

o
>3

Public communications

() Reviewed for Subpart H

o . Press Office notified of action (approval only)

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

( ) Yes (X) Not apphcable

() None

() Press Release !

() Talk Paper _

() Dear Health Care Professional

L)
"O

Labeling (package insert, patient package insert (if applicable), MedGuide (if applicable)

Letter

e Division’s proposed labeling (only if generated after latest applicant submission X
of labeling) .
¢  Most recent applicant-proposed labeling —————-
¢ Original applicant-proposed labeling X
¢ Labeling reviews (including DDMAC, Office of Drug Safety trade name review,
nomenclature reviews) and minutes of labeling meetings (indicate dates of e
reviews and meetings)
e Other relevant Jabeling (e.g., most recent 3 in class, class labeling)- —
+ Labels (immediate container & carton labels) - '
¢ Division proposed (only if generated after latest applicant su}‘)missionr)r ' ————
s . Applicant proposed X
e Reviews X
% Post-marketing commitments T :
» e  Agency request for post-marketing commitments —
e  Documentation of discussions and/or agreements relating to post-marketmg .
commitrnents
% Dutgoing correspondence (i.e., letters, E-mails, faxes) X
< Memoranda and Telecons '

Minutes of Meetings

o  EOP2 meeting (indicate date)

o Pre-NDA meeting (indicate date)

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

o. Other

Advisory Committee Meeting

. DateofMectihg N N
¢ 48-hour alert ' o

Federal Register Notices, DESI documents NAS, NRC (if any are applicable)




NDA 21-388 -
Page 3

Chmcal and Summary Information

Smnma*'y Renew (e.g., Office Director, Division Director, Medical Team Leader)
(indicate date for each review)

Medical TL 20MARO03

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

- 20MARO3 .

~ Microbiology (efficacy) review(s) (indicate date for each review)

- Safety Update review(s) (indicate date or Iocation if incorporated in another review)

page 36 of medical review .

%+ Pediatric Page(separate page for each indication addressing status of all age groups) N/A
< Statistical review(s) (indicate date for each review) ' Joint statistical/medical review
< Biopharmaceutical review(s) (indicate date for each review) 07MARO3
+ Controlled S_ubstance Staff review(s) and recommendation for schedulipg (indicate date N/A
for each review) .

¢ Clinical Inspection Review Summary (DSI) f L

e Clinical studies ——

¢ Bioequivalence studies ' : , —

CMC Information " - . L
Review #1 - 19MARO03

CMC review(s) (indicate date for each review)

Review #2 - 2IMAR03

Environmental Assessment

e PRt L ST

e Categorical Exclusion (indicate review date) 19MAR03
e Review & FONSI (indicate date of review) —
e Review & Environmental Impact Statement (indicate date of each review) -
*  Micro (validation of sterilization & product sterility) review(s) (indicate date for each
review) 20MARO03
% Facilities inspection (provide EER report) Date completed:
i (X) Acceptable
C () Withhold recommendation
% Methods validation () Completed
' () Requested
(X) N/A

Nonclinical Pharm/Tox Information

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

Nonclinical inspection review summary

January 2, 2003/January 3, 2003

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

CAC/ECAC report




Office Director’s M,em'(,)r |

This application will be signed off at the Division
- - level.



From the American Society of Clinical Oncology.

In collaboration with the Food and Drug Administration (FDA), and as a service to our
members, ASCO will provide information about newly approved therapies for cancer
patients. This will allow the agency to inform oncologists and professionals in oncology-
related fields of recent approvals in a timely manner. Included in the email from the FDA
will be a link to the product label, which will provide the relevant clinical information on’
the indication, contraindications, dosing, and safety. The following is a message from Dr.
Richard Pazdur: ‘ ' ’ ’ ' |

To:  ASCO membership (domestic USA, embargo date 12/72/03) |

From: Richard Pazdur, MD
Director, Division of Oncology Drug Products,
Center for Drug Evaluation and Research, FDA

On December 15, 2003 the U.S. Food and Drug Administration approved Sterile Talc
Powder (Bryan Corporation), administered intrapleurally via chest tube, as a sclerosing
agent to decrease the recurrence of malignant pleural effusions in symptomatic patients.

The data demonstrating safety and efficacy are from the published medical literature.
There were five randomized studies that were designed to evaluate the risk of recurrence
of malignant pleural effusions in patients with a variety of solid tumors. For each study,
-talc slurry was compared with a concurrent control, using a prospectively defined
objective measure of “success.” For the 89 evaluable patients studied in the 5
randomized controlled trials, there was an 89% success rate (range 79-100%). Thirteen
additional single arm trials and retrospective series from the literature are also supportive
of efficacy with variously defined “success” rates ranging from 75-100%.

Adverse events (AEs) most frequently reported in the literature in association with
intrapleurally administered talc slurry are fever and pain. Acute pneumonitis and Acute

R Respiratory Distress Syndrome (ARDS) have been reported in association with
intrapleural talc administration.

Sterile Talc Powder should be administered after adéquate drainage of the effusion. The

- success of pleurodesis appears to be related to the completeness of drainage of the pleural

fluid, as well as the full re-expansion of the lung. The recommended doseis 5 g,
dissolved in 50-100 ml of sodium chloride solution. Although the optimal dose for
~ effective pleurodesis is unknown, 5 g was the dose most frequently reported in the
published literature.

The only other licensed formulation of tale (Sclerosol Intrapleural Aerosol) is packaged
with a chlorofluorocarbon (CFC) propellant for direct insufflation into the open pleural
surface intraoperatively or during thoracoscopy.



-

Full prescribing information, including clinical trial information, safety, dosing, drug-
drug interactions and contraindications is available at :
www.fda.govicder/foi/label’2003/0213881bl.pdf

The approval announcement itself will also be available at
wuw. fda. oov/cder/cancer/whatsnew htm

For further mformatlon related to oncology drug approvals, regulatory information, and
other oncology resources, please refer to the FDA “Oncology Tools™ web site at
www.fda.gov/cder/cancer. '

“ASCO periodically e-mails its membership messages of professzonal interest. If you
would prefer not to receive these messages, reply to this e-mail with the word REMOVE
in the subject field. You will receive one additional e-mail message to confirm your
removal from this e-mail list.”

APPEARS THIS iz
ON omcmm
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Division of Oncology Drug Products

Team Leader's Review

NDA: 21-388

Sponsor: * Bryan Corporation
Drug Product: Sterile Talc Powder o
Date submitted: . September 20, 2002
Background:
Bryan Corporatron submrtted thrs New Drug Apphcatlon (NDA) for sterile talc
powder,. -~
- This product is a new

formulation, a non- -aerosolized version of Sclerosol® (NDA 20587), which was
approved for the treatment of malignant pleural effusions on December 24,
1997. The only formulation difference between Sclerosol® and sterile talc
powder is that Sclerosol® contains dichlorofluoromethane (CFC-12), as a
propellant.

The primary efficacy and safety data of this NDA are based on a review of the
literature. The sponsor has not performed any new pre chnrcal or clinical studies
in support of this application. :

Chemistry:

Bryan Corporation will supply sterile talc powder in a single use 100-mL glass
botile. Each bottle will contain =~ grams (g) of Talc USP, asbestos-free and
bucite-free. The purity of Talc USP will be greater than 95%. Taic USP will be
primarily hydrated magnesium silicate. Associated minerals include dolomite,
calcite, and quartz. The product is asbestos-free. The particle size of the powder
is within T— _ The finished product will be sterilized by gamma
irradiation.

Microbiology:

Bryan Corporation failed to validate its stenllzatron procedure for sterile talc
powder. For details, see the Microbiology Review of this NDA.



Preclinical Pharmacology and Toxicology Information:

Multiple published pre-clinical studies have demonstrated that talc slurry
produces pleurodesis after intrapleural injection. Review of the published
literature did not identify any pre-clinical safety issues; however one article noted
the distribution of taic in every organ of the body after intrapleural administration
in normal rats. No information exists on impairment of fertility in animals by talc.
For details, see the Pharmacology/Toxicology Review of this NDA.

The exact mechanism by which talc produces pleurodesis is not completely :
understood. Talc may act through the following mechanism. Adsorption onto the =
pleura results in an inflammatory process which promotes the adherence of the
pleural and parietal pleura, obliterating the pleural space and preventmg re--
accumulation of pleural pleural fluid.

Human Pharmacology:

The sponsor has not performed any pharmacokmetlc or pharmacodynamlc
studies. No published literature exists detailing pharmacokinetic or
pharmacodynamic information on talc. Most reported chmcal studies have
utilized 5 g (range 2 g-10g).

Clinical Summary:

Talc has been used to control pleural effusion for. many years The first published
literature describing the use of talc to control pleural effusions dates back to
1935. , .

The submission contained 5 randomized controlled studies, which compared the
effectiveness of talc slurry with chest tube drainage, bleomycin, and talc
insufflation for the treatment of malignant pleural effusions arising mostly from
breast or lung cancer. The studies compared talc slurry, instilled into the pleural
cavity via chest tube, with a concurrent control. In all studies, after maximal
drainage of the pleural effusion, the investigator administered talc slurry via the
chest tube. Chest films documented response, which was defined as lack of

- recurrence of the effusion. Studies dlffEl’Ed on the tsmmg of the efficacy
assessment. L ,

The table below shows the design of the randomized, controlled studies, dose of
talc slurry used, and efficacy results. Overall 79/89 . (89%)-evaluable patients
from the randomlzed controlled studies had a response to talc slurry
pleurodesns . Lo

Randomized Control Studies Using Talc Slurry to Control ‘Malignant Pleural |
Effusions : ;

[ REFERENCE |  TREATMENT | RESPONSE RATE | RESPONSE RATE |




EVALUABLE PTS’

ALL PTS
p value* p value*
Sorensen et al. Eur Talc Slurry 10g 100% (9/9) 64% (9/14)
J Respir Dis. 1984; vS. vs. vs.
65(2):131-5 Chest Tube drainage 58% (7/12) 41%(7117)
alone p=0.04 p=0.29
Noppen et al. Acta’ Talc Slurry 5g 79% (11/14) 79% (1 1/14)
Clin Belg 1997, vS. Vs, VvS.
52(4):258-62 Bleomycin 1mg/kg 75% (9/12) 75% (9/12)
p=1.00 p=1.00
Zimmer PW et al. Talc Slurry 5g 90% (17/19°) Not given
Chest 1997, VS, Vs,
112(2):430-434 Bleomycin 60U 79% (11/14 %)
p=0.63
Ong KC et al. Talc Slurry 5g B9% (16/18) 64% (16/25)
Respirology 2000; VS. vSs. - VS,
5:99-103 Bleomycin 1 Ukg 70% (14/20) 56% (14/25)
- p=0.24 p =0.77
Yim AP et al. Ann Talc Slurry 5g 90% (26/29) 90% (26/29)
Thorac Surg 1996; | vs. Talc Insuffiation 5g vs. VS,
62:1655-8 powder 96% (27/28) . 96% (27/28)
p=0.61 p=0.61

*Two-sided p-value based on Fisher's exact test

a Studies differed in definitions of evaluable patients. i

b Data per procedure (33 procedures per 29 evaluable patients, 3 patients with bilateral
effusions) '

Reviewer's Table

The submission also contained fourteen single arm studies, which used talc slurry
“for the treatment of malignant pleural effusions. The studies differed in their
definition of success. The published, single-arm studies reported “success” rates
using talc slurry pleurodesis, which ranged from 75-100%. .

Review of the literature reports suggest the side effects associated with use of
talc slurry include: fever, pain, hypoxemia, dyspnea, unilateral pulmonary edema,
acute respiratory distress syndrome, tachycardia, arrhythmia, myocardtal
infarction, hypotension, hypovolemla and empyema.

For details, see the Medical Qfﬁber’s Review of this NDA.

Other Pharmaceufical Products Available

Currently, bleomycin, mechlorethamine (Mustargen), quniacrine hydrochloride
(Atabrine) and Sclerosol® are the only approved sclerosing agents. The
advantage of sterile talc slurry over bleomycin includes the fact that allergic
reactions are not a concern for talc administration. . The advantage of sterile talc
slurry over Mustargen, a vesicant, is that Mustargen use is associated with
extremely painful inflammation whereas talc slurry is not. Quinacrine
hydrochloride has not been available or marketed for the last 8-10 years. In
January 2003, the holder of the NDA for quinacrine hydrochloride requested that



the NDA be withdrawn. The advantage of sterile talc slurry over Sclerosol®
includes the fact that it can be administered at the bedside via a chest tube,
whereas Sclerosol® requires thoracoscopy for administration, which usually is
performed in an operating.room and requires anesthesia. An additional
advantage of talc slurry over Sclerosol® is the concern about ozone depletnon
with the use of CFC containing products. Because of an international treaty -
banning the use of CFC- containing propellants Sclerosol® will be discontinued
shortly.

Conclusions and Recommendatiolns

Review of the literature suggests that the treatment of malignant pleural

effusions can bring effective palliation of patient’s symptoms. For many years,
some formulation of talc has been used to treat pleural effusions in symptomatic -
patients. The literature review submitted for this NDA suggests that the talc
slurry formulation is effective in reducing the risk of recurrent pleural effusions.

‘Because of the unresolved sterility issues, I concur with the primary medical
" officer’s review and recommend that Bryan Corporation receive an approvable
letter for sterile talc powder as a sclerosing agent to reduce the risk of
recurrence of malignant pleural effusions in symptomatic patients.

APPEARS THIS 14
oN omwm
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MEDICAL OFFICER



REGULATORY PROJE’CT‘VMANAGAER )RE.VIEw

Application Number: 21-388
Name of Drug: Sterile Talc Powder
Sponsor: ' lBryar)l Corporation

Material Reviewed

e Labeling (AF) submitted by Bryan Corporatlon c/o Waldrnan onmedlcal Consu]tancy, Inc
September 30, 2003

¢ Final Printed Labeling (FPL) submmed by Bryan Corporation ¢/o0 Waldman Biomedical
Consultancy, Inc., October 15, 2003 which supercedes the FPL submitted October 08, 2003

Background and Summary Description:

Sterile Talc Powder, administered intrapleurally via chest tube, is indicated as a sclerosing agent
to decrease the recurrence of malignant pleural effusions in symptomatic patients. The original
application recelved an approvable action on March 21, 2003 pending microbiological
corrections.

* In the approvable letter, the FDA requested final printed labeling be submitted identical to the
agreed upon labeling included in the letter. Bryan originally submitted the requested final
printed labeling (BL) on July 31, 2003, but it was not approved because non-FDA approved
changes were made to the labeling.

Bryan submitted final printed labeling (FPL), dated October 15,.2003 for FDA approval.

Review

The October 15, 2003 labeling is identical to the labeling'submitted to the. Agency September 30,
- 2003 and accepted October.15, 2003. Therefore, this FPL ,shoul@‘ be approved with the NDA.
Sean Brédléy,— R.Ph;/2OOCTO3

Regulatory Health Project Manager

- Concurrence:: -

Dotti Pease/0SNOV03
Chief, Project Management Staff.

Ann Farrell, MD/0SNOV03
Medical Team Leader



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

Sean Bradley
11/5/03 10:26:20 AM
CSO



REGULATORY PROJECT MANAGER REVIEW

Application Number: 21-388 .

Name of Drug: Sterile Talc Powder

Sponsor: Bryan Corpofation

Material Reviewed

* Finalized FDA suggested labeling included in the March 21, 2003 NDA Approvable Letter
Final Printed Labeling (BL) submitted by Bryan Coxporat:on c/o Waldman Biomedical
Consultancy, Inc., on July 31, 2003

e Revised Labeling (AF) submitted by Bryan Corporatxon c/o Waldman Biomedical
Consultancy, Inc., on September 30, 2003 .

B.ackground and Summary Description:

Sterile Talc Powder, administered intrapleurally via chest tube, is-indicated as a sclerosing agent
to decrease the recurrence of malignant pleural effusions in symptomatic patients. The original
application received an approvable action pendmg rmcroblologlcal corrections.

In the approvable letter, the FDA requested final printed labeling be submitted and 1dent1cal to
the agreed upon labeling included in the letter. Bryan originally submitted the requested final
printed labeling (BL) on July 31, 2003, but it was not approved because non-FDA approved
changes were made to the labeling.

Byran resubmitted revised labeling (AF), dated September 30, 2003 in response to the Agency 5
September 26, 2003 request for revxsed labeling. :

Review

July 31,2003 (BL) : : S
The FPL submitted by Bryan was compared with the final approved labeling included in the
Agency s NDA approval letter. There following dlfferences are outlmed below for medical

reviewer rev1ew Differences are underlined.

1. The labeling has been updated to reflect the amount of Sten]e Talc Powder contained in each
package bottle from—~gto 5 g. :

e Approved by medical team leader 20AUG03



' NDA 21-388/000
Page 2

2. Inthe DESCRIPTIONS section:
FDA version-

r

Bryan version-
Sterile Talc Powder is a sclerosing agent intended for mtrapleural administration supplied in
a single use, 100 mL brown glass bottle

e Approved by medical team leader 20AUG03

3. Inthe PRECAUTIONS section:
FDA version- ‘
3. Pulmonary complications: Acute Pneumonitis and Acute Respiratory
Distress Syndrome (ARDS) have been reported in association with intrapleural talc
administration.

Bryan version-
3. b

|

e NOT Approved by medical team leader 20AUG03

_ 4. Inthe DOSAGE AND ADMINISTRATION section, Talc Preparation subsection:
A, Aseptic technique has not been bolded as in the FDA suggested version:
Bryan’s version-
. Prepare the talc slurry usmg sepnc technique in an appropriate larmnax flow hood.

Remove talc container from packaging. Remove protective flip-off seal.

e Approved by medical team leader 20AUG03

" B. #4 of Talc preparation instructions:

FDA version-
statement “‘For Pleurodesis Only - NOT FOR IV ADMINISTRATION "

Bryan version-
statement 'L S , 3



NDA 21-388/000
Page 3

o NOT Approved by medical team leader 20AUG03

5. Inthe DOSAGE AND ADMINISTRAT]ON section, Administration subsection:
The parenthesis have been removed from the following statement in'the Bryan version:

FDA version-

- Following introduction of the talc slurry, the chest d!amage tube is clamped, and the patlent
is asked to move, at 20 to 30 minute intervals, from supine to alternating decubitus positions,
so that over a period of about 2 hours the talc is distributed within the chest cavity. (Recent
evidence suggests that this step may not be necessary.)

Bryan version-

Following introduction of the talc slurry, the chest drainage tube is clamped, and the patient
is asked to move, at 20 to 30 minute intervals, from supine to altermating decubitus positions,
so that over a period of about 2 hours the talc is distributed within the chest cavity. Recent
evidence suggests that this step may not be necessary.

e Approved by medical team leader 20AUG03

Conclusion

Due to unapproved changes in the sponsor submitted F PL, this proposed label should not be
approved.

Sean Bradley, R.Ph./20AUGO03
Regulatory Health Project Manager

 September 30, 2003 (AF)
This labeling includes the following Agency suggested labelmg changes
1. Inthe PRECAUTIONS section:

From-
Bryan version-

(R

To-

FDA version-

Pulmonary complications: Acute Pneumonitis and Acute Respiratory Distress Syndrome
(ARDS) have been reported in association with intrapleural talc administration.



NDA 21-388/000
Page 4

2. In the DOSAGE AND ADMINISTRATION section, Talc Preparation subsection:
#4 of Talc preparation instructions:

From-
Bryan version-

3 ' 1
To-

FDA version-
statement “For Pleurodesis Only - NOT FOR IV ADMINISTRATION ~,

Conclusion
Based on the corrections made in this (AF) submission, I suggest that this package labeling for

Sterile Talc Powder™ be approved.

Sean Bradley, R.Ph./09OCT03
Regulatory Health Project Manager

Concurrence:

Dotti Pease/090CT03
Chief, Project Management Staff

Ann Farrell, MD/100CT03
- Medical Team Leader



This i is a representation of an electronic record that was signed electromcally and
this page is the manifestation of the electronic sugnature
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Sean Bradley
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Ccso

Ann Farrell
10/15/03 01:36:29 PM
MEDICAL OFFICER
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- CONSULTATION RESPONSE

DIVISION OF MEDICATION ERRORS AND TECHNICAL SUPPORT
OFFICE OF DRUG SAFETY
(DMETS; HFD-420)

DATE RECEIVED: December 30,2002 | DUE DATE: February 15,2003 | ODS CONSULT #: 02-0256

TO: Richard Pazdur M D.
Director, Division of Oncology Drug Products
HFD 150

THROUGH: Sean Bradley
Project Manager
HFD-150

PRODUCT NAME: o NDA SPONSOR:
Sterile Talc Powder—grams a Bryan Pharmaceuticals

NDA: 21-388

SAFETY EVALUATOR:'De.niIse P. Toyer, Pharm.D..

SUMMARY: In response to a consult from the Division of Oncology Drug Products (HFD-150), the Division of
Medication Errors and Technical Support (DMETS) conducted a labeling review of the container labels, carton and
insert labeling for the drug product “Sterile Talc Powder” for possible mtervennons to minimize medication errors
with the use of the product.

DMETS RECOMMENDATION:

DMETS recommends revising the labels and labeling as outlined in Section II'of this review.

) - '1. : /3/

Carol Holquist, RPh | ' Jerry Phillips, RPh

Deputy Director, o Associate Director
Division of Medication Errors and Technical Support - Office of Drug Safety
Office of Drug Safety Center.for Drug Evaluation and Research

Phone: (301) 827-3242 Fax: (301) 443-9664 Food and Drug Administration



Dmsnon of Medication Errors and Tecbmcal Support (DMETS)
" Office of Drug Safety
HFD-420; Parklawn Rm. 6-34
Center for Drug Evaluation and Research

CONTAINER LABEL AND CARTON/INSERT LABELING REVIEW

DATE OF REVIEW: February 10, 2003

NDA # 21-388

NAME OF DRUG: Sterile Talec Powdei™grams
NDA HOLDER: ‘Bryan Pharmaceuticals

1. INTRODUCTION:

This consult was written in response to a request from the DlVlSlOIl of Oncology Drug Products, to
review the container labels, carton and insert labeling for Sterile Talc Powder. The draft vial labels,
pouch, carton, and package insert labeling were reviewed for possible interventions to minimize
medication errors.

PRODUCT INFORMATION

Sterile Talc Powder is a sclerosing agent that is administered mtrapleurally It is indicated to

t : © 3 Sterile Talc
Powder is instilled into the pleural cavity and induces an inflammation reaction. The inflammation
reaction promotes adherence of the visceral and parietal pleura. The pleural space is obliterated
and prevents re-accumulation of pleural fluid. The recommended dose of Sterile Talc Powder
ranges from- ~— ' grams (in one-gram increments) diluted in normal saline. The product is
supplied in - gram vials of Sterile Talc Powder. When each vial is reconstituted with —
milliliters of sodium chloride for injection the final concentration is 100 mg per mL of Sterile Talc
Powder as a slurry :

II. LABELING PACKAGING AND SAFETY RELATED lSSUES

In the review of the contamer labels, pouch carton, and insert ]abelmg of “Sterile Talc Powder,” DMETS
has identified several areas of possible improvement, whlch mi ght minimize potential user error.

A. GENERAL COMMENTS

1. The strength of the product (i.e.,: grams) should be relocated so that it appears
immediately following the established name For example

Sterile Talc Powder

-~ gm/vial



B.

2. Revise the “Caution: Fedéral law prc;hibits dispensing...” to read “Rx Only.”

VIAL LABEL
1. See General Comments above.

2. . Thewording

3 should be révised to read ‘For

Intrapleural Administration Only.” This information should be provided in a bold

font.
3.  Ifspace j)ermjts include the storage recommendations. E
4. DMETS recommends that the statement L. . I be removed
from the label. This information may confuse practitionersye  ~ ~ P
"— nL is actually needed). |
5. DMETS recommends that the statements L * and

3’ be removed.

These statements clutter the label and removal would providegnecessary space for
important information such as instructions for reconstitution.

6. Include the directions for reconstitution and the resulting concentration (£

POUCH LABELING

| 1. See Comments B-1 through B-6.

2. e

 CARTON LABELING

1. See Comments B-1 through B-6.

2. See Comment C-2.

3. The packaging cartonis =~~~ ~—
carton labeling - _—

g

_ The
> will only be displayed on one of



T "1 DMETS recommends that the carton labeling also be
dxsplayed on other panels of the packagmg carton (e.g., front, top, and other end).

E. © PACKAGE INSERT LABELING

1.

GENERAL COMMENT

-When referring to the product strength; it should be expressed without a trailing
zero (e.g.,~ gmrather than > gm). Revise throughout the insert.

 DESCRIPTION Section.

_The second sentence states: *Each bottle contains a minimum of — g of Talc

USP....." This statement implies that the vial may contain more than what is
labeled Revxse accordingly. :

WARNINGS Section

* This section of the labeling should contain a statement informing practxtloners that

Sterile Talc Powder should not be administered intravenously.

DOSAGE AND ADMINISTRATION Section, Direction #4

a. The following sentences should be listed before Direction #3. &
' For
example,
p j
c
uy

b. T
¢ C



L

d. We note, the sponsor indicates that the syringes should be labeled with the
following statement ‘For Pleurodesis Only - not for IV administration.”
However, it is possible that pharmacies will use the same label for Sterile
Talc Powder Irrigation syringes as they use for other intravenous -
preparations that are dispensed in syringes. DMETS notes that the irrigation.
syringe has a difference appearance, however the potential for medication
errors due to confusion between the irrigation and intravenous syringes and
routes of administration exists. We recommend that the sponsor provide
auxiliary labels, perhaps brightiy colored stickers with the aforementioned
information pre-printed on them to prevent the potentxal for administration
of the irrigation solution mtravenous]y ’

RECOMMENDATIONS:

. DMETS recommends revising the labels and labéliﬁg as outlined ih Section II of this review.

- DMETS would appreciate feedback of the final outcome of this consult. We would be willing to meet
*.with the Division for further discussion, if needed. If you have further questions or need clarifications,
“please contact Sammie Beam, project manager, at 301-827-3242.

S!

Denise P. Toyer, Pharm.D.
Safety Evaluator/Team Leader
Division of Medication Errors and Technical Support



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

Denise Toyer
2/10/03 09:05:46 AM

PHARMACIST
Carol Holquist e
2/10/03 10:31:13 AM -

PHARMACIST

Jerry Phillips
2/10/03 03:30:34 PM
DIRECTOR
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Sterile Talc Powder Section 18 User Fee Cover Sheet
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T ' ] ) Form Approved  OMB No 0310-0297
DEPARTMENT OF HEALTH AND HUMAN SERVIC:ES Exp:ra“gn Dote: February 20: 2004
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION __USER FEE COVER SHEET

See Instructions on Reverse Side Before Completing ThlS Form

A compleied form must be signed and accompany each new drug or biologic prooucl application and each new supplement. See exceptions on the

reverse s.ce. If payment is sent by U.S. maii or couner, please include a copy of this completed form with payment. Payment instructions and fee rales
can be found on CDER's website: hitp:/fwww.(da.govicder/pdufa/delault.him

1 APFLICANT S NAME AND ADDRESS ] 4. BLA SUBMISSION TRACKING NUMBER (STN) / NDA NUMBER .
. ’ NO21388

Bryan Corporation . :

Four Plympion Street

Woburn. MA 01801 5. DOES THIS APPLICATION REQUIRE CLINICAL DATA FOR APPROVAL?

Oves X no

IF YOUR RESPONSE 1S "NO" AND THIS IS FOR ASUPPLEMENT, STOP HERE"
AND SIGN THIS FORM.

IF RESPONSE IS 'YES', CHECK THE APPROPRIATE RESPONSE BELOW:

[ 'THE REQUIRED CLINICAL DATA ARE CONTAINED IN THE APPLICATION
[] THE REQUIRED CLINICAL DATA ARE SUBMITTED BY

2 TELEPHONE NUMBER (include Area Code) REFERENCE TO:
( 800 ) 343-7711 ' : (ABPLICATION NO_ CONTAINING THE DATA)
13 PRODUCT NAME 6 USERFEE 1.D. NUMBER
Sterile Talc Powder Not Required

~

IS THIS AFPLIvATIOf\ COVERED BY ANY OF THE FOLLO\r VING USERFEE EXCLUSIONS') IF SO, CHECK THE APPLICABLE EXCLUSION.

D A LARGE VOLUME PARENTERAL DRUG PRODUCT @ A 505(b){2) APPLICATION THAT DOES NOT REQUIRE A FEE
APPRCVED UNDER SECTION 505 0F THE FEDERAL (See item 7, reverse side before checking box.)

FOOD. DRUG, AND COSMETIC ACT BEFORE 9/1/92
(Self Expianalory)

[S THE APPLICATION QUALIFIES FOR THE ORPHAN D THE APPLICATION 1S A PEDIATRIC SUPPLEMENT THAT
EXCEPTION UNDER SECTION 736(a}{1)(E) of the Federa! Food. QUALIFIES FOR THE EXCEPTION UNDER SECTION 736(a)(1)(F) of
Drug. a~d Cosmetic Act the Federal Food, Drug. and Cosmetic Act
(See iiem 7, reverse sice before checking box.) ' (See item 7, reverse side before checking box.)

D THE APPLICATION IS SUBMITTED BY ASTATE OR FEDERAL
GOVERNMENT ENTITY FOR A DRUG THAT IS NOT DISTRIBUTED
COMMERCIALLY

(Sel Explanatory).

B

Dlves - [Owno

{See item 8, reverse side if answered YES)

8. HAS A WAIVER OF ANAPPLICATION FEE BEEN GRANTED FOBTHIS APPLICATION?

Public reporting burden for this collection of information is estmated fo average 30 minutes per response, including the time for reviewing
instruclions. searching existing data sources, gathering and maintaining the dala needed, and completing and reviewing the collection of informatian.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Department of Health and Human Services . Food and Drug Administration _ An agency may not conduct or sponsor, and a person is not
Food and Drug Administration . CDER, HFD-94 required to respond to, a coliection of- information uniess it
CBER, HFM-89 and 12420 Parkiawn Drive, Room 3046  displays a currently valid OMB conirol number.

1401 Rockvifie Pike Rockville, MD 20852

Rockville, MD 20852-1448

SIGNATURE OF AUTHORIZED COMPANY REFRESENTATIVE TITLE DATE
President, Waldman Biomedical

5
/d’/ =< 7{ éz{w _ Consultancy, Agent for Bryan Corp. . - August 15, 2002

ENBM ENA 2207 (A1) ’ - > Cnomathy PN M Ancuanes BF




~ Advisory Committee Meéting‘ Minutes

This application was not the subject of an Advisory
Committee Meeting. -
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M’afc(man Biomedical Consultancy, Inc.

Serving the Health Care Industry World-Wide™

= : N October 20, 2003

Document Mail Center

- Food and Drug Administration
Center for Drug Evaluation and Research ' R EC E I VED
Division of Oncological Drug Products ,
(HFD-150) 0CTo 9 2003
1451 Rockville Pike - |
Rockville, MD 20852 DDR-150/CDER

Attn: Mr. Sean Bradley

RE: Response to Information Request for Sterile Talc Powder - NDA 21-388

Dear Mr. Bradley,

In aFAX dated October 17, 2003 the Agency-inquired as to the status of Bryan
Corporation's Sclerosol Intrapleural Aerosol following approval of Sterile Talc Powder as-
follows: '

"Regarding your currently marketed drug product Sclerosol Intrapleural Aerosol:
if your new talc product is approved, what will happen to the Sclerosol? Will you
continue to make it? What is your current inventory and the estlmated months
~supply of Sclerosol?” :

| Bryan Corporation intends to continue making and marketing Sclerosol Intrapleural
Aerosol following the approval of Sterile Talc Powder.

At this time there are- " — . in current inventory. Based on current
demand,- this is approximately — supply -

S inventory up to approximately .~
usage this wxll last approxxmately —  ltis expected however —_—

If there are any questions regarding tlns labehng or if additional copies are de51red
please don't hesitate to contact us at (516) 763-1 158 or at the contact pomts in the

letterhead. -

Best regards,
Yours truly,

e gloa_

President
Waldman Biomedical Consultancy, Inc.
Agent for Bryan Corporation '

ce e e e 44--"; - u):-vcz-n(k . FAX516-536-7628'
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MITTRSNL S

- DIVISION OF ON COLOGY DRUG

'PRODUCTS - _ o~
Center for Drug Ev aluation and Research HFD-ISO
Woodmont Office Complex - Two -

1451 Rockville Pike, Rockville, MD 20852

To: Jane Campbell/Alan Waldman * From: Sean ‘B;adley; Ccso
Fax:  B45469-4212/516.536.7628 | Fax: 310-827-4590 |
Phone: 8454694289 | '. Phonie: 301-504-5770
Pages, including cover sheet: 1 | Date: October 17; 2003

Re:  NDA 21-388-Information Request

0O urgent O For Review [Please Comment [J Please képly * [OJPlease Recycle

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

UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the document to the addressee,

you are kereby notified that any review, disclosure, dissemination or other action based on the content of the communication

is not authorized. If you have received this document in error, please unmedxate]y notify us by telephone and return it to us

at the above address by mail. -

Please refer to your July 3, 2003 NDA resubmission for Sterile Ta]c Powder, number 21 388

Regardin g your currently marked dru g product Scerosol Intrapler’ual Acerosol; 1f 'your new talc product is
approved, what will happen to the Sclerosol? Will you continue to make it? What is your current -

1nventory and the estxmated months supply of Sc:lerosol'7

If you have any questions, please ‘contact me at 301-594- 5770 or BradlevS@CDER FDA.GOV.

.SeanBra@ R.Ph. - T

Rfgulatory PrOJect Manager]



eeerss T ORIGINAL
VVaCc{mcm meecﬁca[ Consu&ancy, Inc,

Ser’wrg the Health Care Zm{ust;y World-Wide™
‘October 15, 2003

Document Mail Center
Food and Drug Administration :
Center for Drug Evaluation and Research -

- Division of Oncological Drug Products | - | RECE‘VED
(HFD-150)
1451 Rockville Pike . - 0CT 1.6 2003

? Rockville, MD 20852
o |  DDR-150/CDER

- Atin: Mr. Sean Bradley

RE:  FPL - Final printed and electronic copies of the Package Insert for Sterile Talc
Powder - NDA 21-388 With changes requested by FDA 10/9/03.

»Dear Mr. Bradley, -

As requested in a telephone conversation with the Agency on October 9, 2003, Bryan
Corporatlon has revised the Package Insert for Sterile Talc Powder to correct a typograph1ca1

. error in the Adverse Events section. We are hereby providing hard copies of the final
printed labeling for inclusion in the NDA file 21-388 for Bryan Corporatlon s Sterile Talc
Powder.

As directed in the FDA's Action Letter for Sterile Talc Powder NDA 21-388 that was

received in a FAX dated 3/24/03, Bryan Corporation is providing 20 paper copies of the

Final Printed Package Insert: 10 of the 20 copies have been individually mounted on heavy-
_weight paper and the additional 10 copies are provided in a closed file envelope.

" We are also providing at this time an electronic version of the insert. This is in response to
. the Agency's call today October 15, 2003. :

In addmon also as dlrected in the FDA's Action Letter we will be providing under
_separate cover to the Division of Drug Marketmg, Advemsmg and Communications,
. two copies of the package msert

If there are any questions regardmg this Jabeling orr if additional copies are desired,
‘please don't hesitate to contact us at (516) 763-1158 or at the contact points in the
letterhead. - : :

Best regards, :
Yours truly,

'é@_%m zm.__

President
Waldman Biomedical Consu]tancy, Inc.
Agent for Bryan Corporation

DN Rav BT 8 Nroancido Nlowus Yarb 11879 o E1£_7C2_116RQ ¢ TAY E1C_8314_9C9R



Waldman Biomedical Consultancy, Inc.
5ervuy tﬁe Hea&ﬁ\Care an[u.stry World-Wide™

Docume;li Mail Center . - | October 8, 2003 O R l G I N A L

: f Food and Drug Administration _ . ‘ LN eleleh i
i Center for Drug Evaluation and Research : =
©  Division of Oncological Drug Products , - R ECt IVED
(HFD-150) _ 0CT 9 2003
1451 Rockville Pike :
Rockville, MD 20852 ‘ : - DDR-1 50/CDER

Attn: Mr. Sean Bradley |

RE: FPL Final Printed Package Insert for Sterile Talc Powder - NDA 21-388
With changes requested by FDA 9/25/03

- Dear Mr. Bradley,

LR £ ot UM BRI SR AL (A

As promised in our letter dated September 30, 2003 we are hereby providing hard copies
of the final printed labeling for Bryan Corporation's Sterile Talc Powder. As directed

in the FDA's Action Letter for Sterile Talc Powder NDA 21-388 that was received in a
FAX dated 3/24/03, Bryan Corporation is providing 20 paper copies of the Final Printed
Package Insert: 10 of the 20 copies have been individually mounted on heavy-weight
paper and the additional 10 copies are provided ina closed file envelope.

S RN, A e e

v " We are also providing at this time updated coples of the vial, pouch and carton labeling
- that reflects the change from ~ g to 5 g fill. This is in response to the Agency's FAX
dated October 6, 2003.

vyen)

In addition, also as directed in the FDA's Action Letter, we will be providing under
separate cover to the Division of Drug Marketmg, Advertlslng and Communications,
- two copies of the package insert.
If there are any questions regarding this labeling or if additional copies are desired,
‘please don't hesitate to contact us at (516) 763 1158 or at the contact points in the
letterhead.

R U TR AT R T v

'Best regards, S
] ' . ' Yours truly,

% // d A\
an A. Waldman, Ph.D.

President

3 ~ Waldman Biomedical Consultancy, Inc.

- Agent for Bryan Corporation

D Do, werw - o~ «r e -, e



DIVISION OF ONCOLOGY DRUG

PRODUCTS

Center for Drug Ev aluation and Research HFD- 150
Woodmont Office Complex - Two

1451 Rockville Pike, Rockville, MD 20852

To:  Jane Campbell/Alan Waldman From: Sean Bradley, CsO
Fax: B845-469-4212/516-536-7628" . Fax. 310-827-4590
Phor;e: 845-469-4289 . Phone: 301-594-5770 ‘
Page’s, including cover sheet: 1 ~ ‘Date: OCVtOBer:G; 2003

Re: ' - NDA 21-388-Information Request

[ Urgent O ForReview [IPiease Comment []PleaseReply [ Please Recycle

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY

CONTAIN INFORMATION THAT 1S PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE

- UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the document to the addressee,

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

Please refer to your July 3, 2003 NDA resubmission for Sterilé Talc,Powder, number 21-388.

* Please submit updated copies of the vial, pouch, and carton labeling to reflect thew-3 5 g change.

If you have any questions, please contact me at 301-594-5770 or BradlevS@CDER.FDA.GOV.

Sean Bradley,RPh.

Kegulatory Prdject Madager
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& Attn: Mr. Sean Bradley

A  MeeONT DIGINAL
Waldman Biomedical Cons ney, Inc.
Servug the Health Care Zm{ushy Wor&{ Wide™

September 30, 2003

‘Document Mail Center .

= Feod and Drug Administration ,
E Center for Drug Evaluation and Research

: Division of Oncological Drug Products

(HFD-150)

F 1451 Rockville Pike : RE CEIVED

L Rockville, MD 20852

0CT 2 2093
O0R-150/cpgR

. RE: Response to Labeling Revision Request

Final Printed Package Insert for Sterile Talc Powder - NDA 21-388
Dear Mr. Bradley,

Bryan Corporation agrees to the changes to the package insert for Sterile Talc Powder
required by the FDA in its FAX dated September 26, 2003

Bryan Corporation has revised the Package Insert for Sterile Talc Powder to reflect the two
changes noted in the Agency's Labeling FAX. Attached is a copy of the revised wording that
wil] appear in the final printed labeling (FPL) that is currently being printed.

As soon as the final printed labeling is available, Bryan Corporation will provide 20 paper

“copies of the FPL. As directed in the Action Letter for of NDA 21-388 that was received in a

FAX dated 3/24/03, 10 of the 20 copies will be individually mounted on heavy-weight paper;
the additional 10 copies will be provided in a closed file envelope.

Also as directed in the FDA's Action Letter, we will be providing under separate cover to the Division
of Drug Marketing, Advertising and Communications, two copies of the package insert.

‘)If there are any qixesfioﬁs r'égarding this labeling or if ,additionzﬂ copies are desired, p]éasev

don't hesitate to contact us at (516) 763-1158 or at the contact points in the letterhead.

Best regardﬁ,
Yours truly,

,\/K/M.:Au_——

an A. Waldman, Ph D.
President
Waldman Biomedical Consultancy, Inc.
Agent for Bryan Corporation

.- - .o o war SN



¢ Food and Drug Administration

L KoooBE gRIGINAL

/Va&fman Biomedical Consuftancy, Inc.

.Serwrg the Health Care Industry World- Wide™
September 30,2003

t Dr. Richard Pazdur, MD:

k. Center for Drug Evaluation and Research . ' ’

§ Division of Oncological Drug Products (HFD-150) 'R E C E ’VE D

i Office of the Director :

§ 1451 Rockville Pike - 0CT 9 2003

§ Rockville, MD 20852 D

f DR-150/CpgR
[ Attn: Mr. Sean Bradley

Re  New Drug Application - 21-388 for Sterile Talc Powder .
Responding to FDA Information Request dated September 25, 2003

Dear Mr. Bradley,

We are hereby responding to the issues noted in FDA's Information Request for NDA
21-388 that was received by Bryan Corporation in a FAX dated 9/25/03.

Three copies of this response will also be provided in hard cépy, each containing a copy
of the original FAX from the FDA.

In a separate FAX dated 9/26/03 the Agency requested changes to the Final Printed
Labeling. Bryan Corporation has agreed to make these changes and, in a separate
response to the Agency we are providing a copy of the revised final printed labeling. As

: '1 soon as final printed copies become available they will be provided to the Agency as .

A ~ Bestregards,

requested.

If there are any questlons regardmg the information prov1ded or if the Agency would like
any additional copies of this amendment, please don’t hesitate to call on us at (516)
763-1158 or at the contact points in the letterhead.” We look forward to receiving final
approv al for Sterile Talc Powder

Yours truly, ‘

23
A]an A. Waldman, Ph.D.
President
Waldman Biomedical
Consultancy. Inc.
Agent for Bryan Corporation
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