DIVISION OF ONCOLOGY DRUG

" PRODUCTS

. Center for Drug Evaluation and Research, HFD- 150
- Woodmont Office Complex - Two
1451 Rockville Pike, Rockville, MD 20852

“To: Jane Campbell/Alan Waldman From: Sean Bradley, CSO
, ., Fax: 845-469-4212/516—536-;7628 fax: 310-827-4590
 Phone: 8454694289 | Phone: 301-504-5770
Pages, iecluding cover sheet: 1 ' Date; September 30, 2003

Re:  NDA 21-388-Information Request

O Urgent O For Review [IPlease Comment [J Please Reply O Piease Recycle o

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,
-, Yyouare bereby notified that any review, disclosure, dissemination or other action based on the content of the communication
1s not authorized. 1f you have received this document in error, please immediately 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 Talc Powder, number 21-388.

We also refer to our September 25, 2003 information request, in particular question number 1 where we
‘asked you, “What is the total weight of the new 5 gram finished Sterile Talc product?” To clarify, we
are asking you to provide updated specifications for the 5 gram fill voelght bottle (e.g. fill weight
range)

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

Sean Bradle R.Ph.
Ifegu]atoﬁro_] ect Malﬂger



DIVISION OF ONCOLOGY DRUG
PRODUCTS ,
- Center for Drug Evaluation and Research, HFD-150

Woodmont Office Complex - Two
1451 Rockville Pike, Rockville, MD 20852

" Yo: Jane Campbell/Alan Waldman : " From: §‘ean Bradley, CSO
Fax: 845469-4212/516-536-7628 Fax: 318-827-4590 -
Phone: B45-469-4289 | , Phone: 301-594-5770
Pages, including cover sheet: 2 : Date: September 26, 2003

Re: NDA 21-388-Labeling

O Urgent O For Review [IPlease Comment [J Please Reply O Please 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 hereby notified that any review, disclosure, dissemination or other action based on the content of the communication
is not authorized. if you have received this document in error, please immediately notify us by telephone and return it to us
at the above address by mail. : :

- Please refer to your July 31, 2003 FPL submission for Sterile Talc Powder, number 21-388.

- We have completed our review of this FPL and conclude that it is approvable pending the changes’
outlined on the following page. :

4 Please review these changes and 1f your are m agreement, please submit an updated FPL mcorporatmg
these changes :

If »you_h'ave any duestiohs, please contact me at 301-594-5770 or BradleyS@CDER.FDA.GOV.

- Sean Bradley, R.Ph.
- "“ - .
RegulatoryPr0ject Mahager



| l ‘ pages redacted from thls sectlon of |
the approval package consnsted of draft Iabellng




DIVISION OF ONCOLOGY DRUG

PRODUCTS | .

Center for Drug Evaluation and Research, HFD-150
Woodmont Office Complex - Two .

1451 Rockville Pike, Rockville, MD 20852 -

To: Jane Campbell/Alan Waldman - From Séan Bradley, CSO

Fax:  845-469-4212/516-536-7628 Fax: 310-827-4590
Phone: 845-469-4289 - "Phone: 301-594-5770
Pages, including cover sheet: 1 Date: September 25, 2003

Re:  NDA 21-388-Information Request

O Urgent [J For Review [JPlease Comment []Please Reply [ Piease 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 niot the addressee, or a person authorized to deliver the document to the addressee,
_ you are hereby. notified that any review, disclosure, dissemination or other action based on the content of the communication
" is not authorized. If you have received this document in error, please immediately notify us by telephone and return it to us

" at the above address by mail. '

‘Please refer to your July 3, 2003 NDA ‘resubmi'ssion for Sterile Taic Powder, dumber 21-388.
- We are currently reviewing your application and request the following;
' 1. What is the total weight of the new 5 gram finished Sterile Talc product?

2. Are you using the same bottles and closure systems that were used for the —gram Sterile Tale
product? : ' _

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

Scsn Brad]Ey_, R.Ph.

R'ggu]atBYxP?oject Manager
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@ DEPARTMENT OF HEALTH & HUMAN SERVICES -~ . Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 21-388

Bryan Corporation

C/O

Waldman Biomedical Consultancy, Inc.
P.O. Box 575

Oceanside, NY 11572

Attention:  Alan A. Waldman, Ph.D.
President

Dear Dr. Waldman:

We acknowledge recexpt on July 7, 2003 of your July 3, 2003 resubrmssxon to your new drug
application for Sterile Talc Powder

We consider this a complete, class 2 response to our March 24, 2003 action letter. Therefore, the
user fee goal date is January 7, 2004.

If you have any questxon call Sean Bradley, R.Ph., Regulatory Project Manager, at (301) 594-
5770.

Sincerely,

{See a@cd elecironic signature page/

Dotti
Chief, Project Management Staff’
Division of Oncology Drug Products

" Office of Drug Evaluation 1

. Center for Drug Evaluation and Research



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

/s/

Sean Bradley
8/13/03 03:51:25 PM
Signing off for Dotti Pease
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Waldman Biomedical Consultancy, Inc.
Serving the Health Care Industry World-Wide™ |
_ | ‘ Rl NEE t‘zﬁaﬁﬁi
FACSIMILE TRANSMISSION NS
To: Mr. Sean Bradley NRIGL
CDER/DODP ORIGlNAL
301-594-5770 .
From: . Dr Alan A. Waldman RECE IVE D
Ms. Jane B. Campbell AUg _
Waldman Biomedical Consultancy, Inc. ‘ I3 2003 .
: ' ‘ "DDR.gen..
Date: August 12, 2003 R 750/CDER
2 Pages (including this Header) in this submission ‘

If there are any problems with this transmission please call (845) 468-4289

RE: Response to request from Dr. Pawar for dates of manufacture of the Sterile Talc
Powder lots that were part of the Sterilization Validation study

Dear Mr. Bradley,

.Today we received a call from Dr. Pawar, the Microbiology reviewer for the NDA for
Bryan Corporation's Sterile Talc Powder. Dr. Pawar requested that we provide the dates
of manufaciure for the three lots of Bryan Corporation's Sterile Talc Powder that were

- included in the validation studies required by the FDA Action Letter for NDA 21-388

After checking our files we called Dr. Pawar to relay that -
Lot 3E013 was manufactured on May 7, 2003.
Lot 3E014 was manufactured on May 8, 2003.
Lot 3EQ15 was manufactured on May 8, 2003 '

He was satisfied with this information and asked that thzs be sent to h1m by Fax for his
files. We have done this. We are hereby sending a copy to you for inclusion in the file

for NDA 21-388.

Hopefully this will clear the way for the approval for this subxmssxon, which, as you

koow, we are anxiously awaiting.

If there are any further questions please don't hesitate to call on us.

Best regards,

» 1  PO.Box 575 + Oceanside, New Yoik 11572 * 516-763-1158 *

121 R LN
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Waldman Biomedical Consultancy, Inc.’
Serving the Health Care Industry World-Wide™

July3l1,2093 . O'\lf\\NAL

Document Mail Center ‘ . }

Food and Drug Administration : | RECEIVED
Center for Drug Evaluation and Research : ~

Division of Oncological Drug Products , AUS 72003
(HFD-150) | DDR-150/CDER

1451 Rockville Pike

~ Rockville, MD 20852

Attn: Mr. Sean Bradley
RE: FPL
' Final Printed Package Insert for Sterile Talc Powder - NDA 21-388
Dear Mr. Bradley,
As directed in the FDA's Action Letter for of Sterile Talc Powder NDA 21-388 that

was received in a FAX dated 3/24/03, Bryan Corporation is hereby providing 20 paper
copies of the FPL, Final Printed Package Insert. Ten of the 20 copies have been

* " individually mounted on heavy-weight paper. The additional 10 copies are provided -

in a closed file envelope.

In addition, also as directed in the FDA's Action Letter, we will be providing under
separate cover to the Division of Dnig Marketing, Advertising 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 (5]6) 763-1158 or at the contact pomts in the
letterhead. ’ :

Best regards,

Ph.D.

Yours truly,
Aé%aldman i
President ’

Waldman Biomedical Consultancy, Inc.
Agent for Bryan Corporation

ENC.

POY Ray 87K o ﬁrnnvfc-’,fn Alrer Ve 1989 a €1/ S, s samm - s ss wam mmc i a




21/45 DAY FILING MEETING
NDA# 21-388

Date Received: September 20, 2002 o PDUFA Due Date: July 23, 2003

o 'Dr‘ug Name: Sterile Talc Powder

Sponsor: Bryan Pharmaceuticals

Proposed Indication:. ¢
. p

Assigned Reviewer and Team Leaders

Clinical: . Scher/Griebel

Statistical: Yang/Chen
Pharm/Tox: Goheer/Leighton
Biopharmaceutical: - Williams/Rahman
Chemistry: Jee/Lostritto
Microbiology: - Pawar/Cooney

Discussion Points
" 1. Clinical
 Is there a waiver for the demographic review of safety and efficacy?

Methodology of literature review received.
2. Statistical

No study design to review. We will review the Sclerosol (NDA 20-954) submzsszon and doa

_ joint review with medical. ’ , . , ,

3. Pharmacolgy/Toxicology

Based upon historic use of the product, it meets minimal filability.

4. Biopharmaceutics

OK from a filing perspective.



5. Chemistry

Nomenclature Request 90 Days prior to due date (Consult sent-Pendmg)

EA - ~ categorical exclusion requested"/ YES

EER -

Stability statistics - No. N/A. If stability data is available please request from sponsor.

6. Microbiology

Volume.1 and Volume 2 Part A & B were submitted for microbiology review. Upon
screening the material submitted for review it was revealed that three latest production lots
[2E003, 2E004 and 2E005] were manufactured by Bryan Corporation on 4/15/02. However,
the sponsor has submitted data only on a representative production Lot 2E003. For
Microbiology review we would like to see a summary of (1) bioburden results for all three
lots at the bulk stage (2) . 1 dose results for all three lots (3) sterility.
results for all three lots. (4) Endotoxin Test results for three lots. A summary of each of the -
above in a table form will do. '

Division Goals

1. Classification:  Priority
2. ODAC? No

3. Sign-off at Division Level: To Pazdur by March 1 4 2003
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' Dr. Richard Pazdur, MD -
.FDA, Center for Drug Evaluation and Research ,
“Division of Oncological Drug Products (HFD 150)

M

Waldiman Biomedical Coﬂmdtancy Inc. |

.Serwry the Health Care Zn&z.str_z/ ‘Worﬂ ‘Wu{e
July 3, 2003

Office of the Director
1451 Rockville Pike '
Rockville, MD 20852 | JUL - 7 2003

HFD-150/CDER |

Attn: Mr. Sean Bradley .

Re:  Amendment to Ori gindl New Dfug Application - 21-388 for Sterile Talc Powder

Responding to FDA Action Letter dated March 24, 2003
Dear Mr. Bradley,
In response to the FDA's Action Letter for NDA 21-388 that was received by Bryan
Corporation in a FAX dated 3/24/03, we are hereby filing an amendment to our NDA 21-,

388 addressing the issues noted in this letter.

Eight copies of this Amendment are being provided. Each contains a copy of the original

“Action Letter from the FDA, and a‘discussion of the actions Bryan Corporation has taken

to address the Agency's concerns regardmg stenllty of the product, and the product insert.

We provide a descrlptlon of, and tables that summarize the data collected from, the
studies agreed upon by the Agency (submitted on April 7, 2003, accepted on May 15,
2003) regarding sterility of Sterile Talc Powder.

We also provide a copy of the final text for the Product Insert labeling. This has been
amended to reflect the change in product size from—gto 5 g. As soon as final printed

- copies become available they will be provided to the Agency as requested along with any

promotional materials developed for use with this product.

If there are any questions regarding the information provided, 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
approval for Sterile Talc Powder. ' :

Best regards.

Yours truly,
o bt
/A{A Wa]dman Ph.D. :
President

Waldman Biomedical Consultancy, Inc.
Agent for Bryan Corporation

DI Do rwew - -~ *lr - T



Wa(c(mcm meec&ca[ Consu&cmcy, Inc.

Serving the Health Care 7 ncfustry World-Wide™
FACSIMILE TRANSMISSION

To: - Mr. Sean Bradley, CSO
Division of Oncology Drug Products
ODE 1/ CDER
FAX (301) 594-0498 V
T RECEIvg
D
From: Dr. Alan A. Waldman Ap ‘
Ms. Jane B. Campbell - YRI5 2003
~ Waldman Biomedical Consultancy, Inc. . HFD.y 50/Cpg

Date: April 7, 2003

Number of Pages (including this Header): 5

If there are any problems with this transmission please call (845) 468-4289

RE: Proposal for Responding to NDA 21-388 FDA Action Letter

Dear Mr. Bradley,

As discussed, Bryan Corporation plans to comply with the requests of the Agency in the
Action Letter. In order to do this correctly, Bryan Corporation would like to obtain
guidance from the Agency on their plans for satisfying the FDA's requests for additional
information concerning the sterilization of Sterile Talc Powder.

It is our understanding that we could either request ateleconference to discuss these
issues or we could provide them in a FAX to the Agency with a request for a response.
In order to help speed the process, we have decided to provide our questions in a FAX.

In the attached letter we have provided a brief outlinie of the protocol for the planned
-study to validate the sterilization procedure, along with a list of our concerns and

questions. We ask that you share this with the appropriate staff and get back to us with

advice on the suitability of our plans and with responses to our questions. If the Agency-
feels it is necessary to have a teleconference to discuss these matters we will be happy to
do so and will try to make ourselves available at a time that is convenient to the Agency.

Three hard copies of the attached letter areAbeing sent to the Agency by courier. If
additional copies are needed or if you would like to discuss this further, please don't

hesitate to call on us.

Best regards.

NN D £78 o Oroancide. New York 11572 * 516-763-1158 * FAX 516-536-7628



Wa[c(man meec&ca[ Consu&cmcy, Tnc.

Serving the Health Care Zru[u.stry World-Wide™
FACSIMILE TRANSMISSION.

Mr. Sean Bradley, CSO
Division of Oncology Drug Products
ODE 1/ CDER

FAX (301) 827-4598 . ,' RECEIVED
From: Dr. Alan A. Waldman o - APR’l 9 2003
Ms. Jane B. Campbell - o HFp.

Waldman Biomedical Consultancy, Inc.
Date: April 2, 2003 |
| Number of Pages (including this Header): 3
“ If there are any problems with this transmission }:)16?.56 call (845) 468-4289
RE: Response to NDA 21-388 FDA Action Letter o
Dear Mr. Bradley, |

- - Attached is a letter which notifies the Agency that Bryan Corporation intends to filean -
amendment responding to the deficiencies noted in the Agency s’Actlon Letter for NDA

- 21-388.

As discussed, Bryan Corporation plans to comply with the requests of the Agency in the
Action Letter. We would however first like to obtain guidance from the Agency about a

change made to the labeling by the Agency regarding the usual dose. We are submitting
- this first because it may affect our plans for addressmg the Agency s concerns related to

the validation of the sterilization. -

* It is our understanding fhat we could provide this iequeet' in aFAX to the Agency witha
request for a speedy review and response from the Agency

Three hard coples of the attached letter are being sent to the Agency by courier. If
. additional copies are needed or if you would like to dlscuss thls further, please don't
hesitate to call on us. -

Best regards,

DA Dav £72 @ Arsancido Now Yark 11879 o <1G-?G%-‘1 158 » FAX 516-536-7628
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DIVISION OF ONCOLOGY DRUG d‘ \\1'?.»"

PRODUCTS

Center for Drug Evaluation and Research, HFD-150
Woodmont Office Complex - Two

1451 Rockville Pike, Rockville, MD 20852

To:  Alan Waldman, PhD | From: Sean Bradley, CSO
Fax: = 516-536-7628 ‘ Fax: 310-827-4500 -
Phone: 516-763-1158 E Phone: 301-594-5770
Pages, including cover sheet: 10 | Daie: Marcﬁ 21, 2003

Re:  NDA 21-388-FDA Action Letter

] Urgent O For Review [IPlease Comment [ Please Reply " O Please Recycle

THIS DOCUMENT 1S INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE
UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the document to the addressee,
you are hereby notified that any review, disclosure, dissemination or other action based on the content of the communication
is not authorized. If you have received this document in error, please immediately notify us by telephone and return it to us
at the above address by mail. . N

Piease refer to y‘our September 20, 2002 New Drug Application'(N'DA) submitted to the Agency for
Stenile Talc Powder.

Attached is a copy of the FDA Action Letter for this application. The official hard copy is being
forwarded to you via the US Postal Service.

If you hailg any questions, please c_ontaéf me at 301-594-5770 or Brad]‘evS@‘CDER.FDA.GOV'. .
Regards,

Sean Bra’Qliy, R.Ph.

Ke'g'ﬁlat@r'ofecm‘:a;%er
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Waldman Biomedical Consultancy, Inc.

Serving the Health Care Industry World-Wide™
| | March 17,2003

Dr. Richard Pazdur, MD » Ly
Food and Drug Administration A GOD\)(? :
Center for Drug Evaluation and Research T O R ' G l N A L
Division of Oncological Drug Products (HFD-150) -
Office of the Director
1451 Rockville Pike
-Rockville, MD 20852

Attn: Mr. Sean Bradley

~ , ‘RECEIVED
Re:  Informational Amendment - C - Patents Statement ~ yan 1-2 2003
For New Drug Application - 21388 o MAR 182
Bryan Corporation's Sterile Talc Powder HFD-150 / CDER

Dear Dr. Pazdur,

The original NDA submission for Bryan Corporation's Sterile Talc Powder,
N 21388, addresses Patents by indicating “NOT APPLICABLE”. As requested by the
- Agency, on behalf of Bryan Corporation of Woburn, Massachusetts, we are hereby
submitting two copies of this letter, which contains the attached "No Relevant Patents
Statement" to be added to the above NDA Patent Certification.

If additional copies are needed, or if there are any questions regarding this matter,
please don't hesitate to contact either Dr. Alan Waldman, President of Waldman
Biomedical Consultancy (WBC) or Ms. Jane Campbell, Senior Consultant for Regulatory
Affairs for WBC us at the address noted in the letterhead. ‘

Best regards.

. Yours ti’uly,

/" Dr. Alan A. Waldman, PhD.
" Acting as Agent for
" Bryan Corporation

Mr f e WA . Ser Wema 4R . VAN Waer WY, rOO



Waldman Biomedical Consu&am,y} Inc.
Serving the Health Care Industry World-Wide™
March 17, 2003 |

Dr. Richard Pazdur, MD

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Oncological Drug Products (HFD-150)

Office of the Director S

1451 Rockville Pike , Lisp ; I

Rockville, MD 20852 Ky & 2003
‘ ’ ’ » g)

Attn:  Mr. Sean Bradley a4 CD'E/?

" Re: ~ Informational Amendment - C - Orphan Drug Extension
’ For New Drug Application - 21-388
Bryan Corporation's Sterile Talc Powder

Dear Dr. Pazdur,

As requested, on behalf of Bryan Corporation of Woburn, Massachusetts we are
hereby submitting two copies of a letter we received from the Office of Orphan Products
Development. A copy of this submission has also been provided to the Agency via FAX..

In October of 2001 Bryan Corporation submitted a request for Orphan Drug
Designation for Sterile Talc Powder. This letter explains that the original orphan drug
designation for Sclerosol Sterile Talc Powder, granted on September.18, 1995 applies to

. the sterile talc regardless of the dosage form. '

If additional copies are needed, or if there are any questions regarding this matter,
please don't hesitate to contact either Dr. Alan Waldman, President of Waldman
Biomedical Consultancy (WBC) or Ms. Jane Campbell, Senior Consultant for Regulatory
Affairs for WBC us at the address noted in the letterhead.

Be§1 regards.

Yours truly,
é/c»(..&._a___

/fAlan A. Waldman, Ph.D.

Acting as Agent for
Bryan Corporation

P.O. Box 575 Oczansufe New) rﬁ 11572 . 516 763 1158 . FAX 516-536-7628
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x\sf DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Office of Orphan Products Deyelbpmem (HF-35)
- Food and Drug Administration

. 5600 Fishers Lane
‘March 11, 2003 . . o _ Rockville, MD 20857
- Waldman Biomedical Consultancy, Inc. . R&A
PO.Box 575 | | p e
Oceanside, NY 11572 _ AR ]
| | | . & 20y
HpO 3
Attention: Alan A. Waldman, PhD ‘753/0 :
Agent for Bryan Corporation ‘ . ~0g,

"~ Dear Dr. Waldman:

This is in response to the correspondence dated January 10, 2002, in which you request
the withdrawal of the orphan drug designation request for sterile talc powder indicated
for the treatment of malignant pleural effusion, on behalf of the Bryan Corporation,
submitted October 8, 2001 (request # 01-1519)

The reason for the withdrawal request is that orphan-drug status had previously been
granied for sterile talc powder. Bryan Corporation received orphan-drug status
September 18, 1995, for sterile talc powder for the treatment of malignant pleural

- effusion, designation request # 95-0915. Orphan designation is specific for an active
drug moiety and indication without regard to dosage form or delivery system.
Subsequent New Drug Application (NDA) submissions for sterile talc powder for the
‘treatment of pleural effusion, regardless of dosage form, should be eligible for a waiver
of the PDUFA Fee. ’

Effective as of this date, the Office of Orphan Products Development considers your
orphan drug designation request # 01-1519 withdrawn.

Sincerely yours,
N

A

7 Marlene E. Haffner, M.D., M.P.H.
Rear Admiral, United States Public Health Service
Director, Office of Orphan Products Development



Waldiman Biomedical Comnsultancy, Inc.

Sérvirg the Health Care Industry World-Wide™

FACSIMILE TRANSMISSION
To: | Dr. Vinnie Pawar
o Reviewer, Microbiology

From: Dr. Alan A. Waldman
: Waldman Biomedical Consultancy, Inc.

Date: March 4,. 2003

Number of Pages (including this Header): 41
If there are any problems with this transmission please call (516) 763-1158

RE: - Response to NDA 21-388 Information Request
FDA Request, 030304, Regarding Further Information on
—_ ' on Changes in Microbiology Testing

Dear Dr. Pawar,

As agreed during our telephone discussion of this morning, we are sending, attached,
information which we believe will help clarify the matterof. ™~ being found in
. validation lots of Sterile Talc Powder, even after low levels of gamma irradiation, as well
as the steps that have been taken by Bryan Corporation to prevent such contamination
being an issue in the future. A copy of this material is also being shared with Mr. Sean
Bradley, Regulatory Project Manager for this NDA. -

Withregardto. = itself, we understand that: L
Please note that = isstated’  ~—

—
With regard to actions taken to prevent such contamination, we are attaching the Report,
including Attachments (total of 33 pages), presenting the results of the investigation, the
actions taken on this matter, and the resulting new testing SOP that is now in place.

(continued overleaf...)

P.O. Box 575 * Oceanside, New York 11572 ¢ 516-763-1158 * FAX 516-536-7628
Web Site httpy//www.waldmanbiomed.com * e-Mail consultancy @waldmanbiomed. com
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We hope the information provided resolves any concerns about this matter. Please do not
hesitate to contact us at the contact points in the letterhead if further 1nformauon or
discussion on this matter is desired.

Best regards.

o Lo,

7
Alan Waldman, PhD
President
Waldman Biomedical Consultancy, Inc.
~ Agent for Bryan Corporation

Cc:  Mr. Sean Bradley
Regulatory Project Manager

W’a&fman Bimymﬁ;ml Consuftancy, Inc.



Waldman Biomedical Coﬁsu&ancy, Inc.
Serving the Health Care Industry World-Wide™

Feenan 1,209 JUPICATE

Document Mail 'Cent.er. o | ORIG AMENDM["T

Food and Drug Administration ‘

Center for Drug Evaluation and Research , /1/~ TD [ £
Division of Oncological Drug Products (HFD-150) RECEIVED ”
1451 Rockville Pike

Rockville, MD 20852 FES 12 2003

Attn: Mr. Sean Bradley HFD-150 CDE,R A

RE: Response to NDA 21-388 FDA Information Request dated February 6, 2003, -
including analysis of Sclerosol safety experience and copies of literature '
referenced in Section 9

Dear Mr. Bradley,
- As requested in your FAX dated 2/6/03 (see copy attached), we are hereby providing 3
copies of this letter which includes an analysis of the past safety history for Sclerosol and

copies of all of the literature articles referenced in Section 9 of NDA 21-388 for Bryan
Corporation's Sterile Talc Powder.

In a separate submission, Bryan Corporation has provided 3 copies of Section 9.

With regard to the second request for information, concerning adverse events related to

the currently approved and marketed product, Sclerosol, and an analysis of how this
experience may support the safety of Stenle Talc Powder, we can provxde the following
information:
‘a. Sclerosol, which contains the same taic as Sterile Talc Powder, provides the talc
in a packaging which delivers the talc, in aerosohzed form, through a trocar,
- during thoracoscopy.
b. There have been two mcndems one in 2001, one in 2002 of transient ad\'erse
- effects during or following the incorrect application of Sclerosol through a chest

tube, rather than as labeled, through a trocar during thoracoscopy.

c. Both of these events were reported to Bryan Corporation, and after review were
determined to be related to the aerosol spray, rather than to the talc itself.
d. No other adverse events have been reported to Bryan Corporation.

Based on this record of lack of any adverse events related to talc itself, it is felt that the use oi’ -
Sterile Talc Powder, which is to be instilled through a chest tube in slurry form, will be a safe
procedure, and will not result in any adverse effect on treated patient.
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b@dw
With regard to the third request, for copies of references not previously provided, we are
submitting them in the attached. For edse in review, we are also including another copy of

the review articles by Sahn and by Light previously submitted in Section 9.1.

If the Agency would like any additional copies or would like to discuss this matter further

with us, please don't hesitate to contact us at the contact poims; in the letterhead.

Best regards, A
Yours traly,

ATan A7”Waldman, Ph.D. o

President -
- -Waldman Biomedical Consultancy, Inc. = .
Agent for Bryvan Corporation

Enclosure: Literature references
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DU DUC TE
M’a&fman Bwrnecfwa[ Consu&ancy, Inc.

Serving the Health Care Industry World-Wide™

FDA Request dated February 6, 2003, Regarding Section 9 .
Dear Mr. Bradley,
As reques-te»d in youf FAX dated 2/6/03 we are hereby providing 3 copies of Section 9 from

NDA 21-388 for Brvan Corporation’s Steriie Talc Powder. To the best of cur knowledge. we
have not inadvertently omitted any sections of this NDA.

A [n a separate submission, Bryan will respond to the requests for an analysis of the adverse
-events associated with Sclerosol and for co;:xes of the literature ref:.renced in Section 9.

If the Agency would like any additional copies or would like to ciscuss this matrer further
with us. please don't hesitate to contact us a1 the contact points in the letterhead.

Yours trulw

" Ala/%d( W\

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

v~ v - - .~ o r - - £ = o wewn - o om emmm 4 e e - am e - wae o -

- ,r'" -l - VV.--’A":".A.‘ ’
5 T LN RIS L
| ngruary 9.2003 A~ GO0 - C,
Document Mail Center
Food and Drug Administration
- Center for Drug Evaluation and Research ‘ ’ '
Division of Oncological Drug Preducts (HFD-150) RECEIVED
1451 Rockville Pike ' o
Rockville, MD 20852 ' " FEB 11 2003
Attn: Mr. Sean Bradley S - HFD-150/CDER
RE: Response to NDA 21-388 Information Request
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DIVISION OF ONCOLOGY DRUG

PRODUCTS .

Center for Drug Evaluation and Research, HFD 150
Woodmont Office Complex - Two

1451 Rockville Pike, Rockyville, MD 20852

. To: . Jane Campbell From: Sean Bradley, CSO

Fae 8454694212 Fax: 319-827-4590
Phone: 845-469-4289 : Phone: 301-594-5770
Pages, including cover sheet: § 3 ' Date: February 6,2003

Re: NDA 21-388-Information Request

O Urgent - D ForReview [IPlease Comment -[]Please Reply O Please Recycle

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 1S ADDRESSED AND MAY
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE
UNDER APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the document to the addressee,
you are hereby notified that any review, disclosure, dissemination or other action based on the content of the communication
is not authorized. If you have received this document in error, please xmmedxately notify us by telephone and return it to us
at the above address by mail.

Please refer to your September 20, 2002 New Drug Apphcanon ("\IDA) submitted to the Agency for Sterile Talc
Powder.

We are currently reviewing your application and would like to have a teleconference with your Bryan’s CMC
group to discuss the attached issues regarding the — used for sten]e ta]c powder.

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

Sean Brad]ey, .Ph.

Regulatory 'Rc{@ét M;};Q@r
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DIVISION OF ONCOLOGY DRUG

PRODUCTS

Center for Drug Evaluation and Research, HFD 150
. Woodmont Office Complex - Two

1451 Rockville Pike, Rockville, MD 20852

i’o: | Jane Campbell ‘ From: Sean Bradley, CSO

Fax:- 845-4694212 Fax: 310-827-4590

Phone: 8454694289 , Phone 301;594-5770 -
| Pages, including cover sheet: 1 | : : Date: February 6, 2003 -

Re: NDA 21-388-Information Request

O Urgent [ For Review [IPlease Comment [J Please Reply O Please 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,
© youare hereby notified that any review, disclosure, dissemination or other action based on the content of the communication
is ot authorized. If you have received this document in error, please immediately notify us by telephone and return it to us
at the above address by mail.

Please refer to your September 20, 2002 New Drug Apphcatlon (NDA) submitted to the Agency for Sterile Talc
. Powder.

. We are currently reviewiﬁg yoﬁr application and request the following:

1. Secn'on‘ 9 and attachment 9.1 are missing from volume 6 of your NDA submission. ‘Please submit this
information expeditiously. In addition, please verify that you have not madvenantly omitted any other
s secnons of the paper NDA, particularly from volume 6.

2. We refer to-our fax of May 7, 2001, item 2C where we advised you to "cross-reference NDA #20587 and
provide safety data from the aerosol product”. We cannot find specific reference in the paper NDA
submission to adverse events associated with Sclerosol. Please provide this information and an analysxs of
how the Sclerosol safety experlencc may support the safety of Sterile Talc Powder.

3. Werequest that you forward to us, for inclusion in 'the NDA, copies of the papers from the literature
referenced in section 9 ("safety update"). Of the 10 references cited, you have only provided the Kennedy
article (Chest 1994). :

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

Seﬁn Bradle)s.&;Ph. /'W

Regulatory PrQiect Manages”



 NDA# 21-388 " February 6, 2003

Date Received: September 20, 2002 PDUFA.Due Date: March 21, 2003
qug Name: Sterile Taic Powdér | |

Spongor: Bryan Pharmaceuticals -

Proposed Indication: F ‘
. P e

- Assigned Reviewer and Team Leaders

Clinical; : Scher/Farrell

Statistical: Yang
Pharm/Tox: . Goheer
Biopharmaceutical: Staschen
Chemistry: Jee/Lostritto

Discussion Points

v 1 Clinical

Response measurements were not given and no incisive analysis of the data. The dose-
descriptions in the labeling need to be revised. Would like to review ODAC minutes for
~ Sclerosol (NDA 20-587) from 1995

2. Biopharmaceutics’

" A bio-waiver was granted for this submission, therefore a review is not required. -

TYNIDIY0 NO
AYM SIHL S¥Y3IddY
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DIVISION OF ONCOLOGY DRUG o dz. \\5’
N -’V 0

PRODUCTS o
Center for Drug Evaluation and Research HFD-150 -
Woodmont Office Complex - Two

1451 Rock\ ille Pike, Rockville, MD 20852

To: ) Jéne Campbell From: Seaﬁ Bréeley, CsO
Fax: 8454694212 ’ o Fax: 310-827-4590 o
Phone: 8454694289 " Phone: 301-694-5770
Pages, including cover sheet: 1 ' Déte: Jan,VUa;y"ZVB, 2003 »

Re: NDA 21-388-Information Request

[ Urgent O For Review [JPlease Comment [JPiease Reply [J Please 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,
vou 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 notlfy us by telephone and return it to us

at the above address by mail.

Please refer to your September 20, 2002 New Drug Apphcatlon (NDA) submitted to the Agency for
Sterile Talc Powder

We are currently reviewing your application and request the following:

| An electronic copy of the Sclerosol Intrapleural Aerosol package insert and volumes 1 and 6 (not
including the copied references from the literature) of the Sterile talc' powder NDA submission. The
electronic copy of Volume 6 should include the clinical data (section 8 and attachments 1, 2, and 3).

. If you have any questions, please contact me at 301 -594-5770 6r‘Brad}e\'S@CDER.FDA.GO\_/.

Sean Bralg"k.?h. o A
“ Regulato ,'Project Managér ’ LT



TEAM ME,ETING
NDA# 21-388 - Date: January 24, 2003
Date Received: September 20, 2002 PDUFA Due Date: March 21, 2003
Drug Name: Sterile Taic Powder . | |
Sponsor: Bryan Pharmaceuticals

Proposed Indication.™ - i - : ‘ , ]

Assigned Reviewer and Team Leaders

Clinical: Scher/Farrell
Statistical: . Yang/Chen
Pharm/Tox: Goheer/Leighton
Biopharmaceutical: Staschen/Rahman
Chemistry: . Jee/Lostritto
Microbiology: ~ Pawar/Cooney

Discussion Points
1. Clinical
Due to the nature of this product and the NDA being hterature based the review process
should have a low threshold :
. Would like to review ODAC minutes for Sclerosol (NDA: 20-587) from 1995
2. Statistical
We will refer to the Sclerosol NDA for mformatlon and w111 work with the medlcal team on
.thxsrev1ew - . ST
3." Pharmacolgy/Toxicology
Review is completed and s:gned off

Suggest changes to be made to the labeling (}ughhghted in rev1ew) because there were no
literature/GLP studies available to support a statement '



4. Biophammaceutics

No 1ssues at this time

5. Chemistry
Nornenclature Request 90 Days prior to due date (request sent to ODS)

Site Inspections: :
1.7 e - Inspection was assigned on 12/2/02 - Pending

2. - -"""on 12/2/02 - Pending
5. = . """onl11/12/02 - Pending

6. Microbiology

No comments at this time

Division Goals

1. Classification..Priority Review: Due March 21, 2003

2. ODAC-NO

. 3. Sign-off: Division Level, give to Dr. Pazdur March 14, 2003
Meeting Dates:

- 06FEB03 Team meeting
12FEBO3 Team/labeling
20FEB03  Team/labeling
' 27FEB03 Team/labeling
. 06MARO03 . Team/labeling
1IMAR03  Team/labeling



.. S DUPLICATE
Mfa(cﬁncm meecﬁca( Consu&ancy, Inc.
5ervzng the Health Care indu.stry World-Wide™

ORIG AMENDMENT
Ni- oca. (274))

November 22.2002

Document Mail Center
Food and Drug Administration

Center for Drug Evaluation and Research \IEO
Division of Oncological Drug Producls (HFD-150) , , gece\ 7
~ 1451 Rockville Pike g 100 -
Rockville, MD 20852 | N Wou 2 ,
- - AR coe®
Atn: Mr. Sean Bradley ’ : ‘ \—\?0'\ ‘
RE: Response to NDA 121-388 Information Request

FDA Request, 021120, Regarding Analysis of Efficacy and Safety
Data Prescnted by Gender, Age and Racial Subgroups

Dear Mr. Bradley.

As requested in your FAX dated 11/20/02. we are hereby responding to the request for
questions regarding analysis of efficacy and safety data presenled by gender. age and
racial subgroups.

The original signed copy. along with one review copy. is being provided to vour
g & . & p b 1) D .

attention.
Please note that a FAX of this submission was sent earlier today.

If the Agency would like additional copies or would like to discuss this matter further
with us, please don't hesitate to contact us at the contact points in the letterhead.

_Best regards.

Yours truly, .

~  Alan A. Waldman. Ph.D.
President

Waldman Biomedical Consultancy. Inc.
Agent for Bryan Corporation

P.O. Box 575 * Oceanside. New York 11572 « 516-763'-1 158 * FAX 516-83G6-762R8



DIVISION OF ONCOLOGY DRUG

PRODUCTS

Center for Drug Evaluation and Research, HFD-150
~ Woodmont Office Complex - Two

1451 Rockville Pike, Rockville, MD 20852

To: Jane Campbell | From: Sean B}adley, CSO

Fax: 8454694212 Fax: 310-827-4590
_ Phone: 845-469-4289 : , Phone: 301-584-5770
" Pages, including cover sheet: 1 . Date: November 20, 2002

Re:  NDA 21-388-Information Request

[ Urgent O For Review [JPlease Comment L[] Please Reply 3 Please 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 hereby notified that any review, disclosure, dissemination or other action based on the content of the communication
is not autherized. 1f you have received this document in error, please immediately notify us by telephone and return it to us
at the above address by mail.

Please refer to your September 20, 2002 New Drug Application (NDA) submitted to the Agency for
Sterile Talc Powder.

We are currently reviewing your appli‘cation and request the following information:

In a final rule effective August 10, 1998, amended 21 CFR 314.50(d)(5)(v) and
314.50.50(d)(5)(vi)(a) the FDA required sponsors to present safety and effectiveness data "by
: .gender, age, and racial subgroups” m NDA appllcatlons.

. Please pr_ovide an analysis.of the efficacy and safety data in your NDA presented by gender, age
and racial subgroups. Provide this as soon as possible by fax and officially to the NDA.

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

Thank ybu for your prompt attention to this matter.

Sean Bradley, R.Ph.

A—w- o -
Regulatory Promger
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) “(C ' DEPARTMENT OF HEALTH & HUMANSERVICES © - Public Health Service

Food and Drug Administration
Rockville, MD 20857
nl Jo*
NDA 21-388 e
Bryan Corporatlon
. C/0

Waldman Biomedical Cbnsultancy, Inc.
P.O. Box 575 -
Oceanside, NY 11572 '

Attention: Alan A. Wéldman, Ph.D.
President :

- Dear Dr. Waldman:

We have received your newldnig application (NDA) Subhlitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for the following: '

" Name of Drug Product: Sterile Talc Powder

Review Priority Classification: Priority (P)

Date of Application: . September 20, 2062

Date of Receipt: | September 23, 2002
- Our Reference Number: - NDA 21-388

Unless we notify you within 60 days of the receipt date that the application is not sufﬁciently
complete to permit a substantive review, we will file the application on November 22, 2002 in

- .accordance with'21 CFR 314 lOl(a) If we file the apphcanon, the user fee goal date will be

March 23, 2003. -

Under 21 CFR 3 ]4.]02(c),j,you may fequeét an infoﬁﬁa]:bdnferéncé with this Division (to be

‘held approximately 90 days from the above receipt date) for a brief report on the status of the

review but not on the ultimate approvability of the application. Alternatively, you may choose to '
receive a report by telephone . o

Please cite the NDA number listed above at the top of the first page of any communications
concerning this application. Address all communications concerning this NDA as follows:



NDA 21-388
Page 2

U.S. Postal Service:

Center for Drug Evaluation and Research
Division of Oncology Drug Products, HFD-150
Attention: Division Document Room, 3067
5600 Fishers Lane

Rockville, Maryland 20857

Courier/Ovemi ght Mail:
Food and Drug Administration’
Center for Drug Evaluation and Research

Division of Oncology Drug Products, HFD-ISO ’

Attention: Document Room 3067
1451 Rockville Pike
Rockville, Maryland 20852

If you have any questions, call Sean Bradley, R.Ph., Regulatory Project Manager, at (301) 594-

5770.

Sincerely,
{Sel %lndcd electronic signature page/

Dotti Pease

. Chief, Project Management Staff

Division of Oncology Drug Products

. Office of Drug Evaluation I

Center for Drug Evaluation and Research



This is a representation of an electronic reécord that was signed electromcally and
this page is the manifestation of the electronic s;gnature

- e - e e v e

‘Sean Bradley -.
11/14/02 08:24:57 AM '
Signing off for Dotti Pease
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Attn: Mr. Sean Bradley

Ry .

 Serving the Health Care Industry World-Wide™

November 1 3,2002 D U D!
t
1 L,/
Document Mail Center, o Co
- Food and Drug Administration ‘ RECE’VED
Center for Drug Evaluation and Research , NOv 14 :
Division of Oncological Drug Products (HFD- 150) 2002
1451 Rockville Pike HFD-1
Rockville, MD 20852 @RIG AMENDENT 50/ CDER
R

RE: Response to NDA 21-388 Information Request
: FDA Questions, 021112, Regarding Testing of Sterile Talc Pow der
Lots 2E003, 2E004, and 2E005
Dear Mr. Bradley,

As requested in your FAX dated 11/12/02, we are hereby responding to the questions
concerning the testing of Sterile Talc Powder Lots 2E003, 2E004, and 2EQ05.

The original signed copy, along with one review copy, is being provided to your

attention.
~ Please note that a FAX of this submission was sent earlier today.

If the Agency would like additional copies or would like to discuss this matter further

with us, please don't hesitate to contact us at the contact points in the letterhead.
Beét regards.

Yours tru]y, o
7 AlanA Waldman Ph.D. '
President

Waldman Biomedical Consultancy, Inc.
Agent for Bryan Corporation

P.O. Box 575 * Oceanside, New York 11572 516~763-‘1158 * FAX 516-536-7628
Web Site fittpy//www.waldmanbiomed.com * e-Mail consuftancy @waldmanbiomed.com

Waldiman Biomedical Consuftancy,

'-—

}_

——

Inc.




PE

*veeveeer? |

DIVISION OF ONCOLOGY DRUG

PRODUCTS

Center for Drug Evaluation and Research, HFD-150
Weooamont Office Complex - Two

1451 Rockyville Pike, Rockville, MD 20852

" To:  Jane Campbell , From: Sean Bradley, CSO
Fax: 845-4694212 Fax: 310-827-4590
Phone: 8454694289 Phone: 301-594-5770
Pages, including cover sheet: 1 | ' Daie: November 12, 2002

Re: NDA 21-388-information Request

0O Urgent O For Review [Please Comment [JPlease Reply O Please 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 ar¢ hereby notified that any review, disclosure, dissemination or other action based on the content of the communication

is not authorized. 1f you have received this document in error, please immediately notify us by telephone and return it to us
at the above address by mail.

Please refer to your September 20, 2002 New Drug Application (NDA) submltted to the Agency for
Stenile Talc Powder.

- We are currently reviewing your application and request the following information:
For production lots [2E003, 2E004 and 2E005] blease provide a summary of:
(1) bioburden results for all three lots at the bulk stage
2) ~ irradiation dose results for all three lots
(3) sterility results for all three lots
(4) Endotoxin Test results for all three lots
A summary of each of the above in a table form will be acceptable.

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

Thank you for your prompt attention to this matter.

Sean Breddey, R.Ph.
174

Raegulatory Project Mana’ger
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.  DUPLICATE
Waldinan Biomedical Consu&ancy, Inc.
Serving the Health Care Industry World-Wide™

FACSIMILE TRANSMISSION

To: Mr. Sean Bradley
DHHS/FDA/CDER/OND/DODP » aznz,
FAX - 301-594-0498 ‘ LRSS

: : ~ NOV - § 703,

From: ~ Dr. Alan A. Waldman - 8 (09
Ms. Jane B. Campbell OHFDAT e

L : =

Waldman Biomedical Consultancy, Inc.
Date: November 7, 2002 d‘J C/ ”
S]umber of Pages (including this Header): 4 |
| If there are any problems with this transmission pléase call (845‘) 468-4289
RE: Addition of Financial Disr;losurc Statement to NDA 21-388

Dear Mr. Bradley,

As requested, on behalf of Bryan Corporation we have prepared and are providing a new
section (Section 19) for inclusion in the NDA 21-388 for Bryan Corporation's Sterile Talc
Powder. Section 19 has been created to address Financial Disclosure by clinical
invcstigators. For this application this requirement is not applicable.

- We are also including a new Index for Volume 7 that reflects the inclusion of this new

SCCUOH

Two copies of this Jetter and attachments are being sent to-the Agency today via FedEx,
addressed to your attention. : : .

Please let us know if we can be of any further help in this matter. -
Best regards

Dr. Alan A. Waldman
Ms. Jane Campbell

PO Box 575 Oczan.nie, Ncw Yorﬁ 11372 ¢ 516-763- 1158 * FAX 516-536-7628

_ . o oF —~ e, P ——————
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Waldman meecfu:a[ Consu&ancy, Tnc.

Serving the Health Care Industry World-Wide™ ‘,
October 23,2002 - DUP | AT L.
Document Mail Center ' -

" . . | TER N ‘-x J‘.
Food and Drug Administration ) . '\S €1‘ESP
Center for Drug Evaluation and Research e ’

. Division of Oncological Drug Products (HFD-150)
1451 Rockville Pike

Rockville, MD 20852
RICIWED
Attn: Mr. Sean Bradle -
4 | | 0CT 2 4 207
RE: Response to NDA 21-388 Information Request IFD-113/ CooN
FDA Questions, 021017, Regarding Literature Searches -

Dear Mr. Bradley,

As réquested in your FAX dated 10/17/02 and clarified in your FAX dated 10/1 8/02, we

+ are hereby responding to the questions raised regarding how the literature searches used

to support NDA 21-388 for Bryan Corporation's Sterile Talc Powder were conducted.

As directed, the original signed copy, along with one review copy is being provided to

©oyour attention.

Please note that a FAX of this submission was sent yesterday. -

If the Agency would like additional copies or would like to discuss this matter further
with us, please don't hesitate to contact us at the contact points in the letterhead.

* Best regards,

Yours truly,

/iélcv/z/g(m

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



DIVISION OF ONCOLOGY DRUG

PRODUCTS

Center for Drug Evaluation and Research, HFD-150
Woodmont Office Complex - Two

1451 Rockville Pike, Rockville, MD 20852

vTo: - Jane Campb_ell ) | from: Seatn éradley, CsO
Fax 454694212 Fax: 310-827-4590
Phone: 845-469-4289 Phone: 301-594-5770
Pages, including cover sheet: 1 | Date: October 18, 2002

Re: NDA 21-388-Information Request

O Urgent [0 For Review [JPlease Comment [ Please Reply [ Please 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 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 nnmedtately nonfy us by telephone and return'it to us
at the above address by mail.

Please refer to your September 20, 2002 New Drug Application (NDA) submitted to the Agency for
- Stenle Talc Powder.

- Please review the following comments regardmg your questions about our request for clarification on
the methodology of our literature search: S

1. A simple listing of all databases and search terms will be satisfactofy.

2. We requested that you “state the criteria for selecting or rejecting individual papers in the
review”. We do not require the number or titles of papers rejected. Please tell us your -
methodology, €.g. randonnzed trials, English/German, endpoints, cancer or other diagnoses, etc.

3. The information must be officially and formally submitted to the NDA, but you may choose to
send us a duplicate fax, as well, to be sure that we have sufficient time to review before the 45-

day date.

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

Coon Rradla:r D DL
n‘egmawgg jecy Vianager
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DIVISION OF ONCOLOGY DRUG

PRODUCTS

Center for Drug Evaluation and Research, HFD-150
Woodmont Office Complex - Two
1451 Rockville Pike, Rockville, MD 20852

.‘,'
~1¥7s

. Tou Jane Campbell From: Sean Bradley, CSO
| Fax: 845-469-4212 | Fax: 310-827-4580
Phone: 8454694280 | Phone: 301-594-5770
Pages, includir;g cover sheet: 2 : Date: October 17, 2002

Re: NDA 21-388-Information Request

DO urgent O For Review [OPlease Comment [J Please Reply O Piease 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 bereby notified that any review, disclosure, dissemination or other action based on the content of the communication
'is not authorized. If you have received this document in error, please immediately notify us by telephone and return it to us
at the above address by mail.

Please refer to your September 20, 2002 New Drug Application (NDA) submitted to the Agency for
Sterile Talc Powder.

- During our initial review of your NDA for file-ability, we note that you have not provided the complete
methodology for your literature review (page 6). .

Please provide us with the following information as soon as possible:
“1. List all databases which you searched.
2. Provide the search terms that you employed.

3. State the criteria for selecting or rejecting individual papers for inclusion in the review.

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

Thank you for your prompt attention to this matter.

Sean Rradlev R.Ph

J\nsumtw//r'?»}\,t Ma.llﬁg?’



SM

Waldman Biomedical Consuftancy, Inc.

Serving the Health Care Industry World-Wide™
October 5,2002

Dr. Richard Pazdur, MD

Food and Drug Administration

Center for Drug Evaluation and Research -
Division of Oncological Drug Products (HFD-150)

" Office of the Director .

1451 Rockville Pike
Rockville, MD 20852

Atn: Mr. Sean Bradley

Re  Additional copies of
" Original New Drug Apphcanon 21-388
Sterile Talc Powder

Dear Dr. Pazdur,

As requested, on behalf of Bryan Corporation of Woburn, Massachusetts we are
hereby submitting ten additional copies of Volume 1, 2 additional copies of Volumes 2
and 3 and an electronic version of the labeling included in the original NDA for Bryan
Corporation's Sterile Talc Powder, N 21-388. Six complete review copies and a seventh
copy for archiving were provided to the Agency on September 20, 2002 along with a
field copy of the Quality Sections of this application which was sent to the FDA district
_ office for New England.

If additional copies are needed, or if there are any questions regarding this matter,
please don't hesitate to contact either Dr. Alan Waldman, President of Waldman

~ Biomedical Consultancy (WBC) or Ms. Jane Campbell, Senior Consultant for Regulatory
Affairs for WBC us at the address noted in the letterhead.

"Best regards,

Yours truly,

A /% W\
AA. waldman, Ph.D.

Acting as Agent for
, Bryan Corporation
Attachments

PO. Bax 575 ® Oceanside. New York 11572 ¢ 516-763-1158 ®* FAX 516-536-7628



-~ Division of Oncological Drug Products (HFD- 150)

t

Waldmian Biomedical Consult ancy, Inc.
Serving the i’-[ea[tﬁ Care i/mfust;y World-Wide™

September 20. 2002

" Dr. Richard Pazdur, MD | RECEIVED

Food and Drug Administration -
Center for Drug Evaluation and Research

SEP 2 4 2002

Office of the Director RECE\VED HFD-150/CDER
1451 Rockville Pike , B 0 :
~ Rockville, MD 20852 ' | - SEp23
| HFD-150 / CDER

Attn: Mr. Sean Bradley
' / / h/ ‘

Re - Original New Drug Apphcatlon 21-388

Sterile Talc Powder : RECE,VED
Archival Copy ‘ - " SEP 2 3 2002

beér Dr. Pazdur, , ‘ CDR/CDER

As required, on behalf of Bryan Corporation of Woburn, Massachusetts we are
hereby submitting seven copies of an original NDA for Bryan Corporation's Sterile Talc
Powder. Six copies are for review and the seventh copy for archiving. Additional copies
will be provided upon request. A field copy of the Quality Sections of this application has

been pm\ ided to the FDA district office for New England

Sterile Talc Powder is a non-aerosol version of Bryan Corporation’s SclerosolJ
Sterile Aerosol Talc. Sterile Talc Powder is supplied in a single use glass bottle
containing = g of the same asbestos-free talc that is used for Sclerosol Aerosol Talc.
The talc-filled bottle is sterilized by gamma radiation. Sterile Talc Powder is indicated for

J Sterile Talc Powder is mixed with stAenle saline to make a _;,lu}r) The

usual dosagé is a single — g dose delivered intrapleurally through a chest tube. The
"dose is'to be individualized to each patient’s needs. '

As dlscussed in various telephone conversations between agents for Bryan
C orporation and the Agency, this New Drug Application is based on published literature
references and does not contain a clinical section that is based on IND supported clinical

‘studies conducted by the sponsor. This is supported by a FAX from the Agency dated

3/28/2001 which states that it |s acceptable to submll a literature based NDA for this
product

Talc has been used to control pleural effusions for over sixty years, the first use
having been reported by Bethune in 1935 The only intrapleural talc that is currently
approved for marketing in the United States for this mdncal:on is Bryan Corporauon s

P.O. Box 575 Oceanside, New York 11572 516 763 1158 FAX 516 536 7628
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Sclerosol® Aerosol. Tale. No other governmerit regulalory agency regulates this use of
* talc as a prescription drug.

E |
N o I has
acted as a medical advisor to Bryan Corporatlon —_— Dr. — isa
specialist’in pulmonar) medicine with extensive expenence in the management of MPE.

In a letter dated February 11, 2002, from the Ofﬁce of the Chief Mediator and
Ombudsman, we were notified that Bryan's request that the prescription drug user fee for

this apphcatlon be waived by the /ag(éﬂ'cy has been granted. A copy of this letter is
attached.

Bryan Corporation also submitted a request for Orphan Designation for this drug
based on the administration of this drug through a chest tube as a slurry, thus eliminating
the need for open chest surgery as is required for use of the aerosol version of this drug.

We were notified by Lt. Commander Fritsch of the Office of Orphan Products .
Development that the .original orphan-drug designation which was granted to Bryan
Corporation's Sclerosol Aerosol Sterile Talc Powder on September 18, 1995 can be
_extended to cover the non-aerosol version of this drug, Sterile Talc Powder.

If additional information is needed, or if there are any questions regarding this
maitter, please don't hesitate to contact either Dr. Alan Waldman, President of Waldman
Biomedical Consultancy (WBC) or Ms. Jane Campbell, Senior Consultant for Regulatory
Affairs for WBC us at the address noted in the letterhead.

Best regards,
. Yours truly, .
A% n/.% aldman ‘I%B\
Acting as Agent for- -

: . Bryan Corporation
‘Attachments
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Wa[c(man meec&ca[ Consu&am:y Inc.

Servzrg the Health Care 1 ndustry ‘World-Wide™

rowynms OUPLICAT

‘Documnent Mail Center . - : ' ; - /]J/ (o7 (

Food and Drug Administration
Center for Drug Evaluation and Research

'Division of Oncological Drug Products (HFD ]50) ' ’ RECEIVED
§ 1451 Rockville Pike. ) . _
Rockville, MD 20852 FEB 27 2003
- _
Attn: Mr. Sean Bradley : _ . HFD-150/ CDER
RE: Response to NDA 21-388 Information Request
FDA Request, 030213, and Teleconference, 030221, .
Regarding - " Used for Sterile Talc Powder

Dear Mr. Bradley,

As requested in your FAX dated 02/13/02, and during the teleconference of 02/21/03, we are
hereby responding to the request for information concerning the: — —_ used for
Sterile Talc Powder, and concerning the ———  of same during radiation-based

sterilization of the sterile talc powder.
The original signed copy, along with two review copies, is being provided to your attention.

‘If the Agency would like additional copies or would like to discuss this matter further with

us, please don't hesitate to contact us at the contact points in the letterhead.

~ Bestregards.

Yours truly,

Presxdem
Waldman Biomedical Consultancy, Inc.
Agent for Bryan Corporation

PO. Box 575 ¢ Oceanside, New York 11572 * 516-763-1158 * FAX 516-536-7628
Web Site httpy//www.waldmanbiomed.com ¢ e-Mail consultancy@wualdmanbiomed.com
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: -/g. DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Rockwville MD 20857

February 11, 2002

Mr. Frank Abrano
President

Bryan Corporation
Four Plympton Street
Woburn, MA 01801

RE: Bryan Corporation, Sterile Tal¢ Powder (talc), Application Fees,
Waiver Request 2001.037 ’

Dear Mr. Abrano:

This responds to the June 14, 2001, and November 1, 2001, letters from Dr. Alan Waldman of
Waldman Biomedical Consultancy, Inc. (Waldman), to the Office of the Chief Mediator and
Ombudsman, your letter of July 18, 2001, and the January 16, 2002, letter from Jane B.

- Campbell of Waldman, requesting a waiver of the applicable human drug apphcauon fee under
four waiver provisions of the Federal Food, Drug, and Cosmenc Act (the Act) ' (Waijver Request
2001.037). Because the responsibility for evaluation of certain waivers resides with the
Associate Director for Policy, Center for Drug Evaluation and Research (CDER), your letters
were transferred to me for response.? '

Dr. Waldman’s June 14, 2001, letter requested a waiver or-reduction of applicable fees under the
. fees-exceed-the-cost waiver and small business cxccptxon provisions of the Act. In your July 18,
" 2001, letter, you also requested consideration under the public health and barrier-to-innovation
provisions. In Dr. Waldman’s November 1, 2001, lester; the initial requests for a waiver under
the fees-exceed-the-cost and small business exception provisions (sections 736(d)(1)(C) and

7536(d)(1)(E)) were withdrawn. We acknowledge the withdrawal of your request for a wawer
under the fees-exceed-the-cost and small busmess excepuon provmons of the Act.

For the reasons described below, the Food and Drg Admmmtratmn (FDA) grants the Bryan
Corporauon s'(Bryan’s) request for a waiver of the applicable human drug application fee under
the barrier-to-innovation waiver provision of the Act (sectnon 736(d)(1XB)). Because the waiver
is granted under the barrier-1o-innovation provision, it is not necessary to address the public
health waiver provision (section 736(d)(1)(A)).-

L Bryan"sAWniver Request

According to )our waiver requests. you behe»e that a bamer -to-innovation waiver should be
gramcd for the following rcasons:

.

121 U.S.C. 379h(d)(1).
? Note: Future waiver requesis should be forwarded 10 the User F ee Waiver Office (HFD-3) rather than to the
Office of the Chisf Modiaior and Ombudsman. .
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Bryan Corporauon o L e
Page 2 : -

*  Youclaim that talc as slurry is an innovative alternative 1o Sélefosol Aerosol Talc, because it
provides a less invasive way to administer talc for pléuradésis. The alierative product,
Sclerosol Aerosol Talc, is the only sterile talc that is FDA approved for intrapleural
adminisiration through a delivery tube during open chest surgical procedures such as
thoracoscopy or open thoracotomv You note that this procedure is invasive and qunte

- expensive. :

* You claim that use of the talc slurry will markedly i 1mprove the quahtv of life for thme
individuals who receive this treatment.

* You assert that studies comparing the talc as a sIurr) to aerosohzcd talc indicate that talc as a
slurry 1s as effective as aerosolized talc and much easier to apply.

»  You asscrt that use of this product is far less traumatic for the patient, easicr for the ph) sxcxa.n
to admlmster and mvolves less time than use of the aerosolized talc solution.

e Youclaim 1mposmon of user fees would inflict a finaricial burden on the resources of the

‘company. :

* Youalso claim that i 1mposmon of user fees may prevent Bryan from bcmg able to support its
efforts 1o bring thiis i movative drug to the marketplace.

* You claim that with average revenues of = - over the last two years, Bryan meets the
description of a Type 4 “small company.”

*  You also note that Bryan had revenue of ~ —= " in the vear from July 1, 2000, to June

— and that gross revenues from July 1, 2001, through December 31, 2001, were

1I. Criteria for a2 Barrier-to-Innovation Waijver

Under the Act, a waiver or reduction of fees may be granted if the assessment of the fee would
present a significant barrier to innovation because of limited resources available to the applicant
or other cxrcumstances (section 736(d)(1)(B)). AsFDA has interpreted this provision, a waiver
or reduction may be appmpnate when: (1) the product for whlch the waiver is being requested is
innovative or the entity requesting the waiver is otherwise pursuing innovative drug products or

~ technology. and (2) the fee would be a significant barrier to the entity s ability to develop,
manufacture, or market innovative products or technolngy. To qualify for a waiver, you must
imect both criteria under the waiver provision.

Not all products that have been approved for marketing in the United States are necessarily

“innovative” within the meaning of section 736(d)(1)(B).. In evaluating whether a product is
innovative, FDA considers, among other factors, whether a drug product is a new molecular
entity, has been designated as a priority drug, Yor has Vbeen granted fast track status.®. We will
also consider the existence of treatment alternatives. ‘The existence of treatment alternatives will
weigh against decndmg that a product is mnovauve ’

* Further information regarding priority drugs can be found in CDER’s Manual of Policies and Procedures (MAPP)
60”0 3. Prioritv Review Policy, available on the Inlernet at wwiv.fda. gov/cder '

* Further information regarding fast track status can be found in CDER's guidance for industry on Fast Track Drug
Developmeni Programs — Designation, Development, and Apphcauon Review, avallab(c on the Intemet at
www.fda.gov/cder. . .
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Bryan Corporation
Page 3

HI.  Evaluation of Bryan’s Waiver Request

A. Is the product innovative?

FDA's 4ttachment G — Draft Interim Guidance Document for Waivers of and Reductions in’
User Fees, July 1993 (waiver guidance),’ allows for a fee waiver if the product is innovative or if
the fee is a barrier to the company’'s ability to continue to pursue innovative technology.

~ Therefore, to he considered for the barrier-to-innovation waiver, the applicant needs to show that
the product is innovative or that innovative products or technology are continuing to be pursued
by the applicant.

Our records show that a new application for a non-aerosol slurry version of sterile talc powder
_would not be considered a new molecular entity.. Also, the FDA Division of Oncologic Drug
Products (DODP) noted that at this time, withaut the actual application available for a priority
dctermination, the non-aeroso! slurry version of sterile talc powder application would probably
not qualify for an accelerated regulatory path or for priority review. In addition, there are other
" trestment alternatives for malignant pleural effusions that weigh against determination that this
product is innovative (e.g., bleomycin, doxycycline, nitrogen mustard, Sclerosol). However, a
" non-aerosa! slurry version of sterile talc powder would offer the benefit of a less-invasive dosage
~ form over the current altematives.

The information provided in your June 14 and July 20, 2001, letters, your website
(wawwbrvarcurp.com), and cunent FDA records indicate that Biyan Corporation is actively
involved in the development, manufacture, and marketing of aerosolized sterile talc for
-malignant pleural effusions.- This new dosage form, sterile talc powder for reconstitution with
normal saline and administration intrapleurally as a slurry, is a pharmaceutic adaptation of the
NDA 20-587, Sclerosol (sterile talc powder aerosol) product, a new molecular entity that was
granted priority review. This adaptation of the talc aerosol product allows a less invasive
prOCcdure for instiliation of the product.

Therefore, considering all the factors noted above, FDA believes that you have met the first
criterion in pursuing the devc]opment and manufacture of innovative products for the purpose of
a waiver of the apphcauon user fee.® :

FDA"s conclusion for user fce waiver purposes that a product is innovative or that a firm is
engaged in the research, development, or marketing of an innovative product should not be
- construed as an opinion on the approvability of the new drug application.

* Available online at www_fda.covicder:pdufa default.him.

® The determination of ‘innovative™ for user fee waiver purposes applies to this application fee waiver evalvation
only and is based on current information. FDA will reevaluate the waiver determination for user fee purposes in
response 10 future waiver requests. In its reevaluation, the Agency will consider, for example, (1) the availability of
‘multiple 1alc products, (2) the information about the product gamered through the application review process, (3)
whether ather effective treauments are available, 4nd {4) any other relevant ml‘ormauon
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Page 4

B. Would the fee be a significant barrier to Bryan’s ability to develop,
manufacture, or market the innovative product?

In evaluating whether the fees imposed are a significant barrier to Bryan’s-ability to develop,
manufacture, or market innovative products or technology, the Agency considers the relationship
between the annualized cost of vser fees and the gross annual revenues of the entity requesting
the waiver and its affiliates.” This consideration is discussed in the waiver guidance.

According to your waiver request, Bryan had a gross revenue of ™ for the year ending
June 30, 2001, and gross revenues of.  ~— from July 1, 001 through December 31,
2001. FDA classifies pharmaceutical companies based on gross annual revcnues. As discussed
in the waiver guidance, Bryan would be classified as a Type 4 pharmaceutical firm (a small
company including affiliates with revenues between $1 and $9.99 million). FDA believes that an
entity with less than $10 million in annual gross revenues is less likely 10 be able to develop,-
manufacture, or market innovative products or technology because of user fees.

In light of these revenue figures and the waiver guidance. FDA concludes that the fees would be
a significant barrier to Bryan’s ability 10 develop, manufacture, or market innovative products or
technology for user fee waiver purposes. Consequently, your request for a waiver of the
application fee for sterile talc powder (NDA 21-3&R) is granted under the harrier-to-innovation
waiver provided FDA receives the marketing application no later than one year after the date of
- this letter.

IV.  Disclosure of Public Information
FDA pians to disclose to the public information about its actions granting or denying waivers
and reductions. This disclosure will be consistent with the Jaws and regulations governing the

disclosure of confidential commercial or financial information.

If you have any questions about this matter, please contact Beverly Friedman or Michael Jones at
301-594-2041. :

Sincerély,'
PR .

Jane A. Axélrad :
Associate Director for Policy
Center for Drug Evaluation and Research

cc.  Jane Campbell " ' .
~ Waldman Biomedical Consultancy, Inc.
P.O. Box 575
Oceanside, NY 11572

7 Section 103(k) of the Food and Drug Administration Modernization Act reaffirms that the "person” subject to fees
“shall continue to include an affiliate thereof® '
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MEETING MINUTES -

MEETING DATE: March 29, 2001 . ~ TIME: 1:00 PM, EST
LOCATION: Conference Room B o

Request Submission Date: January 31, 2001
" Briefing Document Submission Date: March 19, 2001

DRUG: Sterile Talc Powder
SPONSOR/APPLICANT: Bryan Corporation

TYPE of MEETING: pre-NDA

. PARTICIPANTS
FDA
Richard Pazdur, M.D. Division Director
Alison Martin, M.D. Medical Team Leader
Nancy Scher, M.D. Medical Officer '
Eric Duffy, Ph.D. Chemistry Team Leader
Josephine Jee, Ph.D. Chemisty Reviewer
Sean Bradley, R.Ph. Consumer Safety Officer

WALDMAN BIOMEDICAL (CONSULTANTS FOR BRYAN CORP.)
Alan A. Waldman, Ph.D President, Waldman Biomedical Consultancy
Jare B. Cambell, RAC Senior Consultant, Regulatory Affairs, Waldman Biomedical Consultancy

MEETING OBJECTIVES: To discuss Bryan’s plans for submitting a literature based NDA for
Sterile Talc Powder
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Mgetin g Minutes Page 2
March 29, 2001 -

QUESTIONS for DISCUSSION with FDA RESPONSE and DECISIONS REACHEi):'

1. Are the proposed plans for the submission of a literature-based NDA for Sterile Talc Powder
proper? : _

FDA: Itis acceptable to submit a literature-based NDA. However, we do not have
the precise plan. We can provide guidance.
2. Are there any specific manufacturing issues that concern the Agency and will have to be |
included in the CMC section of the literature-based NDA? -
FDA:  Provide the exact composition of the drug product.
Provide detailed information on the container system.

Will the market container be for single use?

Indicate whether the entire product (talc in the market container) is gamma
sterilized. ' ' ' '

Describe the entire manufacturing and sterilization process.

Describe how slurry density will be maintained throughout administration.

‘ 3 Are there any pre-clinical issues of concern to the Agency related to talc?
FDA:  The Bryan/Waldman corp. will have to do a request for a biowaiver with

justification for the request. This is considered a new formulation and will
require new paperwork.

~ 4. Do the planned literature search activities meet the Agency’s expectations?

- FDA:  Please sﬁbmit your detailed bl;@m for the meth,ddology of the literature search.

5. Arethe plans for presenting the results of the literature search acceptable to the Agency?

FDA: " Please submit your detailed plan.

6. How long is the review of this type of submission expected to take?

FDA: We expect this to be a standard NDA review. A standard review is 10
months and is based on the presentation of your NDA material thatis
submitted for review.



Meceting Minutes | ~ Page3
March 29, 2001 ’

Additional Questions/Comments:

Waldman: We will base the NDA for Sterile Talc Powder on the format of the Sclerosol
NDA. The talc product is the same the only difference is the aerosol used in the
Sclerosol formulation. We will supply an outline of our planned NDA
submission for your review.

ACTION ITEMS:

Waldman Biomedical-

1. Will submit a detailed plan for the methodology of the comprehensxve literature search,
which will be the basis of the NDA. As part of the NDA submission, the sponsor will
identify adequate and well-controlled trials from the literature which demonstrate efficacy of
talc slurry. - Waldman will provide analysis of these studies, with particular attention to trial

~ design.
2. Will request a copy of the original medical ofﬁcer review for Sclerosol (NDA 20 -587) as

- well as a copy of the ODAC meeting minutes form the Freedom of Information Office.

3. Will submit a methods of validation package to the FDA for review.

The meeting concluded at 14:12 PM, EST. There were no uﬁresolved issues or discussion
points. P
£
Sean Bradley, R.Ph., Project Manager
- |
&£

Nancy Scher, M.D., Medical Officer

Minutes prepared by:

Concurrence Chair:






