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RECORD OF TELEPHONE CONVERSATION

Reference is made to the deficiency letters dated October 25, 2000
and to the firm’s fax dated November 2, 2000. The firm requested
clarification on 3 deficiencies.

It was noted that the firm’s amendment for ANDA 75-181 dated
October 2, 2000 (received by document room October 23, 2000)
will be reviewed in the next chemistry cycle.

Deficiency 11: The proposed protocol is acceptable if the method
has been validated. The firm was remmded of USP <661>
procedures for PET.

Deﬁcienc§ 10: Stability data and data from deficiency #11 will be
considered when the Agency reviews the firm’s amendment.

Deficiency 5: The firm was asked to provide batch analyses from .
the supplier to support and justify their current drug substance
specifications.

DATE:
November 20, 2000

ANDA NUMBER:
75-181 and 75-250

PRODUCT NAME:
Prednisolone Sodium Phosphate
Syrup, 5 mg/5 mL and 15 mg/5

mL

FIRM NAME:
Kiel Laboratories, Inc. (for WE
Pharmaceuticals)

“ FIRM. REPRESENTATIVE:

Greg Thomas, VP of R&D;
Tanyja Porcha Reg Affairs

PHONE NUMBER:
770-534-0079

FDA REPRESENTATIVES:
~ DaveGill #
Shing Hou Liu -
Ruby Yu

SIGNATURES:

Dave Gill DS&iAl )
Shing Hou Liu 5. #.(. '/éo/m)
Ruby Yu
w\k (L t-og
\

CC:  ANDA 75-181 and 75-250
Te-_l_econ_ Binder

VAFIRMSNZAWE\TELCONS\75181.75250.t¢.112000.doc




RECORD OF TELEPHONE CONVERSATION

The firm was asked to amendment their ANDAs ‘
as follows: DATE:

. August 30, 2001
Please establish a quantitative color test,
such as APHA color test, and set a limit for
your finished product release and stability
progranm.

ANDA NUMBER:
75-181 and 75-250

PRODUCT NAME:
Prednisolone Sodium Phosphate
Syrup, 5 mg/5 mL and 15 mg/5

mL '

FIRM NAME:
Kiel Laboratories, Inc. (for WE
thaceuticals) -

FIRM REPRESENTATIVE:
Jeffrey S. Kiel

PHONE NUMBER:
770-534-0079

FDA REPRESENTATIVES:
Steve Sherken, Acting TL
Upinder Atwal, Chemist
Ruby Yu, PM

SIGNATURES:

Steve Sherken 37 ﬁ /v£—~ ﬂﬁ'/"( 8/70/0 /

Upinder Atwal /Sl C) /244

Ruby Yu W 27;2’15/

CC: ANDA 75-181 and 75-250
Telecon Binder

VAFIRMSNZ\WE\TELCONS\75181.75250.tc.083001.doc
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Allergy/Asthma Products November 10, 1997

Mr. Douglas Sporn PFCF“ n:.:D

Director, Office of Generic Drugs

Center for Drug Evaluation and Research

Food and Drug Administration NOV 1 4 1007
Metro Park North II

7500 Standish Place, Room 150 GENERIC DRUGS

Rockville, MD 20855-2773

RE: Original ANDA Submission for (prednisolone sodium
phosphate, USP) Syrup, 15Smg/5mL ’

Dear Mr. Spom:

WE Bharmaceuticals, Inc. (WE) submits today an original abbreviated new drug
application (ANDA) seeking approval to market - (prednisolone sodium
phosphate, USP) Syrup, 15mg/5mL that is bioequivalent to the listed drug, Pediapred®
(prednisolone sodium phosphate, USP) Oral Solution, manufactured by Fisons pursuant
to NDA# 19-157.

The facility for manufacturing of this dosage form is Kiel Laboratories, Inc., Jocated at
2225 Centennial Drive in Gainesville, Georgia.

(prednisolone sodium phosphate, USP) Syrup, 15mg/5mL is stable and
a two year expiration dating is requested for all package sizes.

This ANDA is submitted in one (1) volume. WE is filing an archival copy (blue folders)
of this application that contains all the information required in the ANDA and a technical
review copy (red folders) containing all the information in the archival copy. Also,
additional copies of the method validation reports are included in separate binders of this
submission.

For more detailed information on the organization of this ANDA, please refer to the
“Executive Summary - Organization of the ANDA” which follows this letter.

P.O. Box 1142, Ramona, California 92065 » (619) 788-9155  (800) 262-9555 » FAX (619) 788-9445
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To: Mr. Douglas L. Sporn
Subject: ANDA for " (prednisolone sodium phosphate, USP) Syrup,

15mg/5mL

We certify that a true copy of the technical section described in 21 CFR 314.50(d)(1), the
chemistry, manufacturing, and controls section of this submission, has been provided to
the San Diego District Office of the Food and Drug Administration.

Please direct any written communications regarding this ANDA to me at the below
address. If you have any questions or require any additional information, please feel free
to contact Jeffrey S. Kiel, President, Kiel Laboratories, Inc. at (770)534-0079.

Thank you for your prompt handling of this application.
Sincerely,

e UL

Craig/4. Wheeler
President
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ANDA 75-250

WE Pharmaceuticals, Inc.
Attention: Craig H. Wheeler
P.O. Box 1142

Ramona CA 92065

WassalsMlassllondsbbuali] DEC 11 1997

Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the
Federal Food, Drug and Cosmetic Act.

NAME OF DRUG: Prednisolone Sodium Phosphate Syrup,
15 mg/5 mL

DATE OF APPLICATION: November 10, 1997
DATE (RECEIVED) ACCEPTABLE FOR FILING: November 14, 1997

We will correspond with you further after we have had the
opportunity to review your application.

Please identify any communications concerning this application
with the number shown above.

Should you have questions concerning this application contact:

Tim Wil
Project Manager
(301) 827-5848

Sincerely yours,

IS

Jerry Phillips
Director,
Division of LA
Office of Gene
Center for Dr

eling and Program Support
L c Drugs
/ Evaluation and Research



cc: ANDA 75-250
DUP/Jacket
Division File
HFD-82
Field Copy
HFD-330
HFD-600/Reading File
HFD-610/J.Phillips
HFD-615/MBennett

Endorsements: _ ;%/;;L
HFD-615/PRickman, Chief, RSB /é”” date/ ’ _,
HFD-615/SMiddleton, cso W@ o/ dates )47/
HFD-623/VSayeed Sup. Ché m stry date/ ,

X:\NEW\FIRMSNZ\WE\LTRS&REV\75250.ACK
F/T by/njg/12/4/97
ANDA Acknowledgment Letter!



MAJOR AMENDMENT

MAY 2 8 1998
ANDA 75-250

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (301-594-0320)

TO: APPLICANT: WE Pharmaceuticals PHONE: 649-788-9155
A%
ATTN: Craig H Wheeler FAX: 638-788-9445

FROM: James Wilson PROJECT MANAGER (301) 827-5848

Dear Sir:

This facsimile is in reference to your abbreviated new drug application dated November 10, 1997, submitted
pursuant to Section 505()) of the Federal Food, Drug, and Cosmetic Act for Prenisolone Sodium Phosphate,
USP, Syrup, 15 mg/ 5 mL.

Reference is also made to your amendment(s) dated .

The application is deficient a(r?erefore, Not Approvable under Section 505 of the Act for the reasons

provided in the attachments pages). This facsimile is to be regarded as an official FDA
communication and unless requested, a hard copy will not be mailed. '

The file on this application is now closed. You are required to take an action described under 21 CFR
314.120 which will either amend or withdraw the application. Your amendment should respond to all of the
deficiencies listed. Facsimiles or partial replies will not be considered for review, nor will the review clock
be reactivated until all deficiencies have been addressed. The response to this facsimile will be considered to
represent a MAJOR AMENDMENT and will be reviewed according to current OGD policies and
procedures. The designation as a MAJOR AMENDMENT should appear prominently in your cover letter.
You have been/will be notified in a separate communication from our Division of Bioequivalence of any
deficiencies identified during our review of your bioequivalence data. If this represents a second or greater
occasion upon which significant (MAJOR) deficiencies have been identified, please contact the Project
Manager within 30 days for further clarification or assistance.

SPECIAL INSTRUCTIONS:

¢

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

X new\ogdadmin\macros\faxmaj.frm




Redacted 2 page(s)
of trade secret and/or
confidential commercial

information from

. g’/gf/ (994 DA Fax




All DMFs referenced in this ANDA have to be found satisfactory at
the time of approval of the ANDA. Some of the DMF holders may
have to be inspected by our Division of Manufacturing and Product
Quality. Any unsatisfactory review/evaluation will delay the
approval of the ANDA.

Sincerely yours,

s N N

€. Rashmikant M. Patel, Ph.D.
Director
Division of Chemistry I
Office of Generic Drugs
Center for Drug Evaluation and Research



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT

LABELING REVIEW BRANCH

ANDA Number: 75-250

Date: November 10, 1997

Applicant's Name: WE Pharmaceuticals, Inc.

Established Name:

syrup {Prednisolone Sodium

Phosphate oral solution, 15 mg (base)/5 mL}

Labeling Deficiencies:

1. GENERAL COMMENTS

We acknowledge your proposal for a combined package
insert for your two separate applications for different

strengths.

Please note that if these applications are

not approved at the same time, further revisions may be
necessary prior to approval.

2. ~ CONTAINER - =—=——— 240 mL

a.

Revise the expression of the strength to read
as follows:

15 mg/5 mL* [add “*”]

We encourage you to differentiate your drug
products of different strengths by using a
boxing and/or contrasting colors, or some
other means.

*kach 5 mL (teaspoonful) ... [add “*” at the
beginning]

Revise to read “USUAL DOSAGE” rather than

Revise the storage requirement to read:

to 25°C (39°F to 77°F). May be

refrigerated. [rather than —— and add
“May be refrigerated.”]

We encourage the inclusion of the statement



“Keep tightly closed and out of the reach of
children.” as appears on the innovator’s
container labels and your package insert
labeling. '

3. INSERT

a.

GENERAL

The following comments are based on the most
recently approved labeling of the reference listed
drug, Pediapred® (Fisons; approved November 22,
1993, revised July, 1993). 1In addition, other
changes are indicated.

DESCRIPTION
i. Second paragraph:

A) Please alphabetize the listing of
inactive ingredients.

B) Revise to express the alcohol content of
your product in terms of percent volume
(v/v) of absolute alcohol as found on
your container labels. You are referred
to 21 CFR 201.10(d) (2) for guidance.

D) You may delete “purified water”.
ii. Third paragraph:

A) We encourage you to revise the chemical
name to be same as the second name



appearing in the official monograph for
prednisolone sodium phosphate in USP 23.

B) The molecular formula ... [rather than
“Yempirical”]
C) Revise the molecular weight to read
“484.40" to be in accordance with USP
23.
C. CLINICAL PHARMACOLOGY - First paragraph, last
sentence:

anti-insulin activity; increase catabolism of
protein; increased lipolysis; stimulation of fat
synthesis and storage; increased glomerular ...

d. INDICATIONS AND USAGE - 3. Collagen Diseases:

systemic dermatomyositis (polymyositis); acute
rheumatic carditis.

e. WARNINGS
Delete the last paragraph.
f. HOW SUPPLiED
i. First sentence - Revise to read as follows:

pink to purple colored, grape flavored
oral solution.

ii. We encourage the inclusion of the “Dispense
in” statement as appears on the container
labels.

Please revise your labels and labeling, as instructed above,
and submit in final print, or in draft if you prefer.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with the
last submitted labeling with all differences annotated and



To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with the
last submitted labeling with all differences annotated and
explained.

[fone )

JeyYy Phillip

Difector

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 75-250 APPLICANT:WE Pharmaceuticals, Inc.

DRUG PRODUCT: 15 mg/5 ml syrup

The Division of Bioequivalence has completed its review and has no
further questions at this time.

Please rnote that the biocequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology,
labeling, or other scientific or regulatory issues. Please be
advised that these reviews may result in the need for additional
bicequivalency information and/or studies, or may result in a
conclusion that the proposed formulation is not approvable.

Sincerely yours,

Dale P. Conner, Pharm.D.

Director Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA 75-250

CERTIFIED MAIL-RETURN RECEIPT REQUESTED

WE Pharmaceuticals, Inc. , oy
Attention: Craig H. Wheeler LA jﬁ%
P.O. Box 1142

Ramona, CA 92065

Dear Sir:

This letter is in reference to your Abbreviated New Drug
Application (ANDA) dated November 10, 1997, submitted pursuant to
Section 505(j) of the Federal Food, Drug, and Cosmetic Act for
Prednisolone Sodium Phosphate Syrup, 15 mg(base)/5 mk.

We refer you to our "Not Approvable" letter dated May 28, 1998,
which detailed the deficiencies identified during our review of
your ANDA. The Agency may consider an ANDA applicant’s failure
to respond to a “Not Approvable” letter within 180 days to be a
request by the applicant to withdraw the ANDA under 314.120(b).
Your amendment to the application is overdue. You must amend
your application within 10 days of receipt of this letter.
Otherwise, an action to withdraw the application will be
initiated per 21 CFR 314.99.

If you do not wish to pursue approval of this application at this
time, you should request withdrawal in accord with 21 CFR 314.65.
A decision to withdraw the application would be without prejudice
to refiling.

Please send all correspondence to the following address:

Office of Generic Drugs, CDER, FDA
Document Control Room

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Sincer lyW
“//%57;eter Rickmam

Acting Director

Division of Labeling and Program Support

Office of Generic Drugs
Center for Drug Evaluation and Research



cc: ANDA # 75-250
DUP/Division File
HFD-610/PRickman

Endorsement:
HFD-617/NMahmud, Chief, RSB, &< ? ' date.
HFD-617/SMiddleton, CSO, SNALAL/[ o7/ dat
Word File

V:\FIRMSNZ\WE\LTRS&REV\75250.0TH
F/T by mjl\5\4\00
10 DAY LETTER!



Allergy/Asthma Products

P.O. Box 1142, Ramona, California 92065 » (760) 788-9155 » (800) 262-9555 ¢ FAX (760) 788-9445 = http://www.weez.com

May 26, 2000

Mr. Douglas Sporn ORIG AMENDMENT

Director, Office of Generic Drugs W M/

Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: ANDA 75-250Major Amendment Response Prednisolone Sodium Phosphate,
Syrup, 15mg/5mL

Dear Mr. Spomn:

Reterence is made to your “Not Approvable” facsimile received on May 28, 1998,
Prednisolone Sodium Phosphate, Syrup, 15mg/5mL. A copy of the facsimile is included
in this application.

WE Pharmaceuticals, Inc. (WE) submits today a major amendment response to the
abbreviated new drug application (ANDA) number 75-25 Oseeking approval to market
Prednisolone Sodium Phosphate, Syrup, 15mg/5SmL. '

The facility for manufacturing of this dosage'form is Kiel Laboratories, Inc., located at
2225 Centennial Drive in Gainesville, Georgia.

This ANDA major amendment response is submitted in one (1) volume. WE is filing an
archival copy (blue folders) of this application that contains all the information required

in the ANDA and a technical review copy (red folders) containing all the information in

the archival copy.

We certify that a true copy of the technical section described in 21 CFR 314.50(d)(1), the
chemistry, manufacturing, and controls section of this submission, has been provided to
the' San Diego District Office of the Food and Drug Administration.

MAY 26 2000
S



Page 2

To: Mr. Douglas L. Sporn
Subject: ANDA 75-250Major Amendment Response for Prednisolone Sodium
Phosphate, Syrup, 15mg/5mL

Please direct any written communications regarding this ANDA to me at the below
address. If you have any questions or require any additional information, please feel free
to contact Jeftrey S. Kiel, President, Kiel Laboratories, Inc. at (770)534-0079.

Thank you for your prompt handling of this application.
Sincerely, |

b

Craig i/ Wheeler :
President



MAJOR AMENDMENT

9 ]
ANDA 75-250
OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150
Rockville, MD 20855-2773 (301-594-0320)
76¢

TO: APPLICANT: WE Pharmaceuticals, Inc. PHONE: _619=788-9155

ATTN: Craig Wheeler FAX: 760-788-4517
FROM: Ruby Yu PROJECT MANAGER (301) 827-5848

Dear Sir:

This facsimile is in reference to your abbreviated new drug application dated November 10, 1997, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Prednisolone Sodium Phosphate
Oral Solution, 15 mg/5 mL.

Reference is also made to your amendment(s) dated May 26, 2000.

The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons
provided in the attachments ( 3 pages). This facsimile is to be regarded as an official FDA
communication and unless requested, a hard copy will not be mailed.

The file on this application is now closed. You are required to take an action described under 21 CFR
314.120 which will either amend or withdraw the application. Your amendment should respond to all of the
deficiencies listed. Facsimiles or partial replies will not be considered for review, nor will the review clock
be reactivated until all deficiencies have been addressed. The response to this facsimile will be considered to
represent a MAJOR AMENDMENT and will be reviewed according to current OGD policies and
procedures. The designation as a MAJOR AMENDMENT should appear prominently in your cover letter.
You have been/will be notified in a separate communication from our Division of Bioequivalence of any
deficiencies identified during our review of your bioequivalence data. If this represents a second or
greater occasion upon which significant (MAJOR) deficiencies have been identified, please
contact the Project Manager within 30 days for further clarification or assistance.

SPECIAL INSTRUCTIONS:

Chemistry comments provided. Bioequivalency and Labeling comments will be provided when the reviews
are completed.

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

X:new\ogdadmin\macros\faxmaj.frm

E;i" fo-25-vY




Redacted 2 page(s)
of trade secret and/or
confidential commercial

information from

/0/25//2000 [ FAX




. Allergy/Asthma Products

PO. Box 1142, Ramona, California 92065 + (760) 788-9155 * (800) 262-9555 * FAX (760) 788-9445 * hitp://www.weez.com
ORIG AMENDMENT

December 20, 2000

N/AL
Mr. Gary Buehler

Acting Director, Office of Generic Drugs
Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North II

7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: ANDA 75-250 - Prednisolone Sodium Phosphate Syrup, 15 mg/5 mL

Subj.: Major Amendment Response

Dear Mr. Buehler:

Reference is made to a “Not Approvable” facsimile dated October 25, 2000 concerning major deficiencies
in our Abbreviated New Drug Application 75-250 for Prednisolone Sodium Phosphate Syrup, 15 mg/5 mL.

In this Major Amendment we now respond to all the deficiencies listed in the referenced letter. This
Major Amendment is submitted in one (1) volume, an archival copy (blue) and a technical review copy
(red).

The manufacturing facility for the finished product is Kiel Laboratories, Inc., located at 2225 Centennial
Drive, Gainesville, GA. We certify that a true copy of this amendment has been provided to the Food and
Drug Administration, Atlanta District Office, Atlanta, GA. ‘

Please direct any written communications regarding this ANDA to me at the below address. If you have
any technical questions or require any additional information, please feel free to contact Jeffrey S. Kiel,
President, Kiel Laboratories, Inc. at (770) 534-0079.

T 3l

Craig H/ Wheeler
Presidént




~ » Allergy/Asthma Products

P.O. Box 1142, Ramona, California 92065 « (760) 788-9155 = (800) 262-9555 < FAX (760) 788-9445 o http://www.weez.com

March 16, 2001

Mr. Gary Buehler
Acting Director, Office of Generic Drugs :
Center for Drug Evaluation and Research ORIG AM’ENWEﬂ

Food and Drug Administration

Metro Park North II ' _ N / ﬁ C

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: Amendment to ANDA 75-250, Prednisolone Sodium Phosphate Syrup, 15 mg/5 mL
Dear Mr. Buehler:

WE Pharmaceuticals, Inc. (WE) is submitting an Amendment to Abbreviated New Drug
Application 75-250, Prednisolone Sodium Phosphate Syrup, 15 mg/5 mL. This Amendment is
submitted in one (1) volume, with copies in an archival (blue) folder and a technical review (red)
folder. : , ,

In th_is Amendment, WE provides additional information in support of a Major Amendfnent
Response submitted January 2, 2001, as response to a “Not Approvable” facsimile dated October
25, 2000. Also in this Amendment, WE withdraws

—

A copy of the specification was provided in Major Amendment
Response dated May 26, 2000. This Amendment also includes additional information regarding
contract laboratories responsibilities. And this Amendment also includes a correction to Raw
Material Specification

" The manufacturing facility for the finished dosage form is Kiel Laboratories™, located at 2225
Centennial Drive, Gainesville, GA. WE Pharmaceuticals is forwarding a true copy of this
Amendment to the Atlanta District Office, Food and Drug Administration, and certifies that the
information contained in this true copy is the same as that submitted to FDA Headquarters. '

Please direct any written communications regarding this Amendment to me at the address below.
If you have any technical questions, or require any additional information, please contact Jeffrey
S. Kiel, President, Kiel Laboratories™ at 22 entennial Dr., Gainesville, GA 30504 or at (770)
534-0079. .

Sincerely,

- Y dhekn

; Craigfl. Wheeler
President



FAX AMENDMENT

ANDA 75-250

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (301-594-0320) ,J UL -3 2{}{)[
TO: APPLICANT: WE Pharmaceuticals, Inc. TEL: 760-788-9155
ATTN: Craig H. Wheeler FAX: 760-788-4517
FROM: Ruby Yu PROJECT MANAGER: 301-827-5848
Sir

Dear }ittiies:

This facsimile is in reference to your abbreviated new drug application dated November 10, 1997, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Prednisolone Sodium Phosphate Oral
Solution 15 mg/5 mL.

Reference is also made to your amendment(s) dated: December 20, 2000; and March 16, 2001.

Attached are | pages of minor deficiencies and/or comments that should be responded to within 30 calendar days
from the date of this document. This facsimile is to be regarded as an official FDA communication and unless
requested, a hard copy will not be mailed. Your complete response should be (1) faxed directly to our document
control room at 301- 827-4337, (2) mailed directly to the above address, and (3) the cover sheet should be clearly
marked a FAX AMENDMENT.

Please note that if you are unable to provide a complete response within 30 calendar days, the file on this
application will be closed as a MINOR AMENDMENT and you will be required to take an action described under
21 CFR 314.120 which will either amend or withdraw the application. Accordingly, a response of greater than 30
days should be clearly marked MINOR AMENDMENT and will be reviewed according to current OGD policies
and procedures. Facsimiles or incomplete responses received after 30 calendar days will not be considered for
review, nor will the review clock be reactivated until all deficiencies have been addressed. You have been/will be
notified in a separate communication from our Division of Bioequivalence of any deficiencies identified during our
review of your bioequivalence data. Further if a major deficiency is cited in the bioequivalence review, the
subsequent Not Approvable letter will request that the reply be declared a MAJOR AMENDMENT.

SPECIAL INSTRUCTIONS:
Chemistry comments provided. Labeling comments will follow when the review is completed.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately
notify us by telephone and return it to us by mail at the above address.

7/2)el



38.

JUL -3 2001
Chemistry Comments to be Provided to the Applicant
ANDA: 75-250 APPLICANT: WE Pharmaceuticals Inc.

DRUG PRODUCT: Prednisolone Sodium Phosphate Oral Solution, 15
mg (base) /5 mL

The deficiencies presented below represent FAX deficiencies.
A. Deficiencies:

1.

B. In addition to responding to the deficiencies presented above,
Please note and acknowledge the following comments in your
response:

1. Labeling portion of your application is under review.
Deficiencies, if any, will be conveyed to you under
separate cover.

Sincerely yours,

ol Sty

Rashmikant M. Patel, Ph.D.

Director

Division of Chemistry I

Office of Generic Drugs

Center for Drug Evaluation and Research



Jul-31-01 02:22P Kiel Laboratories Inc 7705340229 P.O1

Kiel [ abaratories™
2225 Centennial Drive
Gainesville. GA 30504
Ph:  770-534-0079
FAX: 770-534-(229

K1 E L

LABORATORIES™

FAX ORIG AMENDMENT
NiFe

To: Mr. Gary Buehler From:  Swarna Mukund__
Company:_ Document control for FDA E.mail: swarnamukund@hotmail.com
FAX:_ J01-827-4337 Pages 60 (including cover)
I’honc: 301-827-5848 Date: 07/31/01_

Re: FAX AMENDMENT ce:

e Urgent J For Review | Please Comment | Please Reply
Messuge:

Plcase find ¢nclosed responses to the fucsimile deficiencies dated July
3, 2001 for ANDA 75-250 for Prednisolone Sodium Phoxsphate Syrup
IS mg/ mL.

Sincerely,

S\ww Mede und
Swarna Mukund

e Comments: !he nformalion contained in this document is contidential and may not be used except for
the intended purpose. Uf the reader of this message is not Lhe intended recipient or a duly authorized agent
responsible for delivering ir ro rhe intended recipient, you are hereby notificd that this document has heen
reccived in error. Furthermuore, any review, disseminarion, distribution or copying of this messape is strictly
prohibited. I you have received this commuaication in crror, please notify us imunediately by welephone.



s —d Allergy/Asthma Products

" P.O. Box 1142, Ramona, California 92065 * (760) 788—9155 * (800) 262-9555 « FAX (760) 788-9445 e http://www.weez.com

July 31, 2001

Mr. Gary Buehler
Director, Office of Generic Drugs
Center for Drug Evaluation and Research
Food and Drug Administration
Metro Park North II
~ 7500 Standish Place, Room 150 /\/ C_
Rockville, MD 0855-2773

SUBJECT: FACSIMILE AMENDMENT TO ANDA 75-250
RE: Prednisolone Sodium Phosphate, Syrup, 15 mg/ 5 mL

Dear Mr. Buehier:

Reference is made to your facsimile dated July 3, 2001 regarding minor deficiencies for
Prednisolone Sodium Phosphate, Syrup, 15 mg/ 5 mL, ANDA 75-250. In this amendment, we
are responding to the chemistry deficiencies communicated in the facsimile amendment
notification. \

As required by 21 CFR 314.94(D)(5), WE Pharmaceuticals, Inc., (WE ) is forwarding a true
copy of the amendment, including a completed copy of FDA form 356h. This facsimile
amendment is submitted in one (1) volume. WE is filing an archival copy (blue folder) and a
technical review copy (red) of this submission. ' :

The manufacturing facility for the finished product is Kiel Laboratories; Inc., located at 2225
Centennial Drive, Gainsville, GA. We certify that a true copy of this amendment has been
provided to the Food and Drug Administration, Atlanta District office, Atlanta, GA.

Please direct any written communication regarding this ANDA to me at the above address. If

you have any technical questions or require additional information, please feel free to contact
Jeffrey S. Kiel, President, Kiel Laboratories, Inc., at 770-534-0079. '

Sigeerely,
o AL
Craig A. Wheeler

President
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Aug 9, 2001

Mr. Gary Buehler

Director, Office of Generic Drugs
Centcr for Drug Evaluation and Rescarch
Food aud Drug Administration

Moctra Park North II

7500 Standish Place, Room 150
Rockville, MD 0855-2773

SUBJECT: ANDA METHOD VALIDATION LETTER
RE: Prednisolone Sodium Phosphate, Syrup, 15 mg/ S ml., ANDA 75-250

Dear Mr. Buchler,

We have sent the method validalion package and the samples regarding Prednisolone
Sodium Phosphatc, Syrup, 15 mg/ 5 ml., ANDA 75-250 {0 Ms. Emma S. Aranda,
supervisory chemist/Drug chemistry, Food and Drug Administration, Pacific Regional
Laboratary - SouthWest 1521 W. Pico Blvd, Los Angcles, CA 90015 as per the 'ANDA
Mcthod Validation Letter' dated July 31, 2001. In this package we arc sending true
copies of the same documents for your records. We have also sent copics of the same
documents to the Food and Drug Administration, Atlanta district office, Atlanta, GA.

Please direct any written communication regarding this ANDA 1o me at the above
address. Tf you have any technical questions or require additional information, pleasc
feel frec to contact Jeflrey S. Kiel, President, Kiel Laboratories, tic., at 770-534-0079.

Singcrely,

’ Wheeler

~ President
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Sheet

Department of Health and Human Services
Public Health Service
Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Rockville, Maryland

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, this communication is not authorized. If you have
received this document in error, immediately notify us by telephone-and return it to us at the above address by mail.
Thank you.

To: Craig H. Wheeler
WE Pharmaceuticals, Inc.
Fax: 760-788-4517 Phone: 760-788-9155

From: Debra M. Catterson
Labeling Reviewer
Fax: 301-443-3847 Phone: 301-827-5846

Number of Pages (including cover sheet): 8 Date: August 10, 2001

Comments:
Dear Mr. Wheeler, -

Attached is the labeling review of your May 26, 2000 submission for ANDA 75-250 for
Prednisolone Sodium Phosphate Oral Solution, 15 mg (base)/5 mL.

Please feel free to call me if you have any questions.

Sincerely,

LebaM, Citliraon



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-250 Date of Submission: May 26, 2000 (Major Amendment)
Applicant's Name: WE Pharmaceuticals, Inc.
Established Name: Prednisolone Sodium Phosphate Oral Solution, 15 mg (base)/5 mL

Labeling Deficiencies:

1. NOTE: We note in your May 26, 2000 submission that you proposed to

2. CONTAINER - bottles containing —— 240 mL
a. The established name for this drug product is “Prednisolone Sodium Phosphate Oral Solution”.
Please refer to the reference listed drug “Orapred” for guidance.

b. Side panel; Revise to read — [replace * —— mg” with “20.2 mg”]

DESCRIPTION: *Each 5 mL (teaspoonful) contains prednisolone sodium phosphate 20.2 mg (15
mg prednisolone base) in a palatable solution.

3. PACKAGE INSERT
a. GENERAL COMMENTS

i. Please revise your labeling to be in accordance with the most recently approved labeling for
the new reference list Orapred® Oral Solution, 15 mg/5 mL (NDA 75-117; approved
December 14, 2000), listed in the 2001 Orange Book, 21% edition (See attached copy of
this most recently approved labeling for Orapred® Oral Solution)

In addition to the attached copy of the most recently approved labeling for the reference
listed drug, Orapred®, please make the foliowing revisions listed below.

ii. The established name for this drug product is “prednisolone sodium phosphate oral
solution”. Therefore, replace “prednisolone sodium phosphate syrup” with “prednisolone
sodium phosphate oral solution” throughout the text.

b. DESCRIPTION

i Revise the molecular weight to read “484.39” as it is listed in the reference listed drugs
package insert and the USP.

ii. We note that ————— s still listed in your DESCRIPTION section. However, it
states in your Components and Compositions Statement that ————————— has been
replaced. Please revise and/or comment.

Please revise your labels and labeling, as instructed above, and submit in final print.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved changes for
the reference listed drug. We suggest that you routinely monitor the following website for any approved
changes-

http://www.fda.gov/cder/ogd/rid/labeling_review_branch.htm!



To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please

provide a side-by-side comparison of your proposed labeling with your last submission with all differences
annotated and explained.

@//@ﬁv

Wm er Rickman

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

Attached: A copy of the most recently approved labels and labeling for, Orapred® Oral Solution, 15 mg/5
mL (NDA 75-177; approved December 14, 2000.



Pharmacists: Dispense in tight,
light-resistant glass or PET
plastic containers as defined

in USP.

Keep tightly closed and out of
the reach of children.

NDC 59439-455-02

Equivalent to prednisolone

15 mg/5mL

Orapred

{prednisolone sodium phosphate

oral solution)

Rx only
8 fl 0z (237 mL)

Store refrigerated, 2-8°C (36-46°F)

0 ® ® ®
ASCENT

PEDIATRICS, INC.

For usual dosage and imporant
prescribing information see
accompanying package insert.

Description:'Each 5mL

{teaspoonful) contains 20.2 mg
prednisolone sodium phosphate
(15 mg prednisolone base) in a
palatable solution. Contains

alcohol 2%.

<
A

Manufactured tor
Ascent Pediatrics, Inc.
Wilmington, MA 01887
by

Lyne Laboratories, Inc.
Brockton, MA 02301

L2A0300



o e I e B R BT . T T

8330 8F4850 e g9 xaomoo= =n

cle

=8

Orapred®

{prednisolone sodium phosphate oral solution)

DESCRIPTION e
Orapred Solution is a.dye free; pale to light yellow ‘solution. Each
5 mL (teaspoontul) of Grapred contains 20.2 mg prednisolone
sodium phosphate (15 mg prednisolone base) in a palatable,
aqueous vehicle,

Inactive Ingredients: Orapred Solution equivalent to 15 mg pred-
nisolone per 5 mL contains the following inactive ingredients:
alcohof 2%, fructose, glycerin, monoammonium lycyrrhizinate,
povidone, sodium benzoate, sorbitol, and flavor. rapred may
contain citric acid and/or sodium hydroxide for pH adjustment”

Prednisolone sodium phosphate occurs as white or slightly yel-
low, friable granules or powder. It is.freely soluble in water; sol-
uble in methanol; siightly soluble in alcohol and in chloroform;
and very slightly soluble in acetone and in dioxane. The chemi-
cal name of prednisolone sodium phosphate is pregna-1,4-
diene-3,20-dione, 11 ,17-dihydroxy-21-(phosphoneoxy)-, disodi-
um salt, (118)-. The empirical formula is CgqHy; Na,04P; the
molecular weight is 484.39. Its chemical structure is: R

e

[+]
H
CHZOP(ONa);

Pharmacological Category: Glubocc; "icoid

CLINICAL PHARMACOLOGY

Naturally occurring glucocorticoids (hydrocortisone), which also
have salt-retaining properties, are used as replacement therapy
in adrenocortical deficiency states. Their synthetic analogs are
primarily used for their potent anti-inflammatory effects in dis-
orders of many organ systems.

Prednisolone is a synthetic adrenacortical steroid drug with pre-
dominantly glucocorticoid properties. Some of these properties
reproduce the physiological actions of endogenaus glucocorti-
costeroids, but others do not necessarily reflect any of the
adrenal hormones’ normal functions; they are seen only after
administration of large therapeutic doses of the drug. The phar-
macological effects of prednisolone which are due to its gluco-
corticoid properties include; promotion of gluconeogenesis;
increased deposition of glycogen in the liver: inhibition of the
utilization of glucose; anti-insulin activity; increased catabolism
of protein; increased lipolysis; stimulation of fat synthesis and
storage; increased glomerular fittration rate and resulting
increase in urinary excretion of urate (creatinine excretion
remains unchanged); and increased calcium excretion.

Depressed production of eosinophils-and lymphocytes occurs,
but erythropoiesis and production of polymorphonuclear leuko-
Cytes are stimulated. Inflammatory processes (edema, fibrin
deposition, capillary dilatation, migration of leukocytes and
phagocytosis) and the later stages of wound healing (capillary
proliferation, deposition of collagen, cicatrization) are inhibited.

Prednisolone can stimulate secretion of various components of
gastric juice. Suppression of the production of corlicotropin
may lead to suppression of endogenous corticosteroids.
Prednisolone has slight mineralocorticoid activity, whereby entry
of sodium into cells and loss of intraceliular potassium is stimu-
fated. This is particularly evident in the kidney, where rapid ion
exchange leads to sodium retention and hypertension.

Prednisolone is rapidly and well absorbed from the gastroin-
testinal tract following oral administration. Orapred Solution
produces a 14% higher peak plasma leve! of prednisolone which
occurs 20% faster than the peak seen with tablets. Prednisolone
is 70-90% protein-bound in the plasma and it is eliminated from
the plasma with a half-life of 2 to 4 hours. It is metabolized
mainly in the liver and excreted in the urine as sulfate and glu-
curonide conjugates.

INDICATIONS AND USAGE

Orapred Solution is indicated in the following conditions:

1. Endocrine Disorders

Primary or secondary adrenocortical insufficiency (hydrocorti-
sone or.cortisone is the first choice; synthetic analogs may be

used in conjunction with mineralocorticoids where applicable; in

infancy mineralocorticoid supplementation is of particular
importance); congenitat adrenal hyperplasia; hypercaicemia
associated with cancer; nonsuppurative thyroiditis.

2. Rheumatlc Disorders :

As adjunctive therapy for short term administration (to tide the
patient over an acute episode or exacerbation) in: psoriatic
arthritis; rheumatoid arthritis; including juvenile rheumatoid
arthritis (selected cases may require low dose maintenance ther-
apy); ankylosing spondylitis; acute and subacute bursitis; acute
nonspecific tenosynovitis; acute gouty arthritis; epicondylitis.
For the treatment of systemic lupus erythematosus, dermato-
myositis (polymyositis), polymyalgia rheumatica, Sjogren’s syn-
drome, relapsing polychondritis, and certain cases of vasculitis.
3. Dermatologic Diseases

Pemphigus; bullous dermatitis herpetiformis; severe erythema

multiforme (Stevens-Johnson syndrome); exfoliative erythroder- -

ma; mycosis fungoides.

4. Allerglc States

Control of severe or incapacitating allergic conditions intractable
to adequate trials of conventional treatment in adult and pedi-
atric populations with: seasonal or perenpial allergic rhinitis;
asthma; contact dermatitis; atopic dermatitis; serum sickness;
drug hypersensitivity reactions.

5. Ophthalmic Diseases
Uveitis and ocular inflammatory conditions unresponsive to top-
ical corticosteroids; temporal arteritis; sympathetic ophthalmia.

6. Respiratory Diseases

Symptomatic sarcoidosis; idiopathic eosinophilic pneumonias;
fulminating or disseminated pulmonary tuberculosis when used
concurrently with appropriate antituberculous chemotherapy;
asthma (as distinct from allergic asthma listed above under
“Allergic States”), hypersensitivity pneumonitis, idiopathic pul-
monary fibrosis, acute exacerbations of chronic obstructive pul-
monary disease (COPD), and Pneumacystis carinii pneumonia
(PCP) associated with hypoxemia occurring in an HIV (+) indi-
vidual who is also under treatment with appropriate anti-PCP
antibiotics. Studies support the efficacy of systemic cortico-
steroids for the treatment of these conditions: allergic bron-
chopulmonary aspergiliosis, idiopathic bronchiolitis obliterans
with organizing pneumonia.

1. Hematologic Disorders

Idiopathic thrombocytopenic purpura in adults: selected cases
of secondary thrombocytopenia; acquired (autoimmune?
hemolytic anemia; pure red cell aplasia; Diamond-Blackfan ane-
mia.

8. Neoplaslic Diseases

For the treatment of acute leukemia and aggressive lymphomas
in adults and children, -

9. Edematous Statss

To induce diuresis or remission of proteinuria in nephrotic syn-
drome in adults with lupus srythematosus and in adults and
pediatric populations, with idiopathic nephrotic syndrome, with-
out uremia.

10. Gastrointestinal Diseases

To tide-the patient over a critical period of the disease in: ulcera-

tive cofitis; regional enteritis.

11. Nervous System

Acute exacerbations of multiple sclerosis.

12. Miscellaneous

Tuberculous meningitis with subarachnoid block or impending
block, tuberculosis with enlarged mediastinal lymph nodes caus-
ing respiratory difficulty, and tuberculosis with pleural or peri-
cardial effusion (appropriate antituberculous chemotherapy

must be used concurrently when treating any tuberculosis com- !

plications); trichinosis with neurologic or myocardial involve-

!




fnent; acute or chronic solid organ rejsction (with or without
other agents).

CONTRAINDICATIONS
Systemic fungal infections.
Hypersensitivity to the drug or any of its components.

WARNINGS

Gieneral:

In patients on corticosteroid therapy subjected to unusual
stress, increased dosage of rapidly acting corticosteroids before,
during and after the stressful situation is indicated.

Endocrine:

Corticosteroids can produce reversible hypothalamic-pituitary
adrenal (HPA) axis suppression with the potential for glucocorti-
costeroid insulficiency after withdrawal of treatment.

Metabolic clearance of corticosteroids is decreased in hypothy-
roid patients and increased in hyperthyroid patients. Changes in
thyroid status of the patient may necessitate adjustment in
dosage.

Infactions (general):
Persons who are on drugs which suppress the immune system
are more susceptible to infections than healthy individuals.
There may be decreased resistance and inability to localize
Infection when corticosteroids are used. infection with any
; qathogen inctuding viral, bacterial, fungal, protozoan or
- Helminthic infection, in any location of the body, mag be associ-
ited with the use of corticosteroids alons or in combination with
bther immunosuppressive agents that affect humoral or cellular
fmmunity, or nettrophil function. These infections may be mild
lo severe, and, with increasing doses of corticosteroids, the rate
if occurrence of infectious complications increases.
Corticosteroids may also mask some signs of infection after it
‘has already started.

Viral Infectlons: : » '
Chicken pox and measles for example, can have a more serious
or even fatal course in non-immune children or adults on corti-

- lepsteroids. In such children or aduits who have not had the dis-
dases, particular care should be taken to avoid exposure. How
the dose, route and duration of corticosteroid administration
affect the risk of developing a disseminated infection is not
known. The contribution of the underlying disease and/or prior
corticosteraid treatment to the risk is also not known. I
exposed to chicken pox, prophylaxis with varicella zoster
immune globulin (VZIG) may be indicated. if exposed to
measles, prophylaxis with immunoglobulin (1G) may be indicat-
pd. (See the respective package inserts for complete VZIG and
IG prescribing information). l?chicken pox develops, treatment
with antiviral agents should be considered.

Special pathogens: - - :

Latent disease may be activated or there may be an exacerbation
of intercurrent infections due to pathogens, including those
caused by Candida, Mycobacterium, Ameba, Toxoplasma,
Pneumocystis, Cryptococcus, Nocardia, etc.

Corticosteroids may activate latent amebiasis. Therefore, it is
recommended that latent or active amebiasis be ruled out before
initiating corticosteroid therapy in any patient who has spent
time in the tropics or in any patient with unexplained diarrhea.

Similarly, corticosteroids should be used with great care in
patients with known or suspected Strongyloides (threadworm)
infestation. In such patients, corticosterold-induced immuno-
suppression may lead to Strongyloides hyperinfection and dis-
semination with widespread larval migration, often accompanied
by severe enterocolitis and potentially fatal gram-negative sep-
ticemia.

Corticosteroids should not be used in cerebral malaria.

Tuberculosis:

The use of prednisolone in active tuberculosis should be
restricted to those cases of fulminating or disseminated tuber-
culosis in which the corticosteroid is used for the management
of the disease in conjunction with an appropriate antitubercu-
lous regimen.

If corticosteroids are indicated in patients with latent tuberculo-
sis or tuberculin reactivity, close observation is necessary as
reactivation of the digease may ogcur. During prolonged corti-
costeroid therapy<sse patispiz-inould receive chemoprophy-
laxis. )

Vaccination:

Adminisiration of live or live, attenuated vaccines Is con-
tralndicated in palients receiving Immunosuppressive doses
of corticosterolds. Killed or Inactivated vaccines may be
administered, howaevsr, the response to such vaccines can not
be predicted. Immunization procedures may be undertaken in
patients who are receiving corticosteroids as replacement thera-
py, e.g., for Addison’s disease.

Ophthaimic:

Use of corticosteroids may produce posterior subcapsular
cataracts, glaucoma with possible damage to the optic nerves,
and may enhance the establishment of secondary ocular infec-
tions due to bacteria, fungi or viruses. The use of oral corticos-
teroids is not recommended in the treatment of optic nauritis
and may lead to an increase in the risk of new episodes.
C;)rticosteroids should not be used in active ocular herpes sim-
plex.

Cardio-renal:

Average and large doses of hydrocortisone or cortisone can
cause elevation of blood pressure, salt and water retention, and
increased excretion of potassium. These effects are less likely to
occur with the synthetic derivatives except when used in large
doses. Dietary salt restriction and potassium supplementation
may be necessary. All corticosteroids increase calcium excre-
tion.

PRECAUTIONS -

General:

The lowest possible dose of corticosteroid should be used to
control the condition under treatment, and when reduction in
dosage is possible, the reduction should be gradual.

Since complications of treatment with glucocorticoids are
dependent on the size of the dose and the duration of treatment,
a risk/benefit decision must be made in each individual case as
to dose and duration of treatment and as to whether daily or
intermittent therapy should be used.

There is an enhanced effect of corticosteroids in patients with
hypothyroidism and in those with cirrhosis.

Kaposi's sarcoma has been reported to occur in patients receiv-
ing corticosteroid therapy, most often for chronic conditions.
Discontinuation of corticosteroids may result in clinical improve-
ment.

Endoctine: :
Drug-induced secondary adrenocortical insufficiency may be
minimized by gradual reduction of dosage. This type of relative
insufficiency may persist for months after discontinuation of
therapy; therefore, in any situation of stress accurring during
that period, hormone therapy should be reinstituted. Since min-
eralocorticoid secretion may be impaired, salt and/or a miner-
alocorticoid should be administered concurrently.

Ophthaimic:

intraocular pressure may become elevated in some individuals.
If steroid therapy is continued for more than 6 weeks, intraocular
pressure should be monitored.

Neuro-psychiairic:

Although controlled clinical trials have shown corticosteroids to
be effective in speeding the resolution of acute exacerbations of
multiple sclerosis, they do not show that they affect the ultimate
outcome or natural history of the disease. The studies do show
that relatively high doses of corticosteroids are necessary to
demonstrate a signiticant effect. (See DOSAGE AND ADMINIS-
TRATION.)

An acute myopathy has been observed with the use of high
doses of corticosteroids, most often occurring in patients with
disorders of neuromuscular transmission (e.g., myasthenia
gravis), or in patients receiving concomitant therapy with neuro-
muscular blocking drugs {e.q., pancuronium). This acute
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myopathy is generalized, may involve ocular and respiratory
muscles, and may result in qQuadriparesis. Elevation of creatinine
kinase may occur. Clinical improvement or recovery after stop-
ping corticosteroids may require weeks to years.

Psychic deran?ements may appear wlien cortftiS3teroids are
used, ranging from euphotia, insomnia; mood swings, personal-
ity chan%\es, and severe depression, to frank psychotic manifes-
tations. Also, existing emotional instability or psychotic tenden-
cies may be aggravated by corticosteroids.

Gastrolntestinal:

Steroids should be used with caution in nonspecific ulcerative
colitis, if there is a probabllity of impending perforation, abscess
or ather pyogenic infection: diverticulitis; fresh intestinal anasto-
moses; active or latent peptic ulcer. -

Signs of peritoneal irritation following gastrointestinal perfora-
tion in patients receiving corticosteroids may be minimal or
absent.

Cardio-renal:

As sodium retention with resultant edema and potassium loss
may occur in patients receiving corticosteroids, these agents
should be used with caution in patients with hypertension, con-
gestive heart failure, or renal insufficiency.

Musculoskeletal: :
Corticosteroids decrease bone formation and increase bone
resorption both through their effect on calcium regulation (i.e.,
decreasing absorption and increasing excretion) and inhibition
of osteoblast function. This, together with a decrease in the pro-
tein matrix of the bone secondary to an increase in protein
catabolism, and reduced sex hormone production, may lead to
inhibition of bone growth in children and adolescents and the
development of osteoporosis at any age. Special consideration
should be given to patients at increased risk of osteoporosis
(i.e., postmenopausal women) before initiating corticosteroid
therapy.

information for Patlents:

Patients shouid be warned not to discontinue the use of Orapred
abruptly or without medical supervision, to advise any medical
attendants that they are taking Orapred and to seek medical
advice at once should they develop fever or other signs of infec-
tion.

Persons who are on immunosuppressant doses of cortico-
steroids should be warned to avoid exposure to chickenpox or
measles. Patients should also be advised that if they are
exposed, medical advice should be sought without delay.

Drug Intaractions:

Drugs such as barbiturates, phenytoin, ephedrine, and rifampin,
which induce hepatic microsomal drug metabolizing enzyme
activity may enhance metabolism of prednisolone and require
that the dosage of Orapred be increased.

Increased activity of both cyclosporin and corticosteroids may
occur when the two are used concurrently. Convulsions have
been reported with this concurrent use.

Estrogens may decrease the hepatic metabolism of certain corti-
costeroids thereby increasing their effect.

Ketoconazole has been reported to decrease the metabolism of
certain corticosteroids by up to 60% leading to an increased risk
of corticosteroid side etfects.

Coadministration of corticosteroids and warfarin usually results
in inhibition of response to warfarin, although there have been
some conflicting reports. Therefore, coagulation indices should
be monitored frequently to maintain the desired anticoagulant
effect.

Concomitant use of aspirin (or other non-steroidal anti-inflam-
matory agents) and corticosteroids increases the risk of ?as~
trointestinal side effects. Aspirin should be used cautiously in
conjunction with corticosteroids in hypoprothrombinemia. The
clearance of salicylates may be increased with concurrent use of
corticosteroids, ’ ‘

When corticosteroids are administered concomitantly with

potassium-depleting agents (i.., diuretics, amphotericin-B),
patients should be observed closely for development of
hypokatemia. Patients on digitalis glycosides may be at
increased risk of arrhythmias due to hypokalemia.

Concomitant use of anticholinesterase agents and cortico-
steroids may produce severs weakness in patients with myas
thenia gravis. If possible, anticholinesterase agents should be
withdrawn at least 24 hours before initiating corticosteroid th:
apy.

Due to inhibition of antibody response, patients on prolonged
corticosteroid therapy may exhibit a diminished response to t
oids and live or inactivated vaccines. Corticosteroids may alsc
patentiate the replication of some organisms contained in live
attenuated vaccines. If possible, routine administration of vac-
cines or toxoids should be deferred until corticosteroid therap
is discontinued.

Because corticosteroids may increase blood glucose concentr:
tions, dosage adjustment of antidiabetic agents may be requin

Corticosteroids may suppress reactions to skin tests.

Pregnancy: Teratogenlc effects: Pregnancy Category C.
Prednisolone has been shown to be teratogenic in many speci
when given in doses equivalent to the human dose. Animal
studies in which prednisolone has been given to pregnant mic
rats, and rabbits have yielded an increased incidence of cleft
palate in the offspring. There are no adequate and well-con-
trolled studies in pregnant women. Orapred should be used du
ing pregnancy only if the potential benefit justifies the potentia
risk to the fetus. Infants born to mothers who have received
corticosteroids during pregnancy should be carefully observed
for signs of hypoadrenalism.

Nursing Mothers:

Systemically administered corticosteroids appear in human mil
and could suppress growth, interfere with endogenous cortico-
steroid production, or cause other untoward effects. Caution
should be exercised when Orapred is administered to a nursing
woman.

Pedlatric Use: ,
The efficacy and safety of prednisolone in the pediatric popyula-
tion are based on the well-established course of effect of corti-
costeroids which is similar in pediatric and adult populations.
Published studies provide evidence of efficacy and safety in
pediatric patients for the treatment of nephrotic syndrome (»>2
years of age}, and aggressive lymphomas and leukemias (>1
month of age). However, some of these conclusions and other
indications for pediatric use of corticosteroid, e.g., severe asth-
ma and wheezing, are based on adequate and well-controlled tr
als conducted in adults, on the premises that the course of the
diseases and their pathophysiology are considered to be sub-
stantially similar in both populations.

The adverse effects of prednisolone in pediatric patients are
similar to-those in adults (see ADVERSE REACTIONS). Like -
adults, pediatric patients should be carefully observed with fre-
quent measurements of blood pressure, weight, height, intraoc-
uiar pressure, and clinical evaluation for the presence of infec-
tion, psychosocial disturbances, thromboembolism, peptic
ulcers, cataracts, and osteaporosis. Children who are treated
with corticosteroids by any route, includin systemically admin-
istered corticosteroids, may experience a decrease in their
growth velocity. This negative impact of corticosteroids on
growth has been observed at low systemic doses and in the
absence of laberatory evidence of HPA axis'suppression (i.e.,
cosyntropin stimulation and basal cortisol plasma levels).
Growth velocity may therefore be a more sensitive indicator of
systemic corticosteroid exposure in children than some com-
monly used tests of HPA axis function. The linear growth of chil
dren treated with corticosteroids by any route should be moni-
tored, and the potential growth effects of prolonged treatment
should be weighed against clinical benefits obtained and the
availabifity of other treatment alternatives. In order to minimize
the potential growth effects of corticosteroids, children should
be titrated to the lowest sffective dose.



ADVERSE REACTIONS
(listed alphabetically under each subsection)

Fluld and Elsctrolyte Disturbances: Congestive heart faiture in
susceptible patients; fluid fetention; hypertension: hypokalemic
alkalosis; potassium loss; sodium retention.

pz:rdlovascular: Hypertrophic cardiomyopathy in premature
Infants.

Musculoskeletal: Aseptic necrosis of femoral and humeral
heads; loss of muscle Mmass; muscle weakness; osteoporosis:
pathologic fracture of long bones; steroid myopathy; tendon
fupture; vertebral compression fractures.

Gastrointestinal; Abdominal distention; elevation in serum liver
enzyme levels (usually reversibje upon discontinuation); pancre-
atitis; peptic ulcer with possible perforation and hemorrhage;
Ulcerative esophagitis.

Dermatologle: Facial erythema; increased sweating; impaired
wound healing; may Suppress reactions to skin tests; petechiae
and ecchymoses; thin fragile skin; urticaria; edema.

Metabollc: Negative nitrogen balance due to protein catabolism,
Neurological: Convulsions: headache; increased intracranial
pressure with papilledema {pseudotumor cerebri), usually fol-
lowing discontinuation of treatment; psychic disorders: vertigo.
Endocrine: Decreased carbohydrate tolerance: development of
cushingoid state; hirsutism; increased requirements for insulin
or oral hypoglycemic agents in diabetes; manifestations of latent
diabetes mellitus; menstrual irregularities; secondary adrenocor-
tical and pituitary unresponsiveness, particularly in times of
stress, as in trauma, surgery or illness; suppression of growth
in children.

Ophthalmic: Exophthalmos; glaucoma; increased intraocular
préssure; posterior subcapsular cataracts.

Other: Increased appetite; Malaise; nausea; weight gain,

OVERDOSAGE
The effects of accidenta ingestion of large quantities of pred-
nisolone over a very short period of time have not been report-
ed, but prolonged use of the drug can produce mental symp-
toms, moon face, abnormal fat deposits, fluid retention, exces-
sive appetits, weight gain, hypertrichosis, acne, striae, ecchymo-
sis, increased sweating, pigmentation, dry scaly skin, thinning
scalp hair, increased blood pressure, tachycardia, throm-
bophlebitis, decreased resistance to infection, negative nitrogen
balance with delayed bone and wound healing, headache, weak-
ness, menstrual disorders, accentuated menopausal symptoms,
. Netiropathy, fractures, osteaporosis, peptic ulcer, decreased glu-
cose toferance, hypokalemia, and adrenal insufficiency.
H;patomegaly and abdominal distention have been observed in.
children.

" Treatment of acute overdosage is by immediate gastric lavage or
! emesis followed by supportive and symptomatic therapy. For

! chronic overdosage in the face of severe disease requiring con-
- tinuous steroid therapy the dosage of prednisolone may be

; reduced only temporarily, or alternate day treatment may be

{ introduced. ’ .

“ DOSAGE AND ADMINISTRATION _

- The initial dose of Orapred may vary from 1.67 mL to 20 mL (5
! t0'60 mg prednisolone base) per day depending on the specific
1 disease entity being treated. In situations of less severity, lower
: doses will generally suffice while in selected patients higher ini-
1 tia} doses may be required. The initial dosage should be main-

tained or adjusted until a satisfactory response is noted. If after
a reasonable period of time, thers is a lack of satisfactory clini-

i cal response, Orapred should be discontinued and the patient

- placed on other appropriate therapy. IT SHOULD BE EMPHA-
SIZED THAT DOSAGE REQUIREMENTS ARE VARIABLE AND
MUST BE INDIVIDUALIZED ON THE BASIS OF THE DISEASE
UNDER TREATMENT AND THE RESPONSE OF THE PATIENT.
After a favorable response is noted, the proper maintenance
dosage should be determined by decreasing the initial drug
dosage in small decrements at appropriate time intervals until
the lowest dosage which will maintain an adequate clinical
response is reached. It should be kept in mind that constant
monitoring is needed in regard to drug dosage. Included in the

situations which may. make dosage adjustments necessary are
changes in clinical status secondary to remissions or exacerba-
tions in the disaase process, the patient's individual drug
responsivenesaiid theadfect of patient exposure to stressful
situations not directly related to the disease entity under treat-
ment; in this latter situation it may be necessary to increase the
dosage of Orapred for a period of time consistent with the
patient’s condition, If after long term therapy the drug is to be
stopped, it is recommended that it be withdrawn gradually
rather than abruptly.

In the treatment of acute exacerbations of multiple sclerosis
daily doses of 200 mg of prednisolone for a week followed by
80 g every other day or 4 to 8 mg dexamethasone every other
day for one month have been shown to be effective.

In pediatric patients, the initial dose of Orapred may var
depending on the specitic disease entity being treated. The
range of initial doses is 0.14 to 2 mg/kg/day in three or four
divided doses (4 to 60 mg/m2bsa/day).

The standard regimen used to treat nephrotic syndrome in pedi-
atric patients is 60 mg/m?/day given in three divided doses for 4
weeks, followed by 4 weeks of single dose alternate-day therapy
at 40 mg/m2/day.

The National Heart, Lung, and Blood Institute (NHLBI) recom-
mended dosing for systemic prednisone, prednisolone or
methylprednisolone in children whose asthma is uncontrolled by
inhaled corticosteroids and fong-acting bronchodilators s 1-2
mg/kg/day in single or divided doses. It is further recommended
that short course, or “burst” therapy, be continued until a child
achieves a peak expiratory flow rate of 80% of his or her per-
sonal best or symptoms resolve. This usually reguires 3 to 10
days of treatment, although it can take tonger. There is no evi-
dence that tapering the dose after improvement will prevent a
relapse.

For the purpose of comparison, 5 mL of Orapred (20.2 mg
prednisolone sodium phosphate) is equivalent to the following
milligram dosage of the various gluccorticoids:

Cortisone, 75
Hydrocortisone, 60
Prednisolone, 15
Prednisone, 15
‘Methylprednisolone, 12

Triamcinolone, 12
Paramethasone, 6
Betamethasone, 2.25
Dexamethasone, 2.25

These dose relationships apply only to oral or intravenous
administration of these compounds. When these substances or

their derivatives are injected intramuscularly or into joint spaces,
their relative properties may be greatly ajtered,

HOW SUPPLIED

Each 5 mL (teaspoontul) of grape flavored solution contains
20.2 mg prednisolone sodium phosphate (15 mg prednisolone
base).

Available as:

81l 0z (237 mL) NDC 59439-455-02

16 1l 0z (473 mL) NDC 59439-455-03

Dispense in tight, light-resistant glass or PET plastic containers
as defined in USP.

Store refrigerated, 2-8°C (36-46°F)

Keep tightly closed and out of the reach of children.
Rx only

Revised March 8, 2000.

Manufactured for Ascent Pediatrics, Inc.,
Wilmington, MA 01887
by Lyne Laboratories, Inc., Brockton, MA 02301
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KIEL LABORATORIES, INC.

September 10, 2001

Mr. Gary Buehler
Director, Office of Generic Drugs

Center for Drug Evaluation and Research AT ARAENEAAEE

Food and Drug Administration ORlG AMENDMENT

Metro Park North II

7500 Standish Place, Room 150

Rockville, MD 20855-2773 TELEPHONE AMENDMENT

RE: ANDA 75-250, PREDNISOLONE SODIUM PHOSPHATE, USP, ORAL
SOLUTION, 15mg/5 mL

WE Pharmaceuticals, Inc. (WE) is submitting a TELEPHONE AMENDMENT to
Abbreviated New Drug Application 75-250, Prednisolone Sodium Phosphate, USP, Oral
Solution, 15mg/5 mL. This amendment is submitted in one (1) volume, with copies in an
archival (blue) folder and a technical review (red) folder.

In this Telephone Amendment, WE provides information in support of a request for
additional specifications for the Prednisolone Sodium Phosphate, USP, Oral Solution, 15
mg/5mL. The request involved adding a specification for product color to the finished
product specification, the stability protocol and a method to quantitatively measure and
monitor the color.

This amendment contains a copy of the finished product specification including the
requirement for color, a stability protocol including a color specification and a standard
operating procedure for the test method to quantitatively measure color.

The manufacturing and packaging facility for the finished dosage form is Kiel
Laboratories™ located at 2225 Centennial Drive, Gainesville, GA. WE Pharmaceuticals
is forwarding a true copy of this Telephone Amendment to the Atlanta District Office,
Food and Drug Administration, and certifies that the information contained in this true
copy is the same as that submitted to FDA headquarters.

Please direct any written communications regarding this Amendment to me at the address
below. If you have any technical questions, or require additional information, please
contact me at Kiel Laboratories™ at (770) 534-0079.

o Mkt

Thomas A. Dunkle
Regulatory Associate

2225 CENTENNIAL DRIVE ¢ GAINESVILLE, GEORGIA 30504 * 770-534-0079 * FAX 770-534-0229
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October 19, 2001

Mr. Gary Buchler ORIG AMENDMENT

Director, Office of Generic Drugs

Center for Drug Evaluation and Research \\) , Fﬁ»
Food and Drug Administration

Metro Park North II :

7500 Standish Place, Room 150 ,Z,
Rockville, MD 20855-2773

SUBJECT: Labeling Deficiency Response, Pate atlon Statement and
Additional Amendment TO 75-250

RE: Prednisolone Sodium Phos al Solution, 15mg/5mL W

Dear Mr. Buehler,

Reference is made to your facsimile dated August 10, 2001 regarding deficiencies for
Prednisolone Sodium Phosphate Oral Solution, 15mg(base)/SmL, ANDA 75-250 and
telephone conversation requests of October 15, 2001. This ANDA is based on the
reference listed drug, ORAPRED® (prednisolone sodium phosphate) Oral Solution,
15mg(base)/5SmL by Ascent Pediatrics. In this amendment, we are responding to the
labeling deficiencies communicated in the facsimile and the additional requests made by
telephone. .

As required by 21 CFR 314.94(D)(5), WE Pharmaceuticals, Inc. is forwarding a true
copy of the amendment, including a completed copy of FDA form 356h. This additional
amendment is submitted in (1) volume. WE Pharmaceuticals, Inc. is filing an archival
copy (blue folder) and a technical review copy (red) of this submission.

The manufacturing facility for the finished product is Kiel laboratories, Inc., located at
2225 Centennial Dr., Gainesville, GA 30504. We certify that a true copy of this
amendment has been provided to the Food and Drug Administration, Atlanta District
office, Atlanta, GA.

Please direct any written communication regardmg this ANDA to me at the above
address. If you have any technical questions or require additional information, please
feel free to contact H. Greg Thomas, Vice President, Kiel Laboratories, Inc., at (770)
534-0079. '

Sincerely,

/“7 A

President



—— : : Allergy/Asthma Products

P.O. Box 1142, Ramona, California 92065 ¢ (760) 788-9155 « (800) 262-9555 « FAX (760) 788-9445 « http://www.weez.com

_October 26, 2001

Mr. Gary Buehler

Director, Office of Generic Drugs t\)\ m
Center for Drug Evaluation and Research

Food and Drug Administration

Metro Park North II

7500 Standish Place, Room 150

Rockville, MD 20855-2773

SUBJECT: TELEPHONE AMENDMENT TO ANDA: 75-250
RE: Prednisolone Sodium Phosphate Oral Solution, 15mg/5SmL

Dear Mr. Buehler,

Reference is made to a communication by telephone on October 23, 2001 regarding
documentation for an outside testing laboratory used for

ANDA 75-250. In this
amendment, we are including documentation stating that the testing performed by the
facility operated by

As required by 21 CFR 314.94(D)(5), WE Pharmaceuticals, Inc. is forwarding a true
copy of the amendment, including a completed copy of FDA form 356h. This additional
amendment is submitted in (1) volume. WE Pharmaceuticals, Inc. is filing an archival
copy (blue folder) and a technical review copy (red) of this submission.

The manufacturing facility for the finished product is Kiel laboratories, Inc., located at
2225 Centennial Dr., Gainesville, GA 30504. We certify that a true copy of this
amendment has been provided to the Food and Drug Administration, Atlanta District
office, Atlanta, GA.

Please direct any written communication regarding this ANDA to me at the above
address. If you have any technical questions or require additional information, please
feel free to contact H. Greg Thomas, Vice President, Kiel Laboratories, Inc., at (770)
534-0079.

Singerely,

M

Craig H. Wheeler
President
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November 16, 2001

Mr. Gary Buehler

Director, Office of Generic Drugs , g i (¢
Center for Drug Evaluation and Research

Food and Drug Administration ' m 2N AENT
Metro Park North IT ARAERS

7500 Standish Place, Room 150
Rockville, MD 20855-2773

SUBJECT: FAXED AMENDMENT RESPONSE (Labeling)
ANDA 75-250

RE: Prednisolone Sodium Phosphate Oral Solution, 15mg(base)/SmL
Dear Mr. Buehler,

Reference is made to your facsimile dated October 30, 2001 regarding labeling
deficiencies for Prednisolone Sodium Phosphate Oral Solution, 15mg(base)/SmL, ANDA
75-250. In this amendment, we are responding to the labeling deficiencies communicated
in the facsimile.

As required by 21 CFR 314.94(d)(5), Kiel Laboratories™ on behalf of WE
Pharmaceuticals, Inc. is forwarding a true copy of the amendment, including a completed
copy of FDA form 356h. This additional amendment is submitted in (1) volume. Kiel
Laboratories™ on behalf of WE Pharmaceuticals, Inc. is filing an archival copy (blue
folder) and a technical review copy (red) of this submission.

The manufacturing facility for the finished product is Kiel Laboratories™, located at
2225 Centennial Dr., Gainesville, GA 30504. Kiel Laboratories™ on behalf of WE
Pharmaceuticals, Inc. certifies that a true copy of this amendment has been provided to
the Food and Drug Administration, Atlanta District office, Atlanta, GA.

Please direct any written communication regarding this ANDA to me, H. Greg Thomas,
Vice President, Kiel Laboratories™, at (770) 534-0079.

Sincerely,

1. Greg THomas, Ph.D.
Vice President

2225 CENTENNIAL DRIVE ¢ GAINESVILLE, GEORGIA 30504 770-534-0079 « FAX 770-534-0229
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February 25, 2002

Mr. Gary Buehler

Director, Office of Generic Drugs ‘

Center for Drug Evaluation and Research N P}/M
Food and Drug Administration

Metro Park North II

7500 Standish Place, Room 150 _ . S
Rockville, MD 20855-2773 BRIG ke

SUBJECT: MINOR AMENDMENT

RE: Prednisolone Sodium Phosphate Oral Solution,
15mg(base)/SmL, ANDA 75-250

Dear Mr. Buehler,

[n this Minor Amendment, WE Pharmaceuticals, Inc. is submitting information regarding
a Settlement and License Agreement, effective February 15, 2002 between WE
Pharmaceuticals, Inc. and Celltech Pharmaceuticals, USA. Also, updated labeling,
chemistry, manufacturing, and controls information is provided identifying any changes
from the conditions under which the product was tentatively approved.

WE Pharmaceuticals, Inc. has been granted a non-exclusive license to make, use, offer to
sell, or sell any product containing the formulation set forth in WE’s ANDA No. 75-250 -
relating to the Prednisolone Sodium Phosphate Oral Solution for the 15mg/5mL strength
from Celltech. A copy of the February 21, 2002 letter from Celltech to WE ‘
Pharmaceuticals, Inc. confirming the aforementioned agreement is included.




Mr. Gary Buehler
February 25, 2002
Page 2

As required by 21 CFR 314.94(d)(5), WE Pharmaceuticals, Inc. is forwarding a true copy
of this submission, including a completed copy of FDA form 356h. This information is
submitted in (1) volume. WE Pharmaceuticals, Inc. is filing an archival copy (blue
folder) and a technical review copy (red) of this submission. WE Pharmaceuticals, Inc.
certifies that a true copy of this supplement has been provided to the Food and Drug
Administration, Atlanta District office, Atlanta, GA.

Please direct any written communication regarding this ANDA to me at the above
address. If you have any technical questions or require additional information, please
feel free to contact H. Greg Thomas, Vice President, Kiel Laboratories™, at (770) 534-
0079. '

Sincerely,

ANV IR

Craid H. Wheeler
.President



LAW OFFICES OF
THOMAS A. MAGLIOZZ]

462 STEVENS AVENUE
SVUITE 103
SOLANA BEACH, CALIFORNIA 92075

TELEPHONE: (858) 481-6001
FACSIMILE: (B58) 481-6329

April 15, 2002

BY FACSIMILE TO (301) 827-5911
AND FIRST-CLASS MAIL

Mr. Peter Rickman

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Re: Prednisolone Sodium Phosphate Solution,
15mg(base)/SmL, ANDA 75-250

Dear Mr. Rickman:

During our April 9, 2002 telephone discussion you recommended that WE
Pharmaceuticals, Inc. contact Ruby Yu to arrange a direct dialogue on a "scientific level”
between the Agency's chemist and a representative of Kiel Laboratories, Inc., WE's
contract manufacturer. '

Pursuant to your recommendation, a representative of Kiel Laboratories, Inc., did
place a call to Ms. Yu for the purpose of setting up a teleconference with the Agency's
chemist. It has now come to my attention that Ms. Yu has replied by leaving a voice mail
message indicating that the requested teleconference would not be arranged.

I intend to respond more fully to this refusal after reviewing the details of the
communications between Ms. Yu and Kiel Laboratories, Inc. In the meantime, please be
advised that WE Pharmaceuticals, Inc. does not agree or acquiesce to classification of its
pending amendment dated February 25, 2002 as a "major" amendment.

Very truly yours,
-t -
RECEIVED /W
0
JUN1 420 L Thomas A. Magliozzi
cc: Craig H. Wheeler (QGD/CDER



