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ANDA 74-897
FEB 27 1998

Apothecon, Inc.
Attention: Elaine Cembor
P. O. Box 4500
Princeton, NJ 08543-4500

IIIIlIIlllllIIIlIIl;'ll"lllllllllll"llllIlllllll"
Dear Madam:

This is in reference to your abbreviated new drug application
dated April 30, 1996, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Acyclovir Sodium for
Injection, 500 mg (base)/vial and 1 g (base)/vial.

Reference is also made to your amendments dated December 1, 1997,
and January 29, 1998.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use

as recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence

has determined your Acyclovir Sodium for Injection,

500 mg (base)/vial and 1 g (base)/vial to be bioequivalent

and, therefore, therapeutically equivalent to the listed drug
(Zovirax® Sterile Powder, 500 mg (base)/vial and 1 g (base)/vial,
respectively, of Glaxo Wellcome Inc.).

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of

Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.




Page 2

We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Validation of the regulatory methods has not been completed. It
is the policy of the Office not to withhold approval until the
validation is complete. We acknowledge your commitment to
satisfactorily rescolve any deficiencies which may be identified.

Sincerely yours,

Douglas L. Sdbrn

2/27/738

Office of Generic Drugs
Center for Drug Evaluation and Research
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T 10 vials 1 gram sach NDC 59772-4160-1
ACYCLOVIR SODIUM FOR INJECTION .
Contains acyclovir sodium equivalent to 1 g acyclovir. 7

FOR INTRAVENOUS INFUSION ONLY

smmmwmzs'(:(se'bwn.

CAUTION: Federal law prohibits dispensing without prescription.

MMdMVHWMNﬁLGMWWIMMMM
dissohtion. DO N@TUSE BACTERIOSTATIC WATER FOR INJECTION

CONTAINING BENZYL ALCOHOL OR PARAGENS. nactive Ingredient: Sodium-fydrox- -

ide has been added to adjust the pH-of this product. L 36

For indications, dosage, precautions, etc., s ing packager insert. ™~

APOTHECON® A Bristol-Myers Squibb Company, Princeton, NJ 08540 USA

. Date
Ec?mn No.

500 mg each NDC 59772-4161-2

10 vials
ACYCLOVIR SODIUM FOR INJECTION
Contains acyclovir sodium equivalent to 500 mg acyclovir.
FOR INTRAVENOUS INFUSION ONLY - -(
Store between 15° to 25° C (59* 0 77°F). T T
CAUTION: Federal law prohibits dispensing without prescription.
. e e

DissolvemmamsoieadlvialbyadanOmLomeﬂewmfor .
IOSTAIIC.WATERFORWECHON

well to assure complete dissojution. DO NOT USE BACTER! N
ALCOMOL OR PARABENS. Inactive Ingredigm_ Sodium hydroxide

CONTAINING BENZYL .
has been added to adjus {he pH of this product. D

For indications, dosage, P! etg,, S8 ACCOMpANYNG pinsert
AE:,O;[‘}'I'ECONO A Bristol-Myers Squibb Company, Princeton, NJ 08540 USA
Conitrol No.
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OFFICE OF GENERIC DRUGS
CHEMISTRY, MANUFACTURING AND CONTROLS REVIEW

ANDA# 74-897

NAME AND ADDRESS QF APPLICANT
Apothecon® Inc.

A Bristol-Myers Squibb Company
P.0O. Box 4500

Princeton, NJ 08543-4500

Y] BAST MY

The application is based on the reference listed drug
Zovirax Sterile Powder® manufactured by Burroughs Wellcome
(NDA 18-603). Apothecon certifies that they will not
infringe U.S. Patent No. 4,199,574 owned by Burroughs
Wellcome. This patent, which covers acyclovir product,
composition and method of use, expired on 4/22/97. The firm
also certifies that the manufacturing process used by the
acyclovir raw material suppliers will not infringe U.S.
Patent No. 4,544,634 also owned by Burroughs Wellcome.

PPL NT
N/A

PROPRIETARY NAME

N/A

N RIETARY

Acyclovir Sodium for Injection
PPL F

N/A

AMENDME DA

Firm:

Original Submission: 4/30/96
Amendment: 6/7/96

Amendment: 6/19/96

Amendment (MAJOR): 2/6/97
Amendment (MINOR): 9/23/97
Amendment (MINOR): 12/1/97
Telephone Amendment: 1/29/98




ANDA 74-897

Page 2

10.

12.

13.

14.

15.

16.

EDA:

Refusal to File: 5/31/96
Acceptance to File: 7/3/96
Deficiency Letter (MAJOR): 1/8/97
Deficiency Letter (MINOR): 7/11/97
Deficiency Letter (MINOR): 11/7/97

PHARMACOLOGICAL CATEGORY 11.
Antiviral
RE D I NDA/D

AGE F ADM TRATI

Sterile Powder/IV

TRENGT
500 mg/vial
1 gm/vial

9-[ (2-Hydroxyethoxy)methyl]guanine sodium
Molecular Weight: 247.19

RECORDS AND REPORTS
N/A




ANDA 74-897 Page 3

17.

18.

19.

COMMENTS

All CMC deficiencies were resolved with the firm's 1/29/98
telephone amendment. Methods validation has been completed,
an acceptable EER has been received, labeling has been found
acceptable and the bio-waiver has been granted. Issues
concerning micro are currently under review by the
microbioclogist (J.McVey); acceptable 2/6/98.

CONCLUSIONS /RECOMMENDATIONS
Recommend approval

REVIEWER P - D ED
P 3 :
Susan Rosencrance c&éﬂ v 12/17/97; revised 2/6/98
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OFFICE OF GENERIC DRUGS, HFD640
Microbiologists Review #4

February 6, 1998

ANDA: 74-897
APPLICANT: Apothecon Inc.
A Bristol-Myers Squibb Company
Attn. Russell P. Wesdyk
P.O. Box 4500
Princeton, NJ 08543-4500

PRODIICT NAMES: Acyclovir Sodium for Injection

DOSAGE FORM AND ROUTE OF ADMINISTRATION: Sterile
powder, 500 mg in a 10 mL vial and 1000 mg in a 20 mL vial. For
Intravenous Infusion only. Rehydrated with Sterile Water for Injection,
10mLmtothe500mgv1a1and20mLmtothe 1000 mg vial. Dlluteto7
mg/mL or lower prior to infusion.

METHOD(S) OF STERILIZATION:
PHARMACOLOGICAL CATEGORY: antiviral

DATE OF INITIAI, SUBMISSION: -
- May 2, 1996 - Refused to File May 31, 1996
Accepted - June 25,1996.

DATE OF AMENDMENT: June 19, 1996.

February 6, 1997.
September 23, 1997 Y
January 29, 1998 - Subject of this Review

RELATED DOCIIMENTS:

Submitted November 4, 1992 as a complete replaccmem
Complete Revision dated October 19, 1995
Amendment dated May 14, 1997. - Separated from ANDA and sent in

Amendment dated September 22, 1997 - separately reviewed October 2,
1997 . Letter sent dated October 11, 1997. One question is outstanding.
Amendment dated December 2, 1997 - information provided found
sufficient in Microbiologists review dated December 11, 1997.

ASSIGNED FOR REVIEW: February 6, 1998.




ANDA 74-897 ' Microbiologist's Review #4

C.

cc.

REMARKS: Patent expires April 22, 1997 with no exclusivity. Referenced
was reviewed with respect to

CONCLUSIONS: The submission is recommend for approval on the basis of

ste;i_lity assurance. S%ciﬁc commc/m.vkaﬁe provi}ed in "E. Review Notes"._\

s James L. MCVEV o = -
P o / 1o / 1 g
initialed by K_¥ang or F. Holcombe ‘ l, _. |
Original ANDA -
Field Copy

drafted by: J. McVey
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Acyclovir Sodium for Injection Apothecon Inc.

500 mg/vial Princeton, N.J.

1 gram/vial Submission date:

NDA #: 74-897 April 30, 1996

Reviewer: J. Lee May 31, 1996 (refuse to file)

7489TW .496 June 25, 1996 (accept for filing)
Review of Two R r

The sponsor has filed an application for acyclovir sodium for injection, 500 mg/vial & 1

gram/vial and is requesting waivers from in-vivo requirements under 21 CFR 320.22 (b)(1). The
company claims that their test product contains the identical active and inactive ingredients as
currently approved for Zovirax Sterile Powder, the reference listed drug.

The sponsor has provided a comparison between their drug product vs the reference listed drug

with respect to conditions of use, active ingredient, dosage form, route of administration, and

strengths.
Both drug products are lyophylized products and, when reconstituted, are intended solely for IV
infusion. :
‘Apothecon Zovirax
mg/vial mg/vial -

Acyclovir 500 500

NaOH adj. pH adj. pH

Acyclovir 1000 1000

NaOH adj. pH adj. pH
* NaOH is used both to convert acyclovir to acyclovir sodium and to adjust pH before
lyophylization.
Recommendation:
1. The Division of Bioequivalence agrees that the information submitted by Apothecon

demonstrates that acyclovir sodium for injection 500 mg/vial and 1 gram/vial fall under
21 CFR 320.22 (b)(1) of Bioavailability/Bioequivalence Regulations. The Division of
Bioequivalence recommends that the waiver of an in-vivo bioavailability study be
granted. The sponsor's test products are deemed bioequivalent to the corresponding
strengths of Zovirax® Sterile Powder, manufactured by Burroughs Wellcome.




qlos/ac
J. Lee
Division of Bioequivalence
Review Branch II [

RD INITIALED SNERURKAR
 afasl
FT INITIALED SNERURKAR ' (T

Concur: ___ Date: 7/7/" /94

V \ra \/*
Keith Chan, Ph.D.
Director, Division of Bioequivalence

TLee/jl/ 09-12-96

cc: NDA #74-897 (original, duplicate), HFD-630, HFD-655 (Lee, Patnaik), Drug File,
Division File '
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ANDA APPROVAL SUMMARY

ANDA: 74-897

DRUG PRODUCT: Acyclovir Sodium for Injection

FIRM: Apothecon, Inc.

DOSAGE FORM: Sterile Powder/IV STRENGTHS: 500 mg/vial; 1 g/vial

CGMP STATEMENT/EIR UPDATE STATUS: Signed cGMP certification provided
on page 129 (4/30/96 submission). EER found acceptable 4/21/97.

BIO STUDY: The bio study waiver request was granted by the Division
of Bioequivalence on 9/25/96.

METHOD VALIDATION: Methods found suitable by the District on 9/23/97.

STABILITY - (ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION?): The 3 month accelerated stability data and the

12 month room temperature stability data support the proposed 24
month expiration date for the product. Stability data generated on
reconstituted and diluted product show the label claims are met.
Containers used in the studies are identical to the proposed market
containers.

LABELING: Found acceptable by A.Vezza on 10/30/97. -
STERILIZATION VALIDATION (IF APPLICABLE): On the basis of sterility
assurance, the application is ready for approval (See Micro Rev #4;
2/6/98) .

SIZE OF BIO BATCH: N/A

SIZE OF STABILITY BATCHES: Approval is sought for multiple raw

material sources . The firm has manufactured
a batch of the proper size for each source. Batch 38341-038
consisted of and batch 38341-042 consisted of

PROPOSED PRODUCTION BATCH - (MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?): Commercial batch sizes of are

proposed. The manufacturing process described in the executed batch

records is the same as that described in the blank production batch
record.

~ /

741
CHEMIST: Susan Rosencrance B DATE: 2/12/98
TEAM LEADER: U.V. Venkataram DATE: 2, "1[4@/
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CJAPOTHECON . /g/f(*’

PO.Box 4500 Princeton. N 08543-4500 609 897- ” 17
et b(
\ “
BN
Mr. Douglas Sporn d’ RECE'VED

Director

Office of Generic Drugs '‘MAY 0 2 1996
Center for Drug Evaluation and Research

Food and Drug Administration

Metro Park North Ii GENERIC DRUGS
7500 Standish Place, Room 150

Rockville, Maryland 20855-2773

Re: Acyclovir Sodium For Injecti.on
Original ANDA Filing

Mr. Sporn:

Pursuant to 21 CFR 314.92 Apothecon® Inc. respectfully submits this application for
Acyclovir Sodium for injection, 500 and 1000 mg.  The filing provides documentation
supporting manufacturing, packaging and testing of commercial product at our New
Brunswick, NJ site. Demonstration batches were produced at this site, at the full
proposed commercial scale.

Consistent with 21 CFR 314.94, this filing contains information on the indication,
labeling, drug substance, inactive components, formula, method of manufacture,
packaging components, drug substance, product and in-process specifications, analytical
methods, and stability of our product. All necessary certifications are included. A
waiver of bioequivalency requirements is requested under 21 CFR 320.22 (b)(1).

A review copy and an archival copy of our filing is provided. A field copy of the filing
has also been forwarded to the appropriate regional district office. A Table of Contents is
contained within each copy.

With regards the language used throughout this filing, please be aware that we have
adopted the nomenclature for injectable products that became official in USP 23. As
such, the filing makes reference to Acyclovir Sodium For Injection, rather than “Sterile
Powder.” The exception is our proposed labeling text which is submitted with the old
“Sterile Powder” nomenclature, consistent with CDER guidance of October 2, 1995.
Our labeling will be amended to the USP nomenclature once a revised monograph is
issued, or upon agency request.

We trust that you will find this application complete. However, should questions arise
during review, please do not hesitate to call me directly (609-897-2407) or to fax
your comments (609-897-6005). Apothecon will provide timely responses.

Manager, Regulatory Opeura-tlonc
-—Lv A Bristol-Myers Squibb Company

G000)2




ANDA 74-897

Apothecon, Inc.

Attention:. Russell P. Wesdyk 31 19%
P.0. Box 4500 MAN '
Princeton, NJ 08543-4500

Dear Sir:

Please refer to your abbreviated new drug application (ANDA)
dated May 2, 1996, submitted under Section 505(j) of the Federal
Food, Drug and Cosmetic Act for Acyclovir Sodium for Injection,
500 mg/vial and 1 g/vial.

We have given your application a preliminary review, and we find
that it is not sufficiently complete to merit a critical
technical review.

We are refusing to file this ANDA under 21 CFR 314. 101(d)(3) for
the following reasons:

Although you have provided a statement that your proposed
product contains the same inactive ingredients as the
reference listed drug, you have failed to provide
information to demonstrate that the proposed product is
qualitatively and quantitatively the same as the reference
listed drug product. Please provide a side-by-side
comparison of your formulation with formulation of the
reference listed drug which contains information to
demonstrate that all inactive ingredients are qualitatively
and quantitatively the same. In addition, if any
qualitative or quantitative differences do exist between
your proposed drug product and the reference listed drug,
you must provide information to demonstrate these
differences do not affect the safety of the proposed drug
product{21 CFR 314.94(a) (9) (iii)].

Certain inactive ingredients for parenteral drug products
may vary from the reference listed drug such as
preservative, buffer, antioxidant, or substances to adjust
pH. However, you must provide 1nformat10n demonstrating
that the presence of a new inactive ingredient does not
affect the safety of the proposed drug product (21 CFR
314.94(a) (9) (iii)]. This information to demonstrate safety
should include, but is not limited to: (a) examples of
approved drug products administered by the same route of
administration which contain the same inactive ingredients,
and that are within the same concentration range, (b) a




description of the purpose of the inactive ingredients when
different inactive ingredients are included in the proposed
drug product, (c) a comparison of the physical and chemical
properties (e.g. pH, osmolarity, tonicity) of the proposed
drug product with that of the reference listed drug, and (d)
information to show that the inactive ingredients do not
adversely affect these properties. Please refer to the
Office of Generic Drugs' i i i

Policy, dated November 17, 1994.

Thus, it ﬁill not be filed as an abbreviated new drug application
within the meaning of Section 505(j) of the Act. S

Also, in the interim, please submit three additional copies of
the analytical methods and descriptive information needed to
perform the tests on the samples (both the bulk active

- ingredient(s) and finished dosage form) and validate the
analytical methods. Please do not send samples unless
specifically requested to do so. If samples are required for
validation, we will inform your where to send them in a separate
communication.

Within 30 days of the date of this letter you may amend your
application to include the above information or request in -
writing an informal conference about our refusal to file the
application. To file this application over FDA's protest, you
must avail yourself of this informal conference.

If after the informal conference, you still do not agree with our
conclusion, you may make a written request to file the '
application over protest, as authorized by 21 CFR 314.101(a) (3).
If you do so, the application shall be filed over protest under
21 CFR 314.101(a)(2). The filing date will be 60 days after the
date you requested the informal conference. If you have any
questions please call:

Consumer Safety Officer
(301) 594-0315

Sincerely yours,

v v -
Jerry Phillips

Acting Directo

Division of Labeling and Program Support
Office of Generic Drugs -

Center for Drug Evaluation and Research




CIAPOTHECON a

PO. Box 4500 Princeton. NJ 085/4‘1}411" Luoqﬂ
Ve

~
June 7, 1996

RECEIVED

Breser 22 SPor "NDA ORIG Ai}“ﬂgfﬁ JUN 12 199

Office of Generic Drugs

Center for Drug Evaluation and Research . TR TSI
Food and Drug Administration GtNi.‘.ﬁi‘u UHU(JS
Metro Park North I

7500 Standish Place, Room 150

Rockville, Maryland 20855-2773

Re: Acyclovir Sodium For Injection
ANDA 74-897
5/31/96 Refusal To File Letter (Received 6/7/96)

. Mr. Sporn:

In response to a Refusal To File Letter received this date, and pursuant to 21 CFR
314.96, Apothecon® Inc. respectfully submits this amendment to ANDA 74-897 for
Acyclovir Sodium for Injection.

The letter notes that our ANDA was refused for filing solely because, -
“although you have provided a statement that your proposed product
contains the same inactive ingredients as the referenced drug, you have
failed to provide information to demonstrate that the proposed product is
qualitatively and quantitatively the same as the reference listed drug
product. Please provide a side-by-side comparison of your formulation
with the formulation of the reference listed drug product.”

Please note that neither the innovator's (per the package insert), nor our product
contain any inactive ingredients. We provided a side-by-side comparison, noting the
active ingredient was the same; the labeling and other text provided clearly notes the
lack of a “formulation.” Our filing is now amended, with the attached replacement page
(replacing page 20) to note in the side-by-side comparison, in addition to the text, that
there are no inactive ingredients in either the innovator's or our own Acyclovir Sodium
for Injection products.

We are concerned that the CSO was prevented from calling us to resolve this minor
detail, thus significantly delaying our filing date and review. |f there is anything that
the Apothecon organization can do to more easily resolve such matters in the future we
re-emphasize our desire to avail ourseives to such options. We further request that due
to the minor and debatable nature of the sole issue cited, the Agency reconsider the basis
of the May 31, 1996 Refusal to File Letter, accept our original application and place it
in queue as of the Agency’s receipt date. We do not agree that the application “is not
sufficiently complete to merit a critical technical review."

é% A Bristol-Myers Squibb Company




In addition to the sole matter above, for which our ANDA was refused for filing, we would
like to take this opportunity to amend ANDA 74-897 as follows.

1. A DMF reference cover letter is added to clarify
structure. This cover letter is numbered for insertion into our ANDA as
page 108A and 621A.

2. In keeping with recent agency requests, we are also providing three
separate bound copies of the analytics section of our ANDA 74-897.

We trust that you will find this application complete. However, should questions arise
during review, please do not hesitate to call me directly (609-897-2407) or to fax
your comments (609-897-6005). Apothecon will provide timely responses.

ussell P./Wesdyk
Manager, Regulatory Operations

Copy To: FDA Regional Field Office




IV. Comparison Between Generic Drug and Reference Listed Drug

Burroughs Wellcome Co. Apothecon
Zovirax Sterile Powder® Acyclovir Sodium for
Injection

(Subject of ANDA)

Conditions of Use

Inital and recurrent mucosal
and cutaneous Herpes simplex
and varicella-zoster infections
in immunocompromised
patients.

Herpes simplex encephalitis
in patents over 6 months of
age.

Severe initial clinical episodes
of herpes genitalis in patients
who are not immunocompromised.

Initial and recurrent mucosal
and cutaneous Herpes simplex
and varicella-zoster infections
in immunocompromised
patients.

Herpes simplex encephalitis
in patients over 6 months of
age.

Severe inital clinical episodes
of herpes genitalis in patients
who are not immunocompromised.

Active Ingredient Acyclovir Sodium Acyclovir Sodium
549mg* 549mg*
1098mg* 1098mg*
* Label claim is 500 or 1000 mg of acyclovir which is equivalent to
549 or 1098 mg acyclovir sodium. Per the innovator’s insert
(section V.A.2.), “each 5.49 mg of sterile lyophilized acyclovir
sodium is equivalent to 5 mg acyclovir.”
Inactive Ingredient  None* None
* based on review of labeling (see Innovator’s insert: section V.A.2.)
Dosage Form Injection Injection
Route of
Administration Intravenous Intravenous
Strengths 500 mg, 1000 mg 500 mg, 1000 mg
Bioequivalencv Data Refer to Section VI for Request for Waiver of /n vivo Studies
Labeling Refer to Section V of ANDA.

Page 20. Revised June 1996 (Replaces Original Filing Page 20, May 1996)




ANDA 74-897

Apothecon, Inc. '
Attention: Russell P. Wesdyk Ul 1095
P.0O. Box 4500 ' 3
Princeton, NJ 08543-4500

 Dear Sir:

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

Reference is also made to our "Refuse to File" letter dated
May 31, 1996, and your amendment dated June 7, 1996.

NAME OF DRUG: Acyclovir Sodium for Injection, 500 mg/vial and
1 g/vial ,

DATE OF APPLICATION: May 2, 1996
DATE OF RECEIPT: May 2, 1996
DATE ACCEPTABLE FOR FILING: June 25, 1996

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

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

Should you have questions concerning this application, contact :
T3

Project Manager
(301) 594-0305

Sincerely yours,

VYalas
Jerry Phillips
Acting Director
Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluatlon and Research




NDA ome AMENDMENT IAPOTHECON

P0.Box 4500 Princeton. N]08543-4500 609 897-2000

June 19, 1996

Mr. Douglas Sporn

Director

Office of Generic Drugs RECE'VED
Center for Drug Evaluation and Research

Food and Drug Administration rJUN 251996
Metro Park North Il

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773 GENER'C DRUGS

Re: Acyclovir Sodium For Injection
ANDA 74-897
6/19/96 FDA Initiated Telephone Conversation

Mr. Sporn:

In response to a telephone conversation with Mr. Harvey Greenberg, CSO, this date, and
pursuant to 21 CFR 314.96, Apothecon® Inc. respectfully submits this amendment to
ANDA 74-897 for Acyclovir Sodium for Injection. The phone conversation discussed our
filing’s presentation of components and composition statements relative to inactive
ingredients in the final product. It was requested that we modify our filing with respect
to this issue and we hereby do so comply with that request, supplying the attached
replacement pages.

We note that our amendment of June 7, 1996, responding to a May 31, 1996 Refusal To
File Letter, and this amendment, responding to the telephone conversation of this date, do
not alter the content of our filing, but rather the manner and format in which
information is presented. The May 31st RTF letter requested a side-by-side comparison
of formulations, listing inactive ingredients of which there are none. We further note
our telephone discussion with the Agency on June 7, 1996 in which we requested and
received specific instruction regarding how to amend our filing to respond to the
agency's May 31st RTF letter. As we followed the agency’s direction exactly, we were
surprised by the June 19 phone call requesting further changes.

We emphasize that throughout these discussions there has been no changes to the basic
information presented in the filing. Per the Agency’'s request we have added to the
comparative table “None” for “inactive Ingredients,” information that already existed
in the text of the filing. At the Agency’'s request we have also reformatted our
components and composition statements relating to the conversion of Acyclovir Acid to
the Sodium Salt using Sodium Hydroxide. Please note that this does not represent a
change in content, only reformatting of information ailready present in the filing. We
restate our request that the Agency reconsider the basis of the May 31, 1996 Refusal to
File Letter and the June 19, 1996 telephone conversation, and place our original
application in queue as of the Agency’s original receipt date. We do not agree that the
application “is not sufficiently complete to merit a critical technical review.” We
respectfully suggest that, in fact, the modifications requested to our filing are part of a
“critical technical review” and not those of content for acceptance of the filing.

% A Bristol-Myers Squibb Company




Thank you for your consideration of the above stated request.

We trust that you will find this application complete. However, should questions arise
during review, please do not hesitate to call me directly (609-897-2407) or to fax
your comments (609-897-6005). Apothecon will provide timely responses.

Russell P. (esdyk

Manager, Regulatory Operations

Enclosed: Review Copy
Archive Copy

Copy To: FDA Regional Field Office
H. Greenberg (desk copy)




CAPOTHECON

PQ.Box 4500 Princeton. NJ08543-4500 609 897-2000

February 6, 1997
MAJOR AMENDMENT

Frank O. Holcombe Jr., Ph.D..

Director el
Division of Chemistry || i
Office of Generic Drugs ‘ Gra AR ALETESIT 'T
Center for Drug Evaluation and Research ;“'h G M) PRIV IH"
Metro Park North Il A -

7500 Standish Place, Rm 150 &

Rockville, MD 20855-2773

Re: Acyclovir Sodium for Injection
500 mg/vial and 1 g/vial
Response to Deficiency Letter dated 1/8/97
ANDA 74-897

Dear Dr. Holcombe:

Please refer to our abbreviated new drug application dated April 30, 1996 submitted pursuant
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act, for Acyclovir Sodium for
Injection, 500 mg/vial and 1 g/vial and in particular, to the deficiency letter dated January 8,
1997. :

The April 30, 1996 submission is the original filing for the above mentioned product. The
Agency's deficiency letter of January 8, 1997 indicates the amendment be designated as a
MAJOR AMENDMENT.

We have responded to all deficiencies listed. For ease of review, we have repeated each
deficiency on a separate page, verbatim, in italics, followed by our response in plain type.

We have noticed instances in which the information requested by the Agency in the deficiency
letter was supplied in the original filing (eq. Chemistry Deficiencies:
and . We ask the Agency for advice on how we

may better highlight those pieces of information submitted in the original filing to help the
Agency in their review.

We trust we have answered all concerns to the satisfaction of the Agency and look forward to the
approval of the submission. We have moved our location so should you have any further
concerns, please contact me at 609-897-2461 or by fax at 609-897-5515.

Sincerely, . i
VL I R
Elaine B. Cembor T s U
Associate Director FES T
Regulatory Affairs Ly 1 U 1997

év?é A Bristol-Myers Squibb Company
= o fannnnnp2

(VS B R & A




ANDA 74-897

Apothecon, Inc.

A Bristol-Myers Squibb Co.

Attention: Russell P. Wesdyk

P.0. Box 4500 JAN 8 1997
Princeton, NJ 08543-4500

Dear Sir:

This is in reference to your abbreviated new drug application
dated April 30, 1996, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Acyclovir Sodium for
Injection, 500 mg/vial and 1 g/vial.

Reference is also made to your amendment dated June 7 and
June 19, 1996.

The application is deficient and, therefore, not approvable under
Section 505 of the Act for the following reasons:

A. Chemistry Deficiencies:
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LABELING DEFICIENCIES

1.

GENERAL COMMENTS :

a.

We acknowledge your comments regarding the
established name for this product and request

that you revise the established name to read,

"Acyclovir for Injection". We refer you to
USP 23 General Chapter<l>, Injections,
Nomenclature and Definitions and the.
Pharmacopeial Forum, Volume 22, Number 4,
which proposes "Acyclovir for Injection" as
the established name of this product. Note
that revision of the established name as
above will make the "Equivalent to...",
statement in the expression of strength _
unnecessary. Please revise your labels and
labeling accordingly. /

Revise your storage recommendation to read,
"Store between 15° and 25°C (59°and 77°F)".

We note that sodium hydroxide has been used
to adjust the pH of this product. Please -
include sodium hydroxide in your listings of
inactive ingredients appearing on the labels
and labeling of this product. We refer you
to 21 CFR 201.100(a) (5) (iii).

CONTAINER (Equivalent to 500 mg and equivalent to
1 g acyclovir) .

We encourage the use of boxing, contrasting
colors, or other means to differentiate the
strengths of your products.

B
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3. CARTON (10's - Equivalent to 500 mg and 1 g
acyclovir)

We note (HOW SUPPLIED section of your insert
labeling) that your product will be packaged in
cartons of 10s for each strength. Please prepare
and submit carton labeling, taking note of the
above GENERAL comments and the comment under
CONTAINER.

4. INSERT
a. GENERAL

Use the abbreviation “mcg" rather than "ug"
throughout your insert labeling.

b. DESCRIPTION

i. Revise the chemical name of acyclovir to
be consistent with the second name
appearing in the USP monograph for
acyclovir and add "sodium" as follows,
"...guanine sodium".

ii. 1Include the molecular formula of
acyclovir sodium.

iii. Revise the first sentence of the last
paragraph as follows, "...a white to
off-white crystalline...".

iv. We encourage the inclusion of a pH range
when listing the pH of this product. '

v. Make the following revision in the
penultimate sentence, "...see DOSAGE AND
ADMINISTRATION, Method of
Preparation)...".

vi. Delete the word "daltons" where it
appears in the last paragraph.

vii. Revise the second sentence of the last
paragraph as follows, "Each vial of
acyclovir sodium for injection,
containing the equivalent of 500 mg or
1000 mg of acyclovir, when...".
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INDICATIONS AND USAGE
i. GENERAL ' T

Replace "Vira A" with "adenine
arabinoside" throughout this section.

ii. Replace "acyclov1r" with "injectable .
acyclovir® in the first lines of the o
Herpes Simplex Infections in Ea
Immunocompromised Patients and
Varicella-Zoster Infections & -
Immunocompromised Patients subsectlons

PRECAUTIONS (General)

Make the following revision in the
penultimate sentence, "...patients.
The...".

11-19

ADVERSE REACTIONS (Observed During Cllnlcal
Practice)

Make the following revision in the first
line, "...with intravenous acyclovir..."

DOSAGE AND ADMINISTRATION -

i. Revise the last sentence of the
"CAUTION" statement to read:

For diagnosis - see INDICATIONS AND
USAGE.

ii. Dosage (Herpes Simplex Infections)

Make the following revision in the
second line, "...IMMUNOCOMPROMISED...",
(spelling) .

iii. Make the following revision in the
second sentence of the last paragraph,
"...administration...", (spelling).

iv. Include the following text as the last
paragraph of this section:

Parenteral drug products should be
inspected visually for particulate
matter and discoloration prior to
administration, whenever solution and
container permit.
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g. HOW SUPPLIED

i. Include the established name of your
product in this section (see first
GENERAL comment above) .

ii. See the second GENERAL comment above,
regarding the storage conditions for
this product.

iii. We encourage the inclusion of the
"CAUTION: Federal...", statement in this_
section. .

h. REFERENCES

i. We note that you have deleted reference
#28 appearing in the labeling of the
listed drug. Please retain this
information in your labeling and make
the appropriate adjustments to your
reference numbering.

ii. Make the following revision to reference
#31, "vidarabine", (spelling).

Revise your container labels and package insert
labeling as described above, then prepare and submit
final printed (or printers proof) package insert
labeling and final printed container labels and carton
labeling. Please note that final printed insert '
labeling is not required for tentative approval of an
appllcatlon if it is granted with more than 90 days
remaining from the date when full approval can be ;
considered. We will accept final "printers proof" for
the insert only.

Please note that we reserve the right to request
further changes in your labels and/or labeling based
upon further 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 your last submission with all differences
annotated and explained.
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C. Microbiological Deficiencies:
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DT

In addition to responding to these deficiencies, please note and
acknowledge the following in your response:

Please provide updated stability data in your next

amendment. o
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 the deficiencies listed. A partial reply will not be
considered for review, nor will the review clock be reactivated
until all deficiencies have been addressed. The response to this
letter will be considered a MAJOR amendment and should be so .
designated in your cover letter. If you have substantial
disagreement with our reasons for not approving this appllcatlon,
you may request an opportunity for a hearing.

Sinc3¥ely yours,

—

b [7

Frank 0. Holcombe, Jf., Ph.D.
- Director

Division of Chemistry II
Office of Generic Drugs
Center for Drug Evaluation and Research




MINOR AMENDMENT

ANDA/AADA:  [Y - $Q7

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

Rockville, MD 20855-2773_

TO: APPLICAJCB%‘ o, PHONE 4@ (7- |
FAX__ (09 -%97] - Geets SS(S

FROM: Tim Ames, PROJECT MANAGER (301-59mes89) C2T7-S 8 49

JuL 111897

Dear Sir/Madam:

This facsi le s in reference to your abbreviated new drug/ antibiotic application
dated Im , b(mstted p t to Section 505(])/507 of the Federal Food, Drug,

and Cos etic Act for U _L 303 _‘Q [ Py
7
Reference is also made to your amendment(s) dated 24 & l q

The application is deficient and, therefore not approvable under Section 505/507 of the Act for
the reasons provided in the attachments ages). 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 reactiveated until all deficiencies have been addressed. The
response to this facsimile will be considered to represent a MINOR AMENDMENT and will be
reviewed according to current OGD policies and procedures. The designation as a MINOR
AMENDMENT should appear prommently in your cover letter 'W&Eﬂhﬂl—bemﬁed

dmmmm If you have substantlal dlsagreement w1th our

reasons for not approving this application, you may request an opportunity for a hearing.

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. 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.

x:\new\ogdadmin\faxtrak\faxcov.min




AADA/ANDA: 74-897 ~ APPLICANT: Apothecon, Inc.
DRUG PRODUCT: Acyclovir for Injection

'A.  Microbiology Deficiencies: - February 6, 1997 amendment.

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

Please clearly identify your amendment to this facsimile as “RESPONSE TO
MICROBIOLOGY DEFICIENCIES”.

Singer?ly vdurs. . :.f_.(
/

rrank U. Holcombe, Jr.) ph.D.

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research
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/5"/{}.!’ ("/’7

'38. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

AADA: 74-897 APPLICANT: Apothecon, Inc.
DRUG PRODUCT: Acyclovir Sodium for Injection

The deficiencies presented below represent MINOR deficiencies.

A. Deficiencies:

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

Sincerely yours,

&)

1
Frank O. Holcombe, Jr., Ph.D.
Director
Division of Chemistry II
Office of Generic Drugs -
Center for Drug Evaluation and Research




CAPOTHECON

PO. Box 4500 Princeton. N 08543-4500 609 897-2000

ORIG AMENDMENT

September 23, 1997

> y
Ao =
MINOR AMENDMENT

\mu
4

Mr. Tim Ames, R. Ph.

Consumer Safety Officer o

Office of Generic Drugs HCC':,VED
Center for Drug Evaluation and Research )

Food and Drug Administration SEP 2 & 1997
Document Control Room :

Metro Park North I GENEF"C URUGS
7500 Standish Place, Room 150

Rockville, Md 20855-2773

Re: Acyclovir Sodium for Injection
500mg/vial and 1g/vial
ANDA 74-897

Dear Mr. Ames:

Please refer to our abbreviated new drug application dated April 30, 1996 submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act, for-Acyclovir
Sodium for Injection, 500mg/vial and 1g/vial and, in particular, to the deficiency letter
dated July 11, 1997.

The April 30, 1996 submission is the original filing for the above mentioned product. The
Agency’s deficiency letter of July 11, 1997 indicates the amendment be designated as a
MINOR AMENDMENT. Additionally, the microbiology section, as indicated in the deficiency
letter, has been clearly identified as “RESPONSE TO MICROBIOLOGY DEFICIENCIES™. The
other sections have also been appropriately entitied and clearly identified.

We have responded to all deficiencies listed. For ease of review, we have repeated each
deficiency on a separate page, verbatim, in italics and underlined, followed by our response
in plain type. '

We trust we have answered all concerns to the satisfaction of the Agency and look forward to
the approval of the submission. Should you have any further concemns, please contact me at
609-897-2461 or by fax at 609-897-5515.

Sincerely, ’
Elaine B. Cembor

Associate Director
Regulatory Operations

% A Brifol-Myers Squibb Company

/
. /”,,- £
/4/(’2:2,«( Y.
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l/ ’
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AADA: 74-897 APPLICANT: Apothecon, Inc.
DRUG PRODUCT: Acyclovir Sodium for Injection

The deficiencies presented below represent MINOR
deficiencies.

Deficiencies:




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

Sincerely yours,

i Y

Frank O. Holcombe, Jfr., Ph.D.
Director

Division of Chemistry II
Office of Generic Drugs

Center for Drug Evaluation and
Research




MINOR AMENDMENT
ANDA: 7 L[\ %‘i 7

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)

NOV 7 1897

TO: APPLICANT 0 Twe PHONE_ G 64 ~ - {70
ATIN: _WolXon, Su—p, Ve D FAX ¢ - 8§37 - tair
) SSIS

FROM: Timothy vb Ames, PROJECT MANAGER (301-827-5849)
Dear SirfMadam: /

This fac '[ni le.is in reference to your abbreviated new drug/ antibiotic application
dated “|3°|K1 , Submitted pursuant to Section_505(j)/507 of the Federal Food, Drug
and Cosmetic Act for N Seddo— Wo oo '3]7“"“*-[ ¢ (3 /uﬂ

Reference is also made tgzy_gur ?(tin%dment(s) dated gﬁ.*ﬂ—mlmr' 27 ) Oc}b‘;&l" 9 )
)

6§ Octoler

The application is deficient and, therefore not approvable under Section 505/507 of the Act for
the reasons provided in the attachments (__2—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 reactiveated until all deficiencies have been addressed. The
response to this facsimile will be considered to represent a MINOR AMENDMENT and will be A
reviewed according to current OGD policies and procedures. The designation as a MINOR
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 you have substantial disagreement with our
reasons for not approving this application, you may request an opportunity for a hearing.

SPECIAL INSTRUCTIONS: _
It ig ok Yo «‘asloa—uﬁ 4o Hiw Fae ot sore
+ime a2 Yo rospand (8 ponde rotice g

A2e e e

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.

x:\new\ogdadmin\faxtrak\faxcov.min
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CAPOTHECON Moo
\ 4
PO.Box 4500 Princeton. N] 08543-4500 609 897-2000 ; -
J v
R
December 1, 1997 MINOR AMENDMENT
Dr. Frank Holcombe, Ph.D. f_Q;‘\Z \’w./
Director Division of Chemistry i \V\ e an L
Office of Generic Drugs 7 JXT .
Center for Drug Evaluation and Reseurch e q"k -
Food and Drug Administration @ e = . << K s
Document Controt Room, Room 150 . : \ICAS&‘\ ' L™
Metro Park North I ' R\
7500 Standish Place N ;’( \/;,UvD

Rockville, Md  20855-2773 \ﬂ"]
Re: Acyclovir Sodium for Injection \\\\’\'
500mg/vial and 1g/vial
ANDA 74-897
Dear Dr. Holcombe:

Please refer to our abbreviated new drug application dated April 30, 1996 submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act, for Acyclovir
Sodium for Injection, 500mg/vial and 1g/vial and, in particular, to the deficiency letter of
November 7, 1997.

The April 30, 1996 submission is the original filing for the above mentioned product.

Apothecon has responded to a!l deticiencies listed in the letter. As is designated in the
deficiency letter, our amendment is being submitted concurrent with the DMF amendment
and submission by our Worldwiie Fnqulatory Affairs Group. For ease of review, we have
repeated each deficiency. verbztim. 'n italics and underlined, followed by our response in
plain type.

| trust we have answered all concerrs to the satisfaction of the Agency and look forward to
the approval of the submission. Should you have any turther concerns, please contact Elaine
Cembor at 609-897-2461 or by fix at 609-867-5515.

Sinhcerely,

DEC 0 2 1397
@EMERIE DRYGS




CJAPOTHECON

PO.Box 4500 Princeton. N} 08543-4500 609 897-2000

January 29, 1998 MINOR TELEPHONE AMENDMENT

Mr. Mark Anderson
Project Manager ,
Office of Generic Drugs ORIG AMENDMENT
Center for Drug Evaluation and Research A//A‘;"‘Z
Food and Drug Administration
Document Control Room, Room 150
Metro Park North |
7500 Standish Place
Rockville, Md 20855-2773
Re: Acyclovir Sodium for Injection
500mg/vial and 1g/vial
ANDA 74-897
Dear Mr. Anderson:

Please refer to our abbreviated new drug application dated April 30, 1996 submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act, for Acyclovir
Sodium for Injection, 500mg/vial and 1g/vial, to the deficiency letter of December 29,
1997 and to the teleconference held on January 26, 1998 with Bristol-Myers Squibb
Quality Assurance, Apothecon Regulatory and FDA OGD personneil.

The April 30, 1996 submission is the original filing for the above mentioned product.

Apothecon has responded to all deficiencies listed in the letter. As is stated in the deficiency
letter, our amendment is designated as a Minor Telephone Amendment. As requested, we
faxed a copy of our response to the Agency followed by hardcopy. For ease of review, we
have repeated each deficiency, verbatim, in italics and underlined, followed by our response
in plain type.

| trust we have answered all concerns to the satisfaction of the Agency and look forward to
the approval of the submission. Should you have any further concerns, please contact me at
609-897-2461 or by fax at 609-897-5515.

Sincerely,
Elaine Cembor " -
Associate Director RECL"VED

Regulatory Affairs
[JAN 30 1998
2

% A Bristol-Myers Squibb Company

GEMNERIC BRUGS




