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APPROVAL LETTER 
 



DEPARTMENT OF HEALTH & HUMAN SERVICES 

                          
             Food and Drug Administration 
             Rockville, MD  20857

ANDA 065286 
 
 
 
 
 
 
Bedford Laboratories 
Attention: Molly Rapp  
       Executive Director, Compliance and Regulatory Affairs 
300 Northfield Road 
Bedford, OH  44146 
 
 
Dear Madam: 
 
This is in reference to your abbreviated new drug application 
(ANDA) dated December 23, 2004, submitted pursuant to section 
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), 
for Aztreonam for Injection USP, packaged in 1 g and 2 g Single-
dose Vials.  
 
Reference is also made to your amendments dated May 31, and June 
23, 2006; March 16 (2), July 27, August 7, August 30, and 
October 18, 2007; February 8, June 25, and September 5, 2008; 
May 26, 2009; and June 17, August 25, September 24, November 4, 
and December 21, 2010. 
 
We have completed the review of this ANDA and have concluded 
that adequate information has been presented to demonstrate that 
the drug is safe and effective for use as recommended in the 
submitted labeling.  Accordingly the ANDA is approved, effective 
on the date of this letter. The Division of Bioequivalence has 
determined your Aztreonam for Injection USP, 1 g and 2 g per 
vial to be bioequivalent and, therefore, therapeutically 
equivalent to the reference listed drug, Azactam® for Injection, 
1 g and 2 g per vial, of Bristol Myers Squibb.    
 
Under section 506A of the Act, certain changes in the conditions 
described in this ANDA require an approved supplemental 
application before the change may be made.  
 
Please note that if FDA requires a Risk Evaluation & Mitigation 
Strategy (REMS) for a listed drug, an ANDA citing that listed 
drug also will be required to have a REMS, See 505-1(i). 
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Postmarketing reporting requirements for this ANDA are set forth 
in 21 CFR 314.80-81 and 314.98.  The Office of Generic Drugs 
should be advised of any change in the marketing status of this 
drug. 
 
Promotional materials may be submitted to FDA for comment prior 
to publication or dissemination. Please note that these 
submissions are voluntary.  If you desire comments on proposed 
launch promotional materials with respect to compliance with 
applicable regulatory requirements, we recommend you submit, in 
draft or mock-up form, two copies of both the promotional 
materials and package insert directly to:  
 
 Food and Drug Administration  
 Center for Drug Evaluation and Research  
 Division of Drug Marketing, Advertising, and Communications  
 5901-B Ammendale Road  
 Beltsville, MD 20705  
 
We call your attention to 21 CFR 314.81(b)(3) which requires 
that all promotional materials be submitted to the Division of 
Drug Marketing, Advertising, and Communications with a completed 
Form FDA 2253 at the time of their initial use.   
   
As soon as possible, but no later than 14 days from the date of 
this letter, submit, using the FDA automated drug registration 
and listing system (eLIST), the content of labeling [21 CFR 
314.50(l)] in structured product labeling (SPL) format, as 
described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLab
eling/default.htm, that is identical in content to the approved 
labeling (including the package insert, and any patient package 
insert and/or Medication Guide that may be required). Information 
on submitting SPL files using eLIST may be found in the guidance 
for industry titled “SPL Standard for Content of Labeling 
Technical Qs and As” at  
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInf
ormation/Guidances/U CM072392.pdf 
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The SPL will be accessible via publicly available labeling 
repositories. 
        
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Keith Webber, Ph.D. 
Deputy Director 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

ROBERT L WEST
03/23/2011
Deputy Director, Office of Generic Drugs
for Keith Webber, Ph.D.
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LABELING 





BEDFORD LABORATORIES™

ANDA 065286

Aztreonam for Injection USP - 1 gram and 2 grams per vial

Proposed Vial Label - 2 grams

Note: Keyline does not print.

Non-Varnish Window /
TTC Coating

AZNM-VA00A

AZTREONAM
for Injection, USP

NDC 55390-178-10
Sterile - Sodium-free - Single Dose Vial
Add diluent; shake immediately and
vigorously. See insert for dosage,
constitution, and stability.
Vial contains 2 grams aztreonam with
approx. 1.56 grams arginine.
Store original package at room
temperature; avoid excessive heat.

Manufactured for:
Bedford Laboratories™
Bedford, OH  44146Rx ONLY

For IV or IM use
after constitution.

2 grams/vial
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LABELING REVIEWS 



THIS APPROVAL SUMMARY SUPERSEDES THE APPROVAL SUMMARY DATED  
MAY 26, 2009 

    APPROVAL SUMMARY 

REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
_____________________________________________________________________________

ANDA Number:             65-286    

Date of Submission:     June 17, 2010 

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram and 2 grams 

BASIS OF APPROVAL: 

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for 
approval):
Do you have 12 Final Printed Labels and Labeling? See EDR.
- REMS required? No. 

MedGuides and/or PPIs (505-1(e))    Yes  No
Communication plan (505-1(e))      Yes  No 
Elements to assure safe use (ETASU) (505-1(f)(3))  Yes  No 
Implementation system if certain ETASU (505-1(f)(4))   Yes  No 
Timetable for assessment (505-1(d))     Yes  No

- ANDA REMS acceptable?  Yes  No  n/a

1.  CONTAINER:  
-1 gram 
Satisfactory in final as of the August 30, 2007 submission. 

 - 2 grams 
Satisfactory in final as of the June 17, 2010 submission. 

2. CARTON:  
- 1 gram - 10s 
Satisfactory in final as of the August 30, 2007 submission. 
- 2 grams - 10s 
Satisfactory in final as of the June 17, 2010 submission. 

3.  INSERT:   
Satisfactory in final as of the June 17, 2010 submission. 

 Insert code: Div.AZNM-P00 Revised February 2010 

Revisions needed post-approval:
1.  CONTAINER: 1 gram and 2 grams 
 a. Front Panel 

Print “for Injection” using the same font size as “Aztreonam”. 
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b. Side panel 
i. Revise to read, “…solution stability”. 
ii. Include the temperature range in the storage statement. 

2.  CARTON: 10s 
             See comments under CONTAINER.
3.  INSERT 

a. General Comments:   
i. Increase the size of the asterisks and superscripts. 
ii.  Decrease the prominence of the company logo appearing prior to the 

TITLE.
b. DESCRIPTION 

i. Revise the last paragraph to read, “…of aztreonam.  Each 1 gram vial 
contains 1 gram aztreonam with approximately ... arginine.  Each 2 gram 
vial contains….”. 

c. CLINICAL PHARMACOLOGY 
i. Following the second paragraph, increase the size of Figure 1. 
ii. If you are not able to print the entire table on the same page, then reprint 

the title at the top of the second portion of the table with the entire 
heading following by “(continued)” at the end of title. 

d. DOSAGE AND ADMINISTRATION 
Intravenous (IV) Solutions 
Upon further review, retain the IV solutions, “lsolyte® E” and “lsolyte® E with 5% 
Dextrose”.  In addition, Plasma-Lyte M and 5% Dextrose should also be retained. 

Was this approval based upon a petition?    No 

What is the RLD on the 356(h) form:  Azactam 

NDA Number: NDA 050580  

NDA Drug Name: Azactam  

NDA Firm: Bristol Myers Squibb Company 

Date of Approval of NDA Insert and supplement #:S-040 approved 1/22/08  

Has this been verified by the Drugs @FDA  Yes    

Was this approval based upon an OGD labeling guidance?     No 
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-----Original Message----- 
From: Nguyen, Ryan
Sent: Wednesday, February 01, 2006 4:37 PM 
To: Takiar, Neeru B 
Cc: Zuk, Susan; Park, Sarah Soojung 
Subject: FW: 65-286. 

Hi Neeru, 

Please respond to Jackie's questions below.  Thanks. 

Ryan 

-----Original Message----- 
From: Council, Jacqueline   
Sent: Wednesday, February 01, 2006 4:36 PM 
To: Nguyen, Ryan 
Subject: 65-286. 

Good afternoon Ryan, 

I completed the review [with deficiencies].   Please see below. 

Thanks,
Jacqueline
---- 
ANDA Number:             65-286 

Dates of Submission:    December 23, 2004 

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

NOTES/QUESTIONS TO THE CHEMIST [chemist response copied from previous reviewer]. 

1. The innovator’s vial size is “15 mL” and the ANDA vial size is “10 mL”  We plan to inform the ANDA that 
the vial size should be the same as the innovator’s, “15 mL”. 

     
That is fine. 

Neeru’s email dated 4/19/07: 

 As per comment 6 (see below) in my review #2,10 mL size is not acceptable. 

Please note that it is recommended in your labeling that for intravenous solutions (bolus injection), the contents of the 
aztreonam for injection 1 gram vial should be are constituted with 6 to 10 mL Sterile Water for Injection. Therefore, we 
recommend that you revise your vial size to same as the innovator “15 mL” because the proposed vial size “10 mL” may 
not be an adequate size for constituting IV solutions. Please revise your labels and labeling accordingly. 

 Neeru 

2.  Has the firm submitted stability data to verify the claims found in the following subsections of the DOSAGE 

AND ADMINISTRATION SECTION, [i.e., dilution volumes, concentration, admixture with other ant biotics 

and diluents]?  See text from insert labeling below.  

Admixtures With Other Antibiotics 
Intravenous infusion solutions of aztreonam not exceeding 2% w/v prepared with Sodium Chloride Injection 0.9% or 

Dextrose Injection 5%, to which clindamycin phosphate, gentamicin sulfate, tobramycin sulfate, or cefazolin sodium 

have been added at concentrations usually used clinically, are stable for up to 48 hours at room temperature or 

seven days under refrigeration. Ampicillin sodium admixtures with aztreonam in Sodium Chloride Injection 0.9% are 

stable for 24 hours at room temperature and 48 hours under refrigeration; stability in Dextrose Injection 5% is two 

hours at room temperature and eight hours under refrigeration. 
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Aztreonam-cloxacillin sodium and aztreonam-vancomycin hydrochloride admixtures are stable in Dianeal® 137 

(Peritoneal Dialysis Solution) with 4.25% Dextrose for up to 24 hours at room temperature. 

Aztreonam is incompatible with nafcillin sodium, cephradine, and metronidazole. 

Other admixtures are not recommended since compatibility data are not available. 

Intravenous (IV) Solutions 
For Bolus Injection: The contents of the aztreonam for injection 1 gram vial should be constituted with 6 to 10 mL 

Sterile Water for Injection.  

For Infusion Each gram of aztreonam should be initially constituted with at least 3 mL Sterile Water for 

Injection and transferred to an appropriate infusion solution. Further dilution may be obtained with one of the 

following intravenous infusion solutions: 

Sodium Chloride Injection, 0.9%  

Ringer's Injection  

Lactated Ringer's Injection  

Dextrose Injection, 5% or 10% 

Dextrose and Sodium Chloride Injection, 5%:0.9%, 5%:0.45% or 5%:0.2% 

Sodium Lactate Injection (M/6 Sodium Lactate) 

Ionosol® B and 5% Dextrose 

lsolyte® M with 5% Dextrose  

Normosol®-R

Normosol®-R and 5% Dextrose  

Normosol®-M and 5% Dextrose  

Mannitol Injection, 5% or 10%  

Lactated Ringer's and 5% Dextrose Injection  

Plasma-Lyte® M and 5% Dextrose 

Intramuscular (IM) Solutions 
The contents of an aztreonam vial should be constituted with at least 3 mL of an appropriate diluent per gram 

aztreonam. The following diluents may be used: 

Sterile Water for Injection  

Sterile Bacteriostatic Water for Injection (with benzyl alcohol or with methyl- and propylparabens) 

Sodium Chloride Injection, 0.9% 

Bacteriostatic Sodium Chloride Injection (with benzyl alcohol)  

Stability Of IV And IM Solutions 
Aztreonam solutions for IV infusion at concentrations not exceeding 2% w/v must be used within 48 hours following 

constitution if kept at 20° to 25°C (68° to 77°F) (see USP controlled room temperature) or within seven days if 

refrigerated 2° to 8°C (36° to 46°F). 

Aztreonam solutions at concentrations exceeding 2% w/v, except those prepared with Sterile Water for Injection or 

Sodium Chloride Injection, should be used promptly after preparation; the two excepted solutions must be used 

within 48 hours if stored at controlled room temperature or within seven days if refrigerated. 

Yes 

Thanks
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From: Takiar, Neeru B  
Sent: Saturday, January 22, 2011 10:39 AM 
To: Council, Jacqueline 
Subject: RE: 65-286

Hi Jacqueline,

The chemistry portion of review is complete and found acceptable. The chemistry revisions do not affect any portion of the 
labeling. See Attached review below for details.

Neeru

From: Council, Jacqueline  
Sent: Friday, January 21, 2011 1:22 PM 
To: Takiar, Neeru B 
Subject: FW: 65-286

Good afternoon Neeru,

Any update?  Please see below.

Thanks,
Jacqueline

From: Takiar, Neeru B  
Sent: Monday, August 24, 2009 1:15 PM 
To: Council, Jacqueline 
Subject: RE: 65-286

Hi Jacqueline, 

The firm has not responded to minor amendment yet (issued in June 2008). Thanks.

Neeru

From: Council, Jacqueline  
Sent: Tuesday, August 11, 2009 1:33 PM 
To: Takiar, Neeru B 
Subject: FW: 65-286

Good afternoon Neeru,

I am not sure if you have completed your chemistry review yet.  If you have completed the review can you please inform 
me of the following?

Thanks,
Jacqueline

1. Does the chemistry revision effect any of the information below from the firm’s Description section?
DESCRIPTION 
Aztreonam for Injection, USP contains the active ingredient aztreonam, a monobactam. It was originally isolated from 
Chromobacterium violaceum. It is a synthetic bactericidal antibiotic. 
The monobactams, having a unique monocyclic beta-lactam nucleus, are structurally different from other betalactam 
antibiotics (e.g., penicillins, cephalosporins, cephamycins). The sulfonic acid substituent in the 1-position of the ring 
activates the beta-lactam moiety; an aminothiazolyl oxime side chain in the 3-position and a methyl group in the 4-position 
confer the specific antibacterial spectrum and beta-lactamase stability. 
Aztreonam is designated chemically as (Z)-2-[[[(2-amino-4-thiazolyl)[[(2S,3S)-2methyl-4-oxo-1-sulfo-3-azetidinyl] 
carbamoyl]methylene]amino]oxy]-2-methylpropionic acid. The structural formula is shown below: 
Molecular Formula - C13H17N508S2 MW= 435.43 
Aztreonam for injection is a sterile, nonpyrogenic, sodium-free, white powder containing approximately 780 mg 
arginine per gram of aztreonam. Following constitution, the product is for intramuscular or intravenous use. 
Aqueous solutions of the product have a pH in the range of 4.5 to 7.5.

2. Does the chemistry revision effect any other portion of the labeling?
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From: Takiar, Neeru B  
Sent: Monday, March 16, 2009 3:29 PM 
To: Council, Jacqueline 
Cc: Iser, Robert 
Subject: RE: 65-286

This is a first generic, I cannot say for sure about the changes until the review is complete. 

From: Council, Jacqueline  
Sent: Monday, March 16, 2009 3:24 PM 
To: Takiar, Neeru B 
Subject: RE: 65-286

Does the chemistry revision effect any of the information below from the firm’s Description section? 

Thanks

DESCRIPTION 
Aztreonam for Injection, USP contains the active ingredient aztreonam, a monobactam. It was originally isolated 
from Chromobacterium violaceum. It is a synthetic bactericidal antibiotic. 
The monobactams, having a unique monocyclic beta-lactam nucleus, are structurally different from other betalactam 
antibiotics (e.g., penicillins, cephalosporins, cephamycins). The sulfonic acid substituent in the 1-position 
of the ring activates the beta-lactam moiety; an aminothiazolyl oxime side chain in the 3-position and a 
methyl group in the 4-position confer the specific antibacterial spectrum and beta-lactamase stability. 
Aztreonam is designated chemically as (Z)-2-[[[(2-amino-4-thiazolyl)[[(2S,3S)-2methyl-4-oxo-1-sulfo-3-azetidinyl] 
carbamoyl]methylene]amino]oxy]-2-methylpropionic acid. The structural formula is shown below: 
Molecular Formula - C13H17N508S2 MW= 435.43 
Aztreonam for injection is a sterile, nonpyrogenic, sodium-free, white powder containing approximately 780 mg 
arginine per gram of aztreonam. Following constitution, the product is for intramuscular or intravenous use. 
Aqueous solutions of the product have a pH in the range of 4.5 to 7.5. 

From: Takiar, Neeru B  
Sent: Monday, March 16, 2009 3:18 PM 
To: Council, Jacqueline 
Subject: RE: 65-286

This change is in the drug substance.

From: Council, Jacqueline  
Sent: Monday, March 16, 2009 3:17 PM 
To: Takiar, Neeru B 
Subject: RE: 65-286

Can you please inform what the chemistry change is for, then I can determine if the labeling will require a revision.

Thanks.

From: Takiar, Neeru B  
Sent: Monday, March 16, 2009 3:13 PM 
To: Council, Jacqueline 
Subject: RE: 65-286

The firm will be required to make changes.

From: Council, Jacqueline  
Sent: Monday, March 16, 2009 3:12 PM 
To: Takiar, Neeru B 
Subject: RE: 65-286

Is okay as is or will the firm be required to make any revisions?

From: Takiar, Neeru B  
Sent: Monday, March 16, 2009 3:11 PM 
To: Council, Jacqueline 
Subject: RE: 65-286

Reference ID: 2908178





FOR THE RECORD:  (portions taken from previous review) 

1. Labeling model     

 - Azactam , by Bristol-Myers Squibb Company 
 NDA 50-580/S-040 approved 1/22/08  

- DOSAGE AND ADMINISTRATION section 

The firm indicated that they omitted the following infusion solutions because they are no 
longer commercially available.  The new drug division concurred.  We plan to allow the 
ANDAs to omit these infusion solutions.  See e-mail below. 

10% Travert Injection 
10% Travert Injection and Electrolyte No. 1 Injection 
10% Travert Injection and Electrolyte No. 2 Injection 
10% Travert Injection and Electrolyte No. 3 Injection 

______________________________________________  
From: Samanta, Susmita   
Sent: Tuesday, July 28, 2009 2:19 PM 
To: Council, Jacqueline 
Subject: RE: ...NDA 50-580 Azactam 

Good afternoon Dr. Council, 

Thank you for the reminder.  It is true that these products are not available any more.  
The sponsor is going to change the label.  As soon as I hear from them when that is, I will 
let you know. 

Regards 

Susmita 

_____________________________________________  
From: Samanta, Susmita   
Sent: Tuesday, June 23, 2009 2:27 PM 
To: Council, Jacqueline 
Subject: RE: NDA 50-580 Azactam 

Good afternoon Dr. Council, 

I have contacted the innovator company about this and as soon as they get back to me, I 
will let you know. 

Have a nice day. 

Susmita 

Susmita Samanta, MD 
Regulatory Project Manager 
Division of Anti-Infective and Ophthalmology Products 
301-796-0803 
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_____________________________________________  
From: Council, Jacqueline   
Sent: Tuesday, June 23, 2009 11:41 AM 
To: Samanta, Susmita 
Subject: NDA 50-580 Azactam 

Good morning Dr. Samanta, 

A generic firm with an ANDA for Aztreonam for Injection informed us that the following 
infusion solutions are no longer commercially available.  Do you have any information 
regarding this issue? Can you please inform me if there are any plans to ask the 
innovator to delete these solutions from the package insert labeling? 

10% Travert Injection 
10% Travert Injection and Electrolyte No. 1 Injection 
10% Travert Injection and Electrolyte No. 2 Injection 
10% Travert Injection and Electrolyte No. 3 Injection 

Thanks for your assistance, 
Dr. Council 

2. The listing of the active and inactive ingredients in the DESCRIPTION section of the 
package insert appear to be consistent with the composition listed in the application. 
[Vol. 1.2, p. 96]  
NOTE: The USP indicates that Aztreonam for Injection is a dry mixture of sterile 

Aztreonam and Arginine.  This is consistent with the RLD.  

3. Physical Description 

Dry: White to off-white powder 
 [per chemist review] 

      Solution: clear, colorless to yellow solution  
      [Vol 2.1, p. 86, 201] 

4. Manufacturing Facility 

  Bedford, OH 44146 

Ben Venue Laboratories, Inc. 
300 Northfield Road 

  [Vol. 1.2, p. 217] 

5. Patent/ Exclusivities.. 

Patent Data – 50-521  
No Expiration Use Code Use File

None I

Exclusivity  Data –  

Code/sup Expiration
Use

Code
Description Labeling Impact

None 
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6. Package Sizes 

RLD-  Single-dose 15 mL capacity vials: 
 500 mg/vial – 10s 
 1 g/vial – 10s 
 2 g/vial -  10s 

ANDA  - 1 g/vial; 10 mL capacity vial; carton of 10 

 In AM dated 7/27/07, Bedford provided a justification to the 10 mL vial for 1 gram.  To 
 recap, Beford has developed a 2 gram dosage in a 15 mL vial and has chosen to use a 
 10 mL vial for the 1 gram dosage to differentiate the two products.  There is enough 
 volume in the 10 mL vial to allow for the reconstitution using the maximum amount of 
 diluent.  The stability testing was conducted in a 10 mL vial and the results are within the 
 allowable limits.  Thus, the 10 mL vial should not present any problems in the market for 
 reconstitution of the DP according to the PI labeling.  From the labeling standpoint, the 
 difference in vial sizes between the RLD and innovator is acceptable (please read the 
 email between Lilly and Carol about the difference in vial sizes).   

_____________________________________________  
From: Holquist, Carol A   
Sent: Thursday, July 26, 2007 5:10 PM 
To: Golson, Lillie D 
Cc: Toyer, Denise P 
Subject: RE: Vial size differences 

Lillie,

Denise is on leave this week.  It appears from your e-mail that there is no direct 
correlation to the size of vial per strength.  If there is no pre-existing correlation 
then I don't see much of a problem with this proposal.  I would just hope they 
differentiate the strengths adequately. 

Thanks, 
Carol 

_____________________________________________  
From: Golson, Lillie D   
Sent: Thursday, July 26, 2007 3:57 PM 
To: Holquist, Carol A 
Cc: Toyer, Denise P 
Subject: Vial size differences 

Hi Guys, 

Quick question. What are your thoughts on a firm proposing a different vial 
size for a powder for injection product. The RLD for an antibiotic packages its 
500 mg, 1 g, and 2 g products in 15 mL size vials. A generic firm is proposing 
to package its products in 20 mL and 30 mL vials. Rationale, their product is 
lyophilized. Another generic firm is proposing a 10 mL vial. No rationale 
provided. In speaking with a couple of pharmacists, they see no problem with 
this since a syringe is used to draw up the diluent and would be measuring 
the amount added so vial size shouldn't matter. What are your thoughts on 
this? 

Thanks much. 
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7. Container/Closure 

The configuration of container/closure system used for packaging the drug product (is 
summarized in the table below: 
[Vol. 1.2, p. 96] 

Container/Closure Description
 10 mL vial  10 cc, 20 mm, Type I Flint Tubing Vials 
 Closure   20 mm Gray Lyo stoppers 
 Seal   Mist gray 20 mm, Flip-off Aluminum Seals 
     

* The firm indicates that this  

8. Storage, Packaging and/or Dispensing: 

USP -    Preserve in Containers for Sterile Solids as described under Injections

NDA - Store original packages at room temperature: avoid excessive heat 

ANDA -  Store original packages at 20  to 25  C (68  to 77  F).  See USP 
controlled room temperature; avoid excessive heat.

        9. This is the first generic. 

       10.  The June 17, 2010 amendment is for the addition of a new strength, “2 grams”. 
_____________________________________________________________________________ 

Primary Reviewer: Jacqueline Council, Pharm.D.   Date: 

Team Leader: Captain Lillie Golson            Date: 

cc: ANDA: 65-286 
DUP/DIVISION FILE 
HFD-613/JCouncil/LGolson  (no cc) 
V:\FIRMSAM\BEDFORD\LTRS&REV\65286ap.3.l.doc 
Review 
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JACQUELINE D COUNCIL
02/18/2011
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02/22/2011
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THIS APPROVAL SUMMARY SUPERSEDES THE APPROVAL SUMMARY DATED AUGUST 
30, 2007.

APPROVAL SUMMARY

REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 

_____________________________________________________________________________

ANDA Number:             65-286    

Date of Submission:     May 26, 2009 

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

BASIS OF APPROVAL: 

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for 
approval):
Do you have 12 Final Printed Labels and Labeling? See EDR. 

1.  CONTAINER: 1 gram 
Satisfactory in final as of the August 30, 2007 submission. 

.
2. CARTON: 10s 

Satisfactory in final as of the August 30, 2007 submission. 

3.  INSERT:   
Satisfactory in final as of the May 26, 2009 submission. 

 Insert code: Div.AZNM-P00 Revised May 2009 

Revisions needed post-approval:
1.  CONTAINER: 1 gram 

i. Add an asterisk after the strength, “1 gram*/vial” and immediately prior to the  
   “*Each vial contains…” statement. 
ii. Side panel 
   Revise to read, “…solution stability”. 

2.  CARTON: 10s 
             See comments under CONTAINER.
3.   INSERT:  
 General Comment:  Increase the size of the asterisks and superscripts. 
Was this approval based upon a petition?    No 

What is the RLD on the 356(h) form:  Azactam 

NDA Number: NDA 50-580  

NDA Drug Name: Azactam  



NDA Firm: Bristol Myers Squibb Company 

Date of Approval of NDA Insert and supplement #:S-040 approved 1/22/08  

Has this been verified by the Drugs @FDA/  Yes    

Was this approval based upon an OGD labeling guidance?     No 

Appears this way on original.



NOTES/QUESTIONS TO THE CHEMIST 

From: Takiar, Neeru B  
Sent: Monday, August 24, 2009 1:15 PM 
To: Council, Jacqueline 
Subject: RE: 65-286

Hi Jacqueline, 

The firm has not responded to minor amendment yet (issued in June 2008). Thanks.

Neeru  

From: Council, Jacqueline  
Sent: Tuesday, August 11, 2009 1:33 PM 
To: Takiar, Neeru B 
Subject: FW: 65-286

Good afternoon Neeru,

I am not sure if you have completed your chemistry review yet.  If you have completed the review 
can you please inform me of the following?

Thanks,
Jacqueline

1. Does the chemistry revision effect any of the information below from the firm’s Description 
section?

DESCRIPTION
Aztreonam for Injection, USP contains the active ingredient aztreonam, a monobactam. It was 
originally isolated from Chromobacterium violaceum. It is a synthetic bactericidal antibiotic. 
The monobactams, having a unique monocyclic beta-lactam nucleus, are structurally different 
from other betalactam antibiotics (e.g., penicillins, cephalosporins, cephamycins). The sulfonic 
acid substituent in the 1-position of the ring activates the beta-lactam moiety; an aminothiazolyl 
oxime side chain in the 3-position and a methyl group in the 4-position confer the specific 
antibacterial spectrum and beta-lactamase stability. 
Aztreonam is designated chemically as (Z)-2-[[[(2-amino-4-thiazolyl)[[(2S,3S)-2methyl-4-oxo-1-
sulfo-3-azetidinyl] carbamoyl]methylene]amino]oxy]-2-methylpropionic acid. The structural 
formula is shown below: 
Molecular Formula - C13H17N508S2 MW= 435.43 
Aztreonam for injection is a sterile, nonpyrogenic, sodium-free, white powder containing 
approximately 780 mg 
arginine per gram of aztreonam. Following constitution, the product is for intramuscular or 
intravenous use. 
Aqueous solutions of the product have a pH in the range of 4.5 to 7.5.

2. Does the chemistry revision effect any other portion of the labeling?

From: Takiar, Neeru B  
Sent: Monday, March 16, 2009 3:29 PM 
To: Council, Jacqueline 



Cc: Iser, Robert 
Subject: RE: 65-286

This is a first generic, I cannot say for sure about the changes until the review is complete. 

From: Council, Jacqueline  
Sent: Monday, March 16, 2009 3:24 PM 
To: Takiar, Neeru B 
Subject: RE: 65-286

Does the chemistry revision effect any of the information below from the firm’s Description 
section? 

Thanks 

DESCRIPTION
Aztreonam for Injection, USP contains the active ingredient aztreonam, a monobactam. It was 
originally isolated 
from Chromobacterium violaceum. It is a synthetic bactericidal antibiotic. 
The monobactams, having a unique monocyclic beta-lactam nucleus, are structurally different 
from other betalactam 
antibiotics (e.g., penicillins, cephalosporins, cephamycins). The sulfonic acid substituent in the 1-
position 
of the ring activates the beta-lactam moiety; an aminothiazolyl oxime side chain in the 3-position 
and a 
methyl group in the 4-position confer the specific antibacterial spectrum and beta-lactamase 
stability.
Aztreonam is designated chemically as (Z)-2-[[[(2-amino-4-thiazolyl)[[(2S,3S)-2methyl-4-oxo-1-
sulfo-3-azetidinyl] 
carbamoyl]methylene]amino]oxy]-2-methylpropionic acid. The structural formula is shown below: 
Molecular Formula - C13H17N508S2 MW= 435.43 
Aztreonam for injection is a sterile, nonpyrogenic, sodium-free, white powder containing 
approximately 780 mg 
arginine per gram of aztreonam. Following constitution, the product is for intramuscular or 
intravenous use. 
Aqueous solutions of the product have a pH in the range of 4.5 to 7.5. 

From: Takiar, Neeru B  
Sent: Monday, March 16, 2009 3:18 PM 
To: Council, Jacqueline 
Subject: RE: 65-286

This change is in the drug substance.

From: Council, Jacqueline  
Sent: Monday, March 16, 2009 3:17 PM 
To: Takiar, Neeru B 
Subject: RE: 65-286

Can you please inform what the chemistry change is for, then I can determine if the labeling will 
require a revision.

Thanks.





Hi Neeru, 

Please respond to Jackie's questions below.  Thanks. 

Ryan

-----Original Message----- 
From: Council, Jacqueline   
Sent: Wednesday, February 01, 2006 4:36 PM 
To: Nguyen, Ryan 
Subject: 65-286. 

Good afternoon Ryan, 

I completed the review [with deficiencies].   Please see below. 

Thanks, 
Jacqueline 
---- 
ANDA Number:             65-286 

Dates of Submission:    December 23, 2004 

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

NOTES/QUESTIONS TO THE CHEMIST [chemist response copied from previous 
reviewer]. 

1. The innovator’s vial size is “15 mL” and the ANDA vial size is “10 mL”  We plan to 
inform the ANDA that the vial size should be the same as the innovator’s, “15 mL”. 

     
That is fine. 

Neeru’s email dated 4/19/07: 

 As per comment 6 (see below) in my review #2,10 mL size is not acceptable. 

Please note that it is recommended in your labeling that for intravenous solutions 
(bolus injection), the contents of the aztreonam for injection 1 gram vial should be 
are constituted with 6 to 10 mL Sterile Water for Injection. Therefore, we 
recommend that you revise your vial size to same as the innovator “15 mL” 
because the proposed vial size “10 mL” may not be an adequate size for 
constituting IV solutions. Please revise your labels and labeling accordingly. 

 Neeru 

2.  Has the firm submitted stability data to verify the claims found in the following 

subsections of the DOSAGE AND ADMINISTRATION SECTION, [i.e., dilution 

volumes, concentration, admixture with other antibiotics and diluents]?  See text from 

insert labeling below.  



Admixtures With Other Antibiotics 
Intravenous infusion solutions of aztreonam not exceeding 2% w/v prepared with Sodium 

Chloride Injection 0.9% or Dextrose Injection 5%, to which clindamycin phosphate, 

gentamicin sulfate, tobramycin sulfate, or cefazolin sodium have been added at 

concentrations usually used clinically, are stable for up to 48 hours at room temperature or 

seven days under refrigeration. Ampicillin sodium admixtures with aztreonam in Sodium 

Chloride Injection 0.9% are stable for 24 hours at room temperature and 48 hours under 

refrigeration; stability in Dextrose Injection 5% is two hours at room temperature and eight 

hours under refrigeration. 

Aztreonam-cloxacillin sodium and aztreonam-vancomycin hydrochloride admixtures are 

stable in Dianeal® 137 (Peritoneal Dialysis Solution) with 4.25% Dextrose for up to 24 hours 

at room temperature. 

Aztreonam is incompatible with nafcillin sodium, cephradine, and metronidazole. 

Other admixtures are not recommended since compatibility data are not available. 

Intravenous (IV) Solutions 
For Bolus Injection: The contents of the aztreonam for injection 1 gram vial should be 

constituted with 6 to 10 mL Sterile Water for Injection.  

For Infusion Each gram of aztreonam should be initially constituted with at least 3 

mL Sterile Water for Injection and transferred to an appropriate infusion solution. Further 

dilution may be obtained with one of the following intravenous infusion solutions: 

Sodium Chloride Injection, 0.9%  

Ringer's Injection  

Lactated Ringer's Injection  

Dextrose Injection, 5% or 10% 

Dextrose and Sodium Chloride Injection, 5%:0.9%, 5%:0.45% or 5%:0.2% 

Sodium Lactate Injection (M/6 Sodium Lactate) 

Ionosol® B and 5% Dextrose 

lsolyte® M with 5% Dextrose  

Normosol®-R 

Normosol®-R and 5% Dextrose  

Normosol®-M and 5% Dextrose  

Mannitol Injection, 5% or 10%  

Lactated Ringer's and 5% Dextrose Injection  

(b) (4)



Plasma-Lyte® M and 5% Dextrose 

Intramuscular (IM) Solutions 
The contents of an aztreonam vial should be constituted with at least 3 mL of an appropriate 

diluent per gram aztreonam. The following diluents may be used: 

Sterile Water for Injection  

Sterile Bacteriostatic Water for Injection (with benzyl alcohol or with methyl- and 

propylparabens) 

Sodium Chloride Injection, 0.9% 

Bacteriostatic Sodium Chloride Injection (with benzyl alcohol)  

Stability Of IV And IM Solutions 
Aztreonam solutions for IV infusion at concentrations not exceeding 2% w/v must be used 

within 48 hours following constitution if kept at 20° to 25°C (68° to 77°F) (see USP controlled 

room temperature) or within seven days if refrigerated 2° to 8°C (36° to 46°F). 

Aztreonam solutions at concentrations exceeding 2% w/v, except those prepared with Sterile 

Water for Injection or Sodium Chloride Injection, should be used promptly after preparation; 

the two excepted solutions must be used within 48 hours if stored at controlled room 

temperature or within seven days if refrigerated. 

Yes 

Thanks 

 In the 3/16/07 amendment, Bedford added Isolyte E and Isolyte E with 5% Dexrose to 
 DOSAGE AND ADMINISTRATION.  Bedford also submitted stability studies in support.  
 A copy of the stability studies was submitted to chemistry.  

PENDING USP ISSUE- USP will be official on December 1, 2008, also see item #8 in 
the FTR below. 
_____________________________________________ 
From: Vu, Thuyanh (Ann) 
Sent: Thursday, July 24, 2008 11:29 AM 
To: Takiar, Neeru B 
Subject: RE: Labeling comment for 65-286 (Bedford's aztreonam) 

(b) (4)





FOR THE RECORD:  (portions taken from previous review) 

1. Labeling model     

 - Azactam , by Bristol-Myers Squibb Company 
 NDA 50-580/S-040 approved 1/22/08  

- DOSAGE AND ADMINISTRATION section 

The firm indicated that they omitted the following infusion solutions because they are no 
longer commercially available.  The new drug division concurred.  We plan to allow the 
ANDAs to omit these infusion solutions.  See e-mail below. 

10% Travert Injection 
10% Travert Injection and Electrolyte No. 1 Injection 
10% Travert Injection and Electrolyte No. 2 Injection 
10% Travert Injection and Electrolyte No. 3 Injection 

______________________________________________  
From: Samanta, Susmita   
Sent: Tuesday, July 28, 2009 2:19 PM 
To: Council, Jacqueline 
Subject: RE: ...NDA 50-580 Azactam 

Good afternoon Dr. Council, 

Thank you for the reminder.  It is true that these products are not available any more.  
The sponsor is going to change the label.  As soon as I hear from them when that is, I will 
let you know. 

Regards 

Susmita 

_____________________________________________  
From: Samanta, Susmita   
Sent: Tuesday, June 23, 2009 2:27 PM 
To: Council, Jacqueline 
Subject: RE: NDA 50-580 Azactam 

Good afternoon Dr. Council, 

I have contacted the innovator company about this and as soon as they get back to me, I 
will let you know. 

Have a nice day. 

Susmita 

Susmita Samanta, MD 
Regulatory Project Manager 
Division of Anti-Infective and Ophthalmology Products 
301-796-0803 



_____________________________________________  
From: Council, Jacqueline   
Sent: Tuesday, June 23, 2009 11:41 AM 
To: Samanta, Susmita 
Subject: NDA 50-580 Azactam 

Good morning Dr. Samanta, 

A generic firm with an ANDA for Aztreonam for Injection informed us that the following 
infusion solutions are no longer commercially available.  Do you have any information 
regarding this issue? Can you please inform me if there are any plans to ask the 
innovator to delete these solutions from the package insert labeling? 

10% Travert Injection 
10% Travert Injection and Electrolyte No. 1 Injection 
10% Travert Injection and Electrolyte No. 2 Injection 
10% Travert Injection and Electrolyte No. 3 Injection 

Thanks for your assistance, 
Dr. Council 

2. The listing of the active and inactive ingredients in the DESCRIPTION section of the 
package insert appear to be consistent with the composition listed in the application. 
[Vol. 1.2, p. 96]  
NOTE: The USP indicates that Aztreonam for Injection is a dry mixture of sterile 

Aztreonam and Arginine.  This is consistent with the RLD.  

3. Physical Description 

Dry: White to off-white powder 
 [per chemist review] 

      Solution: clear, colorless to yellow solution  
      [Vol 2.1, p. 86, 201] 

4. Manufacturing Facility 

  Bedford, OH 44146 

Ben Venue Laboratories, Inc. 
300 Northfield Road 

  [Vol. 1.2, p. 217] 

5. Patent/ Exclusivities.. 

Patent Data – 50-521  
No Expiration Use Code Use File

None I

Exclusivity  Data –  

Code/sup Expiration
Use

Code
Description Labeling Impact

None 

(b) (4)

(b) (4)



6. Package Sizes 

RLD-  Single-dose 15 mL capacity vials: 
 500 mg/vial – 10s 
 1 g/vial – 10s 
 2 g/vial -  10s 

ANDA  - 1 g/vial; 10 mL capacity vial; carton of 10 

 In AM dated 7/27/07, Bedford provided a justification to the 10 mL vial for 1 gram.  To 
 recap, Beford has developed a 2 gram dosage in a 15 mL vial and has chosen to use a 
 10 mL vial for the 1 gram dosage to differentiate the two products.  There is enough 
 volume in the 10 mL vial to allow for the reconstitution using the maximum amount of 
 diluent.  The stability testing was conducted in a 10 mL vial and the results are within the 
 allowable limits.  Thus, the 10 mL vial should not present any problems in the market for 
 reconstitution of the DP according to the PI labeling.  From the labeling standpoint, the 
 difference in vial sizes between the RLD and innovator is acceptable (please read the 
 email between Lilly and Carol about the difference in vial sizes).   

_____________________________________________  
From: Holquist, Carol A   
Sent: Thursday, July 26, 2007 5:10 PM 
To: Golson, Lillie D 
Cc: Toyer, Denise P 
Subject: RE: Vial size differences 

Lillie,

Denise is on leave this week.  It appears from your e-mail that there is no direct 
correlation to the size of vial per strength.  If there is no pre-existing correlation 
then I don't see much of a problem with this proposal.  I would just hope they 
differentiate the strengths adequately. 

Thanks, 
Carol 

_____________________________________________  
From: Golson, Lillie D   
Sent: Thursday, July 26, 2007 3:57 PM 
To: Holquist, Carol A 
Cc: Toyer, Denise P 
Subject: Vial size differences 

Hi Guys, 

Quick question. What are your thoughts on a firm proposing a different vial 
size for a powder for injection product. The RLD for an antibiotic packages its 
500 mg, 1 g, and 2 g products in 15 mL size vials. A generic firm is proposing 
to package its products in 20 mL and 30 mL vials. Rationale, their product is 
lyophilized. Another generic firm is proposing a 10 mL vial. No rationale 
provided. In speaking with a couple of pharmacists, they see no problem with 
this since a syringe is used to draw up the diluent and would be measuring 
the amount added so vial size shouldn't matter. What are your thoughts on 
this? 

Thanks much. 



7. Container/Closure 

The configuration of container/closure system used for packaging the drug product (is 
summarized in the table below: 
[Vol. 1.2, p. 96] 

Container/Closure Description
 10 mL vial  10 cc, 20 mm, Type I Flint Tubing Vials 
 Closure   20 mm Gray Lyo stoppers 
 Seal   Mist gray 20 mm, Flip-off Aluminum Seals 
     

* The firm indicates that this  

8. Storage, Packaging and/or Dispensing: 

USP -    Preserve in Containers for Sterile Solids as described under Injections

NDA - Store original packages at room temperature: avoid excessive heat 

ANDA -  Store original packages at 20° to 25° C (68° to 77° F).  See USP 
controlled room temperature; avoid excessive heat.

        9. This is the first generic. 

      10. Post approval revisions: 
CONTAINER and CARTON: acceptable in final as of the 8/30/07 submission. 
1.  CONTAINER: 1 gram 

i. Add an asterisk after the strength, “1 gram*/vial” and immediately prior to the  
   “*Each vial contains…” statement. 
ii. Side panel 
   Revise to read, “…solution stability”. 

2.  CARTON: 10s 
             See comments under CONTAINER.  

_____________________________________________________________________________ 
Date of Review:     8/21/09    

Date of Submission: 5/26/09 

Primary Reviewer: Jacqueline Council, Pharm.D.   Date: 

Team Leader: Captain Lillie Golson            Date: 

cc: ANDA: 65-286 
DUP/DIVISION FILE 
HFD-613/JCouncil/LGolson  (no cc) 
V:\FIRMSAM\BEDFORD\LTRS&REV\65286ap2.l.doc 
Review 

Following this page, 4 pages withheld in full (b)(4)

(b) (4) (b) (4)

(b) (4)
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 

_____________________________________________________________________________

ANDA Number:             65-286    

Date of Submission:     September 5, 2008 

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

1 INSERT 

a. General Comments 

i. Delete the terminal zero, “1 instead of “1.0”. 

ii. Increase the size of the asterisks. 

b. DOSAGE AND ADMINISTRATION 

i. Admixture with other Antibiotics  

Add an asterisk following the trade name “Dianeal®137* (Peritoneal 
Dialysis Solution)”.  Also, reference the manufacturer of the product in a 
footnote at the end of your insert. 

ii. Preparation of Parenteral Solutions 

Relocate the paragraph, “Parenteral drug products should…permit” to 
appear as the last paragraph of this subsection. 

iii. Intravenous (IV) Solutions 

A)         For Bolus Injection 

Revise to read, “… Injection vial should …” 

B) For Infusion  
Revise to read, “If the contents of the vial are to be transferred to 
an appropriate infusion solution, each gram…Injection .  
Further …”. 

C) We note that you omitted some of the intravenous infusion 
solutions”.   Your insert is required to be the same as the 
innovator. Is your drug product incompatible with the solutions 
you omitted? Please comment and/or revise accordingly.  . 

(b) (4)

(b) (4)



Revise your labeling, as instructed above, and submit final printed labeling electronically 
according to the guidance for industry titled Providing Regulatory Submissions in Electronic 
Format – ANDA.

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes 
for the reference listed drug. In order to keep ANDA labeling current, we suggest that you 
subscribe to the daily or weekly updates of new documents posted on the CDER web site at the 
following address -
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17

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 reference listed drug's 
labeling with all differences annotated and explained. 

{See appended electronic signature page} 
___________________________ 
Wm. Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 



NOTES/QUESTIONS TO THE CHEMIST 
___________________________________________________________________________ 
Pl see below. 

-----Original Message----- 
From: Nguyen, Ryan
Sent: Wednesday, February 01, 2006 4:37 PM 
To: Takiar, Neeru B 
Cc: Zuk, Susan; Park, Sarah Soojung 
Subject: FW: 65-286. 

Hi Neeru, 

Please respond to Jackie's questions below.  Thanks. 

Ryan

-----Original Message----- 
From: Council, Jacqueline   
Sent: Wednesday, February 01, 2006 4:36 PM 
To: Nguyen, Ryan 
Subject: 65-286. 

Good afternoon Ryan, 

I completed the review [with deficiencies].   Please see below. 

Thanks, 
Jacqueline 
---- 
ANDA Number:             65-286 

Dates of Submission:    December 23, 2004 

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

NOTES/QUESTIONS TO THE CHEMIST [chemist response copied from previous 
reviewer]. 

1. The innovator’s vial size is “15 mL” and the ANDA vial size is “10 mL”  We plan to 
inform the ANDA that the vial size should be the same as the innovator’s, “15 mL”. 

     
That is fine. 

Neeru’s email dated 4/19/07: 

 As per comment 6 (see below) in my review #2,10 mL size is not acceptable. 

Please note that it is recommended in your labeling that for intravenous solutions 
(bolus injection), the contents of the aztreonam for injection 1 gram vial should be 



are constituted with 6 to 10 mL Sterile Water for Injection. Therefore, we 
recommend that you revise your vial size to same as the innovator “15 mL” 
because the proposed vial size “10 mL” may not be an adequate size for 
constituting IV solutions. Please revise your labels and labeling accordingly. 

 Neeru 

2.  Has the firm submitted stability data to verify the claims found in the following 

subsections of the DOSAGE AND ADMINISTRATION SECTION, [i.e., dilution 

volumes, concentration, admixture with other antibiotics and diluents]?  See text from 

insert labeling below.  

Admixtures With Other Antibiotics 
Intravenous infusion solutions of aztreonam not exceeding 2% w/v prepared with Sodium 

Chloride Injection 0.9% or Dextrose Injection 5%, to which clindamycin phosphate, 

gentamicin sulfate, tobramycin sulfate, or cefazolin sodium have been added at 

concentrations usually used clinically, are stable for up to 48 hours at room temperature or 

seven days under refrigeration. Ampicillin sodium admixtures with aztreonam in Sodium 

Chloride Injection 0.9% are stable for 24 hours at room temperature and 48 hours under 

refrigeration; stability in Dextrose Injection 5% is two hours at room temperature and eight 

hours under refrigeration. 

Aztreonam-cloxacillin sodium and aztreonam-vancomycin hydrochloride admixtures are 

stable in Dianeal® 137 (Peritoneal Dialysis Solution) with 4.25% Dextrose for up to 24 hours 

at room temperature. 

Aztreonam is incompatible with nafcillin sodium, cephradine, and metronidazole. 

Other admixtures are not recommended since compatibility data are not available. 

Intravenous (IV) Solutions 
For Bolus Injection: The contents of the aztreonam for injection 1 gram vial should be 

constituted with 6 to 10 mL Sterile Water for Injection.  

For Infusion Each gram of aztreonam should be initially constituted with at least 3 

mL Sterile Water for Injection and transferred to an appropriate infusion solution. Further 

dilution may be obtained with one of the following intravenous infusion solutions: 

Sodium Chloride Injection, 0.9%  

Ringer's Injection  

Lactated Ringer's Injection  

(b) (4)



Dextrose Injection, 5% or 10% 

Dextrose and Sodium Chloride Injection, 5%:0.9%, 5%:0.45% or 5%:0.2% 

Sodium Lactate Injection (M/6 Sodium Lactate) 

Ionosol® B and 5% Dextrose 

lsolyte® M with 5% Dextrose  

Normosol®-R 

Normosol®-R and 5% Dextrose  

Normosol®-M and 5% Dextrose  

Mannitol Injection, 5% or 10%  

Lactated Ringer's and 5% Dextrose Injection  

Plasma-Lyte® M and 5% Dextrose 

Intramuscular (IM) Solutions 
The contents of an aztreonam vial should be constituted with at least 3 mL of an appropriate 

diluent per gram aztreonam. The following diluents may be used: 

Sterile Water for Injection  

Sterile Bacteriostatic Water for Injection (with benzyl alcohol or with methyl- and 

propylparabens) 

Sodium Chloride Injection, 0.9% 

Bacteriostatic Sodium Chloride Injection (with benzyl alcohol)  

Stability Of IV And IM Solutions 
Aztreonam solutions for IV infusion at concentrations not exceeding 2% w/v must be used 

within 48 hours following constitution if kept at 20° to 25°C (68° to 77°F) (see USP controlled 

room temperature) or within seven days if refrigerated 2° to 8°C (36° to 46°F). 

Aztreonam solutions at concentrations exceeding 2% w/v, except those prepared with Sterile 

Water for Injection or Sodium Chloride Injection, should be used promptly after preparation; 

the two excepted solutions must be used within 48 hours if stored at controlled room 

temperature or within seven days if refrigerated. 

(b) (4)





FOR THE RECORD:  (portions taken from previous review) 

1. Labeling model     

 Azactam , by Bristol-Myers Squibb Company 
 NDA 50-580/S-040 approved 1/22/08  

2. The listing of the active and inactive ingredients in the DESCRIPTION section of the 
package insert appear to be consistent with the composition listed in the application. 
[Vol. 1.2, p. 96]  
NOTE: The USP indicates that Aztreonam for Injection is a dry mixture of sterile 

Aztreonam and Arginine.  This is consistent with the RLD.  

3. Physical Description 

Dry: White to off-white powder 
 [per chemist review] 

      Solution: clear, colorless to yellow solution  
      [Vol 2.1, p. 86, 201] 

4. Manufacturing Facility 

  Bedford, OH 44146 

Ben Venue Laboratories, Inc. 
300 Northfield Road 

  [Vol. 1.2, p. 217] 

5. Patent/ Exclusivities 

Patent Data – 50-521  
No Expiration Use Code Use File

None I

Exclusivity  Data –  

Code/sup Expiration
Use

Code
Description Labeling Impact

None 

6. Package Sizes 

RLD-  Single-dose 15 mL capacity vials: 
 500 mg/vial – 10s 
 1 g/vial – 10s 
 2 g/vial -  10s 

ANDA  - 1 g/vial; 10 mL capacity vial; carton of 10 

 Bedford is developing a 2 gram dosage in a 15 mL vial and chose to use a 10 mL vial for 
the 1 gram dosage to differentiate between the two dosages and therefore prevent 

(b) (4)

(b) (4)



medication errors.  Bedford acknowledge that the RLD is in a 15 mL vial.  Bedford will not 
change the 1 gram dosage to 10 mL vial [AF dated 5/31/06].  After speaking with Jackie 
Council on 9/21/06, I will ask Bedford to revise their vial size to be the same as the 
innovator’s (15 mL).  Note that the innovator’s 1 gram and 2 gram sizes are marketed in a 
15 mL capacity vial.  

 Refer to the chemist question above.  Neeru will send out chemistry deficiencies-one will 
include to revise to 15 mL vial size. In the 3/16/07 AF, Bedford refused to change vial 
size.  

 In AM dated 7/27/07, Bedford provided a justification to the 10 mL vial for 1 gram.  To 
 recap, Beford has developed a 2 gram dosage in a 15 mL vial and has chosen to use a 
 10 mL vial for the 1 gram dosage to differentiate the two products.  There is enough 
 volume in the 10 mL vial to allow for the reconstitution using the maximum amount of 
 diluent.  The stability testing was conducted in a 10 mL vial and the results are within the 
 allowable limits.  Thus, the 10 mL vial should not present any problems in the market for 
 reconstitution of the DP according to the PI labeling.  From the labeling standpoint, the 
 difference in vial sizes between the RLD and innovator is acceptable (please read the 
 email between Lilly and Carol about the difference in vial sizes).   

_____________________________________________  
From: Holquist, Carol A   
Sent: Thursday, July 26, 2007 5:10 PM 
To: Golson, Lillie D 
Cc: Toyer, Denise P 
Subject: RE: Vial size differences 

Lillie,

Denise is on leave this week.  It appears from your e-mail that there is no direct 
correlation to the size of vial per strength.  If there is no pre-existing correlation 
then I don't see much of a problem with this proposal.  I would just hope they 
differentiate the strengths adequately. 

Thanks, 
Carol 

_____________________________________________  
From: Golson, Lillie D   
Sent: Thursday, July 26, 2007 3:57 PM 
To: Holquist, Carol A 
Cc: Toyer, Denise P 
Subject: Vial size differences 

Hi Guys, 

Quick question. What are your thoughts on a firm proposing a different vial 
size for a powder for injection product. The RLD for an antibiotic packages its 
500 mg, 1 g, and 2 g products in 15 mL size vials. A generic firm is proposing 
to package its products in 20 mL and 30 mL vials. Rationale, their product is 
lyophilized. Another generic firm is proposing a 10 mL vial. No rationale 
provided. In speaking with a couple of pharmacists, they see no problem with 
this since a syringe is used to draw up the diluent and would be measuring 
the amount added so vial size shouldn't matter. What are your thoughts on 
this? 

Thanks much. 



7. Container/Closure 

The configuration of container/closure system used for packaging the drug product (is 
summarized in the table below: 
[Vol. 1.2, p. 96] 

Container/Closure Description
 10 mL vial  10 cc, 20 mm, Type I Flint Tubing Vials 
 Closure   20 mm Gray Lyo stoppers 
 Seal   Mist gray 20 mm, Flip-off Aluminum Seals 
     

* The firm indicates that this  

8. Storage, Packaging and/or Dispensing: 

USP -    Preserve in Containers for Sterile Solids as described under Injections

NDA - Store original packages at room temperature: avoid excessive heat 

ANDA -  Store original packages at 20  to 25  C (68  to 77  F).  See USP 
controlled room temperature; avoid excessive heat.

        9. This is the first generic. 

      10. Post approval revisions: 
CONTAINER and CARTON: acceptable in final as of the 8/30/07 submission. 
1.  CONTAINER: 1 gram 

i. Add an asterisk after the strength, “1 gram*/vial” and immediately prior to the  
   “*Each vial contains…” statement. 
ii. Side panel 
   Revise to read, “…solution stability”. 

2.  CARTON: 10s 
             See comments under CONTAINER.  

_____________________________________________________________________________ 
Date of Review:     3/13/08    

Date of Submission: 9/5/08 

Primary Reviewer: Jacqueline Council, Pharm.D.   Date: 

Team Leader: Captain Lillie Golson            Date: 

cc: ANDA: 65-286 
DUP/DIVISION FILE 
HFD-613/JCouncil/LGolson  (no cc) 
V:\FIRMSAM\BEDFORD\LTRS&REV\65286na5.l.doc 
Review 

(b) (4) (b) (4)

(b) (4)
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 

_____________________________________________________________________________

ANDA Number:             65-286   Date of Submission:   June 25, 2008  

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

Labeling Deficiencies:  

1. CONTAINER:  1 gram 

Acceptable in final print.    

2. CARTON:  10 vials per carton 

 Acceptable in final print. 

3. INSERT 

 a. ADVERSE REACTIONS 

  First and second paragraphs, revise “percent” to “%”.  

 b. DOSAGE AND ADMINISTRATION 

  i. Dosage in Adult Patients, Renal Impairment in Adult Patients, first  
   paragraph, revise to read “...between 10 mL/min/1.73 m2 and 30   
   mL/min/1.73m 2  ...” 

  ii. Stability of IV and IM Solutions- delete second paragraph.  

  iii. Intravenous Administration, second paragraph, revise to read “(see  
   Preparation Of Parenteral Solutions- Intravenous (IV) Solutions: For   
   Infusion) 

4. SPL 

 DOSAGE AND ADMINISTRATIONS 

 Aztreonam for Injection Dosage Guidelines table, please clearly separate the rows for the 
 adults.  It is hard to read the dosage corresponding to the types of infection.  

Submit labeling electronically according to the guidance for industry titled Providing Regulatory 
Submissions in Electronic Format – ANDA.  



Prior to approval, it may be necessary to revise your labeling subsequent to approved changes 
for the reference listed drug. In order to keep ANDA labeling current, we suggest that you 
subscribe to the daily or weekly updates of new documents posted on the CDER web site at the 
following address - 
http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 

To facilitate review of your next submission please provide a side-by-side comparison of your 
proposed labeling with your last labeling submission with all differences annotated and explained. 

BASIS OF APPROVAL: 

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for 
approval):
Do you have 12 Final Printed Labels and Labeling?  No. see comments  

Container Labels (1 vial):   Yes, August 30, 2007 e-submission 

Carton Labels (10s): Yes, August 30, 2007 e-submission 

Professional Package Insert Labeling: No.  

Revisions needed post-approval:  None 

Was this approval based upon a petition?    No 

What is the RLD on the 356(h) form:  Azactam 

NDA Number: NDA 50-580/S-040, approved 1/22/08, provided for CDAD class labeling language 

NDA Drug Name: Azactam  

NDA Firm:Bristol Myers Squibb 

Date of Approval of NDA Insert and supplement #:  NDA 50-580/S-040, approved 1/22/08  

Has this been verified by the MIS system for the NDA?   Yes    

Was this approval based upon an OGD labeling guidance?     No 

NOTES/QUESTIONS TO THE CHEMIST  
___________________________________________________________________________ 



Pl see below. 

-----Original Message----- 
From: Nguyen, Ryan
Sent: Wednesday, February 01, 2006 4:37 PM 
To: Takiar, Neeru B 
Cc: Zuk, Susan; Park, Sarah Soojung 
Subject: FW: 65-286. 

Hi Neeru, 

Please respond to Jackie's questions below.  Thanks. 

Ryan

-----Original Message----- 
From: Council, Jacqueline   
Sent: Wednesday, February 01, 2006 4:36 PM 
To: Nguyen, Ryan 
Subject: 65-286. 

Good afternoon Ryan, 

I completed the review [with deficiencies].   Please see below. 

Thanks, 
Jacqueline 
---- 
ANDA Number:             65-286 

Dates of Submission:    December 23, 2004 

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

NOTES/QUESTIONS TO THE CHEMIST  

1. The innovator’s vial size is “15 mL” and the ANDA vial size is “10 mL”  We plan to 
inform the ANDA that the vial size should be the same as the innovator’s, “15 mL”. 

      
That is fine. 

Neeru’s email dated 4/19/07: 

 As per comment 6 (see below) in my review #2,10 mL size is not acceptable. 

Please note that it is recommended in your labeling that for intravenous solutions 
(bolus injection), the contents of the aztreonam for injection 1 gram vial should be 
are constituted with 6 to 10 mL Sterile Water for Injection. Therefore, we 
recommend that you revise your vial size to same as the innovator “15 mL” 
because the proposed vial size “10 mL” may not be an adequate size for 
constituting IV solutions. Please revise your labels and labeling accordingly. 

 Neeru 



2.  Has the firm submitted stability data to verify the claims found in the following 

subsections of the DOSAGE AND ADMINISTRATION SECTION, [i.e., dilution 

volumes, concentration, admixture with other antibiotics and diluents]?  See text from 

insert labeling below.  

Admixtures With Other Antibiotics 
Intravenous infusion solutions of aztreonam not exceeding 2% w/v prepared with Sodium 

Chloride Injection 0.9% or Dextrose Injection 5%, to which clindamycin phosphate, 

gentamicin sulfate, tobramycin sulfate, or cefazolin sodium have been added at 

concentrations usually used clinically, are stable for up to 48 hours at room temperature or 

seven days under refrigeration. Ampicillin sodium admixtures with aztreonam in Sodium 

Chloride Injection 0.9% are stable for 24 hours at room temperature and 48 hours under 

refrigeration; stability in Dextrose Injection 5% is two hours at room temperature and eight 

hours under refrigeration. 

Aztreonam-cloxacillin sodium and aztreonam-vancomycin hydrochloride admixtures are 

stable in Dianeal® 137 (Peritoneal Dialysis Solution) with 4.25% Dextrose for up to 24 hours 

at room temperature. 

Aztreonam is incompatible with nafcillin sodium, cephradine, and metronidazole. 

Other admixtures are not recommended since compatibility data are not available. 

Intravenous (IV) Solutions 
For Bolus Injection: The contents of the aztreonam for injection 1 gram vial should be 

constituted with 6 to 10 mL Sterile Water for Injection.  

For Infusion Each gram of aztreonam should be initially constituted with at least 3 

mL Sterile Water for Injection and transferred to an appropriate infusion solution. Further 

dilution may be obtained with one of the following intravenous infusion solutions: 

Sodium Chloride Injection, 0.9%  

Ringer's Injection  

Lactated Ringer's Injection  

(b) (4)



Dextrose Injection, 5% or 10% 

Dextrose and Sodium Chloride Injection, 5%:0.9%, 5%:0.45% or 5%:0.2% 

Sodium Lactate Injection (M/6 Sodium Lactate) 

Ionosol® B and 5% Dextrose 

lsolyte® M with 5% Dextrose  

Normosol®-R 

Normosol®-R and 5% Dextrose  

Normosol®-M and 5% Dextrose  

Mannitol Injection, 5% or 10%  

Lactated Ringer's and 5% Dextrose Injection  

Plasma-Lyte® M and 5% Dextrose 

Intramuscular (IM) Solutions 
The contents of an aztreonam vial should be constituted with at least 3 mL of an appropriate 

diluent per gram aztreonam. The following diluents may be used: 

Sterile Water for Injection  

Sterile Bacteriostatic Water for Injection (with benzyl alcohol or with methyl- and 

propylparabens) 

Sodium Chloride Injection, 0.9% 

Bacteriostatic Sodium Chloride Injection (with benzyl alcohol)  

Stability Of IV And IM Solutions 
Aztreonam solutions for IV infusion at concentrations not exceeding 2% w/v must be used 

within 48 hours following constitution if kept at 20° to 25°C (68° to 77°F) (see USP controlled 

room temperature) or within seven days if refrigerated 2° to 8°C (36° to 46°F). 

Aztreonam solutions at concentrations exceeding 2% w/v, except those prepared with Sterile 

Water for Injection or Sodium Chloride Injection, should be used promptly after preparation; 

the two excepted solutions must be used within 48 hours if stored at controlled room 

temperature or within seven days if refrigerated. 

(b) (4)







RLD-  Single-dose 15 mL capacity vials: 
 500 mg/vial – 10s 
 1 g/vial – 10s 
 2 g/vial -  10s 

ANDA  - 1 g/vial; 10 mL capacity vial; carton of 10 

 Bedford is developing a 2 gram dosage in a 15 mL vial and chose to use a 10 mL vial for 
the 1 gram dosage to differentiate between the two dosages and therefore prevent 
medication errors.  Bedford acknowledge that the RLD is in a 15 mL vial.  Bedford will not 
change the 1 gram dosage to 10 mL vial [AF dated 5/31/06].  After speaking with Jackie 
Council on 9/21/06, I will ask Bedford to revise their vial size to be the same as the 
innovator’s (15 mL).  Note that the innovator’s 1 gram and 2 gram sizes are marketed in a 
15 mL capacity vial.  

 Refer to the chemist question above.  Neeru will send out chemistry deficiencies-one will 
include to revise to 15 mL vial size. In the 3/16/07 AF, Bedford refused to change vial 
size. From Chemist review #3, the chemist also noted thta the 10 mL vial should not 
present any problems in the market for reconstitution of the DP according to the package 
insert labeling. 

 In AM dated 7/27/07, Bedford provided a justification to the 10 mL vial for 1 gram.  To 
 recap, Beford has developed a 2 gram dosage in a 15 mL vial and has chosen to use a 
 10 mL vial for the 1 gram dosage to differentiate the two products.  There is enough 
 volume in the 10 mL vial to allow for the reconstitution using the maximum amount of 
 diluent.  The stability testing was conducted in a 10 mL vial and the results are within the 
 allowable limits.  Thus, the 10 mL vial should not present any problems in the market for 
 reconstitution of the DP according to the PI labeling. From the labeling standpoint, the 
 difference in vial sizes between the RLD and innovator is acceptable (please read the 
 email between Lilly and Carol about the difference in vial sizes).   

From: Golson, Lillie D 
Sent: Thursday, July 26, 2007 6:44 PM 
To: Barlow, James T; Birch, Postelle; Council, Jacqueline; Dillahunt, Michelle; 

Golson, Lillie D; Grace, John F; Hoppes, Charles V; Lee, Koung U; Park, 
Chan H; Park, Sarah Soojung; Payne, Angela; Shin, Melaine M; Vezza, 
Adolph E; Vu, Thuyanh (Ann); Weitzman, Beverly; Wu, Ruby (Chi-Ann) 

Subject: FW: Vial size differences 
FYI

______________________________________________  
From: Holquist, Carol A   
Sent: Thursday, July 26, 2007 6:42 PM 
To: Golson, Lillie D 
Subject: RE: Vial size differences 

Yes thanks 

_____________________________________________  
From: Golson, Lillie D   
Sent: Thursday, July 26, 2007 6:09 PM 
To: Holquist, Carol A 
Subject: RE: Vial size differences 

Just to verify, on the vial, rather than  



                                         
        Single Use Vial 

             AMPICILLIN FOR INJECTION 
                            500 Gram 
                          IM or IV Use 
           

You'd prefer: 

                                          Single Use Vial 

             AMPICILLIN FOR INJECTION 
                            500 Gram/Vial 
                              IM or IV Use 

           
_____________________________________________  
From: Holquist, Carol A   
Sent: Thursday, July 26, 2007 5:53 PM 
To: Golson, Lillie D 
Subject: RE: Vial size differences 

Lillie,

Thanks.  I know you probably do this already as well but can you please make sure the 
strength is expressed in mg/vial and directions for reconstitution.  We have seen a bunch 
of errors with powders when it doesn't say mg/vial  or the resultant concentration once 
the diluent is added.   

_____________________________________________  
From: Golson, Lillie D   
Sent: Thursday, July 26, 2007 5:12 PM 
To: Holquist, Carol A 
Subject: RE: Vial size differences 

Thanks Carol. We do ask for differentiation, and they are powders. So we will move 
forward on these.  

Take care. 

_____________________________________________  
From: Holquist, Carol A   
Sent: Thursday, July 26, 2007 5:10 PM 
To: Golson, Lillie D 
Cc: Toyer, Denise P 
Subject: RE: Vial size differences 

Lillie,

Denise is on leave this week.  It appears from your e-mail that there is no direct 
correlation to the size of vial per strength.  If there is no pre-existing correlation 
then I don't see much of a problem with this proposal.  I would just hope they 
differentiate the strengths adequately. 

Thanks, 
Carol 



_____________________________________________  
From: Golson, Lillie D   
Sent: Thursday, July 26, 2007 3:57 PM 
To: Holquist, Carol A 
Cc: Toyer, Denise P 
Subject: Vial size differences 

Hi Guys, 

Quick question. What are your thoughts on a firm proposing a different vial 
size for a powder for injection product. The RLD for an antibiotic packages its 
500 mg, 1 g, and 2 g products in 15 mL size vials. A generic firm is proposing 
to package its products in 20 mL and 30 mL vials. Rationale, their product is 
lyophilized. Another generic firm is proposing a 10 mL vial. No rationale 
provided. In speaking with a couple of pharmacists, they see no problem with 
this since a syringe is used to draw up the diluent and would be measuring 
the amount added so vial size shouldn't matter. What are your thoughts on 
this? 

Thanks much. 

7. Container/Closure 

The configuration of container/closure system used for packaging the drug product (is 
summarized in the table below: 
[Vol. 1.2, p. 96] 

Container/Closure Description
 10 mL vial  10 cc, 20 mm, Type I Flint Tubing Vials 
 Closure   20 mm Gray Lyo stoppers 
 Seal   Mist gray 20 mm, Flip-off Aluminum Seals 
     

* The firm indicates that this  

8. Storage, Packaging and/or Dispensing: 

USP -    Preserve in Containers for Sterile Solids as described under Injections

Note:   

  

NDA - Store original packages at room temperature: avoid excessive heat 

ANDA -  Store original packages at 20  to 25  C (68  to 77  F).  See USP 
controlled room temperature; avoid excessive heat.

        9. This is the first generic.   
   

_____________________________________________________________________________ 

Date of Review:     July 25, 2008  Date of Submission:  June 25, 2008  

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) (4)



Primary Reviewer: Thuyanh Vu     Date: 

Team Leader: John Grace            Date: 
_____________________________________________________________________________ 
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APPROVAL SUMMARY 

REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 

_____________________________________________________________________________

ANDA Number:             65-286   Date of Submission:   August 30, 2007  

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

BASIS OF APPROVAL: 

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for 
approval):
Do you have 12 Final Printed Labels and Labeling?  Yes, August 30, 2007 e-submission and  
May 31, 2006 e-submission.  

Container Labels (1 vial):   Yes, August 30, 2007 e-submission 

Carton Labels (10s): Yes, August 30, 2007 e-submission 

Professional Package Insert Labeling: May 31, 2006 e-submission  

Revisions needed post-approval:  None 

Was this approval based upon a petition?    No 

What is the RLD on the 356(h) form:  Azactam 

NDA Number: NDA 50-580/S-033 approved 3/25/02, provided for Geriatric Use and S-037 
approved 12/16/04 provided for the antibiotic class labeling.  

NDA Drug Name: Azactam  

NDA Firm:Bristol Myers Squibb 

Date of Approval of NDA Insert and supplement #:  NDA 50-580/S-033 approved 3/25/02 

Has this been verified by the MIS system for the NDA?   Yes    

Was this approval based upon an OGD labeling guidance?     No 



NOTES/QUESTIONS TO THE CHEMIST  
___________________________________________________________________________ 

Pl see below. 

-----Original Message----- 
From: Nguyen, Ryan
Sent: Wednesday, February 01, 2006 4:37 PM 
To: Takiar, Neeru B 
Cc: Zuk, Susan; Park, Sarah Soojung 
Subject: FW: 65-286. 

Hi Neeru, 

Please respond to Jackie's questions below.  Thanks. 

Ryan

-----Original Message----- 
From: Council, Jacqueline   
Sent: Wednesday, February 01, 2006 4:36 PM 
To: Nguyen, Ryan 
Subject: 65-286. 

Good afternoon Ryan, 

I completed the review [with deficiencies].   Please see below. 

Thanks, 
Jacqueline 
---- 
ANDA Number:             65-286 

Dates of Submission:    December 23, 2004 

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

NOTES/QUESTIONS TO THE CHEMIST  

1. The innovator’s vial size is “15 mL” and the ANDA vial size is “10 mL”  We plan to 
inform the ANDA that the vial size should be the same as the innovator’s, “15 mL”. 

      
That is fine. 

Neeru’s email dated 4/19/07: 

 As per comment 6 (see below) in my review #2,10 mL size is not acceptable. 

Please note that it is recommended in your labeling that for intravenous solutions 
(bolus injection), the contents of the aztreonam for injection 1 gram vial should be 
are constituted with 6 to 10 mL Sterile Water for Injection. Therefore, we 



recommend that you revise your vial size to same as the innovator “15 mL” 
because the proposed vial size “10 mL” may not be an adequate size for 
constituting IV solutions. Please revise your labels and labeling accordingly. 

 Neeru 

2.  Has the firm submitted stability data to verify the claims found in the following 

subsections of the DOSAGE AND ADMINISTRATION SECTION, [i.e., dilution 

volumes, concentration, admixture with other antibiotics and diluents]?  See text from 

insert labeling below.  

Admixtures With Other Antibiotics 
Intravenous infusion solutions of aztreonam not exceeding 2% w/v prepared with Sodium 

Chloride Injection 0.9% or Dextrose Injection 5%, to which clindamycin phosphate, 

gentamicin sulfate, tobramycin sulfate, or cefazolin sodium have been added at 

concentrations usually used clinically, are stable for up to 48 hours at room temperature or 

seven days under refrigeration. Ampicillin sodium admixtures with aztreonam in Sodium 

Chloride Injection 0.9% are stable for 24 hours at room temperature and 48 hours under 

refrigeration; stability in Dextrose Injection 5% is two hours at room temperature and eight 

hours under refrigeration. 

Aztreonam-cloxacillin sodium and aztreonam-vancomycin hydrochloride admixtures are 

stable in Dianeal® 137 (Peritoneal Dialysis Solution) with 4.25% Dextrose for up to 24 hours 

at room temperature. 

Aztreonam is incompatible with nafcillin sodium, cephradine, and metronidazole. 

Other admixtures are not recommended since compatibility data are not available. 

Intravenous (IV) Solutions 
For Bolus Injection: The contents of the aztreonam for injection 1 gram vial should be 

constituted with 6 to 10 mL Sterile Water for Injection.  

For Infusion Each gram of aztreonam should be initially constituted with at least 3 

mL Sterile Water for Injection and transferred to an appropriate infusion solution. Further 

dilution may be obtained with one of the following intravenous infusion solutions: 

(b) (4)



Sodium Chloride Injection, 0.9%  

Ringer's Injection  

Lactated Ringer's Injection  

Dextrose Injection, 5% or 10% 

Dextrose and Sodium Chloride Injection, 5%:0.9%, 5%:0.45% or 5%:0.2% 

Sodium Lactate Injection (M/6 Sodium Lactate) 

Ionosol® B and 5% Dextrose 

lsolyte® M with 5% Dextrose  

Normosol®-R 

Normosol®-R and 5% Dextrose  

Normosol®-M and 5% Dextrose  

Mannitol Injection, 5% or 10%  

Lactated Ringer's and 5% Dextrose Injection  

Plasma-Lyte® M and 5% Dextrose 

Intramuscular (IM) Solutions 
The contents of an aztreonam vial should be constituted with at least 3 mL of an appropriate 

diluent per gram aztreonam. The following diluents may be used: 

Sterile Water for Injection  

Sterile Bacteriostatic Water for Injection (with benzyl alcohol or with methyl- and 

propylparabens) 

Sodium Chloride Injection, 0.9% 

Bacteriostatic Sodium Chloride Injection (with benzyl alcohol)  

Stability Of IV And IM Solutions 
Aztreonam solutions for IV infusion at concentrations not exceeding 2% w/v must be used 

within 48 hours following constitution if kept at 20° to 25°C (68° to 77°F) (see USP controlled 

room temperature) or within seven days if refrigerated 2° to 8°C (36° to 46°F). 

(b) (4)



Aztreonam solutions at concentrations exceeding 2% w/v, except those prepared with Sterile 

Water for Injection or Sodium Chloride Injection, should be used promptly after preparation; 

the two excepted solutions must be used within 48 hours if stored at controlled room 

temperature or within seven days if refrigerated. 

Yes 

Thanks 

 In the 3/16/07 amendment, Bedford added Isolyte E and Isolyte E with 5% Dexrose to 
 DOSAGE AND ADMINISTRATION.  Bedford also submitted stability studies in support.  
 A copy of the stability studies was submitted to chemistry.  

_____________________________________________________________________________
_____________________________________________________________________________ 

FOR THE RECORD:  (portions taken from previous review) 

1. Labeling model     

 Azactam , by Bristol-Myers Squibb Company 
 NDA 50-580/S-033 approved 3/25/02  

Note: S-037 approved 12/16/04 contains the “Labeling Requirements for Systemic 
Antibacterial Drug Products Indented for Human Use”. [This ANDA has included this 
text].

2. The listing of the active and inactive ingredients in the DESCRIPTION section of the 
package insert appear to be consistent with the composition listed in the application. 
[Vol. 1.2, p. 96]  
NOTE: The USP indicates that Aztreonam for Injection is a dry mixture of sterile 

Aztreonam and Arginine.  This is consistent with the RLD.  

3. Physical Description 

Dry: White to off-white powder 
 [per chemist review] 

      Solution: clear, colorless to yellow solution  
      [Vol 2.1, p. 86, 201] 

4. Manufacturing Facility 

  Bedford, OH 44146 
  [Vol. 1.2, p. 217] 

5. Patent/ Exclusivities 

Patent Data – 50-521  
No Expiration Use Code Use File

Ben Venue Laboratories, Inc. 
300 Northfield Road 

(b) (4)

(b) (4)



None I

Exclusivity  Data –  

Code/sup Expiration
Use

Code
Description  Labeling Impact

None      

6. Package Sizes 

RLD-  Single-dose 15 mL capacity vials: 
 500 mg/vial – 10s 
 1 g/vial – 10s 
 2 g/vial -  10s 

ANDA  - 1 g/vial; 10 mL capacity vial; carton of 10 

 Bedford is developing a 2 gram dosage in a 15 mL vial and chose to use a 10 mL vial for 
the 1 gram dosage to differentiate between the two dosages and therefore prevent 
medication errors.  Bedford acknowledge that the RLD is in a 15 mL vial.  Bedford will not 
change the 1 gram dosage to 10 mL vial [AF dated 5/31/06].  After speaking with Jackie 
Council on 9/21/06, I will ask Bedford to revise their vial size to be the same as the 
innovator’s (15 mL).  Note that the innovator’s 1 gram and 2 gram sizes are marketed in a 
15 mL capacity vial.  

 Refer to the chemist question above.  Neeru will send out chemistry deficiencies-one will 
include to revise to 15 mL vial size. In the 3/16/07 AF, Bedford refused to change vial 
size.  

 In AM dated 7/27/07, Bedford provided a justification to the 10 mL vial for 1 gram.  To 
 recap, Beford has developed a 2 gram dosage in a 15 mL vial and has chosen to use a 
 10 mL vial for the 1 gram dosage to differentiate the two products.  There is enough 
 volume in the 10 mL vial to allow for the reconstitution using the maximum amount of 
 diluent.  The stability testing was conducted in a 10 mL vial and the results are within the 
 allowable limits.  Thus, the 10 mL vial should not present any problems in the market for 
 reconstitution of the DP according to the PI labeling.  From the labeling standpoint, the 
 difference in vial sizes between the RLD and innovator is acceptable (please read the 
 email between Lilly and Carol about the difference in vial sizes).   

From: Golson, Lillie D 
Sent: Thursday, July 26, 2007 6:44 PM 
To: Barlow, James T; Birch, Postelle; Council, Jacqueline; Dillahunt, Michelle; 

Golson, Lillie D; Grace, John F; Hoppes, Charles V; Lee, Koung U; Park, 
Chan H; Park, Sarah Soojung; Payne, Angela; Shin, Melaine M; Vezza, 
Adolph E; Vu, Thuyanh (Ann); Weitzman, Beverly; Wu, Ruby (Chi-Ann) 

Subject: FW: Vial size differences 
FYI

______________________________________________  
From: Holquist, Carol A   
Sent: Thursday, July 26, 2007 6:42 PM 
To: Golson, Lillie D 
Subject: RE: Vial size differences 



Yes thanks 

_____________________________________________  
From: Golson, Lillie D   
Sent: Thursday, July 26, 2007 6:09 PM 
To: Holquist, Carol A 
Subject: RE: Vial size differences 

Just to verify, on the vial, rather than  
                                         
        Single Use Vial 

             AMPICILLIN FOR INJECTION 
                            500 Gram 
                          IM or IV Use 
           

You'd prefer: 

                                          Single Use Vial 

             AMPICILLIN FOR INJECTION 
                            500 Gram/Vial 
                              IM or IV Use 

           
_____________________________________________  
From: Holquist, Carol A   
Sent: Thursday, July 26, 2007 5:53 PM 
To: Golson, Lillie D 
Subject: RE: Vial size differences 

Lillie,

Thanks.  I know you probably do this already as well but can you please make sure the 
strength is expressed in mg/vial and directions for reconstitution.  We have seen a bunch 
of errors with powders when it doesn't say mg/vial  or the resultant concentration once 
the diluent is added.   

_____________________________________________  
From: Golson, Lillie D   
Sent: Thursday, July 26, 2007 5:12 PM 
To: Holquist, Carol A 
Subject: RE: Vial size differences 

Thanks Carol. We do ask for differentiation, and they are powders. So we will move 
forward on these.  

Take care. 

_____________________________________________  
From: Holquist, Carol A   
Sent: Thursday, July 26, 2007 5:10 PM 
To: Golson, Lillie D 
Cc: Toyer, Denise P 
Subject: RE: Vial size differences 

Lillie,



Denise is on leave this week.  It appears from your e-mail that there is no direct 
correlation to the size of vial per strength.  If there is no pre-existing correlation 
then I don't see much of a problem with this proposal.  I would just hope they 
differentiate the strengths adequately. 

Thanks, 
Carol 

_____________________________________________  
From: Golson, Lillie D   
Sent: Thursday, July 26, 2007 3:57 PM 
To: Holquist, Carol A 
Cc: Toyer, Denise P 
Subject: Vial size differences 

Hi Guys, 

Quick question. What are your thoughts on a firm proposing a different vial 
size for a powder for injection product. The RLD for an antibiotic packages its 
500 mg, 1 g, and 2 g products in 15 mL size vials. A generic firm is proposing 
to package its products in 20 mL and 30 mL vials. Rationale, their product is 
lyophilized. Another generic firm is proposing a 10 mL vial. No rationale 
provided. In speaking with a couple of pharmacists, they see no problem with 
this since a syringe is used to draw up the diluent and would be measuring 
the amount added so vial size shouldn't matter. What are your thoughts on 
this? 

Thanks much. 

7. Container/Closure 

The configuration of container/closure system used for packaging the drug product (is 
summarized in the table below: 
[Vol. 1.2, p. 96] 

Container/Closure Description
 10 mL vial  10 cc, 20 mm, Type I Flint Tubing Vials 
 Closure   20 mm Gray Lyo stoppers 
 Seal   Mist gray 20 mm, Flip-off Aluminum Seals 
     

* The firm indicates that this  

8. Storage, Packaging and/or Dispensing: 

USP -    Preserve in Containers for Sterile Solids as described under Injections

NDA - Store original packages at room temperature: avoid excessive heat 

ANDA -  Store original packages at 20  to 25  C (68  to 77  F).  See USP 
controlled room temperature; avoid excessive heat.

(b) (4) (b) (4)

(b) (4)



        9. This is the first generic.  Bedford did not submit SPL.  

   

_____________________________________________________________________________ 

Date of Review:      September 17, 2007    Date of Submission:  8/30/07  

Primary Reviewer: Thuyanh Vu     Date: 

Team Leader: John Grace            Date: 
_____________________________________________________________________________ 

Following this page, 4 pages withheld in full (b)(4)
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REVIEW OF PROFESSIONAL LABELING

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

_____________________________________________________________________________

ANDA Number:             65-286   Date of Submission:   July 27, 2007 

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

Labeling Deficiencies:  

1. CONTAINER:  1 gram 

 Please revise your label to read:  

   1 gram/Vial  

 2. CARTON:  10 vials per carton 

Please see CONTAINER comment.  

 3. INSERT 

  Acceptable in final print.   

Submit labeling electronically according to the guidance for industry titled Providing Regulatory 
Submissions in Electronic Format – ANDA.  

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes 
for the reference listed drug. In order to keep ANDA labeling current, we suggest that you 
subscribe to the daily or weekly updates of new documents posted on the CDER web site at the 
following address - 
http://www.fda.gov/cder/cdernew/listserv.html

To facilitate review of your next submission please provide a side-by-side comparison of your 
proposed labeling with your last labeling submission with all differences annotated and explained. 



BASIS OF APPROVAL: 

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for 
approval):
Do you have 12 Final Printed Labels and Labeling?   No see comments.  
Container Labels (100’s):   No see comments 
Professional Package Insert Labeling: No see comments  
Revisions needed post-approval:  None 

Was this approval based upon a petition?    No 

What is the RLD on the 356(h) form:  Azactam 

NDA Number: NDA 50-580/S-033 approved 3/25/02, provided for Geriatric Use and S-037 
approved 12/16/04 provided for the antibiotic class labeling.  

NDA Drug Name: Azactam  

NDA Firm:Bristol Myers Squibb 

Date of Approval of NDA Insert and supplement #:  NDA 50-580/S-033 approved 3/25/02 

Has this been verified by the MIS system for the NDA?   Yes    

Was this approval based upon an OGD labeling guidance?     No 

Appears this way on original.



NOTES/QUESTIONS TO THE CHEMIST 
___________________________________________________________________________ 

Pl see below. 

-----Original Message----- 
From: Nguyen, Ryan
Sent: Wednesday, February 01, 2006 4:37 PM 
To: Takiar, Neeru B 
Cc: Zuk, Susan; Park, Sarah Soojung 
Subject: FW: 65-286. 

Hi Neeru, 

Please respond to Jackie's questions below.  Thanks. 

Ryan

-----Original Message----- 
From: Council, Jacqueline   
Sent: Wednesday, February 01, 2006 4:36 PM 
To: Nguyen, Ryan 
Subject: 65-286. 

Good afternoon Ryan, 

I completed the review [with deficiencies].   Please see below. 

Thanks, 
Jacqueline 
---- 
ANDA Number:             65-286 

Dates of Submission:    December 23, 2004 

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

NOTES/QUESTIONS TO THE CHEMIST 

1. The innovator’s vial size is “15 mL” and the ANDA vial size is “10 mL”  We plan to 
inform the ANDA that the vial size should be the same as the innovator’s, “15 mL”. 

     
That is fine. 

Neeru’s email dated 4/19/07: 

 As per comment 6 (see below) in my review #2,10 mL size is not acceptable. 

Please note that it is recommended in your labeling that for intravenous solutions 
(bolus injection), the contents of the aztreonam for injection 1 gram vial should be 



are constituted with 6 to 10 mL Sterile Water for Injection. Therefore, we 
recommend that you revise your vial size to same as the innovator “15 mL” 
because the proposed vial size “10 mL” may not be an adequate size for 
constituting IV solutions. Please revise your labels and labeling accordingly. 

 Neeru 

2.  Has the firm submitted stability data to verify the claims found in the following 

subsections of the DOSAGE AND ADMINISTRATION SECTION, [i.e., dilution 

volumes, concentration, admixture with other antibiotics and diluents]?  See text from 

insert labeling below.  

Admixtures With Other Antibiotics 
Intravenous infusion solutions of aztreonam not exceeding 2% w/v prepared with Sodium 

Chloride Injection 0.9% or Dextrose Injection 5%, to which clindamycin phosphate, 

gentamicin sulfate, tobramycin sulfate, or cefazolin sodium have been added at 

concentrations usually used clinically, are stable for up to 48 hours at room temperature or 

seven days under refrigeration. Ampicillin sodium admixtures with aztreonam in Sodium 

Chloride Injection 0.9% are stable for 24 hours at room temperature and 48 hours under 

refrigeration; stability in Dextrose Injection 5% is two hours at room temperature and eight 

hours under refrigeration. 

Aztreonam-cloxacillin sodium and aztreonam-vancomycin hydrochloride admixtures are 

stable in Dianeal® 137 (Peritoneal Dialysis Solution) with 4.25% Dextrose for up to 24 hours 

at room temperature. 

Aztreonam is incompatible with nafcillin sodium, cephradine, and metronidazole. 

Other admixtures are not recommended since compatibility data are not available. 

Intravenous (IV) Solutions 
For Bolus Injection: The contents of the aztreonam for injection 1 gram vial should be 

constituted with 6 to 10 mL Sterile Water for Injection.  



For Infusion Each gram of aztreonam should be initially constituted with at least 3 

mL Sterile Water for Injection and transferred to an appropriate infusion solution. Further 

dilution may be obtained with one of the following intravenous infusion solutions: 

Sodium Chloride Injection, 0.9%  

Ringer's Injection  

Lactated Ringer's Injection  

Dextrose Injection, 5% or 10% 

Dextrose and Sodium Chloride Injection, 5%:0.9%, 5%:0.45% or 5%:0.2% 

Sodium Lactate Injection (M/6 Sodium Lactate) 

Ionosol® B and 5% Dextrose 

lsolyte® M with 5% Dextrose  

Normosol®-R 

Normosol®-R and 5% Dextrose  

Normosol®-M and 5% Dextrose  

Mannitol Injection, 5% or 10%  

Lactated Ringer's and 5% Dextrose Injection  

Plasma-Lyte® M and 5% Dextrose 

Intramuscular (IM) Solutions 
The contents of an aztreonam vial should be constituted with at least 3 mL of an appropriate 

diluent per gram aztreonam. The following diluents may be used: 

Sterile Water for Injection  

Sterile Bacteriostatic Water for Injection (with benzyl alcohol or with methyl- and 

propylparabens) 

Sodium Chloride Injection, 0.9% 

Bacteriostatic Sodium Chloride Injection (with benzyl alcohol)  

Stability Of IV And IM Solutions 
Aztreonam solutions for IV infusion at concentrations not exceeding 2% w/v must be used 

within 48 hours following constitution if kept at 20° to 25°C (68° to 77°F) (see USP controlled 

room temperature) or within seven days if refrigerated 2° to 8°C (36° to 46°F). 

(b) (4)

(b) (4)



Aztreonam solutions at concentrations exceeding 2% w/v, except those prepared with Sterile 

Water for Injection or Sodium Chloride Injection, should be used promptly after preparation; 

the two excepted solutions must be used within 48 hours if stored at controlled room 

temperature or within seven days if refrigerated. 

Yes 

Thanks 

 In the 3/16/07 amendment, Bedford added Isolyte E and Isolyte E with 5% Dexrose to 
 DOSAGE AND ADMINISTRATION.  Bedford also submitted stability studies in support.  
 A copy of the stability studies was submitted to chemistry.  

_____________________________________________________________________________
_____________________________________________________________________________ 

FOR THE RECORD:  (portions taken from previous review) 

1. Labeling model     

 Azactam , by Bristol-Myers Squibb Company 
 NDA 50-580/S-033 approved 3/25/02  

Note: S-037 approved 12/16/04 contains the “Labeling Requirements for Systemic 
Antibacterial Drug Products Indented for Human Use”. [This ANDA has included this 
text].

2. The listing of the active and inactive ingredients in the DESCRIPTION section of the 
package insert appear to be consistent with the composition listed in the application. 
[Vol. 1.2, p. 96]  
NOTE: The USP indicates that Aztreonam for Injection is a dry mixture of sterile 

Aztreonam and Arginine.  This is consistent with the RLD.  

3. Physical Description 

Dry: White to off-white powder 
 [per chemist review] 

      Solution: clear, colorless to yellow solution  
      [Vol 2.1, p. 86, 201] 

4. Manufacturing Facility 

  Bedford, OH 44146 
  [Vol. 1.2, p. 217] 

Ben Venue Laboratories, Inc. 
300 Northfield Road 

(b) (4)

(b) (4)

(b) (4)



5. Patent/ Exclusivities 

Patent Data – 50-521  
No Expiration Use Code Use File

None I

Exclusivity  Data –  

Code/sup Expiration
Use

Code
Description  Labeling Impact

None      

6. Package Sizes 

RLD-  Single-dose 15 mL capacity vials: 
 500 mg/vial – 10s 
 1 g/vial – 10s 
 2 g/vial -  10s 

ANDA  - 1 g/vial; 10 mL capacity vial; carton of 10 

 Bedford is developing a 2 gram dosage in a 15 mL vial and chose to use a 10 mL vial for 
the 1 gram dosage to differentiate between the two dosages and therefore prevent 
medication errors.  Bedford acknowledge that the RLD is in a 15 mL vial.  Bedford will not 
change the 1 gram dosage to 10 mL vial [AF dated 5/31/06].  After speaking with Jackie 
Council on 9/21/06, I will ask Bedford to revise their vial size to be the same as the 
innovator’s (15 mL).  Note that the innovator’s 1 gram and 2 gram sizes are marketed in a 
15 mL capacity vial.  

 Refer to the chemist question above.  Neeru will send out chemistry deficiencies-one will 
include to revise to 15 mL vial size. In the 3/16/07 AF, Bedford refused to change vial 
size.  

 In AM dated 7/27/07, Bedford provided a justification to the 10 mL vial for 1 gram.  To 
 recap, Beford has developed a 2 gram dosage in a 15 mL vial and has chosen to use a 
 10 mL vial for the 1 gram dosage to differentiate the two products.  There is enough 
 volume in the 10 mL vial to allow for the reconstitution using the maximum amount of 
 diluent.  The stability testing was conducted in a 10 mL vial and the results are within the 
 allowable limits.  Thus, the 10 mL vial should not present any problems in the market for 
 reconstitution of the DP according to the PI labeling.  From the labeling standpoint, the 
 difference in vial sizes between the RLD and innovator is acceptable (please read the 
 email between Lilly and Carol about the difference in vial sizes).   

From: Golson, Lillie D 
Sent: Thursday, July 26, 2007 6:44 PM 
To: Barlow, James T; Birch, Postelle; Council, Jacqueline; Dillahunt, Michelle; 

Golson, Lillie D; Grace, John F; Hoppes, Charles V; Lee, Koung U; Park, 
Chan H; Park, Sarah Soojung; Payne, Angela; Shin, Melaine M; Vezza, 
Adolph E; Vu, Thuyanh (Ann); Weitzman, Beverly; Wu, Ruby (Chi-Ann) 

Subject: FW: Vial size differences 
FYI

______________________________________________  



From: Holquist, Carol A   
Sent: Thursday, July 26, 2007 6:42 PM 
To: Golson, Lillie D 
Subject: RE: Vial size differences 

Yes thanks 

_____________________________________________  
From: Golson, Lillie D   
Sent: Thursday, July 26, 2007 6:09 PM 
To: Holquist, Carol A 
Subject: RE: Vial size differences 

Just to verify, on the vial, rather than  
                                         
        Single Use Vial 

             AMPICILLIN FOR INJECTION 
                            500 Gram 
                          IM or IV Use 
           

You'd prefer: 

                                          Single Use Vial 

             AMPICILLIN FOR INJECTION 
                            500 Gram/Vial 
                              IM or IV Use 

           
_____________________________________________  
From: Holquist, Carol A   
Sent: Thursday, July 26, 2007 5:53 PM 
To: Golson, Lillie D 
Subject: RE: Vial size differences 

Lillie,

Thanks.  I know you probably do this already as well but can you please make sure the 
strength is expressed in mg/vial and directions for reconstitution.  We have seen a bunch 
of errors with powders when it doesn't say mg/vial  or the resultant concentration once 
the diluent is added.   

_____________________________________________  
From: Golson, Lillie D   
Sent: Thursday, July 26, 2007 5:12 PM 
To: Holquist, Carol A 
Subject: RE: Vial size differences 

Thanks Carol. We do ask for differentiation, and they are powders. So we will move 
forward on these.  

Take care. 

_____________________________________________  
From: Holquist, Carol A   
Sent: Thursday, July 26, 2007 5:10 PM 
To: Golson, Lillie D 



Cc: Toyer, Denise P 
Subject: RE: Vial size differences 

Lillie,

Denise is on leave this week.  It appears from your e-mail that there is no direct 
correlation to the size of vial per strength.  If there is no pre-existing correlation 
then I don't see much of a problem with this proposal.  I would just hope they 
differentiate the strengths adequately. 

Thanks, 
Carol 

_____________________________________________  
From: Golson, Lillie D   
Sent: Thursday, July 26, 2007 3:57 PM 
To: Holquist, Carol A 
Cc: Toyer, Denise P 
Subject: Vial size differences 

Hi Guys, 

Quick question. What are your thoughts on a firm proposing a different vial 
size for a powder for injection product. The RLD for an antibiotic packages its 
500 mg, 1 g, and 2 g products in 15 mL size vials. A generic firm is proposing 
to package its products in 20 mL and 30 mL vials. Rationale, their product is 
lyophilized. Another generic firm is proposing a 10 mL vial. No rationale 
provided. In speaking with a couple of pharmacists, they see no problem with 
this since a syringe is used to draw up the diluent and would be measuring 
the amount added so vial size shouldn't matter. What are your thoughts on 
this? 

Thanks much. 

7. Container/Closure 

The configuration of container/closure system used for packaging the drug product (is 
summarized in the table below: 
[Vol. 1.2, p. 96] 

Container/Closure Description
 10 mL vial  10 cc, 20 mm, Type I Flint Tubing Vials 
 Closure   20 mm Gray Lyo stoppers 
 Seal   Mist gray 20 mm, Flip-off Aluminum Seals 
     

* The firm indicates that this  

8. Storage, Packaging and/or Dispensing: 

USP -    Preserve in Containers for Sterile Solids as described under Injections

NDA - Store original packages at room temperature: avoid excessive heat 

(b) (4) (b) (4)

(b) (4)



ANDA -  Store original packages at 20  to 25  C (68  to 77  F).  See USP 
controlled room temperature; avoid excessive heat.

        9. This is the first generic. 

_____________________________________________________________________________ 

Date of Review:      August 9, 2007    Date of Submission:  7/27/07 

Primary Reviewer: Thuyanh Vu     Date: 

Team Leader: John Grace            Date: 
_____________________________________________________________________________ 
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8/14/2007 11:34:55 AM
LABELING REVIEWER



   
REVIEW OF PROFESSIONAL LABELING

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

_____________________________________________________________________________

ANDA Number:             65-286   Date of Submission:   March 16, 2007 

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

Labeling Deficiencies:  

1. CONTAINER:  1 gram 

 Please revise your vial size to 15 mL.  Your vial size should be the same size as 
 the innovator “15 mL”.  Revise your labeling accordingly.   

 2. CARTON:  10 vials per carton 

Acceptable in final print. 

 3. INSERT 

  Refer to CONTAINER comment.   

Submit labeling electronically according to the guidance for industry titled Providing Regulatory 
Submissions in Electronic Format – ANDA.  

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes 
for the reference listed drug. In order to keep ANDA labeling current, we suggest that you 
subscribe to the daily or weekly updates of new documents posted on the CDER web site at the 
following address - 
http://www.fda.gov/cder/cdernew/listserv.html

To facilitate review of your next submission please provide a side-by-side comparison of your 
proposed labeling with your last labeling submission with all differences annotated and explained. 

{See appended electronic signature page}

___________________________ 
Wm. Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research



NOTES/QUESTIONS TO THE CHEMIST 
___________________________________________________________________________ 

Pl see below. 

-----Original Message----- 
From: Nguyen, Ryan
Sent: Wednesday, February 01, 2006 4:37 PM 
To: Takiar, Neeru B 
Cc: Zuk, Susan; Park, Sarah Soojung 
Subject: FW: 65-286. 

Hi Neeru, 

Please respond to Jackie's questions below.  Thanks. 

Ryan

-----Original Message----- 
From: Council, Jacqueline   
Sent: Wednesday, February 01, 2006 4:36 PM 
To: Nguyen, Ryan 
Subject: 65-286. 

Good afternoon Ryan, 

I completed the review [with deficiencies].   Please see below. 

Appears this way on original.



Thanks, 
Jacqueline 
---- 
ANDA Number:             65-286 

Dates of Submission:    December 23, 2004 

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

NOTES/QUESTIONS TO THE CHEMIST 

1. The innovator’s vial size is “15 mL” and the ANDA vial size is “10 mL”  We plan to 
inform the ANDA that the vial size should be the same as the innovator’s, “15 mL”. 

     
That is fine. 

Neeru’s email dated 4/19/07: 

 As per comment 6 (see below) in my review #2,10 mL size is not acceptable. 

Please note that it is recommended in your labeling that for intravenous solutions 
(bolus injection), the contents of the aztreonam for injection 1 gram vial should be 
are constituted with 6 to 10 mL Sterile Water for Injection. Therefore, we 
recommend that you revise your vial size to same as the innovator “15 mL” 
because the proposed vial size “10 mL” may not be an adequate size for 
constituting IV solutions. Please revise your labels and labeling accordingly. 

 Neeru 

2.  Has the firm submitted stability data to verify the claims found in the following 

subsections of the DOSAGE AND ADMINISTRATION SECTION, [i.e., dilution 

volumes, concentration, admixture with other antibiotics and diluents]?  See text from 

insert labeling below.  

Admixtures With Other Antibiotics 
Intravenous infusion solutions of aztreonam not exceeding 2% w/v prepared with Sodium 

Chloride Injection 0.9% or Dextrose Injection 5%, to which clindamycin phosphate, 

gentamicin sulfate, tobramycin sulfate, or cefazolin sodium have been added at 

concentrations usually used clinically, are stable for up to 48 hours at room temperature or 

seven days under refrigeration. Ampicillin sodium admixtures with aztreonam in Sodium 

Chloride Injection 0.9% are stable for 24 hours at room temperature and 48 hours under 

refrigeration; stability in Dextrose Injection 5% is two hours at room temperature and eight 

hours under refrigeration. 



Aztreonam-cloxacillin sodium and aztreonam-vancomycin hydrochloride admixtures are 

stable in Dianeal® 137 (Peritoneal Dialysis Solution) with 4.25% Dextrose for up to 24 hours 

at room temperature. 

Aztreonam is incompatible with nafcillin sodium, cephradine, and metronidazole. 

Other admixtures are not recommended since compatibility data are not available. 

Intravenous (IV) Solutions 
For Bolus Injection: The contents of the aztreonam for injection 1 gram vial should be 

constituted with 6 to 10 mL Sterile Water for Injection.  

For Infusion Each gram of aztreonam should be initially constituted with at least 3 

mL Sterile Water for Injection and transferred to an appropriate infusion solution. Further 

dilution may be obtained with one of the following intravenous infusion solutions: 

Sodium Chloride Injection, 0.9%  

Ringer's Injection  

Lactated Ringer's Injection  

Dextrose Injection, 5% or 10% 

Dextrose and Sodium Chloride Injection, 5%:0.9%, 5%:0.45% or 5%:0.2% 

Sodium Lactate Injection (M/6 Sodium Lactate) 

Ionosol® B and 5% Dextrose 

lsolyte® M with 5% Dextrose  

Normosol®-R 

Normosol®-R and 5% Dextrose  

Normosol®-M and 5% Dextrose  

Mannitol Injection, 5% or 10%  

Lactated Ringer's and 5% Dextrose Injection  

Plasma-Lyte® M and 5% Dextrose 

Intramuscular (IM) Solutions 
The contents of an aztreonam vial should be constituted with at least 3 mL of an appropriate 

diluent per gram aztreonam. The following diluents may be used: 

Sterile Water for Injection  

Sterile Bacteriostatic Water for Injection (with benzyl alcohol or with methyl- and 

propylparabens) 

(b) (4)



Sodium Chloride Injection, 0.9% 

Bacteriostatic Sodium Chloride Injection (with benzyl alcohol)  

Stability Of IV And IM Solutions 
Aztreonam solutions for IV infusion at concentrations not exceeding 2% w/v must be used 

within 48 hours following constitution if kept at 20° to 25°C (68° to 77°F) (see USP controlled 

room temperature) or within seven days if refrigerated 2° to 8°C (36° to 46°F). 

Aztreonam solutions at concentrations exceeding 2% w/v, except those prepared with Sterile 

Water for Injection or Sodium Chloride Injection, should be used promptly after preparation; 

the two excepted solutions must be used within 48 hours if stored at controlled room 

temperature or within seven days if refrigerated. 

Yes 

Thanks 

 In the 3/16/07 amendment, Bedford added Isolyte E and Isolyte E with 5% Dexrose to 
 DOSAGE AND ADMINISTRATION.  Bedford also submitted stability studies in support.  
 A copy of the stability studies was submitted to chemistry.  

FOR THE RECORD:  (portions taken from previous review) 

1. Labeling model     

 Azactam , by Bristol-Myers Squibb Company 
 NDA 50-580/S-033 approved 3/25/02  

Note: S-037 approved 12/16/04 contains the “Labeling Requirements for Systemic 
Antibacterial Drug Products Indented for Human Use”. [This ANDA has included this 
text].

2. The listing of the active and inactive ingredients in the DESCRIPTION section of the 
package insert appear to be consistent with the composition listed in the application. 
[Vol. 1.2, p. 96]  

(b) (4)



NOTE: The USP indicates that Aztreonam for Injection is a dry mixture of sterile 

Aztreonam and Arginine.  This is consistent with the RLD.  

3. Physical Description 

Dry: White to off-white powder 
 [per chemist review] 

      Solution: clear, colorless to yellow solution  
      [Vol 2.1, p. 86, 201] 

4. Manufacturing Facility 

  Bedford, OH 44146 
  [Vol. 1.2, p. 217] 

5. Patent/ Exclusivities 

Patent Data – 50-521  
No Expiration Use Code Use File

None I

Exclusivity  Data –  

Code/sup Expiration
Use

Code
Description  Labeling Impact

None      

6. Package Sizes 

RLD-  Single-dose 15 mL capacity vials: 
 500 mg/vial – 10s 
 1 g/vial – 10s 
 2 g/vial -  10s 

ANDA  - 1 g/vial; 10 mL capacity vial; carton of 10 

 Bedford is developing a 2 gram dosage in a 15 mL vial and chose to use a 10 mL vial for 
the 1 gram dosage to differentiate between the two dosages and therefore prevent 
medication errors.  Bedford acknowledge that the RLD is in a 15 mL vial.  Bedford will not 
change the 1 gram dosage to 10 mL vial [AF dated 5/31/06].  After speaking with Jackie 
Council on 9/21/06, I will ask Bedford to revise their vial size to be the same as the 
innovator’s (15 mL).  Note that the innovator’s 1 gram and 2 gram sizes are marketed in a 
15 mL capacity vial.  

 Refer to the chemist question above.  Neeru will send out chemistry deficiencies-one will 
include to revise to 15 mL vial size. In the 3/16/07 AF, Bedford refused to change vial 
size.  

7. Container/Closure 

Ben Venue Laboratories, Inc. 
300 Northfield Road 

(b) (4)

(b) (4)



The configuration of container/closure system used for packaging the drug product (is 
summarized in the table below: 
[Vol. 1.2, p. 96] 

Container/Closure Description
 10 mL vial  10 cc, 20 mm, Type I Flint Tubing Vials 
 Closure   20 mm Gray Lyo stoppers 
 Seal   Mist gray 20 mm, Flip-off Aluminum Seals 
     

* The firm indicates that this  

8. Storage, Packaging and/or Dispensing: 

USP -    Preserve in Containers for Sterile Solids as described under Injections

NDA - Store original packages at room temperature: avoid excessive heat 

ANDA -  Store original packages at 20  to 25  C (68  to 77  F).  See USP 
controlled room temperature; avoid excessive heat.

        9. This is the first generic. 

_____________________________________________________________________________ 

Date of Review:       April 23, 2007    Date of Submission:  3/16/07 

Primary Reviewer: Thuyanh Vu     Date: 

Team Leader: John Grace            Date: 
_____________________________________________________________________________ 

(b) (4) (b) (4)

(b) (4)



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Thuyanh Vu
4/23/2007 10:45:18 AM
MEDICAL OFFICER

John Grace
4/24/2007 08:03:14 AM
MEDICAL OFFICER



   
REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

 
_____________________________________________________________________________ 
 
ANDA Number:             65-286   Date of Submission:    May 31, 2006 
 
Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 
 
Established Name:  Aztreonam for Injection USP, 1 gram 
 
 
Labeling Deficiencies:  
 
1. CONTAINER:  1 gram 
 

We note that you have proposed a 10 mL vial.  Your vial size should be the same size as 
the innovator “15 mL”.  Revise your labels and labeling accordingly and submit any 
necessary supporting documentation.    

 
2. INSERT 

 
a. CLINICAL PHARMACOLOGY 
 

i. Figure 1, revise to read “Aztreonam Serum Concentrations, mcg/mL”.   
 
ii. Microbiology, Susceptibility Testing, Dilution Techniques, footnote a, 

please change reference “5” to “1”.  
 
b.          DOSAGE AND ADMINISTRATION 
 

Intravenous (IV) Solutions, For Infusion:  We note that you did not 
include Isolyte E and Isolyte E with 5% Dextrose solutions for secondary 
further dilution. Your labeling should be the same as the innovator. 
Please revise accordingly and forward all necessary supporting information. 

 
Submit final printed labeling electronically according to the guidance for industry titled Providing 
Regulatory Submissions in Electronic Format – ANDA.  
 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes 
for the reference listed drug. In order to keep ANDA labeling current, we suggest that you 
subscribe to the daily or weekly updates of new documents posted on the CDER web site at the 
following address - 
http://www.fda.gov/cder/cdernew/listserv.html 
 
To facilitate review of your next submission please provide a side-by-side comparison of your 
proposed labeling with your last labeling submission with all differences annotated and explained. 



BASIS OF APPROVAL: 
 
APPROVAL SUMMARY (List the package size, strength(s), and date of submission for 
approval): 
Do you have 12 Final Printed Labels and Labeling?     
Container Labels (1 gram):   See above comments.   
Carton Labeling (1 g/vial, 10’s):  Satisfactory with May 31, 2006 submission 
Professional Package Insert Labeling:  
Revisions needed post-approval: 
 
Was this approval based upon a petition?    No 
 
What is the RLD on the 356(h) form:  Azactam 

 
NDA Number: 50-580 
 
NDA Drug Name: Azactam (Aztreonam for Injection USP) 
 
NDA Firm: Bristol Myers Squibb Company 
 
Date of Approval of NDA Insert and supplement #:  50-580/S-037, approved 12/16/2004 
 
Has this been verified by the MIS system for the NDA?   Yes    
 
Was this approval based upon an OGD labeling guidance?     No 
 
NOTES/QUESTIONS TO THE CHEMIST  
___________________________________________________________________________ 
 
Please see below.  Note from Ann Vu: …spoke with Jackie, she stated that Bedford should be the 
same as RLD’s.  Bedford’s rationale is weak.   
 

 -----Original Message----- 
From:  Nguyen, Ryan   
Sent: Wednesday, February 01, 2006 4:37 PM 
To: Takiar, Neeru B 
Cc: Zuk, Susan; Park, Sarah Soojung 
Subject: FW: 65-286. 
 
Hi Neeru, 
 
Please respond to Jackie's questions below.  Thanks. 
 
Ryan 
 
 
 -----Original Message----- 
From:  Council, Jacqueline   
Sent: Wednesday, February 01, 2006 4:36 PM 
To: Nguyen, Ryan 
Subject: 65-286. 
 
Good afternoon Ryan, 
 
I completed the review [with deficiencies].   Please see below. 
 
Thanks, 
Jacqueline 



---- 
ANDA Number:             65-286 
 
Dates of Submission:    December 23, 2004 
 
Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 
 
Established Name:  Aztreonam for Injection USP, 1 gram 
 
NOTES/QUESTIONS TO THE CHEMIST  
 
1. The innovator’s vial size is “15 mL” and the ANDA vial size is “10 mL”  We plan to 

inform the ANDA that the vial size should be the same as the innovator’s, “15 mL”. 
      
That is fine. 
 
2.  Has the firm submitted stability data to verify the claims found in the following 

subsections of the DOSAGE AND ADMINISTRATION SECTION, [i.e., dilution 

volumes, concentration, admixture with other antibiotics and diluents]?  

Yes 
 
 

 
 
 
 
 
 
 
 
 
 

Appears this way on original.



FOR THE RECORD – First Generic:  (portions taken from previous review) 
 
1. Labeling model     
 
 Azactam®, by Bristol-Myers Squibb Company 
 NDA 50-580/S-033 approved 3/25/02  
  

Note: S-037 approved 12/16/04 contains the “Labeling Requirements for Systemic 
Antibacterial Drug Products Intended for Human Use”. [This ANDA has included this 
text]. 

 
2. The listing of the active and inactive ingredients in the DESCRIPTION section of the 

package insert appear to be consistent with the composition listed in the application. 
[Vol. 1.2, p. 96]  
NOTE: The USP indicates that Aztreonam for Injection is a dry mixture of sterile 

Aztreonam and Arginine.  This is consistent with the RLD.  

3. Physical Description 
 

Dry: White to off-white powder 
 [per chemist review] 

      Solution: clear, colorless to yellow solution  
      [Vol 2.1, p. 86, 201] 

 
4. Manufacturing Facility 
 

  Bedford, OH 44146 
  [Vol. 1.2, p. 217] 

 
5. Patent/ Exclusivities 

 
Patent Data – 50-521  

No Expiration Use Code Use File 
None    I 

 
Exclusivity  Data –  

Code/sup  
Expiration 

Use
Code

Description  Labeling Impact

None      
 
6. Package Sizes 

  
RLD-  Single-dose 15 mL capacity vials: 
 500 mg/vial – 10s 
 1 g/vial – 10s 
 2 g/vial -  10s 
  
ANDA  - 1 g/vial; 10 mL capacity vial; carton of 10 

   
 Note from Ann Vu:  Bedford is developing a 2 gram dosage in a 15 mL vial and chose to 

use a 10 mL vial for the 1 gram dosage to differentiate between the two dosages and 
therefore prevent medication errors.  Bedford acknowledge that the RLD is in a 15 mL 
vial.  Bedford will not change the 1 gram dosage to 10 mL vial [AF dated 5/31/06].  After 

Ben Venue Laboratories, Inc. 
300 Northfield Road 

(b) (4)

(b) (4)



speaking with Jackie Council on 9/21/06, I will ask Bedford to revise their vial size to be 
the same as the innovator’s (15 mL).  Note that the innovator’s 1 gram and 2 gram sizes 
are marketed in a 15 mL capacity vial.  

 
7. Container/Closure 
 

The configuration of container/closure system used for packaging the drug product (is 
summarized in the table below: 
[Vol. 1.2, p. 96] 
 
Container/Closure Description 

 10 mL vial  10 cc, 20 mm, Type I Flint Tubing Vials 
 Closure   20 mm Gray Lyo stoppers 
 Seal   Mist gray 20 mm, Flip-off Aluminum Seals 
     

  
* The firm indicates that this  

 
8. Storage, Packaging and/or Dispensing: 

 

USP -    Preserve in Containers for Sterile Solids as described under Injections  

NDA - Store original packages at room temperature: avoid excessive heat 
 
ANDA -  Store original packages at 20° to 25° C (68° to 77° F).  See USP 

controlled room temperature; avoid excessive heat. 
_____________________________________________________________________________ 
  
Date of Review:        12/1/06     Date of Submission:  5/31/06 
 
Primary Reviewer:  Charlie Hoppes    Date: 
 
Team Leader:   John Grace           Date: 

 
 
 
 
 
 
 
 
 
 
 
 

 
 

 
 

(b) (4) (b) (4)

(b) (4)



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Charles Hoppes
12/1/2006 11:25:01 AM
MEDICAL OFFICER

John Grace
12/3/2006 11:26:44 AM
MEDICAL OFFICER



    
      

   

   

      

           

        

  

    

   

                
           

 

   

      

   

         
   

           
            
  

      

      

              
   

   

           
  



  

  

            
         

        

   

         

          
         

         
        

      

  

           
   

    

      

  

              
        

     

         
  

     

           

         
       
    

    

    

           
         

   



           
         

            
       
         

  

    

           
        

               
              
  

              
             

           
          

  

             
                
              

                   
         
                     

                 
                

      

               
                

                  
 

           

              
             

      

 
    

 
      

    
      



      

     

         

              
   

            

            

   

            
 

              
          

    
           

           
      

 

              
      

             
       

           

              
     

         
     

            
  

                
    

         
          

         
       

 

               
         

          

             
  

     

            
            
    



         
           

  
            

 
            

            
    

           
  

         

              

          
 

              
  

             

 
           

 
           

  
               

   
             

  
           

 
             

    
      

 
          

          
  

            

                
 

          
           

         
        

         
               
  

          

 
         

          
             











  

   

  
  

      

     

    
   

       

       

   

   
    

   
  

   
  

 

   

 

  
 



 
 

CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 
ANDA 065286 

 
 
 
 
 

CHEMISTRY REVIEWS 

















 

 

 
 
II. Review Of Common Technical Document-Quality (Ctd-Q) Module 1 

A.  Labeling & Package Insert    Acceptable 9/9/2009 Jacqueline 
 
Aztreonam for Injection USP, Single-Dose Vials is supplied as follows: 
NDC 55390-177-10; 1 g/vial; 10 mL capacity; carton of 10. 

 
Storage:  At 20ºC to 25°C (68º to 77°F). See USP controlled room temperature; avoid 
excessive heat. 

B. Environmental Assessment or Claim of Categorical Exclusion    
Satisfactory as per review #1

 
III. List Of Deficiencies To Be Communicated (None)

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Reference ID: 2870759



 

 

 
 
 
 
 
 
 HFD-630/NTakiar/8/2/2010; 9/15/2010; 10/25/2010, 11/10/2010 and 11/22/2010 
 HFD-630/LNagavelli/ 
 HFD-617/LBradford/ 
V:\Chemistry Division III\Team 34\Final Version For DARRTS Folder\ANDA\65286R04.doc  

F/T by:    
 
 

TYPE OF LETTER:  APPROVABLE  
 

 
 

 

Reference ID: 2870759
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NEERU B TAKIAR
12/01/2010

LAXMA R NAGAVELLI
12/01/2010

LEIGH A BRADFORD
12/01/2010

Reference ID: 2870759



















 

 

 
8. 

 
9. 

 
10. 

 
11. 

 
12. 

 
B. In addition to responding to the deficiencies presented above, please note and 

acknowledge the following comments in your response: 
 

1. Please be informed that until revised monograph for Aztreonam drug substance 
becomes official, your request for compendial status for the drug product is not 
acceptable. Accordingly, the relevant specifications for Aztreonam should be 
revised.  

 
 

Sincerely yours, 
 
 
 
     Vilayat A. Sayeed, Ph.D. 
     Director 
     Division of Chemistry III 
     Office of Generic Drugs 
     Center for Drug Evaluation and Research 

(b) (4)



 

 

 
 
 
Endorsements (Draft and Final with Dates): 
 
 HFD-630/NTakiar/3/31/2008; 5/19/2008 
 HFD-630/RISer/5/20/2008; 5/21/2008 
 HFD-617/JSkanchy/5/29/2008 

V:\Chemistry Division III\Team 12\Final Version For DFS Folder\Drafts for 
ANDAs\65286R03.doc  
F/T by:    

 
 
TYPE OF LETTER:  NOT APPROVABLE - MINOR 
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Neeru Takiar
5/29/2008 04:39:01 PM
CHEMIST

Jeanne Skanchy
5/30/2008 11:04:28 AM
CSO

Robert Iser
6/2/2008 07:52:55 AM
CHEMIST

















 

 

B. Environmental Assessment or Claim of Categorical Exclusion
Satisfactory as per review #1

 
III. List Of Deficiencies To Be Communicated 

 
See Letter (Section 36). 

 
 
 
 
 
 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 





 

 

 
 
Sincerely yours, 

 
 
 
     Vilayat A. Sayeed, Ph.D. 
     Director 
     Division of Chemistry III 
     Office of Generic Drugs 
     Center for Drug Evaluation and Research 



 

 

 
cc: ANDA 65-286 
 ANDA DUP 
 DIV FILE 
  
 
Endorsements (Draft and Final with Dates): 
 
 HFD-630/NTakiar/4/4/2007 
 HFD-630/HKhorshidi/4/11/2007 
 HFD-617/JSkanchy/4/13/2007 

V:\FIRMSAM\BEDFORD\LTRS&REV\65286R02.doc 
F/T by:    

 
 
TYPE OF LETTER:  NOT APPROVABLE - MINOR 
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CHEMIST





















         
        

   

           
         

         
     

        
       

        

       
         

  

  

    
 
    

    
      



   
 

 
  

      

      

       

   
    

    

      



CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
 
 
 

APPLICATION NUMBER: 
ANDA 065286 

 
 
 
 
 
 
 
 
 
 
 

BIOEQUIVALENCE REVIEWS 







 

         

      

        

              
  

           
            
         

            
            

              

  

 
 
   

    
      



   
  

  

    

      
       

     
    

 

       

   

  

 
   

 





 

CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 
ANDA 065286 

 
 
 
 
 

MICROBIOLOGY REVIEWS 



Product Quality Microbiology Review 
03 JAN 2010 

ANDA: 065286

Drug Product Name 
Proprietary: N/A
Non-proprietary: Aztreonam for Injection USP

Review Number: 3 

Dates of Submission(s) Covered by this Review 
Submit Received Review Request Assigned to Reviewer

12/21/2010 12/21/2010 N/A 12/29/2010 
6/17/2010 6/17/2010 N/A 12/29/2010 

Submission History (for amendments only) 
Submission Date(s) Microbiology Review # Review Date(s) 

12/23/2004 1 7/23/2007 
8/7/2007 2 8/16/2007 

10/18/2007 2 11/8/20047 

Applicant/Sponsor
Name: Bedford Laboratories
Address: 300 Northfield Road, Bedford, OH 44146  
Representative: Molly Rapp  
Telephone: (440) 201-3576

Name of Reviewer: Jesse Wells, Ph.D. 

Conclusion: The submission is recommended for approval on the basis of 
sterility assurance. 

Reference ID: 2894004
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

JESSE WELLS
01/20/2011

ELIZABETH T MCNEAL
01/20/2011
Checked file and submission links. All correct.

NEAL J SWEENEY
01/20/2011

PAUL L DEXTER
01/21/2011

Reference ID: 2894004



Product Quality Microbiology Review 
Review for HFD-630 

09 Nov 2007 

ANDA 65-286 

Drug Product Name 
Proprietary: N/A 
Non-proprietary: Aztreonam for Injection USP 
Drug Product Priority Classification: N/A 

Review Number: 2

Dates of Submission(s) Covered by this Review 
Letter Stamp Consult Sent Assigned to Reviewer 

8/7/2007 8/8/2007 N/A 8/16/2007 
10/18/2007 10/19/2007 N/A 11/8/2007 

Submission History (for amendments only) 
Submission Date(s) Microbiology Review # Review Date(s) 

12/23/2004 1 7/23/2007 

Applicant/Sponsor 
Name: Bedford Laboratories  
Address: 300 Northfield Road, Bedford, OH 44146  
Representative: Molly Rapp  
Telephone: (440) 201-3576  

Name of Reviewer: Jesse Wells, Ph.D. 

Conclusion: The submission is recommended for approval on the basis of 
sterility assurance.









ANDA: 65-286  Microbiology Review #2 

 Page 6 of 6 

Acceptable

(b) (4)
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This is a representation of an electronic record that was signed electronically and
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---------------------
Jesse Wells
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CHEMIST

Bonnie McNeal
11/15/2007 02:54:10 PM
MICROBIOLOGIST
Checked for submission link only.

Neal Sweeney
11/16/2007 02:25:03 PM
MICROBIOLOGIST



Product Quality Microbiology Review 
Review for HFD-630 

23 JUL 2007 

ANDA 65-286 

Drug Product Name 
Proprietary: N/A 
Non-proprietary: Aztreonam for Injection USP 
Drug Product Priority Classification: N/A 

Review Number: 1 

Dates of Submission(s) Covered by this Review 
Letter Stamp Consult Sent Assigned to Reviewer 

12/23/2004 12/27/2004 N/A 7/6/07

Submission History (for amendments only): None 

Applicant/Sponsor
Name: Bedford Laboratories
Address: 300 Northfield Road, Bedford, OH 44146  
Representative: Molly Rapp  
Telephone: (440) 201-3576

Name of Reviewer: Jesse Wells, Ph.D. 

Conclusion: The submission is not recommended for approval on the basis 
of sterility assurance. 
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Jesse Wells
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CHEMIST

Bonnie McNeal
8/2/2007 01:01:25 PM
MICROBIOLOGIST
checked for submission link only.

Lynne Ensor
8/3/2007 06:43:06 AM
MICROBIOLOGIST



 

CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 
ANDA 065286 

 
 
 

 
 

ADMINISTRATIVE and CORRESPONDENCE 
DOCUMENTS 

 



 

 

ROUTING SHEET 
 APPROVAL     TENTATIVE APPROVAL     SUPPLEMENTAL APPROVAL (NEW STRENGTH)    CGMP 

 
Division: III Team: 34 PM: Leigh Ann Bradford 
 
ANDA #:065286 
Firm Name:Bedford Laboratories (a Division of Ben Venue Laboratories, Inc.) 
ANDA Name:Aztreonam for Injection USP, 1 g and 2 g per vial 
RLD Name:Azactam for Injection USP, 1 g and 2 g per vial ( NDA 50-580) 
 
Electronic AP Routing Summary Located: 
V:\Chemistry Division III\Team 34\Electronic AP Summary\65286 TA-AP APRV-ROUT SUMRY.DOC 
 

AP/TA Letter Located: 
V:\Chemistry Division III\Team 34\Final Version For DARRTS Folder\APPROVAL LETTERS\ 
65286 AP.DOC 

 
Project Manager Evaluation:        Date: 12/06/2010   Initials: LB 

 Previously reviewed and tentatively approved --- Date       
 Previously reviewed and CGMP Complete Response issued -- Date        

 
Original Rec′d date 12/27/2004 Date of Application 12/23/2004 Date Acceptable for Filing 12/27/2004 
Patent Certification (type) PI Date Patent/Excl. expires n/a Citizens' Petition/Legal Case?    Yes  No  

(If YES, attach email from PM to CP coord) 
First Generic                 Yes  No  
DMF#:        (provide MF Jackets) 

Priority Approval   (Top 100, PEPFAR, etc.)?     Yes  No    Comment:       
Prepared Draft Press Release sent to Cecelia Parise Yes  No    Date:       

 Suitability Petition/Pediatric Waiver  Pediatric Waiver Request:   Accepted  Rejected  Pending  
 
EER Status:  Pending    Acceptable    OAI EES Date Acceptable: 10/07/2010  Warning Letter Issued; Date:       
Has there been an amendment providing for a Major change in formulation since filling? Yes   No        Comment:       
Date of Acceptable Quality (Chemistry) 12/01/2010        Addendum Needed: Yes   No        Comment:       
Date of Acceptable Bio 12/23/2004       Bio reviews in DARRTS:  Yes    No  (Volume location:      ) 
Date of Acceptable Labeling 2/22/2011  Attached labeling to Letter: Yes  No     Comment:       
Date of Acceptable Sterility Assurance (Micro) 1/21/2011 
 
Methods Val. Samples Pending: Yes  No ;   Commitment Rcvd. from Firm:  Yes  No  
 
Post Marketing Agreement (PMA): Yes   No   (If yes, email PM Coordinator)   Comment:       
 
Modified-release dosage form: Yes   No      (If yes, enter dissolution information in Letter) 
 
Routing:

 Labeling Endorsement, Date emailed: 2/23/2011  REMS Required: Yes  No   REMS Acceptable: Yes  No  
 

 Regulatory Support 
 

 Paragraph 4 Review (Dave Read, Susan Levine), Date emailed:       
 

 Division 
 

 1st Generic Review 
 

 Bob West / Peter Rickman 
 Keith Webber 

 
Filed AP Routing Summary in DARRTs Notified Firm and Faxed Copy of Approval Letter 

 
 Sent Email to "CDER-OGDAPPROVALS″ 

distribution list 

Electronic ANDA:  
Yes   No  

Reference ID: 2922288





 

 

To: Sears, Leigh Ann; Shin, Melaine M; Golson, Lillie D 
Subject: RE: Labeling sign-off for ANDA 065286 (Aztreonam for Injection USP, 1 g and 2 g per vial by Bedford Labs) 
Good afternoon Leigh Ann and Melaine, 
  
The approval summary is still current, [no new RLD labeling]. 
  
Jacqueline 
 
  
From: Sears, Leigh Ann  
Sent: Wednesday, February 23, 2011 12:23 PM 
To: Council, Jacqueline; Shin, Melaine M; Golson, Lillie D 
Subject: Labeling sign-off for ANDA 065286 (Aztreonam for Injection USP, 1 g and 2 g per vial by Bedford Labs) 
Hello Jacqueline, Melaine, and Lillie, 
 
Please perform labeling sign-off for this ANDA.  It is ready for approval. 
 
Thanks, 
Leigh Ann 
  
 
3. Paragraph IV Evaluation  PIV’s Only

David Read            Date  3/23/11 
OGD Regulatory Counsel           Initials rlw/for 

Pre-MMA Language included     
Post-MMA Language Included     
Comments:N/A.  There are no paragraph IV certifications associated with this ANDA. 

 
4. Quality Division Director /Deputy Director Evaluation      Date  3/23/11 

Chemistry Div. III (Sayeed) Initials rlw/for 
Comments: This approval package has been endorsed by V.Sayeed, Ph.D., Director, Division of Chemistry III 
on March 15, 2011.  The endorsement was made on the approval routing summary accompanying the approval 
package. 

 
5. First Generic Evaluation  First Generics Only

Frank Holcombe           Date 3/23/11 
  Assoc. Dir. For Chemistry          Initials rlw/for     
  Comments: (First generic drug review) 
 N/A.  APP's ANDA 65-439 for this drug product was approved on June 18, 2010. 
 
OGD Office Management Evaluation
 
6. Peter Rickman           Date 3/23/11 
  Director, DLPS           Initials rlw/for 

Para.IV Patent Cert: Yes  No  
Pending Legal Action: Yes  No  
Petition: Yes  No        
Comments: Bioequivalence waiver granted under 21 CFR 320.22(b)(1).  drug product is "Q&Q" to the RLD. 
Office-level bio endorsed 6/22/05 (Archival jacket 1.1). 
 
Microbiology/Sterility Assurance found acceptable for approval (Microbiology Review #3) 1/20/11. 
 
Final-printed labeling (FPL) found acceptable for approval 2/22/11.  No REMS required. 
 
CMC found acceptable for approval (Chemistry Review #4) 12/1/10. 
 
 

 
AND/OR 

Reference ID: 2922288



 

 

 
7. Robert L. West           Date  3/23/11 

Deputy Director, OGD          Initials RLWest 
      Para.IV Patent Cert: Yes  No  

Pending Legal Action: Yes  No  
Petition: Yes  No  

      Press Release Acceptable  
Date PETS checked for first generic drug       

 
 Comments: Acceptable EES dated 10/7/10 (Verified 3/23/11).  No "OAI" Alerts noted. 
 
        There are no patents or exclusivity currently listed in the "Orange Book" for this drug product. 
 
         This ANDA is recommended for approval. 
 
 
8. OGD Director Evaluation 

Keith Webber            
Deputy Director, OPS           

Comments: RLWest for Keith Webber, Ph.D.  3/23/11. 
First Generic Approval        
PD or Clinical for BE       
Special Scientific or Reg.Issue  

 Press Release Acceptable  
  
 Comments:      
 
9. Project Manager 

Date 3/23/2011 
Initials LS 
 
Check Communication and Routing Summary into DARRTS 
 
 

Reference ID: 2922288



 

 

Orange Book Report: 
 

Quick Links: Skip to main page content Skip to Search Skip to Topics Menu Skip to Section Content Menu Skip to Common Links  
 

 

 
  

 
A-Z Index  
  

• Home  
• Food  
• Drugs  
• Medical Devices  
• Vaccines, Blood & Biologics  
• Animal & Veterinary  
• Cosmetics  
• Radiation-Emitting Products  
• Tobacco Products  

  
  
- 

Orange Book: Approved Drug Products with Therapeutic Equivalence 
Evaluations 

Reference ID: 2922288

Appears this way on original.



 

 

Patent and Exclusivity Search Results from query on Appl No 050580 Product 003 in the OB_Rx list.  

 

<>

There are no unexpired patents for this product in the Orange Book Database. 

<>

There is no unexpired exclusivity for this product.  
 
View a list of all patent use codes  
View a list of all exclusivity codes  

Return to Electronic Orange Book Home Page  

FDA/Center for Drug Evaluation and Research  
Office of Generic Drugs  
Division of Labeling and Program Support  
Update Frequency: 
    Orange Book Data - Monthly  
    Generic Drug Product Information & Patent Information - Daily  
    Orange Book Data Updated Through February, 2011  
    Patent and Generic Drug Product Data Last Updated: March 21, 2011

-
-
-

• Home
• About FDA
Reference ID: 2922288
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  REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
_____________________________________________________________________________

ANDA Number:             065286    

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram and 2 grams 

Labeling Comments - Revisions required post-approval in a labeling supplement: 

1.  CONTAINER: 1 gram and 2 grams 
 a. Front Panel 

Print “for Injection” using the same font size as “Aztreonam”. 
b. Side panel 

i. Revise to read, “…solution stability”. 
ii. Include the temperature range in the storage statement. 

2.  CARTON: 10s 
             See comments under CONTAINER.
3.  INSERT 

a. General Comments:   
i. Increase the size of the asterisks and superscripts. 
ii.  Decrease the prominence of the company logo appearing prior to the 

TITLE.
b. DESCRIPTION 

i. Revise the last paragraph to read, “…of aztreonam.  Each 1 gram vial 
contains 1 gram aztreonam with approximately ... arginine.  Each 2 gram 
vial contains….”. 

c. CLINICAL PHARMACOLOGY 
i. Following the second paragraph, increase the size of Figure 1. 
ii. If you are not able to print the entire table on the same page, then reprint 

the title at the top of the second portion of the table with the entire 
heading following by “(continued)” at the end of title. 

d. DOSAGE AND ADMINISTRATION 
Intravenous (IV) Solutions 
Upon further review, retain the IV solutions, “lsolyte® E” and “lsolyte® E with 5% 
Dextrose”.  In addition, Plasma-Lyte M and 5% Dextrose should also be retained. 

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 previous 
submission with all differences annotated and explained. 

Reference ID: 2914458
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Memorandum to File

ANDA: 065286 
Applicant: Bedford laboratories 
Product: Aztreonam for Injection USP, 1 g and 2 g per vial 

Call was made to the firm (9/20/2010) with regard to proposed expiration date in telephone 
amendment dated August 25, 2010 and control for  in the drug product.  It was 
recommend that the firm provide justification to change expiration date from  months to 18 
months and commit to evaluate  specification after full long-term 
stability data for drug product is obtained.  

The firm agreed to provide justification regarding revised expiration date and to reevaluate  
 criteria and will respond as a telephone amendment. 

N. Takiar 9/20/2010 

V:\Chemistry Division III\Team 12\Final Version For DFS Folder\Telephone 
Deficiencies\65286_Tcon.doc 

(b) (4)

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 

_____________________________________________________________________________

ANDA Number:             65-286    

Date of Submission:     September 5, 2008 

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

1 INSERT 

a. General Comments 

i. Delete the terminal zero, “1 instead of “1.0”. 

ii. Increase the size of the asterisks. 

b. DOSAGE AND ADMINISTRATION 

i. Admixture with other Antibiotics  

Add an asterisk following the trade name “Dianeal®137* (Peritoneal 
Dialysis Solution)”.  Also, reference the manufacturer of the product in a 
footnote at the end of your insert. 

ii. Preparation of Parenteral Solutions 

Relocate the paragraph, “Parenteral drug products should…permit” to 
appear as the last paragraph of this subsection. 

iii. Intravenous (IV) Solutions 

A)         For Bolus Injection 

Revise to read, “… Injection vial should …” 

B) For Infusion  
Revise to read, “If the contents of the vial are to be transferred to 
an appropriate infusion solution, each gram…Injection,   
Further …”. 

C) We note that you omitted some of the intravenous infusion 
solutions”.   Your insert is required to be the same as the 
innovator. Is your drug product incompatible with the solutions 
you omitted? Please comment and/or revise accordingly.  . 

(b) (4)

(b) (4)



Revise your labeling, as instructed above, and submit final printed labeling electronically 
according to the guidance for industry titled Providing Regulatory Submissions in Electronic 
Format – ANDA.

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes 
for the reference listed drug. In order to keep ANDA labeling current, we suggest that you 
subscribe to the daily or weekly updates of new documents posted on the CDER web site at the 
following address -
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17

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 reference listed drug's 
labeling with all differences annotated and explained. 

{See appended electronic signature page} 
___________________________ 
Wm. Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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Telephone Fax 
ANDA  65-286 

OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North I 
7520 Standish Place 
Rockville, MD  20855-2773
240-276-8986
Thuyanh.vu@fda.hhs.gov

TO:  Bedford Laboratories, Inc. 

ATTN:  Molly Rapp 

FROM:  Ann Vu

TEL:  440-201-3576 

FAX: 440-439-6080 

This facsimile is in reference to your abbreviated new drug application submitted pursuant to 
Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Aztreonam for Injection USP,  
1 gram 

Pages (including cover): 4

SPECIAL INSTRUCTIONS: 

Labeling Comments 



REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 

_____________________________________________________________________________

ANDA Number:             65-286   Date of Submission:   June 25, 2008  

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

Labeling Deficiencies:  

1. CONTAINER:  1 gram 

Acceptable in final print.    

2. CARTON:  10 vials per carton 

 Acceptable in final print. 

3. INSERT 

 a. ADVERSE REACTIONS 

  First and second paragraphs, revise “percent” to “%”.  

 b. DOSAGE AND ADMINISTRATION 

  i. Dosage in Adult Patients, Renal Impairment in Adult Patients, first  
   paragraph, revise to read “...between 10 mL/min/1.73 m2 and 30   
   mL/min/1.73m 2  ...” 

  ii. Stability of IV and IM Solutions- delete second paragraph.  

  iii. Intravenous Administration, second paragraph, revise to read “(see  
   Preparation Of Parenteral Solutions- Intravenous (IV) Solutions: For   
   Infusion) 

4. SPL 

 DOSAGE AND ADMINISTRATIONS 

 Aztreonam for Injection Dosage Guidelines table, please clearly separate the rows for the 
 adults.  It is hard to read the dosage corresponding to the types of infection.  

Submit labeling electronically according to the guidance for industry titled Providing Regulatory 
Submissions in Electronic Format – ANDA.  



Prior to approval, it may be necessary to revise your labeling subsequent to approved changes 
for the reference listed drug. In order to keep ANDA labeling current, we suggest that you 
subscribe to the daily or weekly updates of new documents posted on the CDER web site at the 
following address – 
http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 

To facilitate review of your next submission please provide a side-by-side comparison of your 
proposed labeling with your last labeling submission with all differences annotated and explained. 

{See appended electronic signature page}

___________________________ 
Wm. Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
John Grace
7/31/2008 10:49:41 AM
for Wm Peter Rickman



MINOR AMENDMENT

ANDA  65-286 

OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 

APPLICANT:  Bedford Labs 

ATTN:  Molly L. Rapp 

FROM:  Jeanne Skanchy 

TEL: 440-201-3576 

FAX: 440-439-6080 

FDA CONTACT PHONE: (240) 276-8467 

Dear Madam: 

This facsimile is in reference to your abbreviated new drug application dated December 23, 2004, submitted 
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Aztreonam for Injection USP, 1 g per 
vial.

Reference is also made to your amendments dated July 27, 2007 and February 8, 2008. 

SPECIAL INSTRUCTIONS:

Please submit your response in electronic format. 
This will improve document availability to review staff.
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 MINOR AMENDMENT and will be 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. 

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  





8. 

9. 

10. 

11. 

12. 

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

1. Please be informed that until revised monograph for Aztreonam drug substance 
becomes official, your request for compendial status for the drug product is not 
acceptable. Accordingly, the relevant specifications for Aztreonam should be revised.  

Sincerely yours, 

(See appended electronic signature page)

      Vilayat A. Sayeed, Ph.D. 
      Director 
      Division of Chemistry III 
      Office of Generic Drugs 
      Center for Drug Evaluation and Research 

(b) (4)



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Robert Iser
6/2/2008 07:53:49 AM
signed for V. Sayeed



Telephone Fax 
ANDA  65-286 

OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North I 
7520 Standish Place 
Rockville, MD  20855-2773
240-276-8986

TO:  Bedford Laboratories, Inc. 

ATTN:  Molly Rapp 

FROM:  Ann Vu

TEL:  440-201-3576 

FAX: 440-439-6080 

This facsimile is in reference to your abbreviated new drug application submitted pursuant to 
Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Aztreonam for Injection USP,  
1 gram 

Pages (including cover): 3

SPECIAL INSTRUCTIONS: 

Labeling Comments 



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 

_____________________________________________________________________________

ANDA Number:             65-286   Date of Submission:   July 27, 2007 

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

Labeling Deficiencies:  

1. CONTAINER:  1 gram 

 Please revise your label to read:  

   1 gram/Vial  

 2. CARTON:  10 vials per carton 

Please see CONTAINER comment.  

 3. INSERT 

  Acceptable in final print.   

Submit labels electronically in final print format.  

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes 
for the reference listed drug. In order to keep ANDA labeling current, we suggest that you 
subscribe to the daily or weekly updates of new documents posted on the CDER web site at the 
following address - 
http://www.fda.gov/cder/cdernew/listserv.html

To facilitate review of your next submission please provide a side-by-side comparison of your 
proposed labeling with your last labeling submission with all differences annotated and explained. 

{See appended electronic signature page}

___________________________ 
Wm. Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
John Grace
8/14/2007 11:34:15 AM
for Wm Peter Rickman



FAX – Microbiology Deficiencies Enclosed 

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:  Molly L. Rapp FROM:  Bonnie McNeal 

      Bedford Labs        Microbiology Project Manager

PHONE: 440-201-3576 PHONE: (301) 827-0530 

FAX:  440-439-6080 FAX:       (301) 827-5911 

Total number of pages, excluding this cover sheet: 2

Date: August 3, 2007

Microbiology Deficiencies:

Enclosed are the microbiology deficiencies for ANDA 65-286 for Aztreonam.  The 
submission reviewed was submitted on December 23, 2004.  Please respond to 
this communication as quickly as possible.  This facsimile is to be regarded as an 
official FDA communication and unless requested, a hard copy will not be mailed. 
Your amendment should respond to all of the deficiencies listed.  Facsimiles or 
partial replies will not be considered for review.  The response to this 
communication 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-RESPONSE TO MICROBIOLOGY DEFICIENCIES 
should appear prominently in your cover letter.

Should you also have other outstanding deficiencies, for review purposes, please 
attempt to consolidate your responses into a single submission for this 
application. 

If you have questions, feel free to call Bonnie McNeal or Mark Anderson. 

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 person authorized to deliver the document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, 
or other action based on 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 at the above address by mail.  Thank you. 





---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Lynne Ensor
8/3/2007 06:42:36 AM



MINOR AMENDMENT

ANDA  65-286 

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) 

APPLICANT:  Bedford Labs 

ATTN:  Molly L. Rapp 

FROM:  Jeanne Skanchy 

TEL: 440-201-3576 

FAX: 440-439-6080 

PROJECT MANAGER: (301) 827-5719 

Dear Madam: 

This facsimile is in reference to your abbreviated new drug application dated December 23, 2004, submitted 
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Aztreonam for Injection USP, 1 g per 
vial.

Reference is also made to your amendments dated June 23, 2006 and March 16, 2007. 

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 MINOR 
AMENDMENT and will be 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: 

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.



CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 

ANDA: 65-286 APPLICANT:  Bedford Laboratories 

DRUG PRODUCT: Aztreonam for Injection USP, 1 g per vial 

The deficiencies presented below represent MINOR deficiencies. 

A. Deficiencies: 

1. DMF  has been found inadequate. The DMF holder  
 has been informed. Please do not respond to this minor amendment until the DMF holder has 

responded to the deficiencies. 

2. 

3. 

4. 

5. 

in most cases. Please explain. 

6. Please note that it is recommended in your labeling that for intravenous solutions (bolus injection), 
the contents of the Aztreonam for Injection, 1 gram vial should be are constituted with 6 to 10 mL 
Sterile Water for Injection. Therefore, we recommend that you revise your vial size to be the same 
as the innovator “15 mL” because the proposed vial size “10 mL” may not be an adequate size for 
constituting IV solutions. Please revise your labels and labeling accordingly. 

(b) (4)

(b) (4)

(b) (4)

(b) (4)



7. Regarding the finished drug product, we have the following comments: 

a. 

b. 

Sincerely yours, 

(See appended electronic signature page)

      Vilayat A. Sayeed, Ph.D. 
      Director 
      Division of Chemistry III 
      Office of Generic Drugs 
      Center for Drug Evaluation and Research 

(b) (4)



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Hossein Khorshidi
5/1/2007 12:31:17 PM



Telephone Fax 
ANDA  65-286 

OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North I 
7520 Standish Place 
Rockville, MD  20855-2773
301-827-7342

TO:  Ben Venue Laboratories, Inc. 

ATTN:  Molly Rapp 

FROM:  Ann Vu

TEL:  440-201-3576 

FAX: 440-439-6080 

This facsimile is in reference to your abbreviated new drug application submitted pursuant to 
Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Aztreonam for Injection USP,  
1 gram 

Pages (including cover): 3

SPECIAL INSTRUCTIONS: 

Labeling Comments 



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 

_____________________________________________________________________________

ANDA Number:             65-286   Date of Submission:   March 16, 2007 

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

Labeling Deficiencies:  

1. CONTAINER:  1 gram 

 Please revise your vial size to 15 mL.  Your vial size should be the same size as 
 the innovator “15 mL”.  Revise your labeling accordingly.   

 2. CARTON:  10 vials per carton 

Acceptable in final print. 

 3. INSERT 

  Refer to CONTAINER comment.   

Submit labeling electronically according to the guidance for industry titled Providing Regulatory 
Submissions in Electronic Format – ANDA.  

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes 
for the reference listed drug. In order to keep ANDA labeling current, we suggest that you 
subscribe to the daily or weekly updates of new documents posted on the CDER web site at the 
following address - 
http://www.fda.gov/cder/cdernew/listserv.html

To facilitate review of your next submission please provide a side-by-side comparison of your 
proposed labeling with your last labeling submission with all differences annotated and explained. 

{See appended electronic signature page}

___________________________ 
Wm. Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
John Grace
4/24/2007 08:02:28 AM
for Wm Peter Rickman





   
REVIEW OF PROFESSIONAL LABELING

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

_____________________________________________________________________________

ANDA Number:             65-286   Date of Submission:    May 31, 2006 

Applicant's Name: Bedford Laboratories (a division of Ben Venue Laboratories, Inc.) 

Established Name:  Aztreonam for Injection USP, 1 gram 

Labeling Deficiencies:  

1. CONTAINER:  1 gram 

We note that you have proposed a 10 mL vial.  Your vial size should be the same size as 
the innovator “15 mL”.  Revise your labels and labeling accordingly and submit any 
necessary supporting documentation.    

2. INSERT 

a. CLINICAL PHARMACOLOGY 

i. Figure 1, revise to read “Aztreonam Serum Concentrations, mcg/mL”.   

ii. Microbiology, Susceptibility Testing, Dilution Techniques, footnote a, 
please change reference “5” to “1”.

b.          DOSAGE AND ADMINISTRATION 

Intravenous (IV) Solutions, For Infusion:  We note that you did not 
include Isolyte E and Isolyte E with 5% Dextrose solutions for secondary 
further dilution. Your labeling should be the same as the innovator. 
Please revise accordingly and forward all necessary supporting information. 

Submit final printed labeling electronically according to the guidance for industry titled Providing 
Regulatory Submissions in Electronic Format – ANDA.  

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes 
for the reference listed drug. In order to keep ANDA labeling current, we suggest that you 
subscribe to the daily or weekly updates of new documents posted on the CDER web site at the 
following address - 
http://www.fda.gov/cder/cdernew/listserv.html

To facilitate review of your next submission please provide a side-by-side comparison of your 
proposed labeling with your last labeling submission with all differences annotated and explained. 

{See appended electronic signature page}

___________________________ 
Wm. Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
John Grace
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for Wm Peter Rickman





  
  

  
  
 

 
   
     

 
  

 
   

   



  
    

   

 

 

  

  

   

  

    

   

  

   

     

   

   

    

  

 

 

 

    

     

 

 

 

  

    

  

     

    

   

   

   

    

     

          

     







 

          
      

         

        

     

               

                

  

     

     

     

    

      

   

         
     

    

     

    

   

       
                

          

              

                

   

             
           
            
         
              

      
             
 

          
    

 



       
           
 

           

             

     

      

    
      
 

           

   

      

   

    

 
     

 
     

            
        

    

    

           

      

       

         

           

            

      

      

            
        

     

       
           

                        

     

 












