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the meeting, the USPC revised USP monographs for these classes of products to bear the 
warning "Not for use in newborns.�'' 3.n 1985, the Agency published a notice of intent entitled 
"Parentera.l Drug Products Containing Beazyl Alcohol or Other Antimicrobial Preservatives" 
(50 FR 20233, May 15, 1985), In the notice, we solicited data, information, and comments on 
the issues raised, and specifically asked for recommendations on any fi.irther course of action . 

`In 1989, we withdrew our notice of intent to propose, among other things; a cautionary 
labeling requirement fax multidose parenf,era.l drug products with benzyl alcohol because we 
had received no reports of benzyl alcohol-related toxicity since 1382 (54 FR 497?2). We 
stated that the steps taken by the Agency} drug manufacturers, and the USPC may have helped 
reduce the use of benzyl alcohol products for newborns during this period. As a result of 
these initiatives and the lack of adverse reports, we concluded in 1989 that it was not 
necessary to issue either a regulation prohibiting the use of antimicrobial preservatives in 
single-dose containers of parenteral solutions or a regulation requiring cautionary labeling of 
multiple-dose parenteral drug products containing benzyl alcohol or other antim.icrobial 
preservatives (54 FR 49772 at 497'73). 

The American Academy of Pediatrics had released a statement in 5epternber 1983 expressing 
concern about the use of benzyl alcohol ia neonates but also pointing out that, there were no 
controlled studies to confirm the hypothesis linking benzyl alcohol use with the gasping 
syndrome . The consensus was that "for -newborn infants, it may be preferable to avoid use of 
medications with preservatives whenever possible; however, the presence of benzyl alcohol as a 
preservative should not proscribe use of medications indicated for treatment of an infant."' In a 
1997 policy statement, the Academy concluded that "the toxic effects 'in newborns relate 
primarily to the use of preservative aonWuing flush solutions, which clearly are to be avoided in 
newborns. At low doses, such as those present when medications preserved with benzyl alcohol 
are administered, benzyl alcohol is safe for newborns."" Retrospective studies have now 
demonstrated a significant decline in mortality and other adverse events-after discontinuation of 
use of a benzyl alcohol-containing solution to flush intravasculox catheters ox reconstitution of 
drugs for delivery through these catheters in the newborn population ." 

W e have reviewed, based on our scientific experience and expertise, the potential hazards 

associated with benzyl alcohol, A review of all relevant information (including medical 

literature, adverse event reports, and post-marketing experience with drug products containing 

benzyl alcohol) indicates that a; generic propofoi product containing benzyj alcohol presents 

negligible risk to the indicated patient population . This information prov~ries, among other 

things, evidence of the safe use of a number of parenteral products containing .benzyl alcohol 

already on the market . As of 1996, over SQ parenteral formulations had already been. approved 

ls USP 20, Supp. 4, May 1983 . 
~s American Academy of Pediatrics (A,A:P), Committee on Fetus and Newborns, Cnmcti'ttee an Drugs, "Benzyl 

Alcohol: Toxic Agent in Neonatal Units," Pediatrics, 72(3)-,356-35$,1983 . 
`7 AA.P, "`Inactive' Ingredients in Phan-naceutical Products : Update (Subject Review)," pp. 268-278> January 1997 . 
ca Id. 
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emulsion in Bedford's formulation, which might lead to the formulation of free 
fatty acids. You maintain that large oil globules could form that would pose a significant health 
and safety risk, particularly to critically ill patients (Petition at 19-Zq), 

As stated in section II.E.S of this response, the pH level in Bedford's pro pofol product is the 
same as that of Diprivan and, in any case, pH specifications of propofal can be adjusted to 
achieve the desired antimicrobial effects without adversely affecting, stability and other important 
product characteristics . 

With respect to your claim regarding oil globules, we have reviewed.data comparing globule-size 
distribution among Diprivan and other propofol injectable emulsions. The data show that there 
tends to be significant variation in globule size among lots of these products due to slight 
changes in manufacturing processes. Therefore, globule size is not a significant factor in 
determining the pharmaceutical equivalency" or safety of a propofo1 product as long as the 
globule size is within an acceptable range. 

You state that a generic propofai applicant, must provide data establishing the compatibility of 
the proposed antamicrobial additive with packaging and administration materials and substances 
and with all other components of the formulation. You maintain that. tl4e final formulation 

~`° should be tested in the primary container intended to be used in marketing for the product's shelf 
life (24 months) at up to 301 C. You also state that Bedford should repeatedly challenge the 
packaged product with. inoculations of a range of microbes to assure constancy of antimicrobial 
activity. In addition, you state that the compatibility of the product with the components of the 
administration materials should be assured by challenging the final formulation after being drawn 
into syringes of various manufacturers. Finally, you maintain that Bedford should be required to 
show the compatibility of its product wiaGh other commonly used intravenous infusion fluids 
(Petition at 21) . 

As stated above, Bedford has provided . sufficient data establishing that the. methods used in, and 
the facilities, and controls used for, the manufacture, processing, and packing- of Bedford's 
generic prapofal product are adequate to assure and preserve the identity, strength, quality, and 
purity of the drug. This includes data on packaging and administration materials . Typically, 
FDA review of stability studies for a proposed product includes an evaluation of antimicrobial 
compatibility through effectiveness testing and/or chemical analysis for preservative content." 
When chemical analysis is used, the acccptiacace criterion is based on microbial testing to 
determine effective leveis of the preservative . This addresses interaction of the antimicrobial 

zv Pharmaceutical equivalents are "drug products, in identical dosage forms that contain identical amounts of the 
identical active drug ingredient, i.e ., the same sa ;t or ester of the same therapeutic moiety.. . ; do not necessarily 
contain the same inactive ingredients; and meet the identical cornpeudial or other applicable standard of identity, 
strength, quality, and purity, including potency and, where applicable, content uniformity, disintegration times, 

and/or dissolution rates" (21 CFR 32Q.1(c)), 
J° See Guideline for Submitting 13ocumentafifln,for the Stabitio of Human Drugs and Biologics (February 1987), at 

12 . 


















