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New FDA Guidance for the Prevention of Cross Contamination of Beta-Lactam

Antibiotics
  
Penicillin is also part of the Beta-Lactam antibiotics, a substance group that is know for its sensitizing
effect. Article 21 CFR 211.42(d) already requires the separation of the manufacture, processing and
packaging of Penicillin. Here the FDA does not necessarily mean separate buildings, but rather the
isolation of the manufacturing area from that for other products. Paragraph 211.46(d) requests the
separation of the ventilation system of the Penicillin manufacturing area, paragraph 211.176 asks for
the testing of medicinal products for Penicillin if a cross contamination cannot be eliminated or if there
is a risk of cross contamination.

In the now issued document the FDA describes how other (not-Penicillin) Beta-Lactam antibiotics are
to be handled to prevent cross contamination. It explicitly mentions that these are recommendations.
The document is applied to the manufacture of medicinal products, API synthesis and to (re-
)packaging.

The biggest danger originates in the sensitizing effect and the possibility of a patient's allergic shock
reaction. Here the FDA sees the same risk for Penicillin as for the other Beta-Lactam antibiotics and
their precursor in the synthesis - as, e.g., the 6-Amino Penicillin Acid. The problem in this case is the
determination of the minimal dose leading to a sensitizing effect and the measuring of this low
concentrations with the analytical methods currently available. Another risk is the cross reactivity
between the various Beta-Lactam antibiotic sub groups - meaning the sensitization by a medicinal
product of the one sub group and an allergic reaction following a later Penicillin administration. The
FDA differentiates the following groups: penicillins, cephalosporins, carbacephems, monobactams.

The FDA expects that manufacturers handle (not-Penicillin) Beta-Lactams like Penicillin. For that
reason the authority recommends to establish a separation as well as respective controls to prevent
two kinds of cross contamination:

1. The cross contamination between the groups
2. The cross contamination between medicinal products in general and a (not-Penicillin) Beta-Lactam

For manufacturers only manufacturing products within one group (e.g. various cephalosporins) it is not
requested to separate the facility and ventilation if campaign operation and cleaning ensure sufficient
control.

Please see the FDA Guidance Document "Non-Penicillin Beta-Lactam Drugs: A CGMP Framework for
Preventing Cross-Contamination" for further information.
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