Gentamicin in Pregnancy: Seeing past the drug categorisation in pregnancy
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Gentamicin’s well-described role in the treatment of sepsis extends to that for
pregnant women, with the literature articulating its many indications in the
treatment of infections in obstetrics!. Despite sepsis causing significant mortality
and morbidity to both the gravid woman and the fetus/ newborn 2, its use is
likely overcautious with many clinicians reluctant to use this antibiotic in septic

obstetric patients in Australia.

Gentamicin is an aminoglycoside antibiotic used in the treatment of sepsis owing
especially to its role in combating Gram-negative infections. It has favourable
pharmacological characteristics of concentration-dependent killing, rapid action,
prolonged post-antibiotic effect!, and improved clinical outcomes when used in
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combination therapy in patients with septic shock3. The low aminoglycoside
resistance amongst Gram-negative bacteria in Australia further underscores its
role in sepsis management 4. In addition, the physiology of pregnancy also likely
accounts for the lack of toxicity in gravid women?!2. Indeed, gentamicin is
intrinsically woven into the protocol management of sepsis in obstetrics patients

managed at the Royal Women'’s Hospital.

We postulate however that the drug categorisation in pregnancy of ‘D’ for
gentamicin may lead to hesitancy in prescribing gentamicin in pregnant women,
even'when clinically indicated. This categorisation states that it belongs to
medicines that are suspected to have caused or may be expected to cause human
fetal malformations or irreversible damage. This however is overly simplistic,
misleading and doesn't effectively communicate the risk, or lack thereof,

gentamicin has on pregnancy.

This risk categorisation of gentamicin in pregnancy has been based on case
reports of totally irreversible bilateral congenital deafness in children on
streptomycin, and small animal studies of nephrotoxicity from gentamicin
administration®. In fact, cases of gentamicin use during pregnancy leading
putatively to fetal ototoxicity have been only rarely described 25, whilst work
that involve population studies or randomised trials had shown that gentamicin
use during pregnancy had not resulted in any adverse events to gravid patients

nor to their fetuses. >>®
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The US FDA recently adopted progressive amendments to its regulations
governing the content and format of “pregnancy” labelling of human prescription
drugs and biological products ’. It has removed the pregnancy categories
labelling of A, B, C, D, and X of these products and in its place is the Pregnancy
and Lactation Labelling Rule (PLLR) or Final Rule that requires changes to how
information is presented in prescription medicine. This change allows clinicians
and:their patients to make informed decisions based on available detailed
information rather than a single oversimplified categorisation of a medicine

regarding the risk during pregnancy.

We.agree that such an approach might help both clarify the role gentamicin has
and demystify its potential safety concerns in antenatal sepsis. Whilst an
amendment to the pregnancy drug categorisation may not be imminent in
Awstralia, doctors and health care providers locally need to be cognisant of the
critical benefits of gentamicin in severe sepsis including in pregnancy. This
benefit can be attained when gentamicin is used appropriately and expediently
for severe sepsis in pregnancy with for example a daily dosing of 4-7mg/kg, and
for the shortest period of time till antimicrobial susceptibility of the offending

bacteria'returns.

In summary, all Australian medical professionals that manage pregnant women

must.be aware that gentamicin is safe to use in pregnancy. When used correctly
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in a timely manner undeterred by its drug categorisation, it can have a significant

positive impact on sepsis outcomes in the pregnant woman and her fetus.
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Abstract:

Gentamicin has a very important role in the treatment of sepsis including in
obstetrics patients. We postulate that the use of gentamicin is overcautious in
pregnant women in Australia due to its drug categorisation in pregnancy of 'D".
This designated risk categorisation is due to irreversible congenital deafness in
children on streptomycin and small animal studies suggesting nephrotoxicity
from gentamicin, but serious adverse effects attributed to gentamicin
administered during pregnancy have rarely been documented.

Recent changes by the US FDA to abolish the pregnancy categories labelling of A,
B, G, D, and X of human prescription drugs and biological products will allow
medicalpractitioners and patients to make better-informed decisions regarding
theuse'of medicines during pregnancy. This change will also help clarify the role
of gentamicin and demystify its potential safety concerns in antenatal sepsis. We
advocate that gentamicin is an effective and safe antibiotic when used correctly
and.in a timely manner in septic obstetrics patients.
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