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subject Statement Concerning Glucans and LAL-Reactive Material in Pharmaceuticals and
Medical Devices

™ To Whom It May Concern

It has been reported to the LAL Task Force that information has been circulated
concerning FDA’s Position on glucans and LAL-Reactive Material (LAL-RM) in
pharmaceuticals and medical devices. Glucans are defined as polysaccharides
composed only of recurring units of glucose, such as, glycogen, starch, and cellulose.

FDA is not aware of data indicating that glucans or LAL-RM are common in
pharmaceuticals or maybe common in medical devices or whether they may pose a
health hazard to patients using these products. The only product that has been shown
to contain LAL-RM is dialysis membranes made of cellulose. LAL-RM is composed
of very small fragments of the cellulose which break loose from the filter matrix.
Studies in animals and tissue cultures indicate that LAL-RM is non-toxic in the
quantities detected in dialyzers. Some investigators have indicated that LAL-RM may
be responsible for some of the adverse reactions seen in dialysis patients. However, no
direct correlation has been established. LAL-RM is the only glucan that has been
reported in any medical device. LAL-RM is not considered a contaminant, because its
source is not extrinsic to the device. It is a breakdown product of the cellulose
membrane that is a component of the device. Since the majority of medical devices
do not contain natural materials, there is no source of glucans in these devices.

No cases of glucans or LAL-RM have been reported in parenteral drug products. Most
parenteral drug products are manufactured from chemically synthesized components.
This fact coupled with good manufacturing practices makes the possibility of
contamination with glucans very remote. It appears that large amounts of glucans are

required (at least 1,000 times more by weight than endotoxin) to elicit a LAL positive
reaction.

At this time, FDA considers that the presence of glucans in parenteral drug products
and most medical devices to be more of a theoretical than actual problem. Firms
should be aware that false positive results may be possible when testing medical devices
having cellulose based components. It is the responsibility of the manufacturer to
conclusively establish that any positive LAL test is not due to endotoxin contamination.





[image: image2.png]FDA will consider whether parenteral drug products or medical devices are adulterated
due to the presence of glucans on a case-by-case basis, until such time as more
information is obtained.
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