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Pyrogens as fever-inducing agents can be a major health haz-
ard in parenterally applied drugs. For the control of these con-
taminants, pyrogen testing for batch release is required by
Pharmacopoeias. This has been done either by the in vivo rabbit
pyrogen test (since 1942) or the limulus amoebocyte lysate test
(LAL), since 1976. A new approach are cell-based assays
employing in vitro cultivation of human immune cells which
respond e.g. with cytokine production (IL-1, IL-6) upon contact to
pyrogens. 6 variants of these assays have recently been vali- dated
in a collaborative international study. From two of these methods,
the development of successful cryopreservation meth-

ods promises to make standardised immunoreactive primary
human blood cells available for widespread use. Furthermore,
the pre-testing of donors for infectious agents such as HIV or
hepatitis has made it possible to develop a safe and standardised
reagent for pyrogen testing. Using altogether 13 drugs, we have
validated here two pyrogen tests based on fresh and cryopre-
served human whole blood or isolated PBMCs in four laborato-
ries. The tests reached >90% sensitivity and specificity. In
contrast to the LAL, the tests are capable of detecting non-endo-
toxin pyrogens derived from Gram-positive bacteria or fungi.
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