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For manufacturers of biclogical medicinal products, the latter half of the twentieth century has
epitomized the ancient Chinese curse “may you live in interesting times.” On one hand we have
benefited from the unprecedented scientific and enginecring advances, which have permitted
substantive improvements in the purity and cfficacy of existing products. and the development of
a range of new therapeurics. On the otker, we have encountered significant and unanticipated
adverse cvents associated with the use of these therapeutics. Of these adverse events, the
exposure of patients to new and newly emerging pathogens has been the most problematic. To
survive in the current environment of newly emerging pathogens, biopharmaceutical compranies
have had to develop a comprehensive strategy of risk management, to provide cffective guidance
1 Lhe development, mant facturing and marketing of these biological products.

The approach 10 risk management utilized by Baxter is comprised of four key elements: risk
evaluation, exclusion, elimination and education. The zpplication of this strategy wil{ be
tllustrated with regards to some of our hlood products and the new variant Creutfeld ] akob
disease (nvCID). Creutzfeld jakob disease is the most common human transmissible spungifonn
encephalopathie (TSE). Given its relatively uniform and ubiquitous distribution within diverse
human subpopulations, the causative agent for this disease is likely to be an ancient pathogen
Although many aspects of the etiology of this disease still rermain obscure, it is clearly

this agent has yct to be observed.

Caven the potential for the transmission of TSE through infocted biological materials, our first
step 1n nisk management was to evaluate the potential for transmission by blood products. While
a theoretical possibility of iatrogenic transmission of CJD by blood or blood products exists,
eprdemiological data indicate that the actual potential for transmission is zera or very remote.
Whtlc this observation is comforting, there remains a possibility that the agent responsible fo-
nvCID would have different biological characteristics which could permit blood products to be a
vector for ransmissiom. To explore this possibility we have init:ated studics in non-human
primates, squirre] monkeys and mice. In these studies, the infectivity of cellular components and
plasma detived from individuals infected with nvCID is examined.

countries, 2) Replacing some bovine materials with similar materials of non-bovine origin, and,
3) Elimination of non-essential bovine materials.
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Another risk exclusion’elimination strategy revolves around the use of leukodepietion in the
preparation of blood products. At present, the role leukacyres play in the patholegy of nvCID is
the subject of intense mvestigation, Whatever the eventuel conclusion of these studies, it is clear
that for plasma und plasma products, leukoeyte contamination is detrimental. For this reason,
Baxter has committed 1o, moving to the use of leuko-depleted source plasma as the primary type

In conclusion, [ would like to comment on the aspect of edacation with respect te risk. Blood
and blood products appropriately prescribed provide excellen benefit to risk ratios. Iiis very
Lmportant that the valye of these therapeutios and the relative rarity of adverse consequences be
theughtfully presentec so that physicians and patients cay make appropriate decisions.
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