Immunological Evaluation of BIOCEILL® INTRASHIEL® Shell
in Female B6C3F1 Mice

Vil Conclusions

These studies were conducted for MoGhan Medical Corporation by GIEEEEEEENEENED
I T cctermine the potential
of tha INTRASHIEL® Shell Test Article 1o compromise the mmuns system. In female BSC3EY
mice implanted with INTRASHIEL® Shell Test Article for 2B days, no biclogically significant
eftects were obsetved on standard toxicological parameters including body weight, body weight
galn, spleen weight, thymus weights, gross pathology, thymus histopathology, of hemam#ogicéi
parameters,

.

Overyll, no significant differences were observed between the sham control animals and the
animals implanted with the INTRASHIEL® Shell Tost Adicle In the immanological studies.
Exposure to the INTRASHIEL® Shell Test Article did not result in significant changes in the
antibody-forming cell {AFC) response to the T-dependent anligen, sheep erythrocytes, when
evalualad as specific activily (AFCH0® sploen cells). Whils a significant increase in total spleen
activity (AFG/splsen) was obsarved in the high dose animals implanted with the INTRASHIEL®
Shell Test Article, the increase appears 10 be related to a low response of the sham control
animals as opposed to being related to the INTRASHIEL® Shell Test Article,

There were no significant effects on the spleen B cell, T cell, or T cell subsets lollowing
exposure 10 the INTRASHIEL® Shell Test Adticls with the exception of the Immature doubls
positive (CD4°CD8Y) T calls. A signilicant decrease (39%) was observed at the two highest
dase levels of animsls implanted with the INTRASHIEL® Shell Test Article. Howaver, the doubls
posiive cells make up a very small percentags of the spleen population, ususlly less than 4%,
and thus very shght changes in cell number can result in statistical diterences, withoul
functional relevance. Exposure to INTRASHIEL® Shelt Test Articls did not resutt in significant
changes in the mixed leukocyte rasponse (MLR) or i natural kiler (NK) cell function, when
evaluated either as specific aclivity (LLI/107 spleen cells) or tolal spleen activity (LUspleen).

In conclusion, the resulls of this comprehensive immunotoxicological evaluation demonstrate
that, under the experimental conditions used, exposura 10 tha INTHASHIEL® Shel Test Article
did not adversely affect 1he functiona ability of the irumune system,
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