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Exacerbated immunodominance is a pathogenic factor in CD4 mediated diseases
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Fig. 3 — Morphometric analysis of egg-induced liver granulomas from schistosome infected SJL, CBA and C57BL/6 mice
showing that in a different MHCII haplotype, severe SELI still correlates with restrictive immunodominance of Sm-p40.
Results are representative of 4 different experiments. No test group had less than 3 mice or 176 granulomas.
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Fig. 4 - Morphometric analysis of egg-induced liver granulomas from schistosome infected C57BL/6 mice untreated
(Control), immunized solely with adjuvant (CFA), or adjuvant plus CPP13s0-1397 (Peptide), a synthetic epitope capable of
inducing restrictive immunodominance in I-A° mice, showing that severe SELI correlated with induction of RI by a single
epitope.
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Fig. 5 — Analysis of the ex vivo production of IL4, IL10, IFN-y and IL17 by CD4s purified from the mesenteric lymph nodes of CBA mice 8wpi, subjected to the
standard RI neutralization protocols, stimulated by SEA at 25 pug/mi(SEA), Sm-p40(p40) at 2.5uM and 1.25 yM, RI neutralization cocktail at 2.5uM and
1.25uM(Coq) and both(p40/coq) at 1.25 uM each(p40/Coq) and concanavalin A at 75ug/mi(ConA). As previously described, Sm-p40 does not elicit IL4 or IL10
in CBA mice but elicits a strong IFN-y and IL17 production, curtailed by RI neutralization (Coq) when compared to mice who received only adjuvant (CFA).
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Fig. 6 — Comparative liver immunopathology of the three experimental groups analyzed. A — Sm-p40234-246 Rl neutralization
experiment showing representative granulomas from the untreated CBA controls (CTRL), CBA mice treated with adjuvant
only (ADJ) and CBA mice which underwent RI neutralization strategy (TREAT). B — Experiment showing representative
granulomas in different strains subject (CBA and SJL) or not (C57BL/6) to Sm-p40 RI. C — Experiment showing
representative granulomas from untreated C57BL/6 mice (CTRL), C57BL/6 mice treated with adjuvant alone (ADJ) or
C57BL/6 mice treated with the RI inducing peptide CPP13g0-1397.
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