
ment fulfill at this stage of developmental pro- 
gression? The answer to this question is not 
clear, but an analogous event, positive selec- 
tion, occurs during the development of T lym- 
phocytes. Positive selection promotes the sur- 
vival and maturation of T cells with a high 
likelthood of being functionally responsive. ky 
analogy, the purpose of such a regulated step 
during B cell development could be to enhance 
the potential functionality of all peripheral B 
cells by ensuring that each B cell expresses a 
functional BCR or potentially useful antibody. 

The two new checkpoints (see figure) 
may reflect distinct signaling thresholds and 
requirements for different developmental 

stages and differentiation events. The earlier 
new checkpoint revealed by the ablation of 
Ig-P appears not to require the Ig-a ITAM, 
although Ig-a may participate; alternatively, 
Ig-P may serve a different regulatory func- 
tion. The check~oint at the Dre-BI to Dre-BII 
transition is also satisfied reasonably well in 
the Ie-a mutant. althoueh there was a small 
decriase in the iumberuof pre-BII cells. Fi- 
nally, exit of newly generated B cells from 
the bone marrow did require Ig-a cytoplas- 
mic domain function and thus may have a 
higher threshold of Ig-a function than do the 
earlier checkpoints. Additional experiments 
are needed to test this possibility. Finally, 

these studies emphasize the central role of 
the BCR in regulating B cell development 
and provide new insights into the regulation 
of B cell development by defining two new 
checkpoints unlocked by BCR function. 
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