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sweet-umami.
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Fig. 2. Location of WGA-DsRed-labeled neurons in the brainstem of mT2R5-WGA mice. Locations of the cell somata of
WGA-DsRed-labeled neurons in serial horizontal sections (30 pm), detected by DsRed fluorescence, plotted using green,
yellow and orange dots in the section images, and paneled from ventral to dorsal. Single green, yellow, and orange dots
represent locations of single WGA-DsRed-labeled neurons in the solitary tract nuclei, the reticular formation, and the

parabrachial nuclei, respectively.
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Fig. 3. c-fos induction in WGA-DsRed-labeled NTS
neurons. Percentage of c-fos immunoreactive neurons
among the WGA-DsRed-labeled neurons in the lateral
parabrachial nuclei of mT2R5-WGA mice. c-fos
immunoreactivity in WGA-DsRed-labeled neurons was
determined after oral application of water (water), oral
stimulation with 1 mM cycloheximide (CHX), 100 mM
NaCl (Low Salt), and 1 M NaCl (High Salt), and
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and in the wunstimulated group (control). c-fos
immunoreactivity was divided into three groups of —, +, and
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Summary

Salt taste triggers two contrastive behavioral responses. Low concentrations of salt elicit appetitive and
attractive responses, whereas high concentrations evoke aversive responses. The appetitive responses to low
concentrations of salt are mediated by taste receptor cells expressing the epithelial sodium channel, ENaC. The
aversive responses to high concentrations of salt is reported to be mediated by bitter and sour taste receptor cells.
However, it remains elusive how information of the salty taste is translated in the brain into appropriate behavioral
responses. Here we combined genetic tracing of aversive bitter taste pathways and immunohistochemical
detection of high- and low-salt-responding cells to elucidate the coding mechanisms for aversive and appetitive
salty taste in the brainstem. To visualize bitter taste neuronal circuitries, we applied a genetic approach to express
the fluorescently labeled transneuronal tracer, tWGA-DsRed, in T2R5-expressing taste receptor cells in mice.
tWGA-DsRed originating from bitter taste receptor cells reached the neurons in the posterior aspect of the solitary
tract nuclei, and was further transferred to the neurons in the external-lateral and medial subdivisions of the
parabrachial nuclei. To examine whether tWGA-DsRed-labeled neurons selectively process bitter taste
information or receive the input of high or low concentrations of salt, we investigated the induction of the
immediate early gene c-fos in the tracer-labeled neurons by oral stimulation with taste solution. Oral stimulation
with the bitter solution induced c-fos expression in the tWGA-DsRed-labeled neurons in the solitary tract nuclei,
and in the external-lateral and medial subdivisions of the parabrachial nuclei. The c-fos expression was also
induced in the tWGA-DsRed-labeled neurons in the solitary tract nuclei and the parabrachial nuclei by oral
stimulation with low concentrations of salt, suggesting that the tracer-labeled neurons may receive convergent

input of bitter and salty taste.



