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Role of noradrenergic neurons in GLP-1-induced central sympathetic outflow
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In the present study, we used liquid chromatography ion trap tandem mass spectrome
try (LC-1TMSn) to simultaneously quantify four prostanoids, thromboxane (Tx) B2, PGE2, PGD2 and 15-deoxy-d
eltal2,14 ngd)—PGJZ in PVN microdialysates from urethane-anesthetized rats. The quantification limits wer
e estimated to be 0.05 ng/mL for TxB2, 0.025 ng/mL for PGE2, 0.1 ng/mL for PGD2, and 0.5 ng/mL for 15d-PGJ
2. The RSD% obtained from all prostanoids was <15%, indicating an acceptable level of reproducibility. LC-
ITMSn analysis of rat PVN microdialysates revealed that TxA2 may play an important role in adrenomedullary

outflow evoked by centrally administered N-methyl-D-aspartate, corticotrophin-releasing factor and glucag

on-like peptide-1. This is the first study to use LC-1TMSn to analyze prostanoid levels in rat PVYN microdi
al%/satesf This LC-1TMSn method will be useful for investigating the potential involvement of prostanoids i
n brain function.
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Table 1
Linearities and limits of quantification for the analyzed standard prostanoids.

Prostanoids ~ Slope® Intercept? Linear range 12 LOQ
(ng/mL) (ng/mL)
TxB, 246 + 0270 0.002 + 0.027 0.05-1 0.999 0.05
PGE; 743 £ 0774 —0.031 £ 0.027 0.02-0.4 0.998 0.025
PGD, 0928 + 0.165 —0.031 & 0.020 0.1-2 0999 0.1
15d-PGJ, 0926 + 0.125 —0.081 + 0.054 0.2-4 0.997 0.5

@ Values are expressed as the mean + SD. (n = 5).
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Fig. 1. Reconstructed ion chromatograms for standard prostanoids, TxB,, PGE,, PGD; and
15d-PGJ; and their internal standards from LC-ITMS analysis.
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Table2

-ITMS” method for

Prostanoids_ Fortifed concentration
(pgmi)

y Iner-day

easured concentration (pg/mL)’ __ RSD (%) RE(x)  Measured concentration (pg/ml)’ __ RSD(¥) _ RE(¥)

=150 148 10 935126 127 07
w2 : 144 71 0 204+ 125 72 15
89 £ 22 66 22 5094257 51 15
377553 139 57 410138 o1 25
800+ 48 60 00 795545 57 -0
19 +99 50 -20 198 172 36 -10
1942239 123 -3z 20+ 193 96 00
394 £ 344 87 15 204201 50 00
988 + 369 37 12 962 2 60 63 39
304 2486 23 -15 4151537 129 38
795 £ 662 84 09 7714793 103 -36
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Fig. 2. Reconstructed ion chromatograms for prostanoids from LC-ITMS analysis of PVN
microdialysates 60 min after 1.5 mM NMDA perfusion. The peaks of TxB, and PGE, are
clearly visible.
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Fig. 4. Effects of centrally administered CRF and GLP-1 on microdialysate TxB levels.
(A) CRF and (B) GLP-1 were inti ricularly

administration of CRF (1.5 nmol/animal) in A and GLP-1 (3 nmol/animal) in B. Data are
expressed as the mean - S.EM. (n = 3). *Significantly different (P = 0.05) from the re-
spective vehicle-treated controls.
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(o ) vehicle (Ringer’ s solution); (e )
CRF; (m ) GLP-1. Data are expressed as
the meant S.E.M. (n=3).
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