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Fig. 1 Proposed mechanisms of the effects of Ketamine and
BDNF/TrkB v 7 F LB HE L2 wz &R the mGlu5 receptor antagonist. (standard arrow: involvement,

dotted line arrow: partial involvement )
me s (Fig. 1),
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Ccute antidepressant elrects
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= F 192 Proposed mechanisms of the acute effects
- = o3 Y |
B = i R — 5-HToane 524 KT PEAE 2V B of Ketamine, mGlu2/3 receptor antagonist and

54 A30HERNEZELZ LN ( Fig. 2), mGlu5 receptor antagonist.
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— R 72 BT D DIEME O FEAM 1L T o D R HI KUK BB (FST) . 4 P9 R 7 ATk J OV /%
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ErL, ThOofEMEERr b= BEIC RV ER SN, £/, LY341495 KO
Ketamine ® & & ¥ 512 X 25 9 21EH1Z. AMPA Z &K+ Hi 3 (NBQX) e # 5 (10
mg/kg, s.c.) & O mPFC W 5 (0.03 nmol/side) ([Z X v Hisis7/=, & 51T, LY341495
K& Y Ketamine @ 2 & ¢ 5 & O mPFC W# 51X DRN IZEB W T c-Fos # Bl 4+ 5t nr b=
VHRMBEoOBRAE LR ESE, 2FE 5L 608 2EAIX NBQX @ mPFC
W&@K;D%ﬁéﬂt(mmLmeo*ﬁ NBQX ® mPFC N # 5 X DRN 2 &\
TeFos#H BT 2Erm = MERMEOBNGICHELER TS o, U EOHKRE
Table 1 IZ/x L 7=,
I ORERNPL, mGlu2/3 5 25 45 bt 3K & Y Ketamine @ $t 9 S /E 3 BLIZ 1L mPFC
BT AMPAZ BEIKZ/ L7=DRN ®Ot v k= 4o fE ML 2B 53 5 o GE M 23R
St 7z (Fig. 3),

Table 1 Fig. 3
mGlu2/3 receptor
Antid " c-Fos/5-HT ‘ Ketamine ‘ antagonist
ntidepressant effect . .
(colocalization)
Drugs \ /
_ +PCPA +NBQX _ +NBQX AR
(systemic) (mPFC) (mPFC)
LY341495 o Block n.d. 1 n.d. mPFC
¢
'E._L Ketamine O Block n.d. 1 n.d.
£
NBQX X n.d. n.d. — n.d. 5-HT neuron T

5 activation
€ LY341495 O Block Block 1 Block DRN
2
(% Ketamine O Block Block 1 Block Antidepressant effects ]

Summary of the antidepressant effect of LY341495 or Ketamine, Proposed neural mechanisms of the antidepressant

and the effect of LY341495 or Ketamine on the c-Fos immunoreactivity effects of mGIlu2/3 receptor antagonist and Ketamine

colocalized with 5-HT neuron cells in the DRN. in the FST.

(O :effect, X :no effect, —: not affected, 1: increase, n.d.: not determined)
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FRZ2E#RE522bDTh 5,
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L, & HIZ 5-HTIA IR KEZRH T2 2 & TH O SRIEMEZRELT 2 /Tt % 1)

HDTHOMT L, —F. NSFTICHE T D mGlus Z & A5 HU 31T AMPA 3 S IKJEK AT
FICHTEHAT R E O h = EEE 2R L, 2 DR R 5-HT2A/2C /K2 R+ 5 =
ETHO OBRIEREZRBIL TWDL Z &2 AL,

% 3 ® Tk, mGlu2/3 & AR5 HLIE & O Ketamine O HL 9 S {EHFE BLIZ 38\ T ARG
BHAT R E 2 O 5 ARE M AZ I A T 2 MR BIEH 2B 5 3 2 2B MO0\ T, HH DIE M

DFAM FVETH D~ v ARG KK IR AL X OV M ik b 7 19 F s & H
WTHRET L7, ZORR, mGlu2/3 = & IR # P 3E & O Ketamine D Ht 5 D EH B BLIZ 1
WARIATSART R B I3 1 2 AMPASZ FIKEZ N L lEMRZEO R b= Mol
DG T LA gEMEE 72 L,

VL b AHBFZEIE mGlu2/3 52 K F5 B3 & O Ketamine D1 9 S & B B F I 1T W
MIATEERTE E 2 b MR BN T 2 MREIRICEZ > THIE SN Er b=k
RPEGTHREEEZINDOTRLELDOTHD, RAPFFFRKEICL D, 4%, Ketamine
WCHY T2 RERELOoOD, ZEMPERINLTVD mGlu S FEFEHIKICHEER T



5Tl D OMEROAKI I AR RE S XD EARENTE, £ T, K
WO, M () ORI Y LCTHIELVAETH S L HITT 5,



	thesis2016_03_18_fukumoto02
	thesis2016_03_18_fukumoto02-shinsa

