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a2 BEL T, v U APMEEE R 2 W 7o T R R AT 2 S0 L 72,
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K OREMHT. 7 el VPAC2 ZEMKIEMELIZ LD cAMP D FEAICIXE a2
52X 24), #EHIRE O RGAAR 24 I L 72 (K 2B), —F . OFUsHIE T H
L7 VETT = nenalY R—uid, VPAC2 ZRRTEMEIIC X 2 phi 22 i i o
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Fig. 1 Effects of Ro25-1553 on
dendritic morphology in primary
cortical neurons. Aa)
Representative pNF- and MAP2-
immunostained images of primary
cultured cortical neurons.
Primary cortical neurons were
cultured with Ro25-1553 (10 nM)
for 3 days in vitro (DIV) and
double-immunostained for pNF
(red) and MAP2 (green). (B)
Quantification of morphological
changes. Total numbers of
dendrites and total dendritic
length were measured. (C) Effects
of Ro025-1553 on  dendritic
morphology in primary cortical
neurons from VPAC2 receptor-
deficient mice. (D) Effects of
PG99-465 on Ro25-1553-induced
decreases in dendritic outgrowth.
Data are expressed as the mean +
SEM (n = 40-60 cells). **P< 0.01,
compared with control at 3 DIV.
#P < 0.01, TP < 0.01, compared
with control at 7, 14 DIV,
respectively. ¥ < 0.01, compared
with wild-type/control, 3P < 0.01,
compared with wild-type/Ro25-
1553. XX P < 0.01, compared with
control, ¥*¥P < 0.01, compared
with vehicle/ Ro25-1553 at 3 DIV.
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Fig. 2 Effects of clozapine on R025-1553-induced impairment of dendritic outgrowth in cultured cortical
neurons. (A) Effects of Ro25-1553 and clozapine on intracellular cAMP levels in the VPAC2 receptor-
overexpressed HEK293T cells. Data are expressed as the mean + SEM (n = 3 wells). “P < 0.01,
compared with control. (B) Total numbers of dendrites and total dendritic length of primary cortical
neurons were measured at 3 days in vitro. Clozapine (1, 3 pM) was treated 30 min before the treatment
with Ro25-1553 (10 nM). Data are expressed as the mean + SEM (n = 40 cells). **P< 0.01, compared
with control, TP< 0.05, fTP< 0.01, compared with Ro25-1553 alone.
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Motz (B2), I TLS D Hir2a% KD L1z& 2 A, DOl ICZ& B FST T EB)REFRH
DIEMEITRD LN H 7=,
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%9 DOk - ARRITEIB L O LS 125155 c-Fos MM DET A DOl %52 LV
O hbA—LLLRILETHELT,
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FEER NS 5-HT2A RIEER (L LS © GABA & D 5-HT2A #RHT 25 Z & TH I D
ERZRETZ I ENERXOND, 5% (L. LS @ GABA #iEAEhH 2 iRz A
ML, EDICIMO 2TBE DBFRZRANS, MR T, LS IZHF 255 >ERICED
20F%#RE L. b-HT2A RIBUC L 2305 DEARICEAH 29 F - HREBEZEBAL TWL
X7z,
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M, Rickard JA, Forbes B, Feilding A, Taylor D, Pilling S, Curran VH, Nutt DJ. Psilocybin
with psychological support for treatment-resistant depression: an open-label
feasibility study. Lancet Psychiatry (2016) 7:619-627.

Nutt D, Erritzoe D, Carhart-Harris R. Psychedelic psychiatry's brave new world. Cel/
(2020) 181:24-28.
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Fio. WEMBYEREE 2 A7z in vito M FTAET v &4 CEPERR - =E - EET v &
4) R0, exfinvivo MEHAET A (KEBARY > 77 vt&A -~ NITNAVTTTT vEA)
IZHBWT, LATI FAFEEB L OEEF/ v 7 XU 2D WIRINE N FFRE LAT1 B
RIBNT K 2B 7o PHIVE &2 #eRE U 7o EESHEAR O A5 N B AR Tl LAT1 OFSE L L
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TER T & LTS RO ERE) & TSR O A N RHIRRIC 31T 2 LATI OFEL
TLEDHEFF O] # BRE L TER LT,
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U272 BRs T I A N BRI 30 B Z o X 7 B BERIEME & AR SE iR > C
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HUVEC Hifa 2 [ 1ok T3IM-4 HMifabk o k538 Big (Gefbii) CTRBEEL7= L Z A, LATI
mRNA ORBIENSHEIC EF U, IEEMIE S 50 S - i B RER 712 X > T,
LATI ORBNFEIND Z L IURE S 772, HUVEC #ifld% VEGF-A 3 X O'FGF-2 T
R LTz, ZOREHR., ZhEnoBmIKIZ X 5 LATI mRNA OF8 EFI2Mx T, K
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AU EFETHIENHLN o7, Eo, 2O STNCOMEK:
STING #IEOIEF HIZRIEMEILIT systemic lupus (STINGC (STINGC
P
erythematosus (SLE), Aicardi—Goutiéres syndrome _— [} — || \
(AGS) . stimulator of IFN genes-associated = \
vasculopathy with onset in infancy (SAVI)72E D 1 P Bers T te
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@4‘/&»«7ID//\7«%&Wﬁihé E E‘ﬁ%y—j};Al‘i (Mukai et al., Nat Commun, 2016)
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B2 TN FE TR T STING DIEMAL \ ’[ j
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STING FEAILICIRIMUIZEZ A, Ty 7 TV OIEELZIE] CEDRE R 272, 20k
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