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The efficacy of neurosteroids as a novel treatment for postoperative delirium
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Postoperative delirium (POD) is associated with a decline in cognitive
function and poor life outcome, however there is no specific treatment currently available. In this
study, we investigated whether allopregnanolone (ALLO), a neurosteroid that is used in treating
conditions that are similar to POD, is effective in treating postoperative delirium.

To begin the study, we established a new model of postoperative delirium in aged rats. Consequently,
using this model, we found that ALLO suppressed neuroinflammation, which is one of the main
mechanisms of POD, preventing the main symptoms of delirium after surgery.

These results suggest that ALLO may be effective in the treatment of POD.

Allopregnanolone



(postoperative

delirium: POD) POD
(JAMA. 2010 304
443-451) (J Am Coll Surg.
2009 209 261-268)
POD
1981 1980
POD (neuroinflammation)
( )
POD
POD
POD

(Allopregnanolone; ALLO)

@
(19-24
SD )
1
5cm 3 0.2%
( ) 15
( )
ALLO
@ (ALLO) POD
ALLO
TNFa IL-1B ELISA
(Anesthesiology. 2015;123:7-9.)
+ALLO +ALLO (n=10)
TNFa IL-1B mRNA RT-gPCR
RT-gPCR
mRNA
1 6 12 24 48 ( n=6)
RT-gPCR
@

(D
Kawano et al. J Anesth. 2018;32(4):506-517.



B1. itk B A ERRATENIC K D P SAEFFAfl
PODDEIER T 3 RIEHRIFHR

BllEEAR
(FERDER)

/

N
—>

ERATAH

(EBRZr—VTERR

24h

BAHTR b

(AL —ThlEEL)

"\
> )

30fbig

W HFHH Y — T 07

BE., IREBARICRB 2 - 2R8T 210, BEBOATT L MMETHFEREND,
—7. PODEELAIBEICIE, REMREFEBEL LY, ¥ HMFTHEMIERT S,

%Y £ HTENRGR

ALLO « 2 ¢ 3
. it ARETIVICK DALLODARIEFHE GERH)
*
100- ]
80+ | T
60+
40-
20+
0 : .
BE  ALLO  ®E ALLO
—|XEH|— | FEF —

3. & EAREETNVICE DALLOD A XAEFHME (GRA0H)

%Y { ATENEFR

100+

80 %

60 | |

40-

1

- I

0 | | 1 | ‘
L ALLO B ALLO
< | 3EBEE | — «— | FilidF —




2

(ALLO)

POD

POD RT-gPCR
(IL-1p TNFa ) 12
2021 2 12 48
Locatelli Fabricio
4. GRS F TR OFERRI AR E DR (IL-1p)
1.5 %
g |
=
Z  1.0-
[
=
&
[<¥]
2
s 0.54
&
T L -
0.0l mEmm 1 : —
YHEEEE 1B5RT 6EFRT 12R5RT 24B5RY 48R
ALLO 12
B) C 5

(IL-1

5. ALLOIC & 2 FBEF 1205 & OB REN R (IL-1p)

Relative Quantitation

*
2.5+ —
2.0-
1.5+
1.0+ -
0.5-
0.0 ] T
A ALLO B ALLO
— WEBE | — | FiiEF | —
ELSIA 48 (IL-18)
ALLO ( 6



Ee6. ALLOIZ & % RIS FiT48E5FEE OB AR TEZ R (IL-1p)

sk
40 - [ I
30-
=Y)]
E 2
=Y)]
o
10-
I I
0 | ' | | ; |
B ALLO 3% ALLO
«— | YEEE | — | FiEE|—




0

Aoyama Bun Kawano Takashi lIwata Hideki
Shigematsu-Locatelli Marie Eguchi Satoru Locatelli Fabricio M.

Nishigaki Atsushi Yamanaka Daiki Tateiwa Hiroki

Yokoyama Masataka

139

Role of neurosteroid allopregnanolone on age-related differences in exercise-induced

hypoalgesia in rats

2019

Journal of Pharmacological Sciences

77 83

DOl
10.1016/j . jphs.2018.11.009

66

2019

Sweets seminar -

2017-

2019

, Locatelli Fabricio,

48

2020







