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Quantitative Assessment of Adverse Effects of Neuroleptics and Multiple Drug
Interactions in the Elderly

Okada, Akira
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We analyzed information collected in the PMDA"s database on adverse drug
reactions and screened for adverse drug reactions, focusing on symptoms of geriatric syndrome.
Triazolam (TZR) was taken up as a typical drug to be taken care of in the elderly from the
viewpoints of aging and polypharmacy. From a report by Greenblatt et al. (NEJM, 1991), we extracted
the blood concentration of TZR and the changes in sedation and cognitive functions, and constructed
a PK/PD model. When TRZ was administered to the elderly (69 years old), it was estimated that 0.156
mg of TRZ was required to lower the blood concentration below 0.44 ug/mL 5.95 hours after
administration.



81.09 87.26

, 75
, 29 4
, , 30
5 ( ) : ;
) M&S
M&S
( ) A.
, B. , C. (BPSD) )
(1) (80 ) ,
(PMDA) (Japanese adverse drug
event report database; JADER) , FDA
(FAERS) National Data Base
2 , P450 , ,
Metabolism and Transport Drug Interaction Database ,
3) A~C :
L 2 1
(4) ( )
, (Cmax)  areaunder the curve (AUC)
. 1~3 ) M&S ]
AE , (TZR),

SSRI SNRI ,



1)
TRZ 2 ,51.8% Table (1 ) )]
70 , 25.4% 80 '
TRZ Ao 2014 2015 2016 2017 2018
10-19 02 0.4 0.4 0.3 0.3
! 20-29 35 63 56 53 41
. TRZ CYP3A , 30-39 100 169 152 146 116
AUC AUC 40-49 180 29.7 28.6 27.9 23.0
50-59 193 3.1 297 2905 259
1 b 25 60— 69 314 46.4 418 39.7 315
354 (86%) y s 70-79 509 n7 62.8 60.3 52.7
CYP3A , flunitrazepam (657 ) Mo e e
etizolam (651 ) otal 81. 59 251 6.8  206.5
(2) JADER (ROR) FAERS (ROR)
JADER : e 7
1,013,290 = =
TRZ 875 =er N
=y |
= 2
FAERS , — e
AE 47,483,940 , TRZ = 3
AE 43,318 ——s *ﬂg
===
) el
Ofl 1 1.0 011 1 10
Figure 3.
, AE
3)
Greenblatt TRZ , , PK/PD
. TRZ , 69 ) (30 )
0.250 (30 ) 0125 69 )
TRZ . TRZ
TRZ ,
, PD , ROC
0.44 pg/mL AE .
, (30 ) TRZ0.25mg 0.44 pg/mL
5.95 hr , 69 TRZ , 5.95 hr
0.44 pg/mL 0.15 mg . , 69 0.0625 mg
(0.125 mg ) 5.95 hr 0.44 pg/mL AUCR
(CLIF ) 2.27 TRZ
- , 69 TRZ 0.0625 mg
. AUCR 227
.AUCR AUCR
TRZ 2.9hr AUCR27.12 69.84 hr
[A] TRZ 0 [B] [C]
I I - _ 40 | —Aucr=1
I £ 10 % E  |CAmrimemes
% E | % 30 | —AUCR = 338 (Diltiazem)
g § " [ —AUCR = 27.1 (itraconazole;
Eo.l i 20 52 20 | : )
E % 30 %10 |
[N ) R ————— 40 e 0
0 4 8 12 0 4 8 12 0 4 8 12
Time after dosing (hr)
Figure 6. CYP3A TRZ PD




3 0
141
2021
22
2019
BPSD
22
2019







