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2P, 3EMRVESI L ITTNIE RS T, FOEH
VERZLDIZR S,

VI. EQOLDLRRERNPEZOSNZ D ?
TliE, IO OMERREL. BROBELE S

DDIUEE) TIUT LRI DONWTE Z THRIZV,
FFRMNREERY) AL EPLETH L, HH
FIZIERFOL NV TRY) AL Z e TENR
Lws, S0l Af L, 7272, EBEUIES
N5 D 7z &5 T2 % Rare variant TS5 L7228
RAEFOEMEZ N RIEREZITH) 2 LIEZE26N
Do WIZNAFT—H—THREKYALTHET
Hbo BB THELRNA A~ = —PHEES N
TIEWZ w2t CoOFEBONZIEERL TB ) Y]
fFRIIFFCTH, RICTITEREEEZ T IFLLRT
Hbo IOWMOYE. 7T RUCEITEERE &
BIRA S ) BRSO T 7 v R UGS
X256 2 ENHSENZENT V5, #ERDIESR]
TIEEIEEORVEGILE  vds, ABRESIT
HIUTEERE (HRSD) IEE L 25 DT, ZNEx
RIZLEBET) REDTRETELND LN
e\, & HIZTRBRIC BT % -l O 5 kS BUIE G
MENTWDLA, TNFTOL ) RLEEDOEREY
4 M CTEHOFME I & > T ) HETIEFMO
NTYERRKECDOT, 4 POEKERS L. 5F
il P E il A7 A 2R L TIT) S L2
Lwv, F72, B, NCNP f.LIcH#ED SN TV D
BERA Y BT — 7 ORI RO R & 7 5 EH)
DEFRHIE (LY AT )) b FEHEEbNILS,

fHEE

DO EOMBMEREORN % 7T £ R HEO
RCT IZERZH TTIRY Ko 72,

2)—FEIHAMBEIC L o2 VT v 7 - T 7L
PSS ICOPEDSBIMTE D L) 12k o7
ZEdHy, HHINTE,

3) MABMEE DA, RCT DI DE L v,
7on 7T RBUGEDE 2 BINL, BB L O
FEMOENIL L o2 L THRIFSICER D I A
o2 B LR T,

D ZFDOFERBE NS I EEL T,

5) T DRRFIZOVT WL DOhEZENDL I LI
DEEREL,

6)45 H. MM EH 2EE, 7Ty Fay >
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I. EUC®IC
FAEDREE, o FRlmFEoMERIE. BEOBN
BT T =X BEFEORBMEEIZIZE L OEY
SRR ARG TS I L, & 5T R
DERDPARERTHLZ L2 WO L TE .
BRIG CORR A R#MICFEELO2OH DL
Z &9 BRMEREED ZOFICld v, MM
2 o BARE % BRIR 912 A dUE, RS Ok &
D AFT HIREDP HIARIIEL OB EEH
THHEICEL T T, TOREORISIIOVWTE
JE TR 2 B ASSRD S5 Vs

B RE N B BN A F < —F — DIFERIT.
AW IR RE O BAEE A B S 2 Lo o#H 72 2 Al
HICBIP2RALEZ L), R REN
BoNTWR Vv, ZO7%H T, USRS ORI
L ZORISHEICER L REE~07 70— F
BEELZROELRDIDEEZONL, MR
EDOHHFETIE, TG REHETH S KER) F 7 L (L
T UFTLALR), NV TUEF M) AL AV
NTXUE L TE M F B LOPUEHRE I,
FEERD) AL R EEHE R L TR D. 209 B,
) F 7 ATERICIED o & b EH VIR O
EDOTH DD RIZNTHBHAERE EEFRIZBIT B T—
WRRAY V& —F& L THEEREIMED TS
NTWwhb Y, —T, EFE)F 7 20T

Differentiating and isolating mood disorders in terms of
lithium reactivity

Osamu SHIRAKAWA M.D., Ph.D.

Mood Disorder Clinic, Department of Psychiatry, Minatogawa
Hospital

Visiting Professor of Kobe University

BIZIA L TETWA I LD E LIRS N T
W58, FOEFEIZIR, VFYL0%GIIHo
Tid, MAREOER, HEORIEHzE= % —
T LB CEHBE G RFEEH RO N L T L
MR Ty JE g BUTURS 19 38 S BURPAE 8 5 oD (s 93
WKIESCHWOND X I ko T LK E R ER
ELTHAHZ EIFMENLTWY, KEFETIE, VF
7 A OGO Ko B E USRS, 9 D) & /L
HdHr0IEREI LW EOBKRNER, EE
PRI filAL, ) T 7 & USRS B O BEIR TR 2%
5WNINA &~ A 71 —REMEOBIRZ B~

I. SPBEEICH TS FTLRICHEAD
BEHEZTDESE

1) T LS BB ERE I BT 2 B — B EET
HHELTH, UBMEEEREOTXTIZHER L X
FRE VT T LI B BUSE 2 7§ BB e
DB (full or excellent responders. LLF. U F
ARGHE W)X, BB X E3 AIT—ALEN5 9,
ZNLAMEE 3 1912 L 2 OB L 7 v 2 (partial
responders). FE A A 5 7% IE L E (non-
responders) Ch b, U F 7 AILEIE, Q) T
T ADR TR G 728 D05, H0ISED%
<l U F T LI Lo T—EDHRIZALND b D
D, BHIEY — FOa > b a— VR85 DR EL
WX F T ADBRTIEIA T TNV TafigsT sy~
LRIEE RPN COBHAE T 5 L E 2T
BLE I,

D F T A OSED BEMEEEIZB T 20 F 7 A4
ORFIE. PUERIRICE & F 5 TP RIT &
FHETIE WL ODH ) DRIRERT A, bR
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B 72 BRI TR R D B0 kD & 9 12,
FARYE D 2IF DO —#FI2 b ) F 7 A KIS E PHFAET
5 EERFBETIUL, KEEO (FBREEYERT)
HROBEEO—IZVF I ARKSETHLLEEZ L
Vo VT T AIE, PUBEMHRERTH TADPAIED X
9 LT FEE T 1 U2t o0 G e R R0 A R T K
ELTHwWOLENRALZ LidAa L, HEEO RS HEE
DO—FITH L THRN LR EET 5, S0
W, ) F Y Ao mHE L TR LD A
B 5 D — I L a1 Tl 7 < BB AT
1 (disease-modifying) IZEfT 5 L& 2 5 2 &A°
TE5 Y, VI ARIBEDRGEE L, BT
BV F AL CL»EEER DI ENT
XV E VD, [TEEO LIS
F o AR E AT 7 7 u—F ik B T
HETH L, £72. [TBEEIIBITL)F 7 A
IS, ZOBEEEEOFEEL S MO EE
EAEX I SN B AW R OFFEDTRIE S5 o
9 L72Rr BT 3 2 R R 2 B R DA
b, VT LADERRE L THLNTWLDHH
BTPVIRTH D, bo bV F I AL HHEKT
Fish Rl 2 87 v 2k, BUBRMERE S, B
TE9 D&V ) RATBEE ISR S, BB IS
MERFIERC NN =V F ) T A BELRETEALN
LME)PIZOVTIEHL A TIE RV, BRI,
)F I AOEABTFRED A = X0 L LTld, 1
B R OBEATHE SN TN D 7, LU,
)T A KB BRI RILE BT Ch ST
REMEASE 2 b b, EEBE, kb oMEo) 7
LMZHHBRTHRIRERT LT 2HEO0H Y
WEIZODEATL ) AIER 2D L v,

ko Xz, VFoa12iE, —HoSamEEs
x5 AU R RITMZ T, BE S IIIEIFEM
LRAEEE - BOEVEOREAIRD B H L E 2 Hb,

M. UF7LRICESDIES & 7 DRRKIER
1. BRI DRICH B U F I LRICHE

HAAE D DI T2 ) F 7 LICL B0 O%
ORI, BAEOIEE RGO AIREE I L 54T

9 ORI L OBL LIAT, B ILZITFANRDS
NCELGREETH Do P19 DEOB IR T
lZ. SSRI % SNRI & \» o 7= IEHER DI ) DD
) ORBRDO T L %o TLIEE. JEE TIPSR
I L 2 WMEEO LY T Y AN CEHRENT
ETWVBY, 29 L7 7u—F 320
9 O E ZBCRIL) DD K ) BRI O3
IZEDF TR EVIHES H A 9,

A7 ra) =R - SmiE. =8R85 2
2T SSRI X SNRI O S HEAMER W & 9
LWEDH LD, TXFAN—IDFEF DL
NVTHHLZEDLEL, TEFVADLN )V ELT
FHRETEL RV L L AT a3y —R(NEM)
IR T v a) —ROEENEME) ofliE. o
BBBETHL2II R LRl v b
Mz T, DSM-5 D &) Zplifk#ElIck s 25 00
) —RORETIEIA TS THD EEHEN TS,
F 7o R OEKRE - i Tizz ) L) o
WOBRMEICOWTELZLIREEBSNTES
AT ) =8 ORI 2 ZESRIT) ©
EORNFIIEL BEDL SN TV LTREMD S 50

BHIRPUIE D SIS T2 ) F 7 212K 5409
DML OV TOILEF v AE, FIZ=8R
RIC) DI T HEIFEIC L o Th2H &
723 VT ARIBED ) DR ER L) A TS
LWk bo ZBRAP) DFIIFERX T o) S
DIHED B AT a) =R OIFIZX ) FERITIE
BB ETLEIFAN—FORBIIMZ T, VT
A K AR LIERA T 3 ) =S O &
DAZ ) —FIIOHIMLTEVERET S
W0 H s, A5 a)—FHOHD% LT,
BEL )DL MBEOREIZIZZ LW (DD,
PRERIEA S 22 TIE 2 ) b OO RO RHHEIZ B
WM &l L 7R 2 TB L &
WTH D)o REWETEIED ) D% AT AR
PEREE 2 @EHIZE < &) kB B A ZZERIRIE T
HiudItis L T ke LK 5,

—Ji. 19 DTV — FAEATT B %A IR
MEE L OBWASKEETH 5720, B DR
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23t LT F 7 A2 X AP DS TR LE AR R
ERT O, TOHRIMBERE LB S ND 7 —
AT RV 2L T 2HEbH L, PLOOFITH L
TIHEIRPIME O 9 DWHS € O 3 BB RS E & 5l
ENLZEDRL L W LR EE TG KRE
SABD. KEBGOr — AU TIETE 5 L9124
B2, WFRIZL T, %< o K
L CTRHBENTVE ) F Y ARG ) 2O
BRRTRERIE, B D 29F 2 & &5 EE O R E
BCTHY. 9BV TH Y F 7 & JUSHEA#
EHIZHE ENTWA I EFHRORIBL TV,
FERS, BRI TY F 7 212 X BH0) DI HEH
FELEETNEr— 2L LTI, 319 D#h—i
SRR ZRT L ICAZTH, BRPEMICIZRSZE
AR OPNLIEN SN\ (FL) DO R (FRIZ, F5E -
TR PRI R) ZSAMEFE T, LIE LISHIRE T ot
BRMEE AR END 2 EDLV)HAETH Do THH
DORIFARESHEICEL LB, )DLV —FD
JEHITE, HRMEICERT A ENEETH L, —fik
(2. U F 7 B2 X B0 DFEBRAN R FEBA
%131~ 2 BMUANT, MAREDSTHERIZA -
T1DHES> TOWHS PRI ED A SN WA,
RN EHWI L TRV, BRE L2 F o a0RMIE
HANWT 57200 EBER T THL, VT 742
£ 2 MR RE BRAEROYEE & LB (B
BTHADETHIREERT L) 2L L, [Ho
NIZE B o2 L FED 22DV, 3R %
RS A 7: 0052 - AR L LCld, 600 ~
800mg/ H (0.5 ~ 0.8 mEq/L)2SH% &b F 720
—HEMFICE o TH—FEREITY) 77 A ZfkfE L7z
T DS ENDDS, EIRAEIL) DEHEANRT
FTREP)F T LAHEFNBTTREPITOVTOT
YRV E BN ) F T ARISED 9 DFFICx L
T ) F 7 LHAD D\ P DIEHA] TR
(ZROBEIER S B KRB AR ESLETH A ) D5, )
DIFIZ BT B AR K F (bipolarity) & &9 &iffi L
SIBT 22> TWLHELZO»L Lk
VI WFAUIZ LT HU) DFITH LTI
D) ORINE—FE LA D REHEETH b,

2. WHEMEFICHITD ) F I LRISHE

BABPEREEIZ BT %) F 7 2 RSO BRI
IZoWTIE, SNE TS L DR RO ERD
HH(F1), KELITWZIE, FATOMSEIG
BEREL, Zo &0 & LABRDS LS S —
ArA A= T hHE LD, MUBRAERE (BFiz, )
F 7 AR OEZAR O EETH S,

ULy 29 LR 2T I nd ) 7
LPUBEDPER R IRIEIC I 2 D vz, )T
TARINEEBEETENA Y= —DEAIL
D X DIEREZR ) F 7 ARUSEDO FHIASTT R & 72 %
CENEEND, ) F T LSO BN EE T
. VF T AL BIERICE > TREEMATL 725
SNFE - RO ) A7 % K& KT EEFHOB
S UENSIIFTE D720, WRERRY R
F AT AR EFF L TB L EDEE
Thbo VF L DRGENE* TE 57274
Mg 272012 h BB EDOHRICBWTIEE
TR LI —FIDRAALNEEHTH D, —fiK
W2y BUBEEREE I BT 2 ) F 7 A DR R IL IR -
Yy — NICH L THEETH) DY — NI LT
IRRH 5 EEZTHEL L LVN, WO LRHT
Bishiamd ) FuARSEIZE > TRER
METHL, —H, MAERTELORIEAET S
&9 7 BURBE R & (B, AE AR AEIR %2 08 5 T L v
RREZ D K RAEIRAH 3772 2 W E TS
BWTHHAEBEDKTLALNL L) TIL, —
M) T A EEIZ L 72RHETIEA TS T, FEE
BIHUBARERIC L 2ERPELE 2D U F 7 LA
B 0EHEEE LCoORENC L EE 5 2 L0380,

K1 WEEREEICH TS U F I LRISHED S & 7-FRKRIER

DIRMHAIE-> &) LTHEY, HHMTREREREICED e
BERES TS %

2) BURRTEIE S (R, ) F 7 A BOStE) O FIRIEE

3) Bt - 15 O - W /88 — >

DIEBE - S E

BYRRIRAEAR (4712, SH 2 —B L A ) 2 b g, bt -
BARGSRM
O) MR (RIS, B, 7 b T — 7 X Yy B

L) OPAED T2 v
T BRI TIE 2

CHk 12 &) —ieZ
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V. VFJLOERR

VFouE, FY)a—rralBEiEy - —+t
3 B (glycogen synthase kinase 3 f; GSK-3 f)
FHE. 4 2 b—)b-1-1) ¥ B4 #EE 3 (inositol
monophosphatase ; IMPase) [HExX X U, G &
HOMEL 77 4 » %+ —¥ C(PKC) DE%
ELZLCOERBBRBENTVWS W (K1), &5
V2 B PN O I SRR OB 5
A A% Az o 5% D 224, i H R A e o 2 IR 1
(brain-derived neurotrophic factor ; BDNF) 7 &
DFPFERZER A ORI - LT Mg ORaEE A
FRRERT A BLT A b — 3 ZVEH | g B D B 5 |
=74 T ) RLOREAF Do T
EEZOLNTV S, [pEEHEE L TOERET
S NTIE R WD, FEL 2 00D D %,
1)GSK-3 fIRFL (GSK-3 BOFHE) ) F 7 4 4
F 1%, GSK-3 fD ATP #EGEH T~ 7 A7 A
A4 Y EBEMICHET 27T ¥ F—F

~—@ Inhibitory —» Facilitatory —#{ | Higher-Order System

UF LOEAS (TE 13)

B(PKB. Akt) #& & O iF AL & 4 L TR 12
GSK-3 pifitEZ HES 5. BUBMERE & OBHEIET
HBHNVTOEET N ) LR IEE R PSR

b GSK-3 fMEMRMLEH DL Ls, HHEDL - &
bHENESINTBY ., ) F 7 AHM L 72ERRME
Mz L T, GSK-3 fIHERDORIESHED 1L
TWwh,

2) A4 /T~ = Uk (IMPase O RHE) @ 1)
F 7 hAF YiE IMPase # BHET 2 2 & T, Mg
WA 7 b= )idigd L PTACH R= 25 B0 &
NN T NY T FEERICEE R G2 5. 1/
b= VORI T Ol M) T AR IUN
YEE Y TOLAOLNL, IMPase [HEH TH %
ebselen 7S RUB IR E OGS L L THIEIH#D 5
NTWBA, HEWEOBERMIZ L ) AR TR %E
R IR RN EE N TV B,

V. UF I LRBESAEED/NAF < —H—

NAF Y —=H—IZIFHWIZ L > TE L O
HLHP., T TIEFEICFU~— 7 — (predictive
marker) & LTV F 7 A2 K B EE ST
Y= H—=F LI NRD ) F T AEESED
WA F =D —,& LTk, BALHEHNA < —
H— T ENA T =TI — WHEFENA A~ —
=T EWET SN LA, HAEMRICE R
WigEs TN T b D% 2ETH D, L L,
) F 7 ARBYED N A F < — h — BRI GO R
D% E, WERH/IUEEFIIZB T2 0D TH ),
KRB C R B 2R S NUERRBIY CTH M &
BN A F~— 7 — 3B A TIEHEEL %V,
1. I LNAF~x—H—

) F Y ARUSEEDF ) AoNA F < — T — I3,
DNA L )L ® genetic marker & # (T D BRI
S BHENIC B D 5 epigenetic marker (2K &
Nb, HEAROHEETLH ), BEE TORRE
DFFZOVWTHRHT L Z L IAROEN Fi#k 2
720, FE O W9 7 &R B2 & 20,
) F o A ROREO BUBPEREEIE, RIEEEZ R L E
DEFRIGIZIE—EDOMEANALNL I LN 6, &

12
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EH % EZROBEG e SN TE 7, EEDHT
BIZFHFHEOERIZL > T, BIETFLANVH 5
WIEEIE T B L AV TOWFZE DS S L2 L
TWb,

i ) Genetic marker (BT~ —74—)

a) MUEHMANT © RART — & 2t R & 3 5 @EHRNT
PHIE, VT A POSE & B S S B R
Y LT, 20p11.2-q11.2, 15q14. 14q11.2 7%
EWEESNIAHFREICZ L, B E
BFZT CEHRIHTE LS L oA L
k. VT ARED ZEETFHEEZD
NTWwb,

b) A fn - B E A 78 © GSK-3 f. BDNF, &
uhr=rhF7AK—%—, HLA-DRBI1,
HLA-DQB1 % E78FE ST S 728, 358
B2 H 5 2 T2 THSE L 72 KRB
EHR T 27 A NN 2 & TORBD
RENTWVELE DI TIEZR

)7/ LT A FEGERT(GWAS) © BEdlElE T
B 72 0 BRFE &2 TR ¢~ ORMBLEE HTIZ B
J 5 MRERIERIZ L o T F o AREE L B
WY LEMLETFEEELL) LT HHATH S,
L2 L. #atsiiit 2k <, 7vgy 1 v
PRIV e iR Fkk & FE 1 (GADLL) #f5F 0 &
AT TR R 72N THERT
ERVRHERO DL R, I R&EaY T
WA A L) Fry b SOGHERFAf O B HEAL )32
BEENTWD, EBEMZREFEMETT Y o
7 b & L. the ConLiGen (International
Consortium on Lithium Genetics; www.
ConLiGen.org) 2% 1) . 2 2 @ non-coding
RNA &8 21 FFH OG0 L) F 7
LPOSTEE OB E i L T A28, BB
FABROBETDH 5o

DE#ETF I AL L) F 7 ABUGHE  BEET
134 1&fn11) A 7 polygenic risk score (PRS)
W& B F T ARUGTEICET AR 7%
WMREEATVD EITF WD, e LN
FER ) DINDZBIRT ) A7 DE S, ) F

T ARIBEDORE L BT 5 &3 LGk
RO ConLiGen 12X ) 2 E&NTWw 5, FRRBL
BOKEEE—HTEDDODNA F <~ —
ELTEHLESZA LNV TEZ

)BT — NFENT ) F I ARBED LY ) —

LT TV OO BIZFTHiZ=/N) 7 & b
ARRESNTWE, VF 7 AKSHEICBIT5
MiZeN) 7 2 FOBENITRE {3z v e BiE
LONTEbDD, mwit, KEBEERICE
FAETT Y — ARETIZE Y A RIHE &
HEI 21 A7 #EEF L L T A-kinase
anchoring protein 11 (AKAP11) AS AU 4: i
ECHE SN2, AKAP11 13 GSK-3 f & A&
THIET, FTUuFA rFF—E ARG
GSK-3f%MHET L LN TEBY, )
T ARG E OBEIZSHRORETH 5,
ii ) Epigenetic marker GE{&Z T3~ — 7 —)

IV AT A4 v 72— —Tlk, BRI E
mFEBHIHE LT, DNADXAF VL, B A b
D156, non-coding RNA 2 E28 X {HIHTw
Do VFIAIEIH LIS AT A VT AT
Z A L&A L TW L OO BT OB B
HDoTWAIZENPHLNIZENTETVS, L
L. 3CIYF Yy 2HE5 22572 8F 2B 5 H
MR TH 2720, ) F 7 AL HEHEN LR
D) F o ARG & BE L 222 b o9& X
FTERV, o Ty UF 7 ARIBHETEANDIE
FIZ MR EE S b,

i) N T pett#4fg (indued pluripotent stem

cells : iPSCs) & 7205

) F 7 A ROBYEC B D B M o R & il {5 T
LAV THSENIL ) 727 7a—F & LT,
MEL L OWMEDN LR INTWD, TORKE, )T
7 LS R O M T A S B B (TR L
PE. MIREZE. #EH Y X4, BRREHEBEELR L)) F
TA Lo TIEFT 22 EFMESINT W5,
SRiE. VT ARREHROMETAS NS
) L7-REICHE S 5 EET & 2 0SB
F I AN E ) Eb o TWDbONRPDFEZN 5,
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2. NERFWNA AT —H—

BB LR E Tl IS 158 - R
FICBE D B B - Bi5R DK E ORI A 3l
S, I T2 L (neuroprogression) & LT
T2 31T 5 FBABRRE DT & O B A5
SNTE, )T 7235 EHEIZBIT 2 MG
HIRFZED & BUBRPERE 12 & 5 AR HEST RS
bz F 7 A05MIEL 9 2 REEA R W23 T
BO )T LI L DR RGEEH & OB A
ESN TV 5, FlZI1E, MRIIZ & 2 BIEREEI T
e HId. U F Y ARGICE S R, A
HREE S ORI BB EmL, 243 7
AR BN E S AR 5 2 LG S
TWwao 7o, ERREGRICL 208250, )
F 7 DAL - RRAI O MLERBE AR (2 B A 2 R SE AT
R RPEAE % & T allig R B E O fRE IR % 2 R AL
HZ T, BREROUENO26END 2 L
I T2,

FFRIALT ) 2NA <= — EDOFE DK
oML, BEMZEREME IO 27 PEL
T, I—u v /)IBIT5 the R-LiNK consortium
(Response to Lithium Network;www.r-link.eu.
com) 2 EW3H ) . SEOWFROMEENFE-N 5,

VI. UFILEETEBEIREZ L

EaR o> X9, BB A O HURE i SE AT AU M
BEOHEEE L TERT LIZONT, VT T A
OFEFAD MR L TETWD Z LD R
LIS ENTB Y., BICETORBMEE T L
ENTVD, TAENCBTBHIRD K v X
KL B, Lol [AOEEDBHRIIBNTY
FILANPAYRTHALZEEEEBTLHE, BEET
NERLICH D EFDEDLEHR 0,

ZZT, VF U LARS EoORESL FICESEN T
HYHAH)F T LhELEEET L7200 T 72D
T 7zve ) F o Ao MPHER & LR
RARES L CHIBNTWEY, BLALYVEETH
B DITEFAIRE Vo Z2HLEHER TH B 2 L1255
HI2ZLThb, AFENENOK T, Ky - ik

FRHBONEZ EERT LD T, V) F 7 LhIEEH 4
BHZINE - WES 2 FELAERE 2 b, EoT. VY
T LG EFARDF L . )T A
DHYA Y THAHILEZEEBLTROIIZZTDH L)
BRATCBLREND L. BFEITED TEREITIE,
BIAE R AR =Y K1Y 782X ) KRG 7200T
32 RGO TR T 2 LB THZ LD
KYTH L, £72. AFEIDTERWIEEIZIER
HAEZ D2 REFELEZTBLIEOHERTHS
Jo

— %12, EEE (A 75 L) CIXB i E O
WAWHINLDD ) F 7 AHHED ) A7 5L,
BN 2 ERERRIRT 2 S ICE W TG = 2 g
TRETHbD, oT. VF 7 L2OHEMETIE
HESE M PR XS ERE L L TR R ) i T
MEFEL. 7SV T afgs b ) AR IR BIGURS
FETVFTLORREH) EVIHREL RO SN
o EHIZ, BB CIIEFENEOKT DR
X DB LZITBHICOVWTLEEILETH 5,

VI. 8bH)(C

ST EEDOAEY)FHIHRETIE, D DR RME %
DN RAE W Hy, W & S 2 BB PR &
WTH RIS N TH L, €9 Lizkh
T, FEYONED» S EEZ YD 51 5 2 L,
O EBAREDE L HENOHFFOREVT
TU—FEERL I EVDTVFIVLDOL) R
— BB D& IR Y 2 R R B R R B A Y
(disease-modifying) Z#EWIZEH T 5 Z L 13O
THREHEZEZOND, BT, AoEEzE)
F I ARISEDHY Y 550 572012, BEAOBRIR
RN O NS A~ = —HROBRICEL T
ZREAL L 720 RO HAYZ & NI STk & i /R &
TH720, il OWMFERILIZOVTIEIEE A LT
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Abstract

We introduce two initiatives that we are implementing mainly in Kobe / Hyogo. First, under the title
'Co-creation approach to developing person-centred digital therapy', we outline a dementia care
application being developed by Aikomi Co., Ltd. The Aikomi application is powered by an Al-enabled
technology platform that generates personalized stimulation programs with contents related to the life
story, interests, hobbies, and preferences of the person with dementia. The effectiveness of the platform
is being optimized through research conducted in Japan, US and Singapore in collaboration with
people with dementia themselves, their families, and care workers who are playing a significant role in
this process. Next, under the title 'Multimodal intervention trial for the prevention of dementia', we
outline a dementia prevention intervention study in Tamba City, led by Kobe University. This study,
called J-MINT PRIME Tamba, examines whether multidomain interventions such as lifestyle-related
disease management, exercise, nutritional counselling, and cognitive training can reduce cognitive
decline among older people in the community. The intervention period of 18 months was completed this
spring, and the primary endpoint analysis will be conducted soon. Some subjects have continued to
participate in voluntary exercise groups after the intervention, which has had a positive ripple effect.

Key words: ZRHIE EERAEET .72 2/t 7 & — BHRA. ATHEE. ZEFNA.T >4 LEEEHER
dementia, mild cognitive impairment, digital therapy, cognitive stimulation, artificial intelligence,
multimodal intervention, randomized controlled trial

New dementia prevention and care from Kobe / Hyogo

Tohmi OSAKI, OTR, PhD v 2, Nick HIRD, PhD #, Hisatomo KOWA, MD, PhD ?, Kiyoshi MAEDA, MD, PhD ¥
1) Faculty of Rehabilitation, Kobe Gakuin University

2) Kobe University Graduate School of Health Sciences

3) Aikomi Co., Ltd.

518 Arise, Ikawadani-cho, Nishi-ku, Kobe 651-2180 Japan
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Green book & DFEFRTH L TN Tz, RTIThk
% FFHIC LT B SRR ’EE%%WL 77—
LML E 20 ) JFEER LT TRV RE
%ﬁ&kﬂﬁ%&Wﬁ%y<&OTwéo*E%
FREF 2 (APA) OBBKTH L Z L2 b, MEER
bEMIICZNRT 5% 2018 FENHId T 4 2T
> v K% ® Ned H. Kalin 25fiEREL#H TV 5,
Elisabeth Binder (Max-Planck Institute of
Kathleen T. Brady (Medical
David A. Lewis
William M.
McDonald (Emory University). Daniel S. Pine
(National Institute of Mental Health).
Rodriguez (Stanford University) ® 6 A2%Eli#E 4
Re#HTwo, wm#oIF i =19.242(2021) &
"o TWh,

APA X American Journal of Psychiatry @

Psychiatry) .
University of South Carolina).
(University of Pittsburgh).

Carolyn

fiilz, F & L THgE& M1F 12 The Journal of
Neuropsychiatry and Clinical Neurosciences
bFATL T A A, IF fiEid 2.891, h-index &
110(2021) ThH %o MiHERE D KM Z X 2 12775
(4 2),

The American Journal of

Psychiatry
QRO

TS

M2 KEHEWHEFS (APA) »TIfTY 5558

V. 7IL kX MYy 7 (altmetrics; X 151%)
TR LA RO ARD, MR L4 2 T4
iR, BFOEMMETORENL LS —T ¥
TR ATOREIZELL T b, FELR#ERE &
R IZ DOWTIERIRRICREER L2V, 720 T E
THHINTELA S N T 728 —, TAF

VI — HA VT 7 Al EOMEERH
RHEEOFMREIZOVWT LR L7225, Th
5OFHIREIX, WD e I s 5

BB ICEOWCTEETARETH 72V,

B ICT T, s d 73 & ks
M, v b ETHEAISHRDS 2SN D &9
ZOFER. FAERSLANOG IR FE D NT A X
7 N g UKD ITETIL, Fhiltam L O HE
x5 2 &N TE R ol FRIZ,
HR S MR GRSIIE CHARTED X ) 1=
ANSEN TV H0E, HIZIE» DM 3CIZ5 | H
ENAEEL 72T T% <, Twitter X Facebook 7 &
DV =YX IVAT AT CTOHMIEEERIZTLT
WHTEEE L EET L RETHD . & D L
a2 Cm HEHALCEEEL L) X
H72OlE, SOX) TV Y VIEREEH L
ROV EIHEm SN TE 2,

:73307):0
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:@ié&%ﬁ@¢#%\ﬁ%®X?47%
V=YX VATA T, Tar, ARBEIE,
RBEOEF T+ —TF L, T IAL LT 7L VA
A=Y X —I2BU M e R SR £ DO R
%%(7‘*— Yty b RE)DE KRR & B - B

L. X OB R E R 2 R e 58 &
nN7ze SNEORBIEX. AV IAFY 7 A
altmetrics | & IM1X % 23, [alternative (D) |
+[metrics (J81E) IO —fEZ2 A b/ EETH o
Altmetrics (FUFRRR) TlX, FHEGwRXA~DFIHIC
BRSO VECRLE, =2 — A, 707, 7 4 FX71
7. Twitter. Facebook. Google+ 7 & SNS 2
BWTE RSN MED S5 LD UL s 8 % il
EL T, FrLWwigEa e 2R IC 8% ki3
L7z % il & 248 CTh 528, KFEW AV b
A M) 7 AL LT[ Altmetric] & [ PlumX metrics

IOWVWTHHT %,

Altmetric

Altmetric (FX 3 D &k ) Zu I THIL SN L, H
ROBEENIERHEDORE S 2 RTHTTHY
REVEIEZORIVHETER LA ST
5T LERT TNZTNOBITIIRD L) 2 EK
Bhh), TNTNOLEFEILL Twb, 7—
8 Z$Efit L T\ % Altmetric LLP 1. G LX)V
DIRE LR LICET 54 T4 » TORGE %
W% L. & 74 VIR B & OFE))

BIRLT, TVFNA 37 Y —FOHIE
ﬁ%%ﬁbfw% WL DHODH/N— 7

AD) Yy REG[ AV a v IRy s T v S
S, BAESNTAltmetric A7 &% 5, 20
LI LTEE SN LFHmLD Altmetric 7 — ¥ 7
LBUTOZ EZMAZ EDTREE L5,

—HRLD, AL VAN =LY =T X)L R
TA T AR ENTBERE, A I 077
Ly AR A=Y v —, HREOET7 L E 2 — -
T A =T ALV IR Y — A ST TWw
HEHEX LI LA TE%, SNS L ToORHIC

FOobL R MR L T, FEFPHE W &M
TVLRIEDwWLERET HIENTE %o

Altmetric A I 71, i AT 72 EHE %
RYERNZIBETH D, 3OO FELERH,HE
SHENTWD,

L. RNa—a(kDELDADBZDH

XT3, 2a7I3ERT5),
2. V—A(KEANTIT) —DERkiL.
TR LHAEEFGT5)0
3. FHH(KLFOEBN L OREFM R

ﬁbfwé#i\%wa&®aﬁﬁk%@¢%%
PlumX metrics

Plum Analytics LA ft L T 2 REHRETH
D, 520073 —DIEIZOWT, LEEL
MOKXEETETIEIZE T OB EELH
HHICHERT A2 EE2WRRICL TV, A LYY
Il Citations ] THH ¥ % 9, HifkiL[ UsagelT.
Foru— N NEEORER. ¥R TOMIHE
BEORFER Y KT, %KL Captures| T, 7 v 7

BB

AR 7 A 0

DWW

The Colors of the Donut
@ Policy documents @ Google+
@ News @ Linkedin
@ Blogs Reddit
11646 @ Twitter @ Research highlight platform
Post-publication peer-reviews QRA (Stack Overflow)
@ Facebook @ Youtube
@ Sina Weibo @ Pinterest
@ Syllabi @ Patents
@ Wikipedia

3 Altmetrics ®A I & BERA WL
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Y= NOBREK, V=T XN T v s =T TO
HAHH. Mendeley 72 & DO LHER Y 7 S D
%%k 9, HEld[Mentions] T, 73V U %
Goodreads TOL Y2 —H, 71 FXFT4T7TD
) U7 BiEFKT . FiE[ Social media | TY A v ¥ —
X707, Google Plus. Facebook TaFili & 417>
MAEET A7 b7 7 78— EOHERID
BIEICMACTA v =4y b EORG R EEED
I LWIRELE LTEH ST (M 4).

VI. JAMA Psychiatry (CR25|RHEHN %
- 15

T =4 T JAMA Psychiatry (283K S 725

XD b, FIHEEOS o723 L EHE 3 ITRT .

YOEFFERICBNTEZ ) ThHHN, HES

)

FIMIZBWTH T O=AFRIEHI o 1 5 B EER S
DEIREE»Z ro72(0,®,®,®,0), —f&
B, RERILEEANT, #BIHRLIEH DT —<
B L CREBENICHER SN D 72O EFRLLD
LHITHEEDS L W LIZBRTH Y, e KFE
ICBT 2 RH@OD LR E o T D T EIE, A
FFHEDBUE T H MBI OR KO T —<TH
HIEERRL TV, ZOMO EAFE. @
Psilocibin-assisted therapy (3 13 & V) &6
Marijuana and Cannabis use(~¥ ') 7 7 7 & KJik)
DFERIZ OV TORmLIE, KENZ BV TRIKOMF
o)z LRaREpREL L Tryar sl
DLJEFFEH ZFMHL L) T 28 &2 ML T
Wk, SHIZKRELZBIME LT, BHERDOTH
B 25 (@, @) IZBLAIIT 5N TWwa

Citations - This is a category that contains both traditional citation indexes such as Scopus, as well
as citations that help indicate societal impact such as Clinical or Policy Citations.

Examples: citation indexes, patent citations, clinical citations, policy citations

O

Usage - Away to signal if anyone is reading the articles or otherwise using the research. Usage is
the number one statistic researchers want to know after citations.

Examples: clicks, downloads, views, library holdings, video plays

indicator of future citations.

Captures - Indicates that someone wants to come back to the work. Captures can be an leading

Examples: bookmarks, code forks, favorites, readers, watchers

Mentions - Measurement of activities such as news articles or blog posts about research. Mentions
is a way to tell that people are truly engaging with the research.

Examples: blog posts, comments, reviews, Wikipedia references, news media

Social media -This category includes the tweets, Facebook likes, etc. that reference the research.
Social Media can help measure "buzz” and attention. Social media can also be a good measure of

how well a particular piece of research has been promoted.

Examples: shares, likes, comments, tweets

https://plumanalytics. com/learn/about—metrics/

4  PlumX metrics D E kK
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£33 HE3EBTRH5IABES, Z v JAMA Psychiatry 18# 5%

)z k

(Dsuicide Mortality and Coronavirus Disease 2019—A Perfect Storm? (482 citations)

(@)schizophrenia—An Overview (281 citations)

(3Effects of Psilocybin-Assisted Therapy on Major Depressive Disorder (270 citations)
(®Addressing the COVID-19 Pandemic in Populations With Serious Mental lliness (263

citations)

(®Mental Health, Overdose, and Violence Outcomes and the COVID-19 Pandemic (219

citations)

(®Recreational Marijuana Legalization and Changes in Marijuana Use and Cannabis Use

Disorder, 2008-2016 (202 citations)

(DEstablishment of Best Practices for Evidence for Prediction (192 citations)
(®Prevention of Psychosis—Advances in Detection, Prognosis, and Intervention (163

citations)

(@Association of Psychiatric Disorders With Mortality Among Patients With COVID-19 (155

citations)

0Battling the Modern Behavioral Epidemic of Loneliness (126 citations)

D) Db ND,

VI. JAMA Psychiatry IR % Altmetric (Z &
% LAIEm

JAMA 1 IiiED T T 7 WERR IS L T JAMA
Network # —E 22t L TH H . JAMA & ik
L 72 & SIS RE I S 725 S & &1 SNS 12
77— FLTHAEDEIZHL TWwWDH, FEEE 12
H 23 HIZ, &% 12 % The Most Talked About
Articles of 2022 L L 7z X — )V H3@EIT S 41, 2022
4E 1|2 JAMA Psychiatry (283K S L7255 3C D Hi
5 Twitter X Facebook 7 £® SNS TH ) T 5
NTRHEE 2 o> 12[BDZ N 10 F3LD ) A M3k
bNTE7z, THIRBREL LTo Altmetrics
THHLAZRLOI) AP THL(K5), I Tid,
NS DOFEEMEOEER S5 M2 #H /L. BIUK
ElDFEIE S OB 2 BEH L 72\,
Percentage of Heavy Drinking Days Following Psilocybin-Assisted

Psychotherapy vs Placebo in the Treatment of Adult Patients With Alcohol
Disorder

e

Mindfulness-Based Stress Reduction vs Escitalopram for the Treatment of
Adults With Anxiety Disorders

flso W) Association Between Physical Activity and Risk of Depression

Effect of Pain Reprocessing Therapy vs Placebo and Usual Care for Patients
With Chronic Back Pain

Methadone-Involved Overdose Deaths in the US Before and After Federal
Policy Changes Expanding Take-Home Methadone Doses From Opioid
Treatment Programs

0000

i8]

5 JAMA Psychiatry; The Most Talked About Articles of 2022

O7 NV a—VEHEERABEZICB T2 02
B OHERE L 7T b RO WAL
PR 2
7 Vv a — )V fif H i 2 (alcohol use disorder;

AUD) DEFRIZBNT, HBE Y A 77 v 7 3

MBPHLEEZLNDLH, Y uaT ¥ rofgatid

AHTH-720T, BHE> O E Y% 2 S

THZEIZED, TV I — VKL IE B o KBk

BHE»PUGE SN 2E) paiHliTd 22 &% H

& LT, LHEEEE 2T T b AUD BEOKE

HIEHBOEAED, 77 REYRECTHE SN
CRER L L CE S N L0 L) & FRMi L 72,
ZMEF L. 128 O~ = 2 7 WL S iz LB

Frzld, vu vy EEHEEY T e RT3

YEGRICEERZICH AT, 4B E 8 HEIC L

H 2 Bo#mEypiEt vy ¥ a v 2 ERL 72, 1713,

AERSE DR A 5. 32 M O ZEE MM I

Bl S 7z ARRERIL CKED 2 DDFA Y & —

THEME S, BME L. 201443 H 12 HH 5 3

19 HOBIZHIE 2 6 5L Sz 25 % h 5 65

WONT, DSM-IVIZX 57 )Va— VIKERED D

Wi, Ll bbb A7) —=ZHE® 30 HH

W4 HUEORERENS 72 F =R R E LT,

AN TP ¥ 26mg/T0kg & V7 = KT 3

¥ 50mg(1 M H), ¥ 03V 25-40mg/70kg &

P77y F7 3 50-100mg(2 M H). LI

(Zi&, B O A & RRAAT BRI A A AT
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B T, EET Y M Ak, KEKIE
HEOEEE L, HEBREY R N5 32 HM I
D720 B2 E AN E G HU AT 2 IV CRER T
Bxiro7,

KR EEALS N5 AOSIME D) B, 93
ADA 7 b 1 RoORBEOKG 22, TE
T N ARATICE E Nz 32 O EE R
O REHIFHHEOEEIE. 2O B 9.7%.
V7 e RTIVHE286%THD, FHE
13.9% CThH -7, 1HOFH TV I — VENED
YOV UETY ol Yu vy EHE K
N7 IS, EELAEFRII o7, v 1
DUV RLEEL LA GDE TS 95 2 LT,
KEMEOE G S MW Lze s Dk
Fix, v By 20 AUD RO S L4 5
W2ex ZHT 200 TH %,

QXA Y FINVFAZEBA ML A - )F 73
YT ATy aTT ADRERE . A ER
P8 D A 25 AL R SR

HUE AREEL, REHHERESLEEL

bO T RERTH Do RhEM R IGEE L

T 205, L DBHEIZENHICT 7 AL

D, B L20D 352 &3 v, ¥4 Y F 7%

AZHEDCA M L 2EE (MBSR) EAZA D 1) |

NEZWPEEDHTENTE DN, BN —

BRI L L TE ) 2O RIAHTH 5,

HI: ALEEIIKS 5 H—ERORMEEAE 7L

BREBETHALIT AT YU T T L EEL T,

MBSR DIFLMEEMRFET %o

THA L RIE - BINE - AR LU R R SR

(Treatments for Anxiety: Meditation and

Escitalopram (TAME) 1. FHail2fg%E S 7/29ES

YT A v Tirbih/z, BEIE 201846 H2 b

2020 - 2 HOMIZHEE SNz 77 b 71 AL,

BRALSNBREREICL), "R—=AF 1, 8

HHOLY FRA Y MBI 12:HE 248D 7 +

0—7 v 7% kICFEMm L7z, MlAANDIZDIC

Al S A7z 430 AD ) BAERTHTELD 3 D D5 Ai B

YUy = OAREREE LW S N 276 A
HERIZEML, 208 ADS5E T L7z,

SRR 2 L.8 A 0 1 /> MBSR 2 —
A, T, L) oD AT YT T A(10 ~
20mg OHH THEEGHE) 12 105 1 OFE THEAEL
ZE ) AT Sz,

FETT N LABIOME: EET Y M AR
. ALV E LT, BRSNS RE (CGI-
S X D EFA L 720 FEFHME~ — 2 213 -0.495 KA
ML

A 208 A0 EE (MBSR102 A, =AY ¥ 0~
T L5106 N)DOX—=AF 4 > D CGI-S AT DF
¥ (SD) iZ. MBSR # T 4.44(0.79). MBSR #: T
4.51(0.78) TH o720 =¥ KEA >~ b T, CGI-S
237 OFE(SD) (&, MBSR T 1.35(1.06) .
IALF 7T AT143(0.17) D L7z, HERO
#2132 -0.07(0.16595% CI. -0.38 ~ 0.23;P =0.65)
ThHhH), COXHOTHRIZ. HOEPLOERIN
7oL~ - TH D -0.495 12ILFE H . MBSR
T2 5077 L0 L CHEAEMETH L L
RE NI, TIRHY 7 intent-to-treat BEAT T D
MBSRIZTZ AT %075 L2 L CIREMERL
726 MBSR DT A % 1 7F LWIRT 5 IELVEIL.
CGI-S A a7 OUEEEIZIED VW TOH RSN
BERBLIZEZEDOY L, T Ay 7 7 AT
1210 #1(8%). MBSR BTl 1 BIAHEFRIC L
WIRE L7z TR U T I ARICE )T
72110 % (78.6 %) . MBSR #1281 0 £ & 7z
21 %412 HEFRRDPFEA L7

fismds & A LS NAGERIc RO~
A Y FTNWARRZED AL, REREEDGH
D7=HOSEY L L WK L7220 T » ¥ AL
KRB O T, NEEEDRFEIZEWT, MBSR
ET AT a7 I AL THELEETHD LD
RSN,

@GIKIEB L ) DIFD ) A7 & ORH
Va—& XYY
FEME: D OWIIA VA AIZHET 5N

SR L
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HHOFELFEHTH ) HRGEEI & o> TR T
B RN B 5 D5, BRIEE) & 9 D% O & UG
BEIIAYTH %,

HIY : BAIGE)E 5 DRRFIE & O Mo &SRR
. MAZRRE L2AR SR S BFIED S
BRI LEa—L, X9 THZ L, 7—7%
v — A & L T PubMed. SCOPUS. Web of
Science. PsycINFO., B X 1720204 12 H 11 H
FTOVATIYTA v 7 LY a—%BE L7, A
3000 ADL L, BERHIR 3 4E 0L T, HIRIGE)% 3
B EOBEL NV THEL, ) 2D A7
B AR AT /2RI & 2k — MFFEE RS E L7,
7= Ot LA T — 5 O, 2 B
BAHMAL LTI, Fl L 727 — & ORRE & HERR
L A T7F)RCE)TFT—F Zfa L7z bf
FERF RN 2 B, — RN ok T
EL7ze TSN BEE, BIRMA S RUEE
AW TR IR B A EHhED 2 EI2LD
HEE L 720

FETI M LABIOMEE : 77 M AIEHD
JETH Y, ZHUE (VDERNIC X 220, B8T —
¥, FEBMEEO ARG ICL s RSN
K OWEREDHFAE, BLU (2) ) DIFAZ 1) —
=V TREOHEM v M+ 7% vz,

R 2% 191 130 AL (2 110 588 A4F) D 15
BOWED IR E 7 o720 HIRGHEH & D DIKOR
(ARG 7 B UG BRI S S 7z, HEhE
WL VIZEHBEORARNPETH L Z LIS
N7zo FIREE) 28 L 2o 72N & ik LT,
RSN HREHEO D E2ERLTWLA
(4.4 BRFUREHEMMVESEREH [mMET-h/wk]) 2 A
TWwb A, 18% (95% CI1.13% ~ 23%) K1) A
7 Thotz, HEIEESN D 8.8mMET Ky /8 % f&
AERZEAIE, ) DRD Y A7 DY 25% WA L7z
mMET K¢ /38 % HH L 72 A, 25%(95%Cl,
18%-32%) DX ) A 7 T o 7225, HAEN 72 % H
FER L. COBFEELBL DL ERHEREEDEL
%5 EDVBEINT, FEGEEHENZVIT L,
B A TR L. AHEEED R o7z,

MRIB— MIBU B HBEDOHIRROHEIEIZIED
CEy b L. EEREROD L VR ADPBIED FHKIG
BERMEAER L TG A 11.5% (95%
CL,7.7% -15.4%) ® 9 D EZF DT T & 721 e
MWD d %

Ml B G L 5 oRoOEMEICET 5
CORMML Ea— L A HITIE, HBERERE D
DIFOMOFE 22 LEPRKRE N L EREL T
Who 7ol ZAREE LOBEE TS L ANLT
HoTd, HEINHEEZITH Z &I X B KL
FOREDH B EDIRBEI NI, L7zdo T,
EHREE AT, BN EREL ST 5720
RGBT 2 L RHERTRETH D,

@I B R 2K AL E R FE ORI &
7T RB L UHEOGEHREICHET 5 EAELL
B IR Sl

FEME B ERE (CBP) I 9 AREED EH 4 R

HTHY., TOHEFEIILIELIXHEEIFR TRV,

FEBI DK 85% 1L FHFEM CBP TH V. KM EDIH

WaHFET 52 LI TE v HERFR T 12 1E 2.

[, HADHEEELRTEV)IEEIEEIN5,

HEY: A ORKERLZBMOMEIZE T 5 8E5DE

SEEBISEL 2L BN E L7 OB O A

O PRI L [PRT) 25 F#Ht 19 7 0 AR FI A3 &

NDPE)DEBREL, IBHFED A = XL EFHN

HT b,

THA VL R BINE AR EE ALK SRR L,

HHE BT Y 72 BE R ARG S SR G T 5 (EMIRT) % FHV CAT

biviz. RFEOWEREBIICB VT, 2017 4F 11 H

M5 20184FE8 L THEML.IFEMDO 7+ 0 -7 v

TaRERL 72, BIRT—BIPIMRI T—% D

fERT I, 2019 4F 1 H 225 2020 4E 8 HIZ%E N L 72,

KBTI, PRT 2EEMR T 7 L RIGHE L, #F

DAI2=T A TNVIIBITLBEOT T LI

L7

e A PRT ICHAEAIZHID T SR 2 mEid, 1

s bB v > 3 2B L ERT & oy b i

Bty arilé, 4HMIZHAS 8 EOLH
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Wity v a ICBINL 7z W R Bk,
BHE DR MAEDE T, BEI ALY
KR0S TlE A <. BB MOGHE IR
WL LHEH#BRTEZLEIHIICTTHILXEDY
L7
7T RIS IZE )T S o2 L.
WHICAEBEEKE - — 70 VTR TFES S
Nizo WEOT TIZHYAAT NS MEIL H
TR 2 7 7 AT 72
FET Y Mo IOUEMRE: %1 EROF
WS EE A 27 (0~ 10), ERES. HFE
B OFHEFEE A T 7 (0~ 10), (AFEE
1u%¥wmkfﬁﬁx37m~qm JEIRAE
&y BILUIMRI I X 2 B3R B L L
FEAREDOMIE,
FER BB OFAIIKE BRI ZEDFEO S,
F3(SD) i & A 2 7 1x. PRT #f 1.18(1.24).
Hﬂﬁ#PRTﬁ118H2® 77 & K284
(1.64). %7 7H# 3.13(1.45) TH b, {HFEHZIC
RELBBEN RO LNz, Ny T gld, PRT vs
79+ RT-1.14, PRT vs #HEDT 7 T-1.74 T
»H-o72(P<0.001), EFMME 151 ADH H, 33
DEINE (66%) 15, EFRIERE L 7213132 HW
Thole (77 RIEMELLSNI2SINE 51
AH 10 A(20%). 50 AH 5 A(20%) & L T
772 REETIE 51 AH 10 A(20%) . @ 7 7B
TIX 50 A5 A(10%) T - 7z,
BIRIR 1 OB T O IR AR AR &
NTH Y., PRTH DI (SD) KA 3713 1.51
(1.59). 279@5@ 3.0(1.0) THo7e 7TER
£ 2.79(1.78) #'H 7 7# 3.00(1.77) TH V. i
BERFIE TERICDMERE SN TV, Ay P gld
-PRT & 77 £ R D HE TIE-0.70(P = 0.001).
PRT &#HE DT 7 OHE T -1.05(P < 0.001) T
HO, 1EHEDOT7 a0 —7 v 7 TiE, PRT & @H
DT DIETIX -1.05(P < 0.001) TdHh > 720 it
Wi fMRI Tl FREEINABTFORHAIIHT 5
Jiﬁ?%ﬁ B I & BIRTSEEZ B T L. HiSEAET
D FH R (R 3 5 BUS S HA L 7ze RIRTEHE

BB L HIEB B R b — IR O ZEER RS A A3 b
MUL7e PRT Tid, Wia > ba— VEIZH LT,

FIRATBE R L 35 & OVRTR S 0 & — IR PRI LR E
NDOLFHRHE G L 720 PRT Tld, #FE D7

T LTy ANEHRE SR S AT A O &
L7z
b L OZ4M: ADOKRKB L OB B oMb
BT 2BEDORBEEZ LI LA PLLE LG
W, CBP B (2 FE M D HRe 1) 75 9 A D
KA 2 FR 9 2 A D 5o CBP BEITH LT
FEt I 2 R 2 It T & 200 Lt v,

75)1‘&5

®OLy—: FEFA FIGETOTTAPLDRAY

R Y IEEHRGILR D 720 O I B TR %12

BULKETHOAY FUE50BRBRIZ LS

FTHNZ DT O

2020 4+ 3 A 16 H. COVID-19 O T2+ &
A REETO 7T L (OTP) LD A R HHE
NOT 7 ARBEGIZT B0, WEELH - K
g — AL 2w L2 BEICIE 28 HIE T,
REEORVWERICIZ 14 HE FTOFEBRY X%
Ny RS 2 W B R 2 R, I E
T, FLALEDEZZOTP HHHAY Fr o
JH > TW72D T, TRIEBOEILEZRT LD
72072,

OTP OFBIH W BUEOILRIZL ), 2 & N2

FERY 2 BEHEIUC X AT L 725 8 )
EARHTH %,
AT
Prevention National Vital Statistics System
multiple cause of death 2019-2020 final and
2021 provisional data ZfHH L7z, FEY#EEiS
X BTk, AL 2 23R ACD-10 2 — F
X40 ~ X44. X60 ~ X64, X85, Y10 ~ Y14, X*
7 NS L2851 ICD-10 2 — K T40.3) &
HHY B TOENLLDTHHo72,

20194 1 H~ 202148 HDO XY R B LU X
5 R YB5 O EYEEEIIE O R &
Ay R UHGOBREREBEIFECOEEPHEL L 72,

US Centers for Disease Control and
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IR R B AT (ITSA) 12 & 1) . 2020 4E 3 H D £
¥ FURBLIR D BOROF %D T Y b A DAL
B L 720
AR AY FUDPHEES L anwBERG 12X 55T
FHHIE. 2020 4F 3 HUENZ 1 22 HH 720 78.12 A
(95% CI, 53.69 ~ 102.55, P <.001). 2020 4F 3
H 1213 1078.27 A (95 % CI. 410.08 ~ 1746.46.
P = .003). 2020 4 3 7 LLF&1% 69.07 A (95% CI.
15.45 ~ 122.70, P = .01 L 72c Z ofFHm\NIE
2020 4F 3 H LLET & LUz & [AAR TdH - 72 (-9.05[95%
CI. -67.98 ~49.88] ; P=0.76).
2020 4F 3 HLART. ITSADHEE L2 A% K2
BG L 7-BBBEUC & BIETCIEZE LT iee A
¥ NG L avEe5Iic kst otEmne
—% L., 202043 HIZIZ A% FU 257 %8
BIGIC X APETIE 94.12 AN L 720 fEH O 2
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1.68] ; P =0.29), MHEOME XX, 2020 43 HD
i CRIAEETH - 72(-1.79[95% CI. -6.11 ~
2.54] ;P =0.41), ITSA D’HE L7z AF N %
WEEIC X AT O E AIX, 2020 4F 3 H
DR H & 721D 0.06% 4 L. 2020 4 3 H 12
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Abstract

Although clozapine is frequently prescribed in patients with treatment-resistant schizophrenia,
careful monitoring, such as frequent blood tests, are required for the early detection of severe side
effects including agranulocytosis. When a patient taking clozapine is infected with COVID-19,
monitoring becomes more important because of the increased risk of agranulocytosis and other
complications. In addition, preventative measures are necessary to limit the spread of infection while
the patient commutes to the hospital to undergo blood monitoring. When clozapine is discontinued
because of the presence of leukopenia or other reasons, infection prevention measures should be
implemented via close collaboration between psychiatric staff and the infection control team to ensure
optimized medical care. We report a case of treatment-resistant schizophrenia with Clozaril-induced

leukopenia following COVID-19 and discuss the course of treatment.

Key words: /R IRHIEM S RERE. 7 OHF E > C P M S AMIER-4FhERD FHE IO F 7 1 )V AEREE RE TR
Treatment Resistant Schizophrenia, clozapine, Leukopenia and neutropenia, COVID-19, Infection Prevention

Measures
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Abstract

Self-disturbance is one of the main symptoms of schizophrenia. We describe the case of a 46-year-old
woman with schizophrenia with specific self-disturbance. In contrast to the influence experience,
egorrhoe symptoms, such as thought-provoking voices, are symptoms in which internal psychomotor
activity affects the perception of the external world. In this report, we describe a case of schizophrenia
with egorrhoe symptoms. Despite a young age of onset, the patient did not show a marked decline in
personality level during the occurrence of egorrhoe symptoms. We discuss the symptom structure of
self-disturbance in schizophrenia. In presenting this case, some parts of the patient's medical history

have been changed to protect the patient's privacy.

Key words: #i & RERE. B KEE . B HRBER
schizophrenia, self-disturbance, egorrhoea symptoms

I. EUC®IC FEHE ORI CTURNR R TH - 72,
H R 3k & R E ISR 2 EIRTH D | HEE TAEAERRICABER E D, DRI EEE TR

ZORBEEITELDEZSE b S, BEHINL, B THMBMZAEEZ T C\Wwb, BAEIZmH & 3 A

5END, & ENNSNANOWEEBRERDFR L BO Lo WMEERL, HamloHigs )=y 7o

%ho —Jiv WhHHANOFARYE L THKR VEER LA 2T T\ b,

HUER 2o nTBh ., fl 2 IXERLFIE TN (RIEE] bk« 6 ISR

WM T 5. Sl KA ITHAD» SO FIEED (BE R Rt s IH 2 L

LA RO, WENREHOREICLEDL LT, & [(BUREE] 18 R IC W Lo %2722 & & & ohlT

F L b AKHEARTT ASBEE T 72 Wi B SRR 1) & A B IZHREERBDE L o720 TOEHL)[EFAMS
L7z ABITRED N7z HEREEZH.012, fE WEDOHLNTW2 | [HFIZETOEZIED S ]
KIEDERERFIZOVWTETOERE L2 T AL RISHIEZTHVAERE R o2 ZDIE

WE S Do m EGPIFRRIZHLD ., BEDPHA ~ bHSZFETET L IMNE S LA
TAr—ALF-arbrEELEHL HMAER Ao T THTIFRENEF L EHFDHE >

WZHLRE LRI O —H 2 AT LT\ b, 7o RIBICENONAZ ) =v 722 L. HiH
FAE & W S B BEIGIED I £ o 72, XIRE-
0. fEfl 46m% Lt REEDTEALIZ XV 17 IS B RS Bkt Rk 12

(AEEE] e 8 4 % 2 F & LT iR, FEER T2 7 AW ABGEZ 2T, XL L
TEPBEA KM & 7 o720 29 KIREIZ K D) % H%

A case of schizophrenia with specific self-disturbance W2 C 7)) = 78RR LAESERT DT 2 150 72
Misato SHINOKI M.D., Masahiro MIYAUCHI M.D., 4 SEI 2 N AE

Hitomi SEINO M.D., Ph.D, Masahiro KOKAI M.D., Ph.D, T OGH SMEAOBECATE ) H 5 OBEL T
Hisato MATSUNAGA M.D., Ph.D, 738 127 LRI B LT 7~ :
Department of Neuropsychiatry, Hyogo Medical University. SIS A Lo Tz ITMEA
1-1 Mukogawa-cho, Nishinomiya, Hyogo, 663-8501 Japan H. ANBT AR EOHEAEEEMEZIT ) B, [#Bf7
Phone : +81-798-45-6051 Fax : +81-798-45-6053 B ) R }

e-mail : mi.shinoki0516@gmail.com AR T LVETRIEANGEVAALSDONEHGTOHF

57



IS RRZE 55 20 & 2 5

IZA2 T B eV o BRI BT 5 £ 9 12
Holze X145, RANZEHETr 7 L CE BN
FEEBOWARREZBEYET I I2% D FIEER
HEALL 720 78R RSOV I F VBT ATV
150mg/ H. V7 ¥ N V1M 20meg/ H. 7L 7
AET T =) 2mg/ HOHx 5 S 7zh5, SeED
Bond, XEY SRS AZZE 2D KA
DR DT THUEEMSTRHAMEBE AR & %572,

[ABEREFT R AL X PR 72 AL, R R Bk LR 72
MPEES B2, BEREEIHEZT. R ORE
AN 72 IR RER DS B > T H AEIKIEDIR T 158 < 2
WHIRTHh o7z [T FHICFENAZZ L, B
SR L72EBDDOZ EREBICHOR TR
Bo BUBEINIVD, W) L) RBEVWLOTIR
L, BWZEENZ L LR B, IEMEIZENME
F T, NEGERTL &I, v ] T8z A
TR, FLEICHTL 22N, B, 1F
EFON, WBITA. b2 AREA R AP AS
TL b ADBASTLDEEDLD S, BIKT S X
IBEL.TOHTDBVDZ AN A-TL %,
FHADOTL Do ABASTLBEZDANDE 2
Wbnb, KL MboTL %, KHERLATD
KATLZDOANDOERFEHIZR D, HEORFED &
HMEPEORELP{ET L L) RE L. KFEbow
WHDTIEZWL, fiv] [BEZR AP A>T 5D
IS 27201 Mo A& BHSOFIZANS L9

IZLTWR AP A-TEL SidmEy iy |
ERNZIT R TIRA 20
U 2 221 BLJE]

[BHICIEDPAZBY) DO EPBETREZ S L »
I N 70 ZREEREAR & 2SR 9 2 Bl [ A
PHTOPIZA->TL D] [BER AP AL D%
IEY 272012 o NEHGOHIZAND [E )
L) HEEME LW BRIKE L F A SRR K
B, TADPHGOHRIZASTEREEZIZZDAD
2. RELREMEbo T Al lBIKE
BERA, FOHEEENADL L2, Positive
and Negative Syndrome Scale (PANSS) |22\
TUE Btk 9 sl BBV 10 s, AR R EE 30 £,
DEF 49 JHTH o 726
(S RESBUE B & O g dFet 7 L
ONUAEEAD

10 FOEEE. e B R BITEE S, BIRER
DREE, =M, BEBWA, X, G ERER,
Db FRELD 33 FFE L, Hany. BEW
FREEDOBEE % F2 DSM-5Y O & K iE D 2 W 2
Rz,

(A Btk it fta)

ABEIEDANRL T2V T Y F U EmiE
20mg/ H. 7L 27 AE¥ 75— )L 2mg/ HiZfE 4 |2
LTI L7ze ABEfRIZ/S) R R or 3
FUYRIATIVOEGIATD R h 272,

RRENEE. BECEREES, BENZEFR

Dayl4tg & V) 85

RYNRY R NI F VBT AT IV

|150mg

7> KU IEEEIE20mg

TLURET T —I2mg

dayl-12H8] day5

dayl
A
[

B 1

Smg FrerrrvvlLAvEiE

day12 day18 day27

[

ARz




2023 4F 3 J

AEREELYRT L L3 aho72h [HFD
MGBELAZEPHORI TR 2 JEFRA. NEHDH
BB ERENTIVRL GBI T 2 A% 0572,
WAL TEFE <L A VERE 5mg/ H % B
GL 720 LR 1AM &2 bmg 908 # L5 18
W H 21T 15mg/ HICWE % 1T - 720 MRS R
HEE#ORESE, BZWA, XIE. G0 EAE
BRIZEE 14 W HE D SR L T & 720 20 L TR
AEPBITED L)ool T EERDE
WA SMT 5 L1220, KR FEEZ L
L7ze L. [IROAEFAE-E ZIZABIEED
L&) Ry FENLW R ERREOZ &I
Xt 9% BLEN T T RER ALK TR 2 ) K
ADR S AL LT 2T H BB & 22 572, (K1)

m =8

DSM-5 (2 & B & RIIEDZMIEE I 1) &
M. 2)XE. FLFNDOLVEHE, )V ELF
EESRVELITERIFEOITE, 5) BIEERAS
bHhbo —H. L)AREWZIERE L T Schneider
D—IERDPIEL Ty FAEZHETVSE T,
Schneider ®—fLHEIR & 1. 1) FHYLAE, 2)76 L
DT EISEDOEOLITE, 3) H T OAT A ZHEAE LI
L3 20K, 4) B ERNORZEEER, 5) 8%
B Z O 0 BE T ORERER, 6) & Hix
. DEMME. 8)BESLELOHEBICHN 2
BARBRCH Do —FIERIZ X Y 7R S5 K 1 HL
I AP E~OBRETH), bt d
Jaspers 23e 5 L72EE . H—E. [W—%. Bt
DOBFEO HIRERDSEESIN) 5 Y INHOME
LRV & H OO DA 72 faik & 8 <o
BEME, ALY S II A RIE O BIEE 2T H &
ORI TE R Y 5 2 5 VEIREE 2 AR
MAEIR E LT, LR ERELIE % EolhE» 5 D
B R T DIEIR A WO B AEIR & L7 2D
DFER T B EOKERD A ST 544 .
(A bW E V) HTRLZ D, ORI
L72RFIDREIRTH % & L THRAKREDHREE
HEL L9 & L7z A A JHHED Bk

EOFEREFCER L, BRI & P8R
22T, HIRIEMHAEIR O R 8 i 2B 2 B O
RANOBATR, FMEDRET DIEBIDFED S
NHZEEMELTBY, MEPKILT LDTIE
L RO UEBORL L EH xR TWLHT]
REVEZ RIE L 720 $2GK S WHITHEEEICE
%8, MR BOMK ST 2 o0 8 hiE
WA BT E S L CRBFICHFEEL TV
L L7z SHICHEBIEE (EEIES) Dlz- &) L
TV R IEREEN Y - SRR EE R (7 AR R BR) 12
X, Eo XD LTWRWEAIZIE, B - B
RABG I (B BR B 1T & L, BREE
HEBEAOMHE LR L VD L9 L #i 2 & Tl IR
WCEBRDIENTELRVHORETHLZ L %
IRL 720 RIEBIZIRDY KB &AL E RFIEDZEH L
72 10 ROEIZLINE, HEZMEZ Lo EN]D
HEIZ & B BREIR % 0 < FRO . AR ASEE @
FTHIZOoONT220RBFEHIVIBGPEBE LS
ERHOBTREE S Lo HEDREEINIC MBS
NOFEEE RAZTTIND 544~ B BRI AR AT
FHhEL o TVol, HERIEROHRER % RT
EHIC, WECEML EOWRERERL &b EE
WZHET 2D TiE R, [N I0RER S &
FERIEL THB Y. FEMDS LK O —5%
THMDB LT ON S, F72ARFERTIEFEH A
THoHIZE b3, AMEKEIZRKE HNS
2 & HERSER L7z F IR MM B4R O 4
BEBEUL T B EEDbND, Kk, HA KM
FEDFEAFE Z[ Fho ZHEIL L L THREHRO
MESAREZFLOTND 9, LA, &K
L L7z E R Hid. BEEOLIERVEL KO
EROEICHES RITTME L LTE#BSh
Bo RIEBNZBWTIZRAT HMBELERIELZD
NFUNE A BT T FEEDPFET 20 L, [
AN O E DR DS < LS 7z FAIAAE
BloF o “ELL BREFIZOWT, BHRESE
DIRTT 74— )X RELZZ(X2), ¥
bbb, —HNRLERLZ, £ 72 Schneider
—MIERIZBNTE CRBD L ROLEICHEY 5 2

59



IS RRZE 55 20 & 2 5

FhOZE(L

TRt

(GRME)
ba)

wWERR
ADAD

(&=/0vE)
fBDOANZEAND
ERT-ZENRED
BEBNIE

BRAIFIE

X ECRk

M2 BEEBEDONRTZIT1—

LRI & BEAREOHC L O IE LI E
ENTWV5D, FAE, TRHEZHATL. S HITRY
HOZME L2, ZORMMAELC & LD RER
DFRE B BCHS 20, BE ISR E KT
BYZOFEHEZERL T,

AIEFNE, 13 e IZ5E L. BN SEA 72
FRIIRER %2 3 5 5%, M AR RKIEAHR 2 20 BLRE
R L. EMISICRBI b Rz, BEEER
HFEYHINL RV, Wb b AFEKEDE T IL5E
CRVEIRTH o720 DT A @%WT@D
Sl Z¥ e HIREE S ABIGHE & SR
D B 2 RIB L7z REREIRDSE AT R
kO EE I L C Bb s as, Flx L TfT
B BLA 2o TEL SRR O R B & BHIE
L EMER B IC A SN BREEO M G205
ZONT2e TOXD) G RKFEDOND S/~
FEAER, BRI MERIZ O W T, FRIEBRE O ELT
(x5 B B & R L 72,

V. #&5:E

H IR IR, [TD 54 I~ oo B FRE
FE2RD, WIBREOMEITIHE T \wikts LM
FEB % REBR L 720 R S N W E TR
M2k L CREBIIC B 2 KIT L. s o

FEEIMEZ IR 2 HRMRE L LT, WA KHAED
IR BAE D ET OINEIZHF G 2 W RMESE RS
n7ze

B ARG SCZ B L CRZR 3R & FIZRA R 2 o
SE X

1) American Psychiatric Association. Diagnostic
and Statistical Manual of Mental Disorders.
(5rd ed.). Washington, DC: APA, 2013.
HEARIE ¢ B IRIEEAEIR 2DV T L P RIR DR
PR 1. 85 7 . p33-50. W NS EURSA IR
. 1972 4F
HAEHRMA, EHFN - BRIFERIEROZEHIZ
DWW L REMIES: 33 ¢ 283-289, 1991

2)

3)
4) Jaspers K : Allgemeine Psychopathologie, 5
Aufl. Springer, Berlin (1948) - WATthZ. T
M7, BREE I GR)  REre A
B CEUEENE. R (1953)
SR g o IR - RS — £ & LT
SRR & OBFRBNZOWT, EHER, H.
1972 4

AN [ZE] ELTOELTE. 4 35 HHAK
A - R RS . p42-48.2016 4F
Kurt Schneider : #hit  ERARAGMRHEY:  JHE

=N
C il

5)

6)

7)

60


https://www.j-ccp.com/wp-content/uploads/2023/03/5ef9dff9b116401ab60138098032d9da.pdf

2023 4F 3 J

5515 bt - sHEEE GR). SOtE., T (2007)
8) K  AFM OB, EIENE | B, 1987
9) LKL EIROREIRG . BAKIEEVEESE 445
AT . 4D HRR . 3T . 1992
10) Zookis @ 3 EE O DRG] . ki EEES
1AL, R . 5. 1992
11) ZEkiE © o BRE IR (B3 2 —IRFL . &
D177 MARIIONT | BRIEEVRES
1T . AR . 3. 1992

61



IS RRZE 55 20 & 2 5

ERIERE

ABeE FHACAEIR A THK U 7-[a)8 - Fl] fR 14 B IR EUAE D15

REERAZRRE Beregrese A, FHE. SHE. BXkFEA

Introduction: Avoidant/restrictive food intake disorder (ARFID) is characterized by restriction of food
intake; it does not include having a distorted body image or being preoccupied with body image. We
present a case of ARFID in a 55-year-old woman whose long-standing gastrointestinal symptoms and

low body weight improved after hospitalization.

Case: The patient’s gastrointestinal symptoms began in year X-18. She had been eating less because of
her symptoms, and her weight had decreased from 50 kg to 30 kg. No organic problems were found, and
her weight continued to decline, so she visited our department in year X-1. She stated that she had no
desire to lose weight or fear of obesity, but she was very anxious about her gastrointestinal symptoms
and had subsequently had difficulty with food intake. After admission to the hospital, she began to
complain of anxiety not only about eating but also about various other things. She was eventually able
to eat more than 2000 kcal per day and was discharged from the hospital. The patient’'s consent will be

obtained and her privacy will be respected when presenting the case.

Key words: B REE [EE1E,/FIRRMERMEIE . MMEFRES ALE HFE
Eating disorder, Avoidant/restrictive food intake disorder, Generalized anxiety disorder, Anxiety, Comorbidity
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A Case of Avoidant /Restrictive Food Intake Disorder that
Improved as a Result of Hospitalization.
Hirokazu KONDO, Megumi KISHINO, Tiho YOSHIMURA,

Hisato MATSUNAGA
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(Der Zeitgeist.
Die Menschen finden sich in dieser Welt zum
Leben,
Wie Jahre sind, Wie Zeiten hoher streben;
So wie der Wechsel ist, ist tibrig vieles Wahre,
Dal3 Dauer kommt in die verschied'nen Jahre;
Vollkommeneit vereint sich so in diesem Leben,
DalB} diesem sich bequemt der Menschen edles
Streben.
Mit Unterthéanigkeit
24. Mai 1748 Scardanelli.)
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