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I. €7)FA 5450 32 GIOFTH I
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5112 32 B DFEH I DT L7228, & DI
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FTHIITH 25, AT OMGEHE, HEE I
€7 F EREIBCCEABRIEL <, diRE
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Ehd, X7 A iz RS E E LT25 mg,
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bV, Z2OREGITEFEAL A VPEREIN
Tw3, Z0Ok) 8K LoD S, R
RAff I O HEE DSTTREIC 72 o 7208 (IR T
TARIE R A T O A D HEE T AR T H
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FHEI»SDOUIDFHZ (BALYAVHL) L7
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#1 4>0PEORMETELERAT

HEL B RCWaRES TR | AEGIE Y4 (£SD) L
R I .
SRS M b2 534 % ;

T PRERIERH Y E I X 2 BRFAE 6% H | #511,000 ? 32
ZIP & % \» X OLZ % M3 0 ), BEER

ZODIAC (BERT) TOZE - sk conimh X i 14E 18,154 411 (£13.0) 205
EEATEBOE R B SRR, 18 il b
OLZ, RIS, QTP O34k % B - 1o AL ff

Denmark (LAI &F) L7 18~64 i it 14 48625 | 38~40 (£12.8~130) 221
) VA . H - N —

il s ggfﬁ&tt%t@ﬁux}bgo<ﬁw7 14 1,367 479 (+150) 22

ZIP : ziprasidone, OLZ : olanzapine, RIS : risperidone, QTP :

(CCHk 15 & b 510)

572\,
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diac Outcomes (ZODIAC)™ #% Fulenfs & L T

%€ L 7z. Ziprasidone iZ, QTc LRI X 5 Do~
DRI Z ORI OMECREE 20, kI

KA HEEASKE FDA % £ 6k b fz,
ZLTZDX RMEID 2 E XD olanzap-
ine Z lLEWIH & L€ 1EMOBRE B TON T,
ZOWFETIE, —BRERIGEWENZ T 579
12, VUMW EOFH LT E L TWwa, WRIL 18
R EOMARIMEESE (n=18154) TH D, it
THEBEEMEE R SICRE L T2 BB ISR
LI TS, S0, €74 viilkiE%H
TS 312572 >T, ziprasidone £ & olan-
zapine HE% B L Ab¥ B BT 3 38YiAE T
DILCY A7 % ZDFXIEIWTEHEL . 2
D XITIE T RTOHE, Hib L 72RO RA
W, FRFDOEMRIL, BHBR T DT HEAIICH
HINTVBEDT, TN6TXRTZETY LD
T—% WK T BT LB TES,
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% 18~64 R DA FFWEEF T L T,
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% BEMERE L 723 A DRFET Y A 7 D%
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, ABEBED & 9 AR TIE R WHBIRICFE L T
w%%@ﬂf&fi,@&b@ﬂéf%t%%ﬁ
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N5 DEFD 1 FMOZZHIMGEb#A L T
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FEDZEIRIE 14 B (LD IEIRIE 9 ), VLIS
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YA £ OBME R E12on T, BICFHEFE L 7D,
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€7V A4 3M TR
FR%ch b, b

JRBEHTE & R % LR,
ZODIAC % Denmark F4% & 1Z
JRBEIRE & R 2 LR,

X 3 12I3)AFR E T DRI 2 7 2R LT,
JnEDRRIEY A 71X 7T Y A 5MTI
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DH LB SRS T2 L) liEE b -
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Bl AL L TR 23007k E% S 9 —EEHE
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DB AP UR IR SR 3 R S BERR T & e
DT, O ASLRAEEINIE L Z & IFFEhE VR,
LTVA VDT N—L ¥ =D, TASCEDSL
RIC, VR - FRICBHE T 2 fH EoERic N
RN XY R U Y ARY R 2 TORBRRER
Wi WGEIE, 9, —EMRREO Y XY F
VLR Y AR R B R BE L, B G
PR OBEMEDH 5 2 L 2 MR L 724, #1180
RY Ry O Y 2R R 8IE Z B3I
AHOWEZBAT 22 L) LoREINEMS N
7o, ZOTHETICONT, FYEERE S
RIMRIEIRBG IE DB 5, Rz BRRTE S 7
VO, BRI SRR OE A T, b Z D start
low and go slow 2SKRJEHI & & 721229 Ko K

PERRIPER Y A 7 23 Rk o0 e IEBI 12 13 R P
SRIANZ DR S 5 L, D 22\ ik

PR 2 IO L, R 4 R 4 A
ZHEEL T TE GRS 232 OEAD
HARTH-o7. ZDLIhFkzELsE, BOH
FERIFE 3L & RERh I S 59 o Wy 7 -C AL T & oD R
MARE L &2 D, FRICHIE TSR TR %0
5TH5, ¥TVAVIIEALY X V%2 ZDH
BHIASGIEDHEAR L L TW 328, T3 risperi-
done *° paliperidone ® 2@ # 5 EANHIH L T\
52 EDHHRTH YD, ZNDHELL TLZRVGHE
R, HERNABIERO Y R 7 BGE (B 2135
i) TR, PROX TV A Y (BIAIF25
mg) =&5 L, #EOMIC risperidone & % Wik
paliperidone ZfffH L, R4 ICEOHLS 2O L
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T, ¥ 7V AV HEIMGEICRBIALFEDLH D £
5. 826X, SHOX 7Y A DIEEHIC ris-
peridone % paliperidone 25& I HFH S 41T
BIENHHLDT, TDXI) BIGETTH D
TeDTHHID, ) —HEYRA7 /%714y b
ZENCER L2 BT, REL Qw2 &z,

2. EELAMEERZFICBY 25T

HE R AINERE ICARBER G I NZ DBRILT
L 72128 4 BIFEAE L7z, GER] 13, 14, 15 Tldfk
OROPRFESHEECTH 27201, €7V A4 v 23H
WHN EHEEI NG, BEEIHE THURE S
OO EDHEERGAIC, DX H I L THik
MEERZ 5T 2 0003, FICREWBETADHE
BEHEEZ LTV AEAEICKRERMEE RS, s
DIEBIDS, BOHEHBDDIZTEL oD,
AHIBZ NG L 03 ARHTH B, L
L, BFRNZRROZAIEE X 15 BAEAHHLE
lcix, €704 vk ORISR R
HHEANZ, 5B O WTOFRMENZ L
WODT, RIIDZOHEGIFEEICEZZRETH
%9,

3. FRFEIC X BHET

NBIE T2 27 filvh 13 Il D A% D 22K 5
DOHT, B DEIRILTH D, 4 HIIZERTE
DEFE E I NIz, BIRFLDEFE N E SNz 440 3
Bl GERF 3, 4, 23) ZHEEFTH D, FEH 29
bEZ oG EHEE I NS, 13HIDZERIEF D
T CHIB T b I THERDSHEE S U7AEBII 72 o,
Z NS BIRFEH) TREI S N7 SRR o T UL, W
H: & ZHUTRE ) KOBERHZEDSR D & NIIERIDS 3 4]
(iR 11, 17, 29) & 3. SGEPHZEIZHBEB T 240
I S AT DO JSTHIE D RIS T D
2% IR TH 5 38, MEH:23 2 E L 72D
Fbd 6 e, GEH 81 TREREIC X 2 WA
2 AR E I N, 2oz b LEHIBIZEIZ L S
FETC (REM 10), WA OZE CRER 11), DEH
HENIR AR ZERAE O IlRE: (RE] 24) 72 & & FE#k
INTWVREY, WTIND INSDIE L WAL E

R iR s (2015) 117 %2 %5

IDIFHEBRIN TR VI LD SEETE 0,
DXL THBE, 1I3HITRTHFRERFARHD
RRWEEZ HND,

4, ZEIRFEHI & IEFEIRTEH D His

ZEIRAE 13 45 (A E 8 fiil, 2tk 5 41), JEZEIRIE
14450 (54 9, L5 41) DI HRDAE % L
B2 LT D, Z2RFEH1Z 50 A I B
W —7r03% D, FEEARTHMIFEFENI 1I~241
FTODML T D, FZERIEHNIE 13 4 11 41
(85%) HSEBEHITH % 23, FEZEIRFEHI D rh 3@
Bilid 14 Bl 6 45 (43%) TH 5.

—H, €7V F v ofifRich > TEAL
PR ERHOREAZ, ZRWHITIE31% T, JE
TRIRTHNTIE29% EFIEFETH B, F/2U AN
F=NavAdhoX7TVL o)z %
1o 7R, ZEIRBEMNIClx 38% C, FEZ2IRFLLH
TIE38% EZNHFELEHETH S,

BERHIDHTHEREIZOVT, Yy
7 7 —< DHIREZFHE CHRBORBRIL L Shi:
1260-Cl%, Z898%% - HARBIDIA D 13 1 & i L
T chlorpromazine 15 fHDY% \» & DFERDE S
nE . L L, BHAPIRSMRED 2HE AE &
NIFEFI OB RN IZFIR I LT T, AF
TIDRIZOWTHNT 52 EIZAHHRTH 5.

V. JUEtREERATE
1. GURS e SE AW O] S L7 Fu il
IR

1950 4E1%1Z chlorpromazine 23 KE A X 1,
1950~60 41 1% phenothiazine &Y D F T
Holhy, Ts DEYDEIKTIEIAL, 2L T
KEIZHELND X I Ih>TEDBRL, TR
JESRFEM D3 TS X 41, phenothiazine deaths & W
Enst, s 50 Eb HOWEE AL L,
PO E L E I N 2 XEHESE
JLIO196D - By R R DT AEALSYTY, BURG Rip 3E12 BY
Y 2 LN 2 LD EEREE?, 2 L
BIRGE, DS 4 PBETHRVIES N
TS RGEINYRE D S ED 5T 2 LD
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%, Z L THIBRL TH AL 23T h3it
GRPEEE T O ATHEME D B 2 520485 4
HTH 5,

2. PURSERSEIRA T o B BT 3 DIEZER
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What Lessons Should We Learn from the Death of Patients on Xeplion?

Yasuo Fujn

Yamanashi Prefectural Kita Hospital

From the launch of the long-acting injectable antipsychotic paliperidone palmitate
(XEPLION) on November 19, 2013, 32 fatal cases had been reported up to May 18, 2014 (esti-
mated number of users is approximately 11,000 patients) in the Early Post-marketing Phase
Vigilance. The most common cause of death was sudden death (12 cases were sudden death
defined by ICD-10 codes 96.0 and 96.1 and 4 cases suspected sudden death), followed by sui-
cide (7 cases), and neuroleptic malignant syndrome (4 cases). Several deaths occurred involv-
ing patients with serious somatic disorder, such as a malignant tumor or pneumonia. The risk
of all-cause mortality on XEPLION was not high in comparison with other investigations ; the
sudden death risk on XEPLION may be higher than on ZODIAC.

According to many reports from foreign countries, mortality rates associated with schizo-
phrenia are two to three times higher than those of the general population, corresponding to a
10-25-year reduction in life expectancy. Natural deaths account for about 60% of the excess
mortality of schizophrenia patients, and such patients are more likely to die from ischemic
heart disease. Since it has been suggested that more than half of sudden deaths in schizo-
phrenic patients have a cardiac origin, sudden cardiac deaths are chiefly responsible for their
reduced life expectancy. This sudden death-related problem of patients with schizophrenia has
been forgotten or ignored in the psychiatric care of Japan. Taking advantage of this opportu-
nity, we should tackle this problem seriously, and make an effort to reduce the mortality gap.

< Author’s abstract>

<Keywords : paliperidone palmitate, sudden cardiac death, metabolic syndrome,

neuroleptic malignant syndrome, schizophrenia>
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