REMR RS

N8I3 H3H
FRAZATBGE N B3R b R dr e O f

I. @EOME
[— #% 4] BRIE YD 77 L
(WK 58 4] Bl
GRS ] Bl
[Zhie - 3] Bl
[ - HE] Bl
[FAAR I 435 ] 2% 38 5 2e A SRS —

. SEoRHEOFE

REEY F 724 (LT, TARE] iowTid, HEmEIITIRL C» 2 afREME O & 2 20k
BED L INT WD, T, RIEFHFRFIC T Tt ERIC TEFEESZD bz &+
ZEBOEAHRE I N T WA L, £k MTBWLT L EEIIIZE S S LR MO E 7
W ORAEME O KPR E TN T2 L6 RO ILFEIR N o BLEIFE AR (1979
8 A) I IR IR L TV A ATREE O B 2 K3 G LAanwZ a2 b D TH
%,

S, EEFEE D TR - BAEE R E L2 oMIEfAfEREZE ] 2iIcs T 2 15H
Rtk —Fv 77 —7 (LUF, TWGD i<k b, JlF1icRdHHICOwT, Bt n
HASCE (LT, BP0 I wW TR ShTw 3 R IRHIR L Tw 3 AfREME D
b 5] OBYUIMESBET X, KREEY F v LA SCEWETIC R 2 HiliH S EH (LT, TWG
WEE]D GIR2) Y Lo b, REIF TEYEE X O S OO EHREE ] DRIEER)
ROERZIIFL TH Y, ST [BE S O] 137 A U REMESESIC X 2 FMRE D2
Wr - ¥iit~==27 (DSM-5-TR) IC X b [BHRIE | LRI TWw5, WGIREFHICK S
ELRIC B W CTIRAE LA VS 2L TORBBIEICE T 250y — FOER GG/t
HHTH % 5 ORECHFH oz &) AR TH S & I dEHEL EBFE
L. ZD X5 mBEITIR UAIEIC X 236F % 1L L 2856, FERICHER Y X7 28EFICHE
TLZepEEIN, AR EOBERGMEREZH TGN S 2 LIE S L CWv 5, WG #
HHEZ T T, BEEFEHAERREREL SN RERIL, [EELEOREMICR 5 A MKEIC

1 Weinstein M.R,, et al. : Am ] Psychiat. 1975 ; 132 (5) : 529-531

2 EASE Y = 72— (https://www.mhlw.go.jp/stf/seisakunitsuite/bunya/kenkou_iryou/iyakuhin/n
inshin_00002.html) (&g : 2026 £ 1 H 31 H)



DWW (BF1 7 4E 12 A 17 BAFEESRLFE 1217 56 2 5) 1T X 0 SZTBOE AR 36 5L
AR OENS (DAT. THEMS ) AR DITEEIRH IR B[ LoFEE JoWETIC T 2 A& %
RFE L 720 BRREIZ. UREKEICH D AR R OB IR SCET OB IC o W Tt L 72,
kb, BT, ARTECEBLCEMEREE ERL TB Y. AEMEoRHMEE L. #k
WNRMEICOWTOHMEZEL L O LIHFICH S| [EEMEREGRRAEREICET 2
B RS O EMEICBI T 2% CPR20 £ 12 A 25 HAF 205 8 5) oBIfRIc X v, EH
L7,

III. WG 2B 3 #Et
AKEOBFIRLIC BT 2 R IR L T 2[R D B 2 otk | ~DEEEIE Y]
HiconwT, B1LIGORTHEHEHZED WG HEE (2 B bnr,

#F1. WGHmEEDIAEH

1. &b H o 6. EINIDOREKRSAAF T4 v

2. B 7. ZERMERR D Z M

3. WHNRATSCE IS BT B R ER 8. MIC BT 21ME Y F v ZEE O HIE
4, AR 9. IATSCEDOUWETICHR 2 HHRIRAE Y — F v
5. BERGERICRES 2 ik 7ION—TDRE

IV. EfEcs 2%
Petll, WOHEFRZEE 2. UTomRIC oW TR L 72,
1. FEEREBRICE O CER (WGHREE 4 BYWEEK SR)
1-1. ARHER
G T X b, AREFFEREICE M X - Bhlss R Icimx <, OECD 74 F 74 v

(OECD TG 414 < U* OECD TG 416) ICHEL L 7= 3 HERBE S5l h T 0. HRER
ANTHIBIE 2 D) 2 7 IMEwEmE I T3 (WG #HitsE T4, 3R], 17,
Hofbro 241t SR),

HERE X, OECD 4 F 94 VICHEHLL 7= GLP FPEa BRI SR 1c 5L o < HEEi i B »
Tit. 7y F (i3~ vR) ROV X0 2FOBYEEZA VL EREELVEI LT
208, WG HEF I T I 7 v b OB 2 SRl S LTl 0 | FERER OBLS 2> & 12T
YR 7B EFEFRMTT 2 L IBRALED B L E 2 D, —J5 T, ARIITEIR T OfEHERED
EMLTHY, B BRFEO Y 275 HliicswTid, B EHEEL T, e bickF 37—
ZOHERERENEEZ S,

3 Van Deun K et al. Toxicology. 2021;461:1-16



2. ERARGER ICE D CIEHR (WG #EE 15 . BKERCET 28E] 1)
2-1. ANFRITHR

WG ic & b, MHRPICAEDIEE % 5 -0 Ic B 1 240K, oK EHE ~D B2 I
B9 2 STk 20 At & v (B H £ 2025 48 3 A 31 H), LAY 227 LR oA RN
—ERERBINE DO, i I NABE X THREICITIELDERHAOLND & v )G
THotz (WG HEHE [5.ERMEM BT 2] 281),

WG i X Dt & 7z 20 OS5 B, BRI Z R L T w3kt 7 3 (WG
WS ESCEREF S 3.4, 9~12,19), 7 — 2L Y — X% 6 W (WG & HCHRF S 13~18).
JTEEICBE S 5 SCHikoY 1 3 (WG S HSCkE S 20) 0. BERE X 2 0 b 2B < EE 6 STk
(£2) oW TRICEHL 7,

F 7. WG T THl & 72 STIRBASMIC & o AR3E L AFIRIC B 3 2 Sk 3 WS gEiies & L
THUEIRFEER H DB IS S h w28, WG ic Tt & 7232k (WG #8520k
FHT) LEBLNESFRO D 1. BEEARZ 7 LRE$ 72 13fE & A3 L o
BLEICE T 2 3k T TH o 72720 K 2 I ED T,

2. FICHEREHIFEAM L 72 SRk o MG
N | BRER [BER] R [(BER] T A LER YRIW/F v X
0 (95%EEXHE) [BR
BE O RBHIB
TEURES 1 =R | AR hic FEME &Y | OIE AT 7.23 (1.97-26.53) [5]
HAEZFRHLZC & | TBHHEORE 2 ¥V R

BHEHMEDOR[=

ool

LIMERE (B

5.78 (0.82-40.65) [3]

165] [748] HELE=HEZ | XY A2
FRE)

Eoyi 537 (1.01-28.56)
X v Xt

FEOIME AT 9.22 (1.55-54.77)
X4 v X

OIE AT 475 (1.11-20.36)
X+ v XL
IERES 1 =B | AR A | ERFE 12 (0.2-5.7)
KA ZHEHL 2R | 3EbznEE XV R
P Ji[138] AL T | B (=] 1.5 (0.4-6.7)
2D Y[148] TAXAVEE) | XD R

a0 5




AT 1.1 (0.1-16.6)
¥V R
ITRZAVEE |35 (0.1-84.9)
¥V R
RS 1 =RHAGR | IIRRMGRT D 3 » A | D&ETE 1.65 (1.02-2.68) [16]
HAMEHZ2S 90 H | % 72 I3 ERE 1 = ¥V 27
BIc) v Lol | M) 57 4% | HERBEEAE | 2.66 (1.00-7.06) [<
BB oM D |2 T7ELY FY 11]
2[663] DT 2D > 7= PO
oM o R LEREE (HER | 1.46 (0.84-2.57) [12]
[1,322,955] H &P E LASE) PR
LAY 1.22 (0.81-1.84) [22]
XU 27k
HERBAMRRT D 3 » B | AR 2.25 (1.17-4.34) [16]
W& 72 3RS 1 = PO

w7+ Y ¥
VOBREND o 72
7D W[1,945]

FROAE

1.63 (0.96-2.78) [22]
XY R

HIRSE 1 =2/ )
FUuLICEEIN
722D R[654]

SorbEdE OO e
EF IR O
MFEE) OB
B3 520K 90 H
i o MEETY
FuLICEEI N
ok EOR
[21,397]

1.71 (1.07-2.72) [47]
XA v X

TR LA

1.54 (0.64-3.70) [16]
x4 v X

IR E 2 3EIR | VF v 22 L | R 1.41 (0.90-2.23) [19]
FI3HAMIC)FY | oo R XY 2T
LT HRFE X L7z 4| [853,583] DA 3.17 (1.64-6.13) [9]
TED i [434] PR 44
IR F 72 3R | IR ATIC Y F U 4 | LA 2.99 (1.10-8.10) [9]
HI3HARICYFY | 203 T | XFT 7L —TFR | XY 22K

LICEE I NI-K
TED 1 [434]

B3, AR LT X
N d oMo
R871]

Hr

Rt ODURBAE

R ODURRAE

LA

3.01 (1.38-6.53) [8]




AKIIE. K| MAEKRIIE., B | Xy 770 -7 | X 27
W) LI, U | W) LEME ke |
FULELGTEIN | 25, V)TV LELY
=D R [412] N oM

D 1[9,140]
FERBEFEODH 2R | EREFEDOLRVWE | VF v L] 1.3 (0.22-9.0)
[10,698] [21,546] A XL

2 D3R 6 TV TIE, WD IR O AR OBRFE & e K EE o B % FHff L 7=
gech v, EREFE2FICTT2ORBEEOLZEHE L w5 1 ] (WG HEETHFE
5 8) VT, BREE DR THFHTLATICN T 2 R EEA R T h vz, LEF
T BRRIBESEB I N T SHD 5 b, 2 RIFMHIRF OREOMIC X 5 LEEY
27 DEEMIZRD b d -7z 8w o (WG HREEHES 2. 6). 3MT LAY %
7 DMpZD itz v G (WG HEFERES 1. 5. 7) TH o7z, FHCHR5 T
IHEIGBER D RS Tz, 272 L, DAEIICH T 2 8 RIEEARH STz 5 )
D5 b, 28 (WGHEEHES 1. 2) 13 95%EHXE O HFAA L & & LML A
Rt Cdh 2 HEEHFDORRE R H 2 L EZ B,

2-2. EIfEAEREG

B DRIEHSHE 7 — 2 N — 2 ICEF S W= ENEERES o dh <, RKEDOIYR & i
A VI B 3 BIVERRER] D SERUA DI, FIA 3 @ & B Y TdHh Y . MedDRA KRR (SMQ
UR38)) TR FERD F vy 7 | 12353 WX 23 1 33 D - 7228, FEE-CHE IR
G E - HERER TR Do HIEF 2RI L 2658, 10 §] 11 fECh o7z (F—xuv 2
H:20264 1H 31 H),

2 ERED S o 72 FR (PT) 1d. #rEREYBENUEMREE. k. BARMERE 2 1
THotz, T2 BITOBTFHRITE VT MTTY R 7O ATHEMEARIE X LT 5.0
IEFTE BT 2 AlREMEA B 2 b o & L <, ERMELIER 1 G s nhcns, #Hik
SR BERERERE D 5 b D 1 5 S O AR RARSE B O A TR IR B 55 23 s < 7z 1 il oot
2HNCBAL Tt EMEREOBER OB L . A2 Tk, BRENIC X 2 KERESLS
HINFH O ED E 2 b2 b DD, NRERIRAEE TE RWAEH & & iz, BRI KR O
BRI EE SRS S e 1 FliconTld, EEORIZ R VD DD, Bid EERY
FEMEREICRE S IR O ATREME A B 2 & B 2 bz, b, INBBIRASEE T ¥ 22 WEEFILISL D
FEGNCBI L <. e RME ORI BICHEIT OB TR [9.5 i) iICs» OEEEE X<
B, ZOMMOFERIFWWICAREEZIRAL COARWITROIRICENTHIRI L LD
2LEZLN, WO b BHAROFERE, REOKG B L O S HE. fFHZEOF K,
FRRAREOEHRARE L CTE Y, RERGROFHIIZREETH - /-,



2-3. HiRICH T BIMEY 7V LREOHE

KRIEDE AR TIHEMICIGE Y 77 LREZHET 22 LInTns, WG I X
D, REIMRES TR VGEINEICE W TH G Y 77 L8REHE ISR L TR T
bNTWD Z LBmWE I N,

3. HAFZA4 v (WGHEE [ 6 EANOEERTTA F 74 v] &8)
3-1. H4 F 74 vicsl)3Em~oREDFEHICBET 5 nHERN

WG gk v, ERNNDTA ¥ 74 vicE T 2~ AREOMH BT 2 skt ko
RIEDBILIR BTN 2 BRI A& DT 2 E S e (WG #idi® 6. ENAAoE K
CHA R ITA VSR, BRNOHA FI74 Yy TONFIZ TRV DD, [EEE %
G L, Ao REENED & 2 ITER O 4 F(2021)) (HAREMRY S - HA
PERHR AR M) Tl TFI A0 RA T WA 2 BR 2 IR LT 2 BB L, 7% <
W53 286 b TR IR AR IC L, EHAR 2 P R IE & RS it e ng | &
DD B L ARFEOFIELEE L WITIE Tkl Y F U LIREFOEM LR &
L CHAPTFREI NS BORESHES LTS,

Tz, THERD DWFRBIREAA F 74 v SRS OOUBAE) 2023] © (5 6 & &%
] icksnTid, [HREZ#Z 2 T 3 BE OEEELEYIE~DO G R L2 EED . A
R RE L, RBEICX B ) 27 - A7 4 v P EREE - KL Hockit L, HREE
WECELXICHBDZIERET L] LINTEY, AL LT aEEICO W TIHRE
ICDOWCERNE L HHRILAE T 2 0ERH L L TN TS,

4. OB IC B T 5 RS (WG EE 3. HNREIC B 1 2 TR
2

WG iz X 0, IR CRIEL 3EE, ME. S0 <51 5 BRI & hre,
(WG i 13, INRMSGEICE T 2 ikl 20D, WIhoE OB ICE W T
bAEDMIG~DEMIIHEITREZ VD DD, PO EHTARELMEM T 25413, iRk
BTG U F ¥ 2 & S5 LY IR 2 5 2 BB H B 2 b AR
BT U 7R 2 2 L 7o A A 35 A WS BB 2 ) F & 20 2% Rk
BEN B RN 5 2 2 & DT H 54

V. WGHEEERU V. kT 2HE] 2B 2 2580k
1. BFE~OEESDOHFICDOWT

WG HEER T LD V. EECB T 2HE] ORELEE 2. BB, UTofs
b, REOBTHRLOEED S HHE IR L T 2[R0 H 2 &k | ZHIRT 2 2 &
(X ETRE &R L 72,



. b M B W TEARINTIE 2 b SE R ME G INE 55 O FAESE O RS T Twviz
25, TOWEIFYFULICBERINZR 143 FIcE T, ETOERRFBICHD
LERMELMERE (v LERELHE) ORIGER, MEkoEEr—2 (V5
7 LG LE~OBEERIIA) BT 32 0EAICHREr o HE
DHEICEEED, REEZEE T2 2HNE L2bD TR o7, —J7
THERBET L 7z, FICHIRYIINCARSE 2 U 72 e 2 R & L 72 A gEic B »
Tk, SIRBENREH I TE Y AL EREY (FRICLEHE) oRED 271
e oBEZ RS 53k (WG O3CERES 1. 5. 7). R L& W3Ek (WG 03
MES 2, 6) WIFN bR TE, KEICXZAEREHOREV R EREHKET S
Tl TERVD, HIRPOAREZWGET 22 L DA T 4 v b LRI X 2 I
U F 7 LR K OFTAE REEVIREBUE RIS IR TR0 ) X 2 % RO
MR ZBEE 2 CHEL, BYIREREREDO D L ASMIRT 2 e nZ Y LEXT
(WG #&E 5. BIRERICBS 2] 2K,

. HAVAA CGE CREL EEL mE, M) KB AR HIF~0R 5 13EZ L &
NTHELT, BRNOHA FI4 vicBnTdAREDH A L I ClE 4 7%
MiEY 57 L REEOEMAHIRE L CHERAMTAEIN FoREAINTWVS
(WG #E#H [3. NI s T 2508k ). T6. BN ORER A F
74 v ZH),

2. EYIREEHEBREROLEEICONT

MR X ATIEIR L T 2 AREVE D & 2 k] 23R CTH 2 REOTUTOE TR TIE,
WEEGICXV ) FVLAFEERITILEH DL L0, BEICY o Tk, —EDHE
TIE Y 77 LREZHE L, ZOfERICESOTERT 2 & ) FEWEL I T 5,
Lo L3 o, BEHEDMT o 7z [E 4 BEIRIRIR G BE G 7 — X <~ — X (NDB) % M\ 7z 1iE Y
F v AR HE ERRTLIC B S 3 A ClL. A AHHNS X Wi BE DK 54% TG Y
F U LRERIES D FEM I L TR WAREES T RB I N2 L A5, [PMDA 25 D&
SEEE R O BRG] 2 BT (2025 42 9 AR 4L T Y 57 7 ZIREHE 2 #8573 5
LOTBMEL T3 LA THE, Eid 1. HF~oE50R[HIconT] KW TA
WOBTHRXDESD S TR L T 3 a[BEE D H 2 Lotk ] # IR+ 2 2 L 13 AEE
LM L 7228, AR A S A AR O B EIC O W TUE, IIE Y T 2 R I E A R 5 % A
IS X AET 2 AT O 7 & D BRI T odE A3 T RE 2 RS AR RHEE S OV EE B EE R (BERRL - AR E R
ET) BEIEMAXNIGT 5 2 LRI S EF LD, AT, BUBAERE ORI & &
BaAA LARED Y X7 E% 50 B - ST & 2 BRI AE AT IS 325 2 Lol

4 ERGERRIR AR Y £ 7 <— (https://www.pmda.go.jp/files/000277130.pdf) (AkHEzE :
2026 £ 1 H 31 H)



U2 T3 2 © & FEMIBERIEER IC 5\ CEIARSEIC X 200, Ba R OFTE R~ o is %

o 2B AR IBUE R RE, 5E U 7 7 NIRIEZALSS) % & o 7236 Y) 7 6 2E 1 B S St mT g
THrlpkoondeEZXSL, (WG WEE [7. ReMbrozLtk] kot 8. ffwic
B BIMIEY F 7 2REORE] SIR)

3. BEIRiC2n»T

RMEMFERESE V-1, HE~OEGORFICOWT] KO [V-2, EARZEM: - faeE
friconT] 2#F 2T, KEOBTHRXD [2. 222 ] 205 TR XIZERE L <\ % AbE
Wod 2] ZHIBRL. [9. FMEOEREAT 2 EFICHET 2FE] @ [9.5 ] 1< M4
IRSTITIR L T 2 ATREME D & 2 i ik, B LSRR av el h 3 A %2R E.
BhHLnwT b, ] ZBETEEHIC, BFRNCUTONFLBELL., HERitT 2
LAY EEZ B,

k. 194 EhlREA AT 2E ) KO 195 | iIcBF 2 FEEMGEEICOWTIE, HAS
OIRFREN A F 74 v BistkE OURAE) 2023 o [5 6 & JEEM | 1<) 2 50#
(MV-2-1. 74 F 74 Vi T 2 m~DOAREDOHERICEIF 25L&k ) KUOARE L [
BN RZE L, HEBEY 27 BMFEI N T2 v 7 afigF )Y LoR#ES% &
THLILWYILEZ DD, RIEICE T EABLEY A7 3 v T alF ) v Ll
HE L CBENTH 2 b, —Had#l2ZLHEL 72,

o EHRHE R O ENIER (ERL - BrERR 2 &) 2D ERBE R EE 21T o
7o koL DUBIETRIR ORI, & #E5k2 H LAKD Y 2 7 F 2+t BH - i T& 3
BERT2SAHE 2 i o 59 % & & DibIE 2 HIWT 3 5 2 &, T 72 AFRIC X 2 i,
MR R O A e~ D2 Chr A SR DUE R, 155 Y 7 7 L RIERE) 28
7] 75 JE PEFRAE B AS St T RE Ze ek LB S 2 D H B 2 &, (WG &

[7. 2R U] RO 18, e s 2 MiE ) 77 LBREOHIE | S)

o APFEMFEREE [IV-2-1. AFCHR 1ICR L BB OEAHREIEE 2 5 & A%
X B LHFEEEDETBIEY) 27 iconT B2 R TRECEARL, VA2 %
BET DI EDMBREFFBON TR, BUTOE IR 9.5 ikl icswTe b
TLAMOREAPHEIN T EPFRLEMINT NS 2 L 2T 2. IR
fifi L 72 3CHk 6 ¥ D 5 B Y] &Gt IO LA IC 3 2 AR IEE SR & h,
Y R0 535388 b Tz L BEREDSHIMT L 72 3CHk 2 IR (WG S FH k&S 5. 7) 22
SCHR & LOff LIRS 2 2 & (WG #iEF 15, BRIRFERICBE S 2 s 1 20D,

o HIRICX VI D F U LARESELBFERORICHERALNDL T b, MiE )
F U LREERHRNCHNE L BEFOREF CHMERET L, Ak, [HERS oY%
RCHITA L 74 v BtEREE CREAE) 20231 o [ 7% ®HIfELE=21 v
7] THRINTWB LY, HWBEY 2IMREOHMfFFcH 2 L n, &



AL R WTIig Y 77 LIREEHIE OB 2 4 IR Y BARBIC IR 36 2 & 13
Y] TldeweEZ S, BITofH EoEREICETh, [IIEY 77 LiREZ LA
T LRNDDH 250 ) 7V LhEHEOYIERS D o 5551013, MHRE
HEZATS ] BRI NTE Y HIRITMEY 77 LRELZ LR 3¢ 3 EHKO—
DTH 25— T, MG TIRMmARE R I X ) GOiRE iR cEd hwnwa e b
HBHTerEEITNE, B 7V L REHEORBEHEST 2L LD b,
BOHE TE % (A L 72 BRRINIC X 2 5Pl 2 17w EERTDS 65 & HIT L 7235 & i S 3
5L HEETHDIEELDL, (WG Wi [5. HRMEM BT 2 W) [7. &=
bR Z 4| RO 18, imic B 21 Y 5 v LIREOHIE | SiR)

AR CE T, REICBEZ I N2 R CRBBITLEREORERA LN
LA[HEED D 5 Z L AEEME I L TH 0, [IV-2-2. BIfEAIEREG ] THHERIcAK
DREDATIE T & I WIEBI A3 HERR T & 72074 AR E e, MO BT O
A MLIERZEER] KW OERBREI N TW3 Y F 7 AHERIC O W THER
52k, (WG #iEH 3. IR CEICE T 28R MO 17, ZERikro
74 2D

Lhife AT 2 XM G I NP A 2L EZX LT L0, 194 LIHREL f
TEH] BT, HIRST 2 0[REMED & 2 LWHEICE 3 2 A3, AREIC X 24
FIGHEY 27 2@t L 7 Lo, REEOMM 2 ERICHI§2 2 &, (WG #dE [9.
AT CEOUGET IR B R Y —F v 7 7 v — T DR E | 1)

VI. EfiHE

KREOBTHRLD [2. 22| 206 MR SUITIR L T 2 /gD & 2 &tk | ZHIBR L.
9. BEDWRAHT2HBFICBT2HE] © 9.4 Hhliiex H 3 25 1 TTFIRS 2 WThE
YD d 2 i 2 5A1C1E, A3 X 2 EF B IC O BT Ic BB L, Ko
23EY)CH B EEICHRT AL, ] BT S L, 195 Ml i< Nk XIAER L <
WRATREED B 2 ki iz, HEELDER AV EHIE N 565%RE, K5 LAV
Eol RUBE T 2 B4 IBRLT 2 2 L IIA[RE L T 2B o HIbT L NKGETRIE. &2To
HMZRICKF SN, T, HEMZE X VU TOEREZE,

i 5 BEICH L TCHRARAEDO~A 7 4 v b - VRZOFAEIT S 72D ICHE
72 BE T EM O, B~ DY) R ERIR AL ETH B,

RS B T LTy i Y 7 v 2R EHE o EEE, B A TSR EEE
R Y F U LAthEED ) 27 Z AT 5 & & bic, BESGE oM EREZ 5o
IR T 2 T2 D B,

BEPREE FIC B 3 2 5972 1 < ld /e < 0 FEREIREBR I TR Fe A stk o R 1%
RBINEWET AR H 2 2 L HIERIRMET 2 C L ITHEETH 5,



VIL A 5
Herglx, LEOMET 2B E 2G4 IR T LBV ETHRXOHERA EOFEELRET L TE
Lz 7\ &R L 72,

10



a1 FRAER SR H OB
A H O (a8 48 1 A 31 HIF kD)

No | lFE4 A RIS hEE - S/ A - HE
1 Y —= ZHE 100, [FFE 200 KIE# R At ER B X OB S D o BRIk e

REEY 77 L8 LT, ATIH@EE 1 H400~600mg X Y HIG L. 1

2 | JRERD T L5E 100mg [RIE] | RAZH b 7 & v H2~3 Eic ol 53 %, L3 Bawv L EREC, 1 Hil
[ $E 200mg [ KIE ] # 1200mg ¥ TOIRREICHIE T 5,

SEER R LN OITIERZBE L 203 o ., HiRiE 1 HE@HE 200~
800mg D 1~3 [al53&HIHE 5 Wi 3~ % o
B, Fln. SERIC X D EEREET 2,

3 R Y F 7 L8E 100mg [ 7 F | Bk slspk At
771, [R§E 200mg [ 7777 |

11



VER - SRR ARG & LI OMEMIHEE S R — % 7 I —
IRER Y F 7 I S SCERSGT AR 2wkl i &

2026 %2 H 19 H

N
Lo B E D BT oo ettt 1
e L= TR 2
3. VBT ST I 1T D Al R T oo 10
A, R B oo e, 14
S R RAE T I BT B G oot 21
6. E IR D B R T A R T A o oottt ettt ettt et 28
= Y= A A L SRS 39
8. IR I T AILIE U T 7 I BE DR oo eeee ettt et ee e 40
9. T LEDHETIR DB Y —F L T —TF DS e, 42
1. B OME
— 4 R Y F 7 A
HR5E44 @O V==~ 100,V —~ AEE 200

1th
AREUEE | @ KERESEMKASH

1979 4F 8 H

i
HKGEBAFEH o)
)

B KU 5 2R O BRIRE

MiE-HE | O

CRERY F A E LT, A TIZER 1 B 400~600mg LW BHSA L, 1 H 2~
3ENCEIRR O #E T 5, Utk 3 B2 L 1T #EBEIC, 1 Bi#% 1200mg £ T
DI RIZHIE T 5,

UGENA LN 72 HITIERZBIZ LN D, #HEFFRE 1 BiB% 200~800mg O
1~3 [E1 5 Elf% O B 5T 5,

2B, AR, RIS XV EEH T S,




FIE R OV B B 5 1
WERGICLITHEEZREITIENHLOT, G I EZEE L L&
WITHERF R E D F TIX LEBNC 1 B2 D B, #HEFFREOBEGHIZIT 2~3 »
A1 EZD EI, MG Y F U AREOUERFICIESE b7 7ED 251 L 72
MO L, ds, MIE) FULREZ R SELHRE (BRFEXOKSE
BEARR, BKAZREZ LT VIREE, FERA T v FYEER SR A O M iR kL
FA R T AREED & D HEAN OO E) R EBEOYHPER 1R b DA
X MiEY FULREAREST S L&,

7.1 M5 U F 7 DR 1.5mEq/L 28 2 7= & IR EHRIER OB 2 012470,
LTS U O E UIREFEONEAZIT O 2 &,

72 MY F U LREDS 2.0mBq/L 72 & SITmERGICI T HELE T
ZERHLOT, WEXIIRESTLZ &, [85 2], [9.1.3 2], [922 &
M1, [9.8 ], [102 M, [11.1.1 &)

) WA ERS Lz & & OEFIREICB T 2 RE T RpEEo = L,
BEORKHIHEE O T, BEBHO/NSWREETHY | MPREDT=421 7
WL TWD, — AN &G R OWR B 5B RE & 72 5,

Wb~ D TEhm SATAEAR L T D ATREME D & 5 L VEICITi G- Lian 2 L i RBR (T > b -

5 ~ U R) THRFBAEMN, 72t b CTOBEEOIRBURE OB #@E ST
%o WEMRARHI O LTI, MERNCME Y FU MREORE LR ZEZT &
yRY SR

2 R

JEAE A X, Thkhw - 23w 2 x5 & U738 B e S 12\, =Rl SKAIR,
AEFEFME OB FE TR S A EHEEM Y —x > 77 v—7 (BLF, TWG)) Z&E L. E
B ERAF IR v 2 — DR & SR o — IR SN E RS A T - B L i - AL
I~ DEFK GG IZEE U TH A2 SCEUET 2 HEE T 2 B 21T > T\ 5,

WG 1%, Al S FHIZIB W T, BRSO, WG 12X U TR B O fRRR 2 /iy 2
T HEEENEH I NZKEE Y 77 A (Lithium carbonate) (LA T, [AIE ) OIRACEITHOWT,
TR IR 2 W B 22 F Atk D & v 7 & ET L7z,

(BB T 7 & & iT]

AFT, MAES 7 IHEEE T, R TRE S TICBIE» GRS 5720, AFED
FIREILBRDO Y F U LY VT T AOEBEZITH(1), £, FURIREEEIR TE /] FF R IR
RETLIESE, BHERERREE . 2R, W baERR, BAEREREE ., T W AR EOFEEM L. PEIEH
EAELTRY ., S e R E 2 595, MR o E#iERRIE, 0.3~12mEq/L /e L

2



0.5~1.0mEq/L & T 5(2,3),

DBAE & 3]

BRRIE X, 19 DRCHKE QOGRS E T 28> >y — K&, BEREKOESG L
TESEINZ R & T 0Byl vy — N2 ET5RETH D, B/BEBRTEY — N TIE, [an
B DORHEINCES L, BB E 35BN E 25, Zoftl, ABELLOBRRCEARME, HEIRAR
RKoWD, L, Blash, EEBE, BERMMEOIREIORIMN FEEm), B 72T, H®
BIDOWT D) RERREERD L, HHHOT Y — RTlE, ZAbRME SN, FEAE 1 H
FLAZEAEEROM S SRS, BRELIIEOORRZ I E T2 RETH D, HAMERLL
JREEEL, P RE N OET, AR CUTER) . ARROBEGE (L7218 8) . (KEORD (-
XN . AIERE. BRI EEED H4),

PRIEIL, B — eI DY — Kb TRl By — Kooz Y
— b7 MANZRBIE NS, LARNE, B D N5, AURMEREE & FHE T2y, 2023 07
AV TRERESRET X DR B OB it~ = = 71 (DSM-5-TR) H AZERRANFAT S L7 BE.
DSM-5-TR D#pi4s & FEEDFFRIZDONT] LW ) FEIZIBW T, 4 O disorder %, disability D F
RELTAS DI TND TREE] Tided, HEl LTI L E0HEHE D BARGERD TR
PERESE | v 6 DRRRIE | (ZEEIZ/2572(5),

2002~2006 FIZ 11 M [ETIT o7z SR PR IR RN I JAuE, PUUE T8, SUE T8 oo A=
FEARRIL, 178 0.6%, 07 04%TH-72(6), ZOREIIFHALEENTEY ., BHAOARESR
FERIT T 0.08%, A 0.13% & liE 2 & T02% Th o7z, 2013~2015 FI2 30 S 7= R#
Th, BADEEAFHERT, 1/ - IHEDET02%7E>72(7), HIEOHFHETIL., BARICBITS
BURRIE D AETEA R RIL 0.6% & . ZHETOME Y BWAIRRMHEE SN TV 5S(8),

PEZEZONT, WL ODDIFFETIIMEAEN N E WA LT 503, BIECTRME 1 8L, ik
PRIE DAL DOEIG N ENETHHE L & 5(3,6),

FEIE ORI, EREHA T 10 58 ~20 BEARET: & STV 5 (6),

PRRIE 2 A4 25 BE 1L, BRRECORMBEITENC L0, LR, BES, [Baal, Bx tanin
BAERZDZERMBNTND, 2 DRETIE, B PFE LOREEZE LTIV, o, Wi
JEIX, HMEEOT TR AZAENE, —RADD 20~30 (5OAZRETHL LSO TS
(9), A THZICEALTYH, BIEDIETRIT LA DTS T2FICESZ ERRESNTND
(10),

I

Iy

DRAEIC 351 5 (kY T L OS]
Fe 1 BUIE D IR RERI DI FEEHELE

BriRfE | K LERK (LT alE or REBY FUL) L HUSRIE OO




PRELIN B HARPUREMHIREE andlor K EERE (REBRY F UL (@S or 7EF
HE VX (@)

HERF Y] A
cREBUF UL (ERH) or 7ENIFXF o TIVET T Y —bor 7 2FTE
v GEISAN) or 2NV alie (GEISA:)

DF FR

c 7 ZF TR GEISSN +ROEEE (REBYFU L RN or LT
m g GEiGAh))

TSI — L (RSN RS (RERY F U5 (BES)  or A
7l GEiGs)  or 7361\)ﬂ?/)

PHBIE DIERENZ BN TERIE Y F U MMIMEARRIR 2K TH D (11,12), BE—EY—F, #19
DT Y — RBXUHERF O W B8 BPUK L LT b, SEEFEO T, ME—
PHREDIE T & ARATH) (AR, BEX) ZETFEE5 2 &R TVSH(13-15), K
BWTIE, KBV FULEZHANDLZ kf@ﬁ”“it/%%@ﬁ@#%%%f%ékéﬂé%ﬁ
N —EHAAET D,

AAR D DIRERDETA BT A 2 BRIE 2023381 D BR T v — R ORI « J58EIC D
WTC, ORDLEFR L GUREMIREDO ORI, QPUREMRIEREAIRIE, @K ZEHBARILED
WIFNNEZRIRT 5 Z L ZBE L TWDH, A ERBERETORME VI BRENE, O

FBRUIREL TS, JFHRETHWOIRODRZERKE LT, ST ai@h o W Idxg) Fv
LBMEENTWND, 1D DB Y — FOBIRIE - [RFIEIZ OV T, 5 HREUEHREER X
WEITRDZREREOIRRMRE I N, KOZEKE LTRRY F UL #ESN), 7MY T
GEIGAN) DB SN TV, MERRIEICBO T, HAPREL LT, RBY Fo s GEIE .
FERNIF TVET TR, 7 =F7 vy (HEISSN) ., ST efi@g) hY oL
GEISAN) PRESN, PERREL LTk, 72F 7 vy GG LiRBEY F v o GEGAh) %
i v aiEd MUy s GERSY OO 7 ET T — 0 SN EREY FU s GEG
) oo air Y LA GESAN) £RETE N COHEREL LD (F 1),

[ ARRIE & 4T - HHPE]

BRI O 4 FEAE M I TIEHR FTREAE IR B 72 B 7200 1R - HPBE DR LIRS D 2 E %,
WORAE BB SR L7235 A, PERRICHIEY A7 BNEFICEED Z LD bN, HREOFEDZ L
DD DT Y — R T, 80%IEFER 4 BUNIZEL 5(16), 7. [OERSCHEMRIERZ &%
HIRIERE BT B PESIIE R FIET D U 27 BN e H(17), FEBOEIEIT, BERL TR LA
EERERZBSATEELR D D147, BHIERZHELCAZ EDREE LU,



PGIE D LA DIEYRF DOFEFE Y X 7 25l L72AFFEIC K D &0 1R &2 ik LT e et Tl
80% LA EANEFE L CNTe OISR L, HMIRIR 2 ke L T2 ETIE 37% SRV TH > 72
(18), PURIE D LMD PER DFFFE U A 2 Z 7l L7z A Z fRITIZ IV T BRI T RHRIIC S mIR
WA ke L TS PR D PER R RIT 23% TH D . FEMIERE1T DR To D 66% 12 H~
THLNITERNZ EDRENTND(19), FIRTORERY F 7 AOWIRDVERDOHFEZ T LT
LA LTV D A ST S & % (20),

INOOEPGERE 2 72 BT, BE B OIEIRICIW T, SRETREIORE Lo RE &
PES ANFHED B CRERE B 21T O LB H Y . AR S - BAER AR RN A1
TIERR L TV D DREERBZ A0 LTz, SOOI E RO FTREMED & DIEPEm DRI A R @ dw
fad (21) T HIEHEDBEIHEROFIICOWT, K 1-2 MHERICANT 723OFED 6 DD JFHID
B¢ TESRAANZZ 1T, FRE PER NERL (RETER ERER L T TOI 7 7 L
AEATH IR CEEE LT, RAMNCHEEIZIT) ZENEE L) LREEN TS, Fiz,
ACOG CKEERMR AR ES) O A KZ A (22)TiL, Bipolar disorder in pregnancy and
postpartum ideally is treated by psychiatrists or other mental health specialists in collaboration with
obstetric care professionals & OFLHEN B V) | AEHRF 36 L OEERL O BHRMEFEE OIGHRIZIB W T, ke
BHERRA 2 N~ )V ZOEMZERERE L) L TR ZIT O 2B TH D L Sh T
Do

BRRIE DRI BN DR ZEFITIT, k@Y | KRV F UL, A7 el ) o
Ly TERMIFURDHY ., THENLLUT OME BT 5208 « 2R THRB SN TV D,
# 2. [ EEKDZRE - IR ()

BRER D T L Brrids X OB 5 IR OBRKRE

VA=Y Sl RN Bpide L OB 5 S OBRIKRE DR

7E MU F BHBMEPEE BT DR =8 Y — RORIE - FRmii

VT aEF Y T A E PRIEIC ) LTI, IRASCE B RSO IAER LTV D ATREME D B
L AMEICx L CEE R TIERW23)28, SV E TORIFBE AR BV T, D R O IER
FAEY A7 OWMNAHITE Y (24-26), WOHARORAEEBIK T CEMAANY M T AE, &
BRINZBIEOHINC & BE 5 & OoWEQH B d 5,

—J, TERYXUINL, AL REERETORAED 27 LRSS, HAROREICET LY A7
EFIFRESRTW RN, LA L, REBEIEHERRIEICKT T 2 2008 - IR A G T 503, BeREL OO
OWRREIZH T 208 - hREHF LRV E WS L THEABRESLIS3),

F7-. AAROEREERT —ZX—2 (JMDC) D 2012~2024 FEDF —Z TS X | 65 AT D
5



BLD AR OSSR DOUS - FREILVE T b bIREEY F 7 L& S BE SR LA L=, 4
IR ATREAEE DO &PE (15-49 1%) (2RI D IREE U T 0 L O IT NE A TR~ 725048 Tk, WEiR n A= D
etk (15-49 5%) 12BN T 25,345 AL STz,

3000
gender_of_member
5 M e
2000 b
1000 I
= 0 e

I SN I R O I g
. ; g 3 v i b e » > 9 2] ©
FFF PPN

age_calegory

PER K ORI R IR U F 0 D DRLST -BRAEEK

LIEX Y o BHRGED —FRAERI Tid, JAESIIKEE Y F U LAOMKKEA R AT R TH Y | 165 & ki
THZLORRISHTENET 4 v MIREWLEBRLOND, MR GIZHTe-> T, HHRE
EPEEM ABHENBEISEE L, BEA~D Y 271 20 21T > 72 BT, Mg ) F v
LPRERE R EHERET =2 Y V7 T TEHT LS ZEBRAHETH 5, WA OIRMIETH, 20
F O BREMETTOREY F U LDIRPHREIIFR SN TND, T 5O FEHRORDL & FFrH
RITINA, AARHARE SRR O O AR OMRIROBEE B E 2 . A WG IFIAFEDIRMSCEFIC
BT D W IR L TW D ATREMED & 2w N3G LRV 2 & | OEEME O EMEIZ >
WT, BRTDICE-TZ,

235 3CHk

1. Paolo G, Roberto B, Giovanni M & Gabriele S. Lithium in Bipolar Disorder: Optimizing Therapy
Using Prolonged-Release Formulations Drugs R D. 2016 Dec;16(4):293-302.

2. RIEBFEHASH R F 708 V—~A®A ¥ E 2 —7 4 — A;Available from:
https://www.info.pmda.go.jp/go/interview/1/400059 1179017F1056 1 021 1F.pdf

3. BRI ORFERRNEEDIGRATA FIA4 UEERR. KD OWRFERZHREITA T



10.

11.

12.

13.

14.

15.

A L HBRIE. 20231 FEpx

A ARSI e « AARERIR AR S, BEREEZ SO LIz, S0 TG0t rEetED
& DIEPEIG DFLIFRITA R i, FEFAARRFHERS. 2022 25 124 & JIfl Web R4 2
R S https:/fa.kyorin.co.jp/jspn/guideline/kG55-61 s.pdf (777 & A H 2025 4 8 H 12
H)

H AR R A2 B E . DSM-5-TR FEMEREODBIT « fiit~ == 7. ERERE; 2023.

Merikangas KR, Jin R, He J-P, Kessler RC, Lee S, Sampson NA, et al. Prevalence and correlates
of bipolar spectrum disorder in the world mental health survey initiative. Arch Gen Psychiatry.

2011 Mar;68(3):241-51.

Ishikawa H, Kawakami N, Kessler RC, World Mental Health Japan Survey Collaborators. Lifetime
and 12-month prevalence, severity and unmet need for treatment of common mental disorders in
Japan: results from the final dataset of World Mental Health Japan Survey. Epidemiol Psychiatr
Sci. 2016 Jun;25(3):217-29.

Kato T, Baba K, Guo W, Chen Y, Nosaka T. Impact of bipolar disorder on health-related quality of
life and work productivity: Estimates from the national health and wellness survey in Japan. J

Affect Disord. 2021 Dec 1;295:203-14.

Miller JN, Black DW. Bipolar disorder and suicide: A review. Curr Psychiatry Rep. 2020 Jan
18;22(2):6.

Hayes JF, Miles J, Walters K, King M, Osborn DPJ. A systematic review and meta-analysis of
premature mortality in bipolar affective disorder. Acta Psychiatr Scand. 2015 Jun;131(6):417-25.

Alvarez P, Salgado P, Pérez-Sola V. Lithium: The survivor that came from the stars. Bipolar Disord.

2019 Aug;21(5):470-1.

Malhi GS, Bell E, Porter RJ, Boyce P, Mulder R, Hopwood M, et al. Lithium should be borne in
mind: Five key reasons. Aust N Z J Psychiatry. 2020 Jul;54(7):659-63.

Schou M. The effect of prophylactic lithium treatment on mortality and suicidal behavior: a review

for clinicians. J Affect Disord. 1998 Sep;50(2—3):253-9.

Del Matto L, Muscas M, Murru A, Verdolini N, Anmella G, Fico G, et al. Lithium and suicide
prevention in mood disorders and in the general population: A systematic review. Neurosci
Biobehav Rev. 2020 Sep;116:142-53.

Hayes JF, Pitman A, Marston L, Walters K, Geddes JR, King M, et al. Self-harm, unintentional

7



16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

injury, and suicide in bipolar disorder during maintenance mood stabilizer treatment: A UK

population-based electronic health records study. JAMA Psychiatry. 2016 Jun 1;73(6):630-7.

Sharma V, Doobay M, Baczynski C. Bipolar postpartum depression: An update and
recommendations. J Affect Disord. 2017 Sep;219:105-11.

Viguera AC, Tondo L, Koukopoulos AE, Reginaldi D, Lepri B, Baldessarini RJ. Episodes of mood
disorders in 2,252 pregnancies and postpartum periods. Am J Psychiatry. 2011 Nov;168(11):1179—
85.

Viguera AC, Whitfield T, Baldessarini RJ, Newport DJ, Stowe Z, Reminick A, et al. Risk of
recurrence in women with bipolar disorder during pregnancy: prospective study of mood stabilizer

discontinuation. Am J Psychiatry. 2007 Dec;164(12):1817-24; quiz 1923.

Wesseloo R, Kamperman AM, Munk-Olsen T, Pop VIM, Kushner SA, Bergink V. Risk of
postpartum relapse in bipolar disorder and postpartum psychosis: A systematic review and meta-

analysis. Am J Psychiatry. 2016 Feb 1;173(2):117-27.

Fornaro M, Maritan E, Ferranti R, Zaninotto L, Miola A, Anastasia A, et al. Lithium exposure
during pregnancy and the postpartum period: A systematic review and meta-analysis of safety and

efficacy outcomes. Am J Psychiatry. 2020 Jan 1;177(1):76-92.

A ARG « AARERIGR AR 2. BiERELZ G Lz, B0 TG o aErED

b DUEPERS DI A R Fdtiom. #**ﬂﬂffﬁﬂfx%%&m 2022 #5124 % i Web fit, ¥ 1

FEr R A OF £ T2 XBEEE D & D PRI+ 2 7 L a2 72 3 - 7 -Shared decision

making % FEARZE L L T- https://fa.kyorin. co. jp/jspn/guideline/sG7-12_s. pdf
(727EAR 202548 H 12 H)

American College of Obstetricians and Gynecologists’ Committee on Clinical Practice
Guidelines—Obstetrics. Treatment and management of mental health conditions during pregnancy

and postpartum. Obstet Gynecol. 2023;141(6):1262-1288. doi:10.1097/A0G.0000000000005259

HE LR T8 KRN ®. 7 287 v 6 ® 2025 Available from:
https://www.pmda.go.jp/PmdaSearch/iyakuDetail/ResultDataSetPDF/581120 1139004F1096 2
02

Bromley RL, Weston J, Marson AG. Maternal use of antiepileptic agents during pregnancy and
major congenital malformations in children. JAMA. 2017 Nov 7;318(17):1700-1.

Veroniki AA, Cogo E, Rios P, Straus SE, Finkelstein Y, Kealey R, et al. Comparative safety of anti-

epileptic drugs during pregnancy: a systematic review and network meta-analysis of congenital

8



26.

27.

malformations and prenatal outcomes. BMC Med. 2017 May 5;15(1):95.

Blotiere P-O, Raguideau F, Weill A, Elefant E, Perthus I, Goulet V, et al. Risks of 23 specific
malformations associated with prenatal exposure to 10 antiepileptic drugs. Neurology. 2019 Jul

9:93(2):e167-80.

Gentile S. Risks of neurobehavioral teratogenicity associated with prenatal exposure to valproate
monotherapy: a systematic review with regulatory repercussions. CNS Spectr. 2014

Aug;19(4):305-15.



3. BARASCEICR T A EERT

AIIZHOWT, gk CREL BE, MEERCZEIMN) ITBIT 5 ENENORMN CEO LR Z
R L7z,

ZIHWA DR LET N TUITB N T, AW L 3R> TRy, 72720, B R TO
B RIZB N T, BREFOLHFBO Y A7 BNRESN TN D, R, FRREIIIC
1%, FHEA~OEE L L TREARAREEZEZONDGHEICOMEAT RETH D LI Tn5d,

Flo, HIRGBEICY U LMCRE SN ERTIE, BBEBIT LV FULILDEERLL
NOHREMENRD D Z LIZHOWT, FEOEHACETUTOL S RIEEMWENRISNTVD,

KETE. B, DESIUVHFEBOREZELTIAYE—a1 2T 7> MEER (floppy baby
syndrome) NEREINTEHY .. HERET. MFREEERE. 77/ —t. BER. HILRH#. HiE
REREOMF]. FERDIMFIREE (depression) . MRS X VBRIRMVEF SN TS,

EESLUEMNTIE, FERBICRAEEZVLELT D) FILPEOHIES, MF)FHL
BEEICEAHL LT EARRT H5tiE L -5 & (flaccid appearance) 2T HulEEMENTREIN TS,

ST, MESIUEINTIE., BUREAE. PRIEEEES (FRIEBEEEORKREEZS
D) BELCEMBEOEREIZODVTHLERIATIS,

BEOA CRE)

LITHIUM CARBONATE capsules, for oral use / West-Ward Pharmaceuticals Corp.

(1) #4 4, LITHIUM oral solution, for oral use LITHIUM CARBONATE tablets, for oral use

ZIRE - )R | INDICATIONS AND USAGE

Lithium is a mood-stabilizing agent indicated as monotherapy for the treatment of bipolar I
disorder:

- Treatment of acute manic and mixed episodes in patients 7 years and older

- Maintenance treatment in patients 7 years and older
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DOSAGE AND ADMINISTRATION
- Recommended starting dosage for adults and pediatric patients over 30 kg (2.2):
- Tablets or Capsules: 300 mg, three times daily, or
- Oral Solution: 8mEq lithium (5 mL) three times daily
- Recommended starting dosage for pediatric patients 20 to 30 kg (2.2):
- Tablets or Capsules: 300 mg twice daily, or
- Oral Solution: 8mEq (5mL), twice daily
- Obtain serum lithium concentration assay after 3 days, drawn 12 hours after the last oral dose
and regularly until patient is stabilized.

Acute Manic or Mixed Episodes (patients 7 years and older): Titrate to serum lithium
concentrations 0.8 to 1.2 mEq/L (2.2).
- Maintenance Treatment for Bipolar I Disorder (patients 7 years and older): Titrate to serum
lithium concentrations 0.8 to 1 mEq/L (2.2).
- Pre-treatment Screening: Evaluate renal function, vital signs, electrolytes, thyroid function,
concurrent medications, and pregnancy status (2.1).
+ Mild to Moderate Renal Impairment (CLer 30 to 89 mL/min): Start with dosages less than
those for patients with normal renal function, titrate slowly with frequent monitoring (2.5).

- Severe Renal Impairment (CLer<30mL/min): Avoid use of lithium (2.5).

Il ~D
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary:

Lithium may cause harm when administered to a pregnant woman. Early voluntary reports to
international birth registries suggested an increase in cardiovascular malformations, especially
for Ebstein’s anomaly, with first trimester use of lithium. Subsequent case-control and cohort
studies indicate that the increased risk for cardiac malformations is likely to be small; however,
the data are insufficient to establish a drug-associated risk. There are concerns for maternal
and/or neonatal lithium toxicity during late pregnancy and the postpartum period [see Clinical
Considerations]. Published animal developmental and toxicity studies in mice and rats report
an increased incidence of fetal mortality, decreased fetal weight, increased fetal skeletal
abnormalities, and cleft palate (mouse fetuses only) with oral doses of lithium that produced
serum concentrations similar to the human therapeutic range. Other published animal studies
report adverse effects on embryonic implantation in rats after lithium administration. Advise
pregnant women of the potential risk to a fetus. The background risk of major birth defects
and miscarriage for the indicated population(s) is unknown. In the U.S. general population,
the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations:

Dose Adjustments During Pregnancy and the Postpartum Period: If the decision is made to

continue lithium treatment during pregnancy, serum lithium concentrations should be
monitored and the dosage adjusted during pregnancy. Two to three days prior to delivery,
lithium dosage should be decreased or discontinued to reduce the risk of maternal and/or

neonatal toxicity. Lithium may be restarted in the post-partum period at preconception doses in
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medically stable patients as long as serum lithium levels are closely monitored [see Dosage
and Administration (2.4), Warnings and Precautions (5.1)].

Fetal/Neonatal Adverse Reactions: Lithium toxicity may occur in neonates who were exposed

to lithium in late pregnancy. A floppy baby syndrome including neurological, cardiac, and
hepatic abnormalities that are similar to those seen with lithium toxicity in adults have been
observed. Symptoms include hypotonia, respiratory distress syndrome, cyanosis, lethargy,
feeding difficulties, depressed neonatal reflexes, neonatal depression, apnea, and bradycardia.
Monitor neonates and provide supportive care until lithium is excreted and toxic signs
disappear, which may take up to 14 days. Consider fetal echocardiography between 16 and 20
weeks gestation in a woman with first trimester lithium exposure because of the potential
increased risk of cardiac malformations. (Revised: 10/2022) 2025 411 H 7 H7 7 k& &

e O F (FEE)

(2) W4 Camcolit / Essential Pharma Ltd

RIRE - R

1) What Camcolit is and what it is used for Camcolit 400mg controlled release tablets contain lithium
carbonate, which is used to treat and prevent mania or manic depressive illness and recurrent depression
in adults. It is sometimes used to treat other

behavioural disorders.

& - &

3) How to take Camcolit

Always take this medicine exactly as your doctor has told you. Check with your doctor or pharmacist if
you are not sure.

* When starting Camcolit 400mg tablets are usually taken twice a day but when your blood tests are
stable you may be able to take it once a day.

* Your doctor will give you a blood test to tell you how many tablets to take and when to take them.

Your doctor will repeat the blood test regularly whilst you are taking Camcolit.

TG ~D
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4.6 Fertility, pregnancy and lactation

Pregnancy

Lithium therapy should not be used during pregnancy, especially during the first trimester,
unless considered essential. There is epidemiological evidence that it may be harmful to the
foetus in human pregnancy.

Lithium crosses the placental barrier. An increase in cardiac and other abnormalities, especially
Ebstein anomaly, are reported. Therefore, a pre-natal diagnosis such as ultrasound and
electrocardiogram examination is strongly recommended. In certain cases where a severe risk
to the patient could exist if treatment were stopped, lithium has been continued during
pregnancy. Studies in animals have shown reproductive toxicity (see section 5.3).

If it is considered essential to maintain lithium treatment during pregnancy, serum lithium
levels should be closely monitored and measured frequently since renal function changes
gradually during pregnancy and suddenly at parturition. Dosage adjustments are required. It is
recommended that lithium be discontinued shortly before delivery and reinitiated a few days

post-partum.Neonates may show signs of lithium toxicity necessitating fluid therapy in the
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neonatal period. Neonates born with low serum lithium concentrations may have a flaccid

appearance that returns to normal without any treatment. ( Date of revision of the text
26/11/2024) 2025 F 11 A7 H7 7 & X

& AFl CinE)

(3) B4

CARBOLITH / Bausch Health, Canada Inc

RIRE « 2R

1 INDICATIONS

APO-LITHIUM CARBONATE (Lithium Carbonate Capsules) is indicated in:

- the treatment of manic episodes of manic-depressive illness.

Maintenance therapy has been found to be useful in preventing or diminishing the frequency

of subsequent relapses in bipolar manic-depressive patients (with a history of mania).

Hi& - &

4.2 Recommended Dose and Dosage Adjustment

Acute Mania

The therapeutic dose for the treatment of acute mania should be based primarily on the patient's
clinical condition. It must be individualized for each patient according to blood concentrations
and clinical response. The dosage should be adjusted to obtain serum concentrations between
0.8 and 1.2 mEq or mmol/L (in blood samples drawn before the patient has had his first lithium
dose of the day). In properly screened adult patients, with good renal function, the suggested
initial daily dosage for acute mania is 900 to 1800 mg (15 to 20 mg/kg), divided into 3 doses. In
view of the large variability of renal lithium excretion between individuals, it is suggested that
lithium treatment be started at a dose between 600 and 900 mg/day, reaching gradually a level
of 1200 to 1800 mg in 3 divided doses. Depending on the patient's clinical condition, the initial
dosage should be adjusted to produce the desired serum lithium concentration. The weight of

the patient should also influence the choice of the initial dose.

Maintenance Therapy

After the acute manic episode subsides, the dosage should be rapidly reduced to achieve serum
concentrations between 0.6 and 1.0 mEq or mmol/L, since there is evidence at this time of a
decreased tolerance to lithium. The average suggested dosage at this stage is 900 mg/day
(approximately 25 mEq), divided into 3 doses, with a range usually between 500 and 1200
mg/day. If a satisfactory response to antimanic lithium is not obtained in 14 days, consider
discontinuing lithium therapy. When the manic attack is controlled, maintain lithium
administration during the expected duration of the manic phase, since early withdrawal might
lead to relapse. It is essential to maintain clinical supervision of the patient and monitor lithium
concentrations as required during treatment (see 3 SERIOUS WARNINGS AND
PRECAUTIONS BOX).

Once patients are stabilized on a maintenance dose with a multiple dosing schedule, and once
stable therapeutic blood levels are reached, the dosage schedule may be changed to a once
daily dosage administration. The total daily dose, when administered as a single daily dose, may
be approximately 5 to 30% lower than when given in divided doses over the day.

It is essential to maintain clinical supervision of the patient and to monitor serum lithium levels
both when using the divided daily dosage regimen and when transferring to the once daily

administration dosage regimen. In uncomplicated cases receiving maintenance therapy during
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remission, serum lithium levels should be monitored at least every two months. Patients

abnormally sensitive to lithium may exhibit toxic signs at serum levels of 1 to 1.4 mEq/L.

IEbs A~ 7 WARNINGS AND PRECAUTIONS

&5 7.1 Special Populations

7.1.1 Pregnant Women

Data from lithium birth registries suggest an increase in cardiac and other anomalies, especially
Ebstein's anomaly; nephrogenic diabetes insipidus, euthyroid goiter and hypoglycemia have
occurred in infants born to women who took lithium during pregnancy. Therefore, lithium should
not be used during pregnancy or in women of child-bearing potential unless it cannot be
substituted by other appropriate therapy and in the opinion of the health professional the
expected benefits outweigh the possible hazards to the foetus. (Last Revised: November 22,
2023) 2025 11 A7 HT7 7 & XA

RO (FEM)

(4) 54  Lithium carbonate / Aspen Pharmacare Australia Pty Ltd

fha~D 4.6 FERTILITY, PREGNANCY AND LACTATION
5 Use in Pregnancy

Category D of Australian Categorisation Risk of Drug Use in Pregnancy.

Lithium enters the fetal circulation and cases of disturbance of the thyroid function of the
newborn infant have been reported. Available data also indicate that lithium during pregnancy
may cause malformations of the cardiovascular system.Therefore, the potential benefits of
continued administration during pregnancy must be weighed against the possible adverse effects.
If administration of lithium is considered essential and continued during pregnancy, serum
lithium levels must bemonitored closely at routine intervals, particularly at parturition. Babies
showing signs of lithium intoxication may require fluid therapy and they may have a flaccid
appearance which returns to normal without treatment. It is strongly recommended that lithium
be discontinued before a planned pregnancy. (Safety update: 18 September 2024) 2025 4 11 A

THT 7 EA

4. BipREBR

O KRR HFHIFIZ FEhE S L7 A B FE AR T R R

RO I EHRMOEGEHFBRFICERE SN, 7y b, vUVABLOY X EHAWZRO#ES
WL DRI R VO E L2 L 1ICE LT, ERFEMEFTRIITRO LB THD,

T v FERHWERO#EEIZX DA (0, 50, 100, 200 mg/kg/H) TiX, 200 mg/kg BEDFE
iy CORE MG 2 5 5 PICRD b, BB OYERE, FRE, AFRES. ERIR
BIZHB W TR L FHRE L OIS ERITRD Do Tz, SRR 100 mgkg BEOMIRIC
HOFE 1 Bl 25807203, ZOMOB CIIAREE - TRIIIBIE I T, F& 0 13MBkd
DEBLZLTWD, £, NIRRT IIOTHORICENTHRBO b o To, BHREBIZE TIIE
hE OHIMAS 100 mg/kg K TN 200mg/kg #ECTH LN, B RFIIRO bhihoT,
va%%wk%D&ﬁmié%ﬁﬁ%(01m 200, 400 mg/kg/H) TiE, FEM)ORERY

MG &L D283 6T, FIRR O E 2 O WIRFIFT RICB W TH RE TR b

&#oko%E®$ﬁ¢ﬁ\%%ﬁ\Ef%ﬁﬁ_kwfﬁﬁﬁkﬂ%ﬁk@% IEBITRD G
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NWirho e, FERRYEHEUE 100 mg/kg #ECTHEIZZ D 57203, 200 mg/kg & OF 400 mg/kg £ Tl
BELERIIBO LN -T2 00, FEHDIIEBRN TR EZEZL TS, BIEONFET
X, ARBEEE Tl H 508, AMIIE. REAE. WRENRD b, DI R B O B ME M 23
DININOITZN, FEEUFHE 1T R L OMICAEZREITRD bhierote, E0IEH, RIS EHE
SO OB EAHBEYEOBINN A DT, FHE B ILHAE R OBEEFLIRF O X AT R Clid4a <
RBOOLNRPTZ e, WA TIERET 2D EBRL TR, ~ U AEKRITH
TOEEREBITGRO NNl E- T, RBY FU LR~ T ATKH L TRTFBIENZ AT
5 EXEWEEW LR T TV b,

TYXE AR ORGIC L DIERER (0. 25. 50, 70mg/kg/H) Tix. BEEM QKRR
TG L DB A LT, HIRRE O FEFds O WIRAIFT IZ B W T H R G L 28I
oo To, BROVERE, BRE, AR RS JERIEE L ORI W TR GO %
TR0 BRI o T, FYFRGIZEE LIS R, NIB&R OVE RO RE IO biLgn o7,

mE g

@ HA KT A ATHEL U 7= BBt B 55D < AR AR d e R TA

[REE Y T 0 L OEFERAFEIERMEIZ DWW CTIEL, VanDeun 5 212 L0 | BHICHK &% O OECD 4 A
RZ A AZHERL L 7= GLP BB AR 2 W TR e s iv Tl h | ERMLE LTEMAT LU F
U LADIRERIZE Y b OEGEEME AT S S EE T RREEIC OV TOR&ITRB S e
EREERATT TS, E OB E A TRLUCFEHET 5. 7235, Van Deun B O 3 U2 Flfk 41TV 5 OECD
A RTA NCHER L TSN T v b AR AR B MER (OECD TG416) K& UM A FifE
B2 (OECD TG414) O ZFK 2I1CE L DT,

7 v b E AW T AR AR (OECD TG 416) Tl. 5,15 KT 45mg/kg/H (0.95,

29, 8.6 mg Lit/kg/H) ZfA&KE LIk, BEW O —aEiiox3 5 Bt &3 15 mg/ke/H
(2.9 mgLitkg/H) Th o 7o, ATHFEME KOG R 67 2 MM &1 45mg/kg/ B (8.6mgLit/kg/
H) Thotz, EHlis0Z ik, —& L TR (MEMREL) KOER GRIEILE) oBls
Sz, 7w bEAWEREAENRB (OECD TG 414) TiX. 10, 30 X090 mgkg/H (1.9, 5.7
KON 17.1 mgLit/kg/ H) ZfA#eh Uorss, REateicxt4 2 Mkl 30 mg/kg/H (5.7 mg
Lit/kg/H) . FRVEHEEMER QAR k3 2 M ME &1 90 mg/kg/H (17 mg Lit/kg/H) Th o7z,
e D 90 mg/kg/ B Tl B ffe 72 SR MEUBE 23 4 B A, AR FE 13 v°— 2 fi (1.39 mEq lithium/L)
LTz,

AETHSVE R O SREIC BN T, RBY F 7 AOBMERIZRD N oT-, T OEERK
OER R OR T ORIEEN R, AiEEBR L ORE) ~OERE L T » & vz 2 itfE
TEEMERBRICB W TR SN o T2, £72. ZORBR CIIZIEEEICBI§ 2 FEEE0 HBEILENC &
TR b ofz, AR T, BB CERE IR RO 25 &k 2
THETHLRE~OEEBIIRO N olz, LIENR-T, FEDLIZ., TN HA RI4 12
HEPL U 7= B2 AL B CRBREICHA D v 2 BtE 2 5 &l 2T HE T H A A Ikt
TOERENRBDONRN-TZ & Fio, HEEEE IR &4 450~900mg/H & L7=%4 | {KH 60kg
ELT75 ~15mgkg/H (1.4~29 mgLit/kg/H) THDHZ LaBETH L, EHME L TERT
50 FULOBREEICLY v NOERFENE AR A SR 2 ATREMEIC O W T B ORI e
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NI EBRRIB NS &R TV B,

728, Szabodid~ 7 A DFRER T 465mg/kg/ H (88.4 mgLi+/kg/H) OB TRAERM (RIBIEEL
#32.6%) KOMEFEIER (D222 19/121 fetuses) Z 5 LTV 25 23, Van Deun & 21, ZDOH
IR O TN 37%% -7 L0 BRI EEr R BB T 2mHETH 7L LTS,

LRORRERE 2. WG IHEFTE Y A7 12OV TUTFO X I ICELE LT,

ARBFEREORBR TIX, 7 v MEVIZEB W THIEED 1 fl#E S., ~ 7 A TiX 400 mg/kg/ H O
B ERICEB W TIMNIE « WKE « DHR BALNIZb OO, Z OFRAMRE LR & bl L
TR A BERZTRD SR> 72, OECD HA KT A VICHEL L 7= T » b3t
BrclE, MRIREEREMEE (NOAEL) 78 90 mg/kg/H LR%E S, Z DL & OREWIZEIT I
Cmax (¥ 1.39 mEq/L Tt MIIBIF DR LR () 1.2mEq/L) &IZER%E Tho7o, ZDOH
BECIIRIEA R EELETRD N2 -7 2 L0 BEEE THE SN R RO R
BWTEFIERITR D ONRNWZ L Z2RB LTS, —J, RAEICEW TRRIZIIARE N
il 7e & —FEEDBN TR Y . Z2aik (B Cmax,/ b MAEIRK) B+ E X5 0
W, LA L, EREOREREREGHNTHIETT 5 LR ) A7 1RV EE X b,

F 1 AGEHPFEREIC I S T A AR R BR O

() 7 v bERAWTZROEEC X 2 A5 A HERR D

gt (B | Wistar K7 » b (10~14 PL/EE)

¢ 5- 411 MR 9 HhBATHR 14 HET (6 HIED
F b 0. 50, 100, 200 mg/kg/H
Pe B SRR O 5

§E3L7)

o IREBINE] (RGBT 200 me/kg #E
o ATEY, AR O T EIBER O RIRRIFT A - G X DR L

[ 2]
o RIIRE., AR ATREER SR M YR 5L
e L
FE S O v HNERE 100 mg/kg BETHEEE (1 41) WA SITZA, HEMBEMEZ
L

o NERELE AL BIEBIRL
o JERDE OB 100 K& TN 200 mg/kg RE

[ fie 25 ]
¢« HEMW : 100 mg/ke/H
¢+ B " 50mgkg/H
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(2) ~ U RAERWEROEGIC K D AR AR D

ik (B%0) | ICR-ICL B2~ v A (i EUIBAEE 5 13~16 UL/BE, B IRUEE ; 4~5 JL/EE)
¢ 5- 411 R 7 B BAER 12 HET (6 HIED
# FYIBHAE ; 0, 100, 200, 400 mg/kg/H
B i X
B SR IEE ;0. 100, 400 mg/kg/ H
Pe G SRR O 5
§E3L7)
o REHIN, ATE), AMBLK OV EEER O IRAIAT R - MG K D
B L
¢ IEIROMERF, K OE - BRI L DR L
(s 7]
o WRUVRE., BIREL BRI, R MEE  EMREICL R
B
o IEERE  BEEE LREBLRL
o HRNEREE - 400 mg/kg BECHME (161, AZEA QD). Ak (2
s oy Bil) . 200 mg/kg BET A (3 f1)

o SFHESELOEINN 1 200 K O 400 mg/kg Hf

[HAER]

o EIREL MAREFTE, FHRE, BERLR AL R WE
OVER KRG L D272 L (100, 400 mg/kg BE)

¢ BIEFONE, TTEIR SRS T AR B L

[ fi 25 ]
¢ FEMW) : 400 mg/kg/H
¢ B 2100 mg/keg/H
¢ AR : 400 mg/kg/H

() VY FEMORE ARG K L AT R D

I (B0

EAERAAEY Y% 3~4 IL/E)

e 5 IR 8 H2sBIR 16 HE T (9 HIE)
b & 0. 25, 50, 70 mg/kg/H
Be G- SR IR O P
[~ ]
i‘%‘jj\/g . UQ\ H‘I:ID@/\ E\* 4 z ?_2
i g ’ ﬁib N, 478, MBI O Eligds O AIRAIET R« 3B X 55

17




L2

¢

IRIRRTE, FRE AFREE. SRR, YEl - R G L D5
SVRELVE . ERIE . NI YR GICL o L

[ fie 2 ]
FFE K ORI« 70 mg/kg/ H
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*2

OECD 5 A KT A NZHEHL U 7= B Gl AR T s B o 3 2

(1) 7 v b2 HAREGHEEER (Two-generation reproduction toxicity study)

WA K74

OECD 416 Test Guideline under GLP conditions

It (@

Wistar 7 v & (PO H:AX ; 25 PO/M/8E, P1 AR ; 25 PC/M/EE)

P55 1A

PO HEAX : 9@l S F1 VR0l £ ¢ (14 #[)
P1 AR BEFL%Z 0> O ZQEERT 10 B, ZRBECHARI . ARARIARI A, W E R
. F2 HoOBERLE T

5.

e

0. 5. 15, 45mg/kg/H (0, 095, 2.9, 8.6 mg Li+/kg/H)

&
&

&

5.

i
R

sl 455

i B O

ETEBEZ))
—RCIRRE, REIN, BETE KRG IC L DR
IR, R, WIS AR EREREICLD
HEIRAT - BRBIRELR YR 5IC L DB L
s B
> JIFlEE S (oo e VL E ) ¢ 45 mg/kg #E (PO MERE, P1 )
i R LOWE R LRI ORE O EE = FiEEThE &k O
RE) : R HIC L DR L
I BAE AR A T AL
> il GHAeE s k) @ 45 mg/kg B (PO M, P1 /)
> Bl (EREIRANETRAE) 45 mg/kg BE (PO MERE, P1 ff)

L

A

B IR

¢ =

L

L]

[EEh]
A VEIRE, RS, At RO GIC L ER L

L

[ ]
BEy (—ixErE) © 15mg/ke/H (2.9 mg Lit/kg/H)
AGERE A TENE 45 mg/kg/H (8.6 mg Li+/kg/H)
RE - 45 mg/kg/H (8.6 mg Li+/kg/H)

L]

.

.

) 7 v NFREAFENE

#BR (Developmental toxicity study in rats)

WA FT A

OECD 414 Test Guideline under GLP conditions

;i (@

CD (SD) T v b (G8AEFNME 20 T/FE, FXvaxxT 47 A : 3 IL/EF)

2 5 IR 6 BHONBUTHR 19 HE T
B 5 0. 10, 30, 90 mg/kg/H (0, 1.9, 5.7, 17.1 mg Lit/kg/H)
SR vy SRR O &5
(~rEh]
it R DL o (REHIMPNEG, AR 0 90 mg/kg

B IR

¢ 5

FREL BEREL RREE  ERGICEDEERL

19




(s 2]
o RIS, MRIRIRE, MEE, SETRIRE  EMREIC L HRER L
o AR, PIRERE . BRI - BRAR YR GICL OB L

[F¥vaxxT 72 (@MW 0419 A))
¢ Cmax 90mg/kg : 9.65 mg lithium/L (1.39 mEq lithium/L)
30 mg/kg @ 3.59 mg lithium/L (0.52 mEq lithium/L)
10 mg/kg : 1.66 mg lithium/L (0.24 mEq lithium/L)

[ ]
+  BEMW) : 30 mg/kg/H (5.7 mg Li+/kg/H)
¢« H :90mgkg/H (17.1 mg Li+/kg/H)

BN

D PR B 1Zy REBY FULOBEMERBR-IV U X Ty FBROUYRICBITLIRA
PEHAC L DMk, JLEE L ERIR. 1973; 7 (8): 1736-1748.

2) Van Deun, K., Hatch, H., S. Jacobi, S., Kohl, W. Lithium carbonate: Updated reproductive and
developmental toxicity assessment using scientific literature and guideline compliant studies. Toxicology,
2021; 461: 1-16.

3) Szabo, K.T. Teratogenic effect of lithium carbonate in the fetal mouse. Nature, 1970; 225: 73-75.
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5. BRREEAICEET o

A EIIRIZBET 5 AR I RICONWT, VATV T 4 v 7 LEa—&{Tolz, SRR
(21 PubMed % ffi i} L . MeSH (Medical Subject Headings) 72 & OFiHiliEZ & [ET 5 & & $ 12, Mithium |
BLO Tpregnancy) 7o EDHMFESIFH LT, OfFEMRMRREL E L7z, RBAMRKIT, HAD
DIFERBIETA BT A L HRIE 2023 Z HIJE LT, 2021 45 A 4 BICHA S DHRFERITLY
EiSNZbOTHY, TORBABLOFHERICHONWT, YU —F 0 7 7 A —F 2B THM
AEZAT o 7o, FaSCOBPILHE T ATIRFICIKEE ) 77 AOBREL 5 1 T4 BIT iR, o
BREF~OFBIZET 5530 E L, BRAMVEHEIL, HEFELSN O SETEM NS, B FEBRIC
B4 2mC, HEEm X TIERWb DL Lo, MEBRINTRFEIHR 1948 fHZ > R —FI2 LD 5
tEanz ., BRI SEREGH L, 16 48 E LT,

IHIT, YEMBLOHIRPAEEL TWDLZ 2B E X, 2021 45 H 4 A5 2025 423 A 31
HE TICH7ZICAR SN kAR E LT, A5 THRER LOMGEEZ 1TV (R H 2025
£ 3H31H). 4EOERAZBINL, 20 fEAFiH LTz,
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53 44

s
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2, U F U AERRE (n=53) LIEHHARE (n=47) OFERMRIF~
DEE & it LTz Anm & 2k — RMFgE,
FEREFAMWITY F UL 56 vsIEGEERE 3 61 (p=0.840)
HERRHFITY T U LEE 46 (7.5%) vs.FEBRERE 2 1] (4.3%)
(p=0.681)

FERNEITY F o L8 16 (1.9%) vsIEMREERE 161 (2.1%)
(p=1) WITNbAHEEITIRN>T,

4. Robert Bodén et al.Risks of adverse pregnancy and birth outcomes in women treated or not treated

with mood stabilisers for bipolar disorder: population based cohort study BMJ. 2012 Nov

8:345:¢7085.
AR 107 13
M AT = —F DR LT HPER R % FIV T, 2005 4E7> 5 2009

22




FEITHPE LT 2eth o 9 BIRIE & 2 BILA 72 W & du 7 2ot 2 %)
G L Ulc, RIS DN FEETHA S L E R o Y F
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LTWEZ BRI TS,

FRIE D 72 WEE] (331,263 N) 1281 B KA OBEE X 2.0%
THY., VFULHEABICRB T 2 EHEE & ORICHEEZITR
oot (p=0.19),

5. Patorno E et al.Lithium use in pregnancy and the risk of cardiac malformations.
N Engl J Med 2017;376:2245-2254.

ERLETES

663 il

RS
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LITHIUM
Antipsychotic
PREGNANCY RECOMMENDATION: Human Data Suggest Risk

BREASTFEEDING RECOMMENDATION: Limited Human Data—Potential Toxicity

PREGNANCY SUMMARY

:  If possible, lithium should be avoided during preg y, especially during the period of organogenesis. In those cases in which 1st trimester use is unavoidable,
: adequate screening tests, including level IT ult d and fetal echocardi hy (e.g., at 18-20 weeks [1]), should be performed (1-3). Serum levels should be also
monitored. Daily folic acid (5 mg/day) is alse recommended. Use of the drug near term may produce severe toxicity in the newborn, which is usually reversible. The
long-term effects of in utero lithium exposure on postnatal development are unknown but warrant investigation. :
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a) Continuing/discontinuing medications.
Around the time of pregnancy, the risks and benefits
of continuing versus discontinuing treatment
require the most thoughtful judgment and discus-
sion among the patient, the psychiatrist, the obste-
trician, and the father. Specific options include
continuing medication throughout pregnancy, dis-
continuing medications at the beginning of preg-
nancy or before conception, and discontinuing the
medication only for the first trimester.

In clinical decision making, the potental terato-
genic risks of psychotropic medications must be bal-
anced against the risk of no prophylactic treatment,
with the attendant risks of illness (93). Although the
course of bipolar disorder during pregnancy is still
unclear, some evidence suggests that pregnancy does

el : P i
other times (94). However, in patients who have
been stable on a regimen of lithium, the rate of
recurrent mood episodes is clearly increased by
lithtum discontinuation, particularly when discon-
tinuation is abrupt (94). Should the decision be
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c) Prenatal monitoring. Women who choose to
remain on regimens of lithium, valproate, or carba-
mazepine during pregnancy should have maternal
serum O-fetoprotein screening for neural tube
defects before the 20th week of gestation, with
amniocentesis as well as targeted sonography per-
formed for any elevated O-fetoprotein values (105).
Women should also be encouraged to undergo high-
resolution ultrasound examination at 16-18 weeks
gestation to detect cardiac abnormalities in the fetus.
Since hepatic metabolism, renal excretion, and fluid
volume are altered during pregnancy and the perina-
tal period, serum levels of medications should be
monitored and doses adjusted if indicated. At deliv-
ery, the rapid fluid shifts in the mother will
markedly increase lithium levels unless care is taken
to cither lower the lithium dose, ensure hydration,
or both (112). Discontinuing lithium on the day of
delivery is probably not necessary and may be
unwise given the high risk for postpartum mood
episodes and the greater risk of recurrence if lithium
is discontinued in women with bipolar disorder (94,
112).

2) B AR 4P SK PR 422> (International Journal of Neuropsychopharmacology: CINP)

Treatment Guidelines in Bipolar Disorders in adults, 2017 )

v rafgl I "B e NI 258 THRET A RETHDHIN, VT U AL, i
FIZDEHZTEDO U 27 DB K SN2 ENH D0, oA e RED B FHHNIE
ViR H D LEichTnd,

few weeks before delivery (Altshuler and Hendrick, 1996). The
agents with a known teratogenic effect are lithium, valproate,
carbamazepine, and lamotrigine in doses >200 mg/d. Valproate
and carbamazepine should be avoided in any case; continua-
tion of lithium treatment might be justified in selected patients
with their informed consent as the risk of heart malformations
has been overestimated in the past (Burt and Rasgon, 2004;
Yacobi and Ornoy, 2008). Atypical antipsychotics and lamotrig-

(3) Antenatal and postnatal mental health The NICE guideline (2018)®
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Lithium

8.9.1.29 Do not offer lithium?! to women who are planning a pregnancy or pregnant,
unless antipsychotic medication has not been effective. [new 2014]

8.9.1.30 If antipsychotic medication has not been effective and lithium is offered to a
woman who is planning a pregnancy or pregnant, ensure:

e the woman knows that there is a risk of fetal heart malformations
when lithium is taken in the first trimester, but the size of the risk is
uncertain

e the woman knows that lithium levels may be high in breast milk
with a risk of toxicity for the baby

e lithium levels are monitored more frequently throughout
pregnancy and the postnatal period. [new 2014]

8.9.1.31 If a woman taking lithium becomes pregnant, consider stopping the drug
gradually over 4 weeks if she is well. Explain to her that:

e stopping medication may not remove the risk of fetal heart
malformations

e there is a risk of relapse, particularly in the postnatal period, if she
has bipolar disorder. [2014]

8.9.1.32 If a woman taking lithium becomes pregnant and is not well or is at high
risk of relapse, consider:

¢ switching gradually to an antipsychotic or
stopping lithium and restarting it in the second trimester (if the
woman is not planning to breastfeed and her symptoms have
responded better to lithium than to other drugs in the past) or
¢ continuing with lithium if she is at high risk of relapse and an
antipsychotic is unlikely to be effective. [new 2014]

8.9.1.33 If a woman continues taking lithium during pregnancy:

¢ check plasma lithium levels every 4 weeks, then weekly from the
36th week

e adjust the dose to keep plasma lithium levels in the woman’s
therapeutic range

e ensure the woman maintains an adequate fluid balance
ensure the woman gives birth in hospital
ensure monitoring by the obstetric team when labour starts,
including checking plasma lithium levels and fluid balance because
of the risk of dehydration and lithium toxicity

¢ stop lithium during labour and check plasma lithium levels 12
hours after her last dose. [2014]

(4) R s ALERICET 207 F 3y MU — 7 [[FEERMEEE s B E T A

K< A > 2018 Canadian Network for Mood and Anxiety Treatments (CANMAT) and
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International Society for Bipolar Disorders (ISBD) 2018 guidelines for the management of

patients with bipolar disorder *
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TABLE 12 Hierarchical rankings of first and second-line treatments recommended for management of acute mania

Level of evidence by phase of treatment Considerations for treatment selection
Maintenance Acute Maintenance
Acute  Preventionofany  Prevention  Preventionof  Acute Safety Tolerability Safety Tolerability Risk of depressive
mania  mood episode of mania depression depression  concems CONCEMS  CONCEmS: concems swilch
First-line treatments: Monotherapies
| uttiom ® (] [] ® ¢ | - '
Quetiapine [¢] ] @ @ 4] '
Divalproex 0 @ ( b 3 + ¥
ensine * ¢ ¢ ¢ n - v '
Ariplprazole ® & o nd! [ | + - +
Paliperidone 6mg) @ [ & nd! nd. :
Risperidone 6] J f nd. nd. - + + -
Carirazine 2} nd nd. nd. 4] B + - B

EHRFOFERICE L CTiE, 7.13 12 TV F U 2IBR~D Y 27 M@ KEHiSh Tini= 2
ELVHRVIENC Y F U LA EEHT ASAIIRR T a— 2 ST &I THDH ) LI T
WA,

The FDA has not finalized and
published the data for all medications as of completion date of these

Each pregnancy should be closely monitored and appropriate
screening tests (e& foetal ultrasound if lithium is used in the first

guidelines (February 2018), and new data appear to suggest that trimester) should be performed.””® Divalproex should be avoided

risks may have been overestimated for some medications such as during pregnancy due to elevated risk of neural tube defects (up to

T — -
lithium.?** Thus clinicians are strongly advised to use all the current 59%), even higher incidences of other congenital abnormalities, and

data, including the FDA PLLR information if available, in collaboration evidence of striking degrees of neurodevelopmental delay in chil-

with patient and family members to make final treatment decisions. 529-531

dren at 3 years of age and loss of an average of nine 1Q points.
Wherever possible, psychosocial strategies should be preferred

over medications in the first trimester as this period holds the high-

est risk for teratogenicity. When medications are deemed necessary,

preference should be given to monotherapy using the lowest effective

dose.

(5) ENA—ARTVUT « =a—V—TF 2 NEMHFHERZ(The Royal Australian and New

Zealand College of Psychiatrists)Clinical practice guidelines for mood disorders, 2020 '©)
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JEEHIZRB I AR EEDEHNTHRRICE O OHN TS (Recommendation Box 10),

11.2. Age and lifestage considerations (2% [V F 7 AL, EZEOBRE THICADITHL Z
EDVFEHENTND, EELWKOLEHKTH Y | O BRSO LI B BT
RETHD, | VT NIHAEHEEORSZERE L THLAHATHY, VFUAIZE
DR END TR D LMETH- THEETRETH D] LI nTND,

In planning for pregnancy, it is important to aim for opti-
mal mood stability and the use of monotherapy if neces- i L i .
sary. Lithium is the ]grcrcrrcd mood stabiliser (Malhi et al., .‘ihﬂu]d h(.‘ .',I\'mdl:d, Lllh:unl 15 d]\o a U\Cfu[ ]Tll)ud ‘llablh\cr
201::1_1 fmm' 2020d) with dtl:nmn:itmtcd ckl'ﬁcaci\‘ i:m th:: for peripartum disorders and should be given consideration
rophylaxis of postpartum relapse (Bergink et al., 2012; B S , “ep - ! ain a alin:
E\‘cfséim S0 g:” E] A shuulc[i’ g um?i‘dcrcd forwomen  CVERID those women new to lithium therapy. Again, a clini-
with severe BD. Valproate and carbamazepine should be
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