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QB)FREE
A OANA



Iv. RANCEE4 A

Q)BHBOME
PTP : RV =L, TAI = A0
W T2 (1B | RKUzFLr, SEXy v

MBRRE SN D EMEE
ML

12.Z Dt
M L



V. IBRICBT 5HA

REICEY HIEHE

HEER (TR
BRE & TR S DRDBIKE

2. MREXIFHRICEEST HEE
RES TR

3. HERUHE

(WRERUVHEDORDR
gD F 5 E LT, BATIHEE 1 H 400~600mg X VEIME L, 1 H 2~3 B EREO& 545, Lk 3
H720 L 1B, 1 Hi#E% 1,200mg £ TORBEICHET 5,
WENA LN OITERABE LN 6, HEFFRE 1 Hi@EE 200~800mg @ 1~3 [a143EIf% 1 & 5123~ 5,
¥, i, FERIC KD EEEET D,

QFZRUVHEDRTERZRE - iR
MERR L

4. AERUVAEICEEYT 23E
7. BERUVAZICEET 5FE
WERGICEIOPHELZEZTZENHLOT, HEVHUIHELZHE L L S ITITHERFERREDLET
THEMIC 1 EE® S, MERFEORGHICIE 2~3 » AIC 1 B2 L2, MY F 7 LHEOHERK R
WCHESE N T 7Y 2B LN LERTL 28, b, MIEY TV LAREEZ R IEIER (BFEEW
KOTEREARE, BAKZEZ LT UVIREE, FERAT oA REEERSIRAIS O PR E 52 2 3 mlhetk
W HIEAN OO LHBROYMIERIRD LRDHEAITIE, MiF) F U AREZHEST D Z L,
(1) fi Y F 7 LAEREEADS 1.5mEq/L Z#8 2 7 & E ITREARAEIR OBIZE & + /0 1247V BT U Ol U TR
HEQUEEITH Z &,
(2) i Y F U LAPREEA 2.0mEq/L #8272 & EITMBERGIC L DT HEEZT I EMNH DD T, T
hIEFHZ L,
[8.5, 9.1.3, 9.2.2, 9.8, 10.2, 11.1.1 &&]
) EMERERS L & OEFIREICE T B REm P IRmIRED 2 L, MR E ORRIHEB O H T, ZBo/h
SVEATHY ., MPREDE=2Y L ZIC# LT\ D, IR E R 5RO R EIR G- ERE L 72 5.

5. ERIRRIE
MERT—2 1\ 5r—2
YL
(2)RG PR =R EAER
MERR L
QY HERIGERRAER
MERR L



V. IBERICBET 5 HA

(4)FREERTEEER
1) BMEAREEEER
M ER R L
2) ReMHR
MER R L
(5)BE - IWRERIGER
LR L
(6)BFRHIE
1) EARERE (—REARERE. FECARERE. FRARBLERET) . RERTET —2~A—XHA
E. HERTRERSBONE
ML
2) RRBREFHELTERFEONERIEIER L-HE - ABROBE
YL
(7)Z Dt
SEFE R RS KGRI (C M L 72 B M PL R A 3 e Bl R AR M OV BGR A AE OBGR IZ L T D L B D T
5 3.6~12)

IR g (%) [AoLlE]
ey 76.5 ( 336/ 439)
B 5 D95 D BIR g 71.9 ( 728/1012)
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1. ZEZMICEEH S LEMRITLEME

DEIN L
) REgY F U L EERE ENAKR

EE  BEEO D DAL OMESUTNRE L, RITOEFIRLEEZRT O &,

2. FEIEEH

(WIEREML - 1ERMF

ERtEF -
UF 0 LFHPRARRIZEIT S, /T FUT U ARER, RN AREGR, o b= AEERICEN T,
EDESTAEIRFFIC 2 2 b 01372 ZLOERNEAGINICEE L TERT 2 b0 LHEHIS TV D 19,

R CEMEORBICHT SR

CFTACBTLMANE T IVOHEL Y FULEDORREE L D10,

< BINT 2 o DA EAmHIE

c T RNREOT I URFEAE IR T SN A~O T X VR & MAO (2 X A HEEEINEA
« T AR O FUHHIE A

CTEMET X O IABREEH

- adenylate cyclase X° cycliccAMP 72 EIZ/EH L, 7 X Txtd 2 2 B0 B YEFREIEA

(2)E &R F1T HHBRAIE

FIBEA -

1) BREEHNFIERA
UVF oL~y A (ddY 21) (28T, [\#ED 295 & Y Animex 75T 0.54~2.71mmol/kg/H % 7 HH
JEREPE R G- L2 a . B0 B EBIGENEM 2R3 25, [RESHEE TIImsERN 2 RS 2n2 &
MB . BREHMEERIAEERIC L 2 b O TIERW I ERRB ST 19,

F72. 7 b (Wistar #21) (235 T open-field 14 T H R iEB) & 4 FH EAKFHIIZHNHE] L 7= 19,

2) HEMEYICHNT HiEER

UF U LE~ T A (dAN REE) [ZBWTA X 7 =2 I 285 BREIFIERN, A AT Y D0

TARENL bR KD EEATENCKR LU CTHFER 2R LT 19,
3) BEETHIIHIER

UF o hiZ~v A (ddN R 1238 T, Foot shock!316 ¥ % Isolation!®Z X ¥ 4 U A B4 TEh % L Chf

WIRIERA 278 L, EDso 13454, 1.49, 0.75mmol/kg T -7-,
F7o. v U A (AN R 28T HH# VT U—EH, FIREET » b (Wistar SB#E) | BEREH
v b (Wistar RKE) ORIFATENC KT D 1EMIEE57 - 72 19,
4) S4B R S FI4E A
U F 7 A%, Shuttle Box {EIZ3HBWTT v b (Wistar 2t O GAEEIRER S & OV OS2 145 2 il L 7=
25, WGBS TN L 22 o 72 19,
FE72. Sidman BEAEEREERS TIX, T EARL LR | FEBHAOFEART v b (Wistar SR/4)
O [BI3E S 2 i) L 72 1),
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5) IFLhAIZHT R
VU ADRKEE, X7 TV EX BT ORACRI L, VT AEIFEE A Le o Tz 19,

6) MsthiR1ER
~ 7 ARG 1910 GRS 101238\ T, U F U LOFhE /R IIMmD T 7,

7) BEER - MEMERIER
YU AIBNT, VF U LETF AR S — VOMHRIER Z R L7203, & — VIR~ H R 1 F 134
O THHN o Tz 18),

8) Mk
U F 7 LD R OV 512 X 0 | BERREE T Y OIS RERE S RN RBL L, DL EDOTYX
IEEERIRBE 2 7R L7223, BEIRIZ A D7 hs- 72 17,

9) #HRCERUVEGE
RO ZBAREHE W EBR T, U F U LA AU THREREOMEE E MEZEICB W T, T Y T Ao
F DR ZEAToToh . Z OO R R 22 3EBER X2 o 72 18),

() E AR IR - Fikhem
ZUERR L
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VII. ZE¥EREICET HIEHR

1. MPREEDHR
(1)ABELENGILTEE
ARG Y F U LYREEE 0.3~1.2mEq/L T, JERZER OMERHREIX 0.8mEq/L LA T & STV 5 19,
QFGRABRTHRIBESIN-ILPRE

(R
fERER T IRER Y F T A 200mg & B OG- L7256 0% /8T A — 2 Z LU FICRT 20,
AUC Cmax Tmax T
(mEq * hr/L) (mEq/L) (hr) (hr)
A (n=5) 2.26 0.22 2.6 18
O LRI L

R N B 12 £ IRER Y 7 88 100mg [ 7V ) 2 88L V) —~ AFE 100 2 8 (REEY F L L LT
200mg) . [KEEY F U LEE200mg 707 18EL U —~ AFE 200 1 5% 2 2 Mo 7 v 24— N—E(IC
K VAR O S L T HPLC YA TP RZCIRIRE 2 E L 5 b - mEie N7 2 — % (AUC,
Cmax) 122\ T 90%(EHE K EEC TREHENT 217 > 72 FEH. 10g(0.80)~1og(1.25) DEIFAN TH v . MiA|D
LB R RIS HERR S LT 2D,

(REEY F 7 L8E 100mg [ 7 FH ] )

AUC(0-55n0 Cmax Tmax T
(hr * ng/mL) (ng/mL) (hr) (hr)
IREE Y F 7 LEE
100mgl 7 57| 2.89+0.27 0.25+0.04 1.6t1.2 16.0£2.1
I ——< Z§E 100 2.85*£0.34 0.23+£0.04 1.8%£0.6 15.91+2.2
(Mean+S.D., n=12)
0.30 ) .
O [RER)TF 7 AEE100mgl 74 |
W0z O Y=~ REE100
L 0.0 (Mean+S.D., n=12)
)
F 0.15
Z
o 0.10
K
8  0.05
@
o)
~
£ 000 O .
0 10 20 30 40 50 60
IRFf# (hr)



VIL_ Y @hie 2 B9 5 IH

(fRER Y F 7 LBE 200mg [ 75 H ] )

AUC0-55hmr) Cmax Tmax T
(hr * ng/mL) (ng/mL) (hr) (hr)
IRER Y F 7 LEE
200mg! 7 ¥ F | 2.91+0.35 0.24+0.02 1.5£0.6 14.8+0.8
U ——=< ZEE 200 2.84+0.26 0.22+0.04 1.9+0.7 14.5+0.6
(Mean=*S.D., n=12)
0.30 r ) .
@ KRRV F 7 LEE200mgl 7T |
iR i
& 029 -O-J—=2EE200
L o020 | (Mean=S.D., n=12)
)
F 0.15
7
JE 0.10
%
S 0.05
Q
~
C |
~ 0.00 O !
0 10 20 30 40 50 60
iREfE (hr)

MF TR N AUC, Cmax FD/X7 A —Z %, HERFE ORI (R OLRIREIEL - K% 05
FIFICE > TR D AR D 5,

()=
fIRHE 8~12 Rpfte T, SR Y F U AP FEICBWTE 1.5~2.0mEq/L, EJE Y 77 AH 5 TiE 2.0mEq/L LA
biZn (220, VF U MIRE LRSI ST RE 2R 2,

4EE -HtRENZE
YRR L

. BYRERIINZ A—4
@) iwap>S
BRI L
(2) W% USSR 7€ 3K
HEERR L
QB)EREEEH
EUERR L
@oI75RA
<sE>
REI VT T A
0.35mL/min/kg *
%) BH\SUIE B AR FfGE  2021:C3147-3153, &)1 &L
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B)RMBE
MR L

(6)F Mt
MR L

3. BEE (REaL—ay) @i
(1A S5 35
MR L
(285 A — 5 EHER
MR L

4. )% IR
<BE>
& #5-T 100%BIN S 5%,
THLE L0 IR 6~8 FEf ClZITERITRIN I D 22,
¥) FHN\SERARER/FSE  2021:C3147-3158, BE)IIFEE
5 9% #
(1)1 5% — A B8 P @
<BMT—32>
N ~D Y F 7 LOBATHIIRER TH D, 7 > MIKEEY F 7 A 100mg/kg 1 B G Lz & & ORMNIREIL,
24 FEREIAA IS MR JREE & R LU b | 48 FEREIFE I R L 0 BiECdh - 7= 29,
(2)1fi% — R BR AP @B 1%
BITT %,
<BE>
UF U LNIRERE @R T 5, SERTETY FULRIRHASNTSGE. MARNCBT 2HERME Y 77 4
PRSI RER OME D 60~100%%ZR~7 (FBE) 22,
R)EA~DIBITHE
BT %,
<BE>
FLH U F U AREX, 3EY F U ARED 0.8mEq/L < 5WETIEMIEY F 7 ARE L IXIEFE UEE2 R L
2, IV FULREN ERTLICONMEY) FULREXLY&E (K 1.546) &hotc (BF) 2,
ABEHEA~DIBITIE
BITT %,
<BE>
LML, EREE Y 7 A% R LTz EF (18 ) Ok Y 777 AR IZMTE U 777 AR 0.15~0.28
fETH-o7- 22,
(5)Z DDA DIEITHE
<BE FWYT—4>
7w b (Wistar &) [Z/RkEE Y 7 A 100mg/kg & HEE G925 & FURAR, FEREK, BiE~IESCHICBT
L. MAEE XD HEWREZRT23, KiK. FAA~O U F U7 LAONMITEER T, MARE LRSS LT
FNU T Th otz 229, F72, 5, 12, 19 HEREE Y F 7 A 100mg/kg #RER G L7256, M X0 v
U T U ARRFEDHER SILTIBER L. HOIRIR, B M TH o7z 2829,



VIL_ Y @hie 2 B9 5 IH

TEAERES L7,
X)) HHN\ME AR R E  2021:C3147-3153, BE)IE)L

RO
(1R BHEBLL R R BHR R

<BE>

RFNTZ T 720 22,
QKB5S T 58F (CYPE) OHFiE. F5%

BRI L
RWEEBNROEERUVZTDEE

MER R L
ARBIOEEOEERVEMSL., FELE

MM EE e L

oMt

HEtt BB R MR R
UF U LI, T R, TSRt S 223 KEIIRPICHRE 412 22,

et 3
fEFER N IREE ) F 7 A& HEERR DG L= L &, 200mg TlE 24 R LI &5 80K 60% 23 R I P
Sz 20, 400mg TiE 128 FE £ TICH G0 94.6% D3R T ICHEHE S 47z 29,

Bt R E
RiEY F 7 5 15mEq/H % 12 HIKER OG- T 5 &, 5~6 HHIZU F U AOIS NP E LG H k%
2 BEMIZOTe>TYFULOHRER A LT, UV F U LOISIIFHIEIZ L Y B b 22,

. FSURR—E2—ICBEHT B1EHR
MER R L

. BWFICKLHBRER
R R E AT
<sE>
VFo L0777 A% 15mL/min 22
& EHT
<sE>
MIEH DY F 7 LIE 70~80%NBHTIZ L o> THREZN DN, BT TH, MWL IMER~DY FU L0
PR O 5, UF 7 LAPEIBHRICIT 4~5 BLETH 5 22,
BEEmMEER
<BE>
MEEAE © VT DTEERNTA A AL L TW D208 RIT D720 22,
A F UG - VT AA A EOBFENMELS . BHTH D 22,
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VII. 2% (FERLEDIES) BT 5IEH

ERNBEFTNDER
EIN TR

X IR
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EINBLETDEH

2. B (ROBHIZIFBELLZWNI L)

21 TANAFEORERT OH 5 BHE MEEELHEIEL22LRH 5, ]

22 HEEREBOLLBEE WWREEZHEL, EEROEEREELSISEZTBEARS D, ]
23 VFULORNETEZRZ LT WIREBICH 2 BE [V F U L0REEZ BT I BENRH 5, ]
231 BEEOH LHEHE [9.2.1 ]

2.3.2 EFUIBACREBICH 2 BH

2.3.3 FE BITXIITHEZME O RBOH 5 EE

2.3.4 FHEHIRES

24 GRS SUTEER LTV 2 ATREMED & S 2t [9.5 R

3. MRENIIHMRICEET SR L TDEH
RIES TR

4. BERUVRAEICEET HFELEZTDOEH
'VARZERUVEZICEAEYT 535 &

5. EELERNER L TDER

8. EELEARNMEE

8.1 HE W, RLTHENDHLDONDZ ENHDOT, ARAIF G OBFIZITH B HEOEIRE R A 5 B
HOBBIHERESERVWE > EETDH L,

8.2 WENHLNIZ/R B, TERABE L 20 GHEFFEICHNN T 5 2 &0 BYEROFRBURFITIIARFNZ X 5
MHAPERS E < . BUERAEE 2 EIMAEME T 2,

8.3 fDMIEHIE (T = /) FT7TVUR, TFu7x ) o REHE) LORTIChELRET S5, FEAN
PED/NMIER SUTSEARIBIER Z R -T2 L B HH DT, ZhbOEFZ T2 5A 1388 E2 -5
WATWEEICRG T2 6, [10.2 B3]

8.4 AT Brugada SEMEREICRFEI 2 LEMZE L (HRIHEEE (Vi~Vs) @ coved B ST L&) 238AfE
Bl OWER DD, 7B, TS DB, LS, OEERIMEEN BT 5 2 L3 d
% DT, Brugada BULERINSEEON T EE IR G T HB0E, BRGBZ2EHME T HEMICHET 272 8,
EHEIIERGOAGEHRHTLHZ L,

8.5 BEKRVNZEDFEIEIL, ARG HIZEFROKSEBRERE, BKEZEZ LT VIR, EXAT A K
PEHREFRAIE 20T 25 8STIZ) Ty AP ENBBT L AREMERH L 2 L2 Hoc@i L, 1
DPHIER D & S ON - GEITIXEMOBEEZ TS X5, B854, [7.. 9.1.3, 9.2.2, 9.8,
10.2, 11.1.1 BHE]

8.6 SWERMEE, MEMBR, F 7 —BEEHNHLLND Z LN L0, BHEERE (hhr L7 F
=, MHRFER, WREASOWE) 2175708, BEE 37528, [11.1.5 2]
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8.7 HURIMHEHEIS TIE, FUIRIRENH LoD Z LN H D=, HIRAMSAERA (i TSH., i iEf Ts,
M ERE Ty OWE) Z21T5 728, BEL+m7ITAT) 2 &, [11.1.6 2]

8.8 EIFURIEEE LEIENR H SN D Z LN H DD, MIEH N T AOWEEITH I8 &, BEE 5147
72k, [11.1.7 2]

3

6. HEDERZHTIEFICHT HEE
MEHHE - BEEZEDHLESE
9.1 AHHE - BEEZEOHLEH
911 MICHEMEEDHLHEE
MRREENH b DBENNH S,
912 MEERDBREROHDEE
DEREEEZEEZTBENNH D,
9.1.3 BERUKIERETEDESE
UF T LAORNEREZRZ LT VREBICHY . VF v adHsRIBEhnH 5, [7.. 8.5 2]
9.1.4 FIRIRHEBETTER (FIETEDEE
FORISREIR T2 o T RBEZhR 272, RS TTHEEORZM AR O 2 AREN D 5, FT-.
FUR SRR TIE 2 B S5 BTNl H 5, [11.1.6 BH]
9.1.5 UFILICERLGRZMEE RTES
Mg Y F U LREN 1.5mEq/L UL T CHLHEERN S HDbILD Z ENd D,

BELWNWZ L, UF T ADERNEFREZRI LT WIREBICH D, U T v La0@EEL2ERT HBFN
D, [2.3.1 ]

922 BEEDBREFEOHZIESE
UF U LOERNEFREZEZ LT VIREEICH Y . VF U LAhEEETRBIANH S, [7.. 8.5 5]

QFFHREEE R E

9.3 FFiREEEESE

931 HEEOHSHESE
FEELEEIELIBENLH D,

B W

11

AHEIEREEET 5F
RESH TV

(5)bE %

9.5 TR
PEIR XATHR L T B AR D & 2 I3 G- Lan 2 &, B3 (Z v b -~ U R) TRGIER
M, Fizb N TR ORBUBEE OIS HRE STV, RO LM Tix, %Epnc gV 7
UAREORE FRARI T ERD D, [2.4 BH]
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REIR, DX TR WiEs/e E0 ) F 7 AR EOIREN S Hbiiz L ORENH D 20 (BINEF]) .

(7)MR

9.7 /MR
INREZxtge & U BRI S L TV 22 NBEE IR Eo ittt EF b b & S
NaAFEICOBLEKETHZ L,

(8) =t

9.8 B#E
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[7.. 8.5, 11.1.1 &H&]
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BB E I N D AEEERH 5 7
O, MIEY FULREN EATDEEZ
b,

TN R~E

BEEL, HLRHRER, KRR MRS 2 2T
EDOWEND D,

Bl
a2y RF— L)
[8.3. 11.1.2 &M]

DML, EEOHERINEIER,
DT AXRR YT EIEMED
Syndrome malin, 3F R[4 O IMkEE
EERITEORENDH D,

BFIAHTH 5,

TUOFT L WS
HEREESail

(= FF U~ LA ik
)

[7.. 85, 11.1.1 &#]

TUoUF T NSRRI
FEHUA|
Q=R S R RN 3
[7.. 8.5, 11.1.1 &&]

FERAT v A FIHEHE%ERA
(exy o727 1Y
7 LKFnEE)

[7.. 85, 11.1.1 &#]

VFULREELREIT LORERH
Do

EFIERNT )V R AT v 55U & Ji
L. hU ookt fetEd s 2 Lick
D.BICBT LU F U LOFRINAE
HUCARE SN D FIREMEN & 5 728 LI
VFULRENERTDEEZOND,

FERAT A RHEHERBIRAN T 2 2 Z
TV OEREMEBT S LI L
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NEFETBLEEZLND,

BRI e b= FHED A
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(AR FH I~ A
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LD D,
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THARENRD D,




VI Zeett (B EovEES) ([CBd2IEA

. BlfeR

1. BlEH
WORIWERNH oD I ERH DT, BEE 2TV, BENPRO NG E TG 21925
7o CHEE R EEITY L,

(MEXZEIER & FHEIR

11.11

11.1.2

11.1.3

11.1.4

11.1.5

11.1.6

11.1.7

11.1.8

11.1.9

1.1 EXTENER

) FoLhs (HEAR)

FIHER & UCRAIKT, IRAL MM, NRZEOHLEER, IRk, IR, SEELE O PHXshtiEdk, &
B, EEIGHS OEBRRIER . BB BITEOEFERERTZENH LD T, DX ) ek
MF8D LTS A T, BRI G2 kT 572 Pl B 21T 5 2 &, Teds, PESEITT D &
AMERREEICL D BRERESREAL, 257V NA, S48 —XRERLLNDLZEND D,
WU B AR L, BYYED TRA, L - FERESREOMERE & & B ICHiK. FIURA (v =h— T
T4 ) ) BT 0 ARK oY, ERETEEORE XD Z L, FRANCRIS LRWIEE
OBFEENGED DNDHEA T, MKENT 2T 5 2 &, MRS & 173 25 A 1%, BITRICIET
L2 ) F 0 LRENF EH3T5 2 L8 H DO T, fTHImE Y F 7 LRERIE 24TV E B S84
LN AT, HEOMIRENT EOMY R LELZITH> Z L, [7.. 85, 10.2, 13. ]
EMEIREE (Syndrome malin)  (BEERH)

MR (PURSMRIESE) L OfFIc LY, EHERRER S b Z End 50T, MEHER, 54
FEOFHTRAN, e REE, HIR, MEOES), BITFENFEELL, 2T SRS BN LN D551E.
Beh AR L, RBH, KOMREOSHEHE L LICHEURUEEZTT O 2 &, EBHEEEIZBWT
X, RS (CK L&) ORESRENE 25 2 035, ZOF, SMEBREICELILALL
. tokBlEsiTo b, [10.2 2]

R 2EERRE. SEMRIR GER)

WEPRBDOONTHEEIE, 52 PIETHZ L,

BHERARAE (BHEEAHT)

2R R T2 EOIERDPIFEL L 72561003, B EIREONER OB 2 +m01IATV . BENRD S
NS aIiE, gE5EERIET 52 &

SMTEE. MEMER. 27 0—UERE (GEEARH)

FEPRD LNTGAEITE, G5 EPIETH52 L, [8.6 2]
FUKIRHEREIE TRE. FKAR% (BHEERBI)

[8.7. 9.1.4 &}#]

BIFKBRBERETTEERE  (BHJE )

(8.8 &[]

RHMAERREK. BEES BHERH)

AP OFBEEARIER  FIRICE S K O A EiESE (MIEET R L. FEEWERSIYEGE (PSD) %4
ITEDDHD) BHOLLNDLZENHLDOT, BELZHHITATV., BENRD ONGAITIE, &
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[LITHOBID (Lithium Carbonate
USP) Extended - Release Tablets
300mg, ANI Pharmaceuticals,
Inc., 2022410 H ]

Hi i ke
KIE DA SCH INDICATIONS

LITHOBID® (lithium carbonate) is indicated in the treatment of
manic episodes of Bipolar Disorder. Bipolar Disorder, Manic
(DSM-1V) is equivalent to Manic Depressive illness, Manic, in the
older DSM-II terminology. LITHOBID® is also indicated as a
maintenance treatment for individuals with a diagnosis of Bipolar
Disorder. Maintenance therapy reduces the frequency of manic
episodes and diminishes the intensity of those episodes which may
occur.

Typical symptoms of mania include pressure of speech, motor
hyperactivity, reduced need for sleep, flight of ideas, grandiosity,
elation, poor judgment, aggressiveness, and possibly hostility.
When given to a patient experiencing a manic episode, lithium may
produce a normalization of symptomatology within 1 to 3 weeks.

DOSAGE AND ADMINISTRATION

Acute Mania

Optimal patient response can usually be established with 1800
mg/day in the following dosages:

ACUTE MANIA
Morning Afternoon | Nighttime
LITHOBID® 3 tabs 3 tabs
Extended-Release Tablets! (900 mg) (900 mg)

1 Can also be administered on 600 mg TID recommended dosing
interval.

Such doses will normally produce an effective serum lithium
concentration ranging between 1.0 and 1.5 mEq/L. Dosage must be
individualized according to serum concentrations and clinical
response. Regular monitoring of the patient's clinical state and of
serum lithium concentrations is necessary. Serum concentrations
should be determined twice per week during the acute phase, and
until the serum concentrations and clinical condition of the patient
have been stabilized.
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Long-Term Control

Desirable serum lithium concentrations are 0.6 to 1.2 mEq/L which
can usually be achieved with 900 to 1200 mg/day. Dosage will vary
from one individual to another, but generally the following dosages
will maintain this concentration:

LONG-TERM CONTROL

Morning Afternoon | Nighttime
LITHOBID® 2 tabs 2 tabs
Extended-Release Tablets! | (600 mg) (600 mg)

1 Can be administered on TID recommended dosing interval up to
1200 mg/day.

Serum lithium concentrations in uncomplicated cases receiving
maintenance therapy during remission should be monitored at
least every two months. Patients abnormally sensitive to lithium
may exhibit toxic signs at serum concentrations of 1.0 to 1.5 mEq/L.
Geriatric patients often respond to reduced dosage, and may exhibit
signs of toxicity at serum concentrations ordinarily tolerated by
other patients. In general, dose selection for an elderly patient
should be cautious, usually starting at the low end of the dosing
range, reflecting the greater frequency of decreased hepatic, renal,
or cardiac function, and of concomitant disease or other drug
therapy.

Important Considerations

+ Blood samples for serum lithium determinations should be drawn
immediately prior to the next dose when lithium concentrations
are relatively stable (i.e., 8 to 12 hours after previous dose). Total
reliance must not be placed on serum concentrations alone.
Accurate patient evaluation requires both clinical and laboratory
analysis.

+ LITHOBID® Extended-Release Tablets must be swallowed whole
and never chewed or crushed.

#[EDSPC

(Lithium Carbonate Essential
Pharma 250 mg film-coated
tablets, Essential Pharma Ltd,
20224°9H)

4.Clinical particulars
4.1 Therapeutic indications

The treatment and prophylaxis of mania, manic-depressive illness
and recurrent depression, and the treatment of aggressive or
self-mutilating behaviour.

4.2 Posology and method of administration

Lithium carbonate has a narrow therapeutic window. The dose
required for treatment must be titrated and adjusted on the basis of
regular monitoring of the serum concentration (see section 4.4).
Lithium therapy should not be initiated unless adequate facilities
for routine monitoring of plasma concentrations are available. On
Initiation of treatment, plasma therapy concentrations should be
measured weekly until stabilisation is achieved, then weekly for
one month and at monthly intervals thereafter.

Additional measurements should be made if signs of lithium
toxicity occur, on dosage alteration, development of significant
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intercurrent disease, signs of manic depressions or depressive
relapse and if significant change in sodium or fluid intake occurs.
More frequent monitoring is required if patients are receiving any
drug treatment that affects renal clearance of lithium e.g. diuretics
and NSAID (see sections 4.4 and 4.5). As bioavailability may vary
between formulations, should a change of preparations be made,
blood levels should be monitored weekly until restabilisation is
achieved.

Toxic symptoms are usually associated with concentrations
exceeding 1.5 mmol/l and levels above 1.5mmol/l should be avoided.
In the event of toxicity, lithium should be withdrawn immediately.

Withdrawal:

If lithium is to be discontinued for other reasons particularly in
cases of high doses, the dose should be reduced gradually over a
suitable period of time, e.g. 2 weeks, to prevent the risk of relapse.

Posology

Lithium carbonate 250 mg tablets are usually administered
according to a twice daily regimen. When lithium levels have
stabilised, a once daily regimen may be preferred.

Acute mania’

Adults: Treatment should be initiated in hospital where regular
monitoring of plasma lithium levels can be conducted. The dosage
of lithium carbonate should be adjusted to produce a plasma
lithium level between 0.6 and 1.0 mmol/l 12 hours after the last
dose. The required plasma lithium level may be achieved in one of
two ways but, whichever is adopted, regular estimations must be
carried out to ensure maintenance of levels within the therapeutic
range. For consistent results it is essential that the blood samples
for plasma lithium estimations are taken 12 hours after the last
dose of lithium.

1. 1,000-1,500 mg of lithium carbonate are administered daily for
the first five days. A blood sample for plasma lithium estimation is
taken 12 hours after the last dose on the fifth day, and the dosage of
lithium carbonate is adjusted to keep the plasma lithium level
within the therapeutic range. Subsequently, regular plasma
lithium estimations must be carried out and, where necessary, the
dosage of lithium carbonate adjusted accordingly. The precise
initial dose of lithium should be decided in the light of the age and
weight of the patient; young patients often require a dose higher
than average and older patients a lower dose.

2. A lithium clearance test is carried out and the initial dosage
calculated from the results. Even when the initial dosage is
calculated in this way, it is still desirable that plasma lithium
levels should be determined at weekly intervals during the first
three weeks of treatment, and any necessary adjustments to dosage
made as a result of the levels actually obtained.

Most of the above applies in the treatment of hypomania as well as
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mania, but the patient (if not too ill) can be started on treatment as
an outpatient provided that facilities for regular plasma lithium
monitoring are available, and assays are initiated within one week.

Prophylaxis of recurrent affective disorders:

Adults: (Including unipolar mania & unipolar depressions and
bipolar manic-depressive illness): A low dose of 300-400 mg of
lithium carbonate can be administered daily for the first seven
days. A blood sample for plasma lithium estimation is then taken
12 hours after the last dose, and the dosage of lithium carbonate is
adjusted to keep the plasma lithium level within the range of
0.4-0.8 mmol/l.

Aggressive and self-mutilating behaviour:

Adults: Dosage is at the lower end of the range for the treatment for
manic depressive illness.

Special Populations
Flderly
Start treatment with a low dose.

Elderly patients often require lower lithium dosage to achieve
therapeutic serum levels. As for prophylaxis above, but 12-hour
lithium levels should be kept in the range of 0.4-0.7 mmol/l as toxic
symptoms are likely with plasma concentrations above 1.0 mmol/l.
Toxic symptoms are more likely at lower concentrations than in the
general population.

Paediatric population

Lithium Carbonate Essential Pharma 250 mg film-coated tablets
should not be used in children.

Method of administration

For oral administration.

KIN BT AR O UTZR. MELOCHEIZLUTO LB TH D, ERNOATEAE ORI TAH 2 -+
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7. BERUHAEZICEET HEE
WERGICEIOTHELZEZTZLBHLDOT, REMWIMELZHE L2 L S ITITMERFENSIREDLE T
WA 1E 2 I, #ERFEORGHITIT 2~3 » HIZ 1 RZ2H LI, Mg Y F 7 L3 E O E R
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Nd HIEANOHHE) LCHFROYHIERDRD HNHHAITIE, MiFY FUAREZHET L &,
(1) M3F U F U ARED 1.5mEq/L 28 2 72 & X IFEARIER OB Z 512470, IS U CE U
REEDWE LTI Z &,
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RET D Z &,
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2. BB HEERIEIFHR
VEWRICEET DBNMER (A —RX S UTHE)

57 2E OB
A=A TV T AU D Drugs which have caused, are suspected
(LITHICARB to have caused or may be expected to

Lithium carbonate, Aspen cause, an increased incidence of human

Pharmacare Australia Pty Ltd, fetal malformations or irreversible

2024 459 ) damage. These drugs may also have
adverse pharmacological effects.
Accompanying texts should be consulted
for further details.

bENR. EMR. IREGFICET HEEHE

Hi i FLACPN A
KIE DA SCH WARNINGS

[LITHOBID (Lithium Carbonate
USP) Extended - Release Tablets
300mg, ANI Pharmaceuticals, Adverse effects on nidation in rats, embryo viability in mice, and
Inc., 20224104 ] metabolism in vitro of rat testis and human spermatozoa have been
attributed to lithium, as have teratogenicity in submammalian
species and cleft palate in mice.

Usage in Pregnancy

In humans, lithium may cause fetal harm when administered to a
pregnant woman. Data from lithium birth registries suggest an
increase in cardiac and other anomalies, especially Ebstein's
anomaly. If this drug is used in women of childbearing potential, or
during pregnancy, or if a patient becomes pregnant while taking
this drug, the patient should be apprised by their physician of the
potential hazard to the fetus.

Usage in Nursing Mothers

Lithium is excreted in human milk. Nursing should not be
undertaken during lithium therapy except in rare and unusual
circumstances where, in the view of the physician, the potential
benefits to the mother outweigh possible hazard to the infant or
neonate. Signs and symptoms of lithium toxicity such as
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hypertonia, hypothermia, cyanosis, and ECG changes have been
reported in some infants and neonates.

PRECAUTIONS
Usage in Pregnancy

See WARNINGS.

Usage in Nursing Mothers

Because of the potential for serious adverse reactions in nursing
infants and neonates from lithium, a decision should be made
whether to discontinue nursing or to discontinue the drug, taking
into account the importance of the drug to the mother (see

WARNINGS).

#[EDSPC

(Lithium Carbonate Essential
Pharma 250 mg film-coated
tablets, Essential Pharma Ltd,
20224°9H)

4.Clinical particulars
4.3 Contraindications

- Breast-feeding.

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 neonatal period. Neonates born with low serum
lithium concentrations may have a flaccid appearance that returns
to normal without any treatment.

Women of child-bearing potential

It is advisable that women treated with lithium should adopt
adequate contraceptive methods. In case of a planned pregnancy, it
is strongly recommended to discontinue lithium therapy.
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Breast-feeding

Since adequate human data on use during lactation and adequate
human reproduction studies are not available and as lithium is
secreted in breast milk, bottle-feeding is recommended (see section
4.3 Contraindications).

Fertility

Studies in animals have shown adverse effects on male fertility (see
section 5.3).

5. Pharmacological properties

5.8 Preclinical safety data

Lithium is teratogenic in rats and mice. In rats, lithium caused a
reduction in fetal weights, numbers of live fetuses, delayed
development of the skeleton and kidney toxicity in newborns at
maternally toxic doses. In male rats, lithium caused morphological
and histological changes in sperm tube epithelium and spermatids
at doses comparable to human dosing, and reduced testicular
weights and sperm production at doses more than 20 times higher
than the human administered dose. The safety margin for these
effects cannot be estimated due to an absence of exposure data.
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USP) Extended - Release Tablets
300mg, ANI Pharmaceuticals,
Inc., 2022410 A ]

H B RN
KE OB SCE WARNINGS
[LITHOBID (Lithium Carbonate Lo
Pediatric Use

Safety and effectiveness in pediatric patients under 12 years of age
have not been determined; its use in these patients is not
recommended.

There has been a report of transient syndrome of acute dystonia
and hyperreflexia occurring in a 15 kg pediatric patient who
ingested 300 mg of lithium carbonate.

PRECAUTIONS
Pediatric Use

Safety and effectiveness in pediatric patients below the age of 12
have not been established (see WARNINGS).

#[EDSPC

(Lithium Carbonate Essential
Pharma 250 mg film-coated
tablets, Essential Pharma Ltd,
20224°9H)

4.Clinical particulars

4.2 Posology and method of administration
Special Populations

Paediatric population

Lithium Carbonate Essential Pharma 250 mg film-coated tablets
should not be used in children.
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