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BEOA CRE)

(1) #44, LITHIUM oral solution, for oral use LITHIUM CARBONATE tablets, for oral use

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

#hee « 2h A | 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).

I b ~D
B

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 A7 7 k& &

e O F (FEE)

(2) #h4  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
k5

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 11 A7 H7 7 & X

& AFl CinE)

(3) #f§h4 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).

& - &

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.

Wb~ 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) 20254 11 A7 HT7 7 & A

RO (FEM)

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

i-ha~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 H
THT 7 EA

4. BipEBR

@O KGR HFHIFIC F2hE S L7 B FE A T R R

RO I EHRMOEGEHFBRFICERE SN, 7y b, vUVABLOY X EHAWZRO#ERS
WL DRI R DO EZ L 1 ICE LT, ERFEHEFTRIITRO LB THD,
T v FEHOWERO#EEGIZ X DA (0, 50, 100, 200 mg/kg/H) TiE, 200 mg/kg BEDFE

) T EIEINBNHEI 2S5 IR0 b hvic, lRIEOVERE, AR, AFh R EhRE

BIZHR W TG L JHRE L OIS ERITRD Do Tz, FAFEEEIT 100 mg/kg BEOMIEIC

HOFE 1 Bl 25807203, ZOMOBE CIIARERE - RIIIBIE I T, F& 0 13MBkd
DEZBLZLTWD, £, NIRRT IO THORICEBNTHRBO b o To, BHREBIZE TIIE
WirE OEEINAHS 100 mg/kg K TN 200mg/kg £ TH LN, BHEFITRD bR o7,

~ A EHAWEROREIC X DHREREE (0, 100, 200, 400 mg/ke/H) TiE, REEhOKRERY
WP 5 LD BT A BT, FIREEO EE RO AIRAFT ICB W TH BEITRD b
otz MBRONLRE, FRE, AFREEICI O TR G & PR L ORICZEZRITERO 6
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NWirho o, FERRYEHEUE 100 mg/kg #ECTHEIZZ D 57223, 200 mg/kg & OF 400 mg/kg £ Tl
BELERIIBO LN -T2 800, FEHDIIBEN TR EZEZL TS, BIRONFRER
X, ARBEEE Tl H 508, AMIMIE., REHE. WRENRD v, D0 EA B OB AME M 23
DI OITZN, FEEUFHE IR R L OMICAEREITRD bhienote, EDIEH, MBIICEHE
SO OB EAHBENYEOBINN A DTy, FHE B IXHAE R OBEFLIRF O X AT R Cid4a <
RBOOLNRPTZ e, WA TIERET 2D EBRL TR, v U ZEKRITH
TOEEREBITGRO NIRRTz, E- T, RBY FU LR~ T ATKH L TRTFBIENZ AT
5 EXEWEEW LR T TV b,
THXERNROKEGIC L DMEERER (0, 25, 50, 70mg/keg/H) TiX, REMOREREINIC
TG L DB A LT, HIRE O FEgds O WIRAIFT IZ B W T H R G L 28R
oo To, BIRONVERE, BRE, AR RS FERIEE L ORI W TR GO %
TR0 BRI o T, FYFRGAIZEE LIS R, NIBKR OVE RO RE IO biLign o7,

I

mE g

@ HA KT A UL U 7= B st B 55D < AR A d Ve A

R ) F 7 A DOAFERE A IOV T, VanDeun 5 22 KV BHEESCHR A OYOECD 4 A
RNZ A NZHERL L 72 GLP BB 2 O TG e S TR0 | EFEMLE LTHEHT2 Y F
U LADOREERIZ XV v SoATEENE A EMEL S & 29 REEMEIC OV TORREITIRIE S e
EREFRATT TS, OB A TRLICFEHET 5. 7235, Van Deun B O 3 U2 Fifk 40TV 5 OECD
A RTA NCHERLL TSN T v b AR AR B MER (OECD TG416) K UM A 7tk
B (OECDTG414) OEAER2I12F LT,

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

2.9, 8.6 mg Lit/kg/H) ZfA&E LIokiR, BEW O —iErEio x4 5 Bt &3 15 mg/kg/H
(2.9 mgLitkg/H) Th o 7o, ATHEME KOG R 6 2 B &1 45mg/kg/ B (8.6mgLit/kg/
H) Thotz, Ml 0Z i, —& LT (MEMmEL) RKOER GRMEILE) o#ls
Sz, 7 v bEAWEREAENRB (OECD TG 414) TiX. 10, 30 X090 mgkg/H (1.9, 5.7
KON 17.1 mgLit/kg/ H) ZfEA#eh UorsS, B ateicxt4 2 ekl 30 mg/kg/H (5.7 mg
Lit/kg/H) . BE R B OMBEAT TR )9 2 MERME & 1T 90 mg/kg/H (17 mg Lit/kg/H) Toh o7z,
e D 90 mg/kg/ B Tl Bffe 72 S MEEUBE 23 4 B Ay, AR IR BE 13 v — 2 fi (1.39 mEq lithium/L)
LTz,

AR E RO AEREIZBWT, KRB F U L0FEERITRD bNehoTe, i BEK
ONER R OR T ORIEE R, AiEEBR L ORE) ~OEREL T » & vz 2 itfE
TEEMERBRICB W TR SN AR o T2, £7-. ZORBR TITZIEEICBE§ 2 FEEE0 HBEILENC &
TR b otz AR T, BB CERE NI CEE RO 25 &k 2
THETHLRE~OZEBIIRO N olz, LIENR-T, FEDLIT, TN HA RT4 12
HEPL U 7= B2 i AL B CRBREIM IS S e 2 Bt 2 5 &l 2T HE T H A A Ikt
TOERENRBDONRN-TZ & Fio, HEEREIR A &4 450~900mg/H & L7- %4 IKH 60kg
ELT75 ~15mgkg/H (1.4~29 mgLit/kg/H) THDHZ La&BETH L, EHMNE L TERT
50 FULOBREICELY v NOERFENE AR E ] SR 2 ATREMEIC O W T B ORI e
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WZ ERE I D T TV D,

725, SzabodiE~ 7 A DFRBR T 465mg/kg/ H (88.4 mgLi+/kg/H) OB TRAERM (RIBIEEL
#32.6%) MOMEFTEIER (0222 19/121 fetuses) Z 5 LTV 2523, Van Deun & 21, Z DO H
BIIRE O TN 37%% T L0 R EErS R BB T 25METH 7L L TWVD,

LRORRERE 2, WG IFERTE Y A7 12OV TUTFO X I ITEL LT,

ARBFEREORBR TIX, 7 v MEVIZB W THIEED 1 fl#E S, ~ 7 A2 TiX 400 mg/kg/ H O
B ERICEB W TIMNIE « WKE « DHER BALNTZb OO, Z OFRAMRE IR & e L
THA A BERZTRD SN0 > 72, OECD HA KT A VICHEL L 72T » b3t
BrclE, MBIRMEEMEE (NOAEL) 728 90 mg/kg/H LR%E S, Z DL & OREIZEIT S I
Cmax (¥ 1.39 mEq/L Tt MIIITF DR LR (9 1.2mEgq/L) &IZER%E Tho72, ZDOH
BECIIRIEA R B ELETRD N2 -7 2 L BEEE THE SN D R KO R EE
BWTEFEIERITR DO ONRNWZ L Z2RB LTS, —J, RAEICBW TR IR E N
il 7e & —FEEDBN TR Y . Z2alk (B Cmax,/ b MAEIRK) B+0I0A0 S X5V
W, L2, ERRORREREGHINHIBT 5 LG ) A7 TRV EE 2 b,

F 1 AGEHPFEREC I S T AR A R BR O 3

(1) 7 v FERAWROEEIC X D AT EFENERR D

gt (B | Wistar 87 v b (10~14 PL/EE)

e 581/ RO AR 14 HE T (6 HIED)
# b5 0. 50, 100, 200 mg/kg/H
Pe G SRR O 5

§E3L7)

o IREBINE] (BRGHIFT) 200 mg/kg #E
o ATEY, AMBLR O T EIBER O RIRAIFT A - R G X DR L

[ 2]
o RIIRE, AR TR SR, M YR 5L
e L
FE S O v HNERE 100 mg/kg BETHEEE (1 41) WA SIT=A, HEMEMEZ
L

o NIEERE  BEEE LREBLRL
o JERYE OB 0 100 KT 200 mg/kg B

[ f 25 ]
¢« HEMW) : 100 mg/keg/H
¢+ B " 50mgkg/H
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(2) v U RAERWER ARG K D AR AR D

ik (B30 | ICR-ICL B2~ v A (i EUIBAEE 5 13~16 UL/BE, HIRUREE ; 4~5 DL/
e 581/ HIRT7 B6ER 12 BHET (6 HRED
# FUIBARE ; 0. 100, 200, 400 mg/kg/H
B ] X
B R IEE ;0. 100, 400 mg/kg/ H
Pe G SRR O 5
§E3L7)
o IREHIN, ATE), AMBLK OV EEER O IRAIAT R - MG K D
Bl
¢ IEIROMERF, K OEE - R L DR L
(e 7]
o WRUVIRE. BIREL BRI, FERRIREL MEHE  EMREICL
Bl
o NIEERE  BEEE LREEBLRL
o HNREE 400 mgkg BECHME (161, AZER QD). Ak (2
5 g Bil) . 200 mg/kg BET A (3 f1)

o FHESELOEIN 1 200 K O 400 mg/kg Hf

[HHAEIR]

o O ERE WAEREG R PR, BERLRRAEA L o, WE
MR YR GIC X DA L (100, 400 mg/kg #)

o HAEFONE, ITTEINR O EE T AR BE L

[ fie 2 ]
¢ FEMW) : 400 mg/kg/H
¢ B 2100 mg/keg/H
¢ HAIR : 400 mg/kg/H

() VY FEMOIRE ARG K L AT R D

e (B0

EAERAGEY Y% 3~4 IL/EF)

e 5811 R 8 HNBiTNE 16 HE T (9 HE)
b & 0. 25, 50, 70 mg/kg/H
P 5% FRRE O P 5
[ RLEh ]
¢ A, ATHED, O T Hlgen 0 WIRAYAT R, « 3K z =
g g fiibu 178h, AMEL L OV FE Eligas O WERRIET AL - e 52 K 5 3
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L2

¢

IRIRIRTE, HRE AFREE. IR, tEl - R EIC L D5
SVRELE . ERRIE . NI BRI R o L

[ e )
KEW ) ORI - 70 mg/kg/ H
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*2

OECD 5 A KT A NZHEHL U 7= BBl AR T s BR O 3 2

(1) 7 v b2 HAREGHEER (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 PO/M/EE)

P55 1]

PO HEAX : 9@l S F1 VR oL E ¢ (14 #R)
P1 AR BEFL%Z 0> O AQEE AT 10 8, ZRBECHART R, ARARIART A, W E R
. F2 HoOBERLE T

5.

B

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

&
&

&

5.

i
%

sl 1 455

i B O

ETEDLZ))
—IRRE, (REHEIN, BEE B H I Lo
IR, R, WIS AR EOEREICLD
HEIRAT « BRBIRELR YR 5IC L DB L
s B
> JIFlEE S (oo e VL E ) ¢ 45 mg/kg B (PO MERE, P1KfE)
o R L O R LR ORE O ER =, fiEEThE &k O
RE) : R HIC L DR L
I BAE AR - A PIT AL
> il GHAeE (L) : 45 mg/kg B (PO M, P1 /)
> Bl (ERETRAETREE) 45 mg/kg BE (PO MERE, P1 f)

L

L

B IR

¢ =

L

L]

[EEh]
A VERE, AR, At RO GIC L ER L

L

[ e ]
BEy (—ixEME) @ 15mg/ke/H (2.9 mg Lit/kg/H)
AR AETENE © 45 mg/kg/H (8.6 mg Li+/kg/H)
HE : 45 mg/kg/H (8.6 mg Li+/kg/H)

.

.

.

) 7 v MNREAFENE

#BR (Developmental toxicity study in rats)

WA FTA

OECD 414 Test Guideline under GLP conditions

;i (@

CD (SD) 7 v b (G&AEFM 20 C/FE, b a7 47 A 3L/RF)

2 51 IR 6 BHOBAUEHR 19 HE T
B 5 0. 10, 30, 90 mg/kg/H (0, 1.9, 5.7, 17.1 mg Lit/kg/H)
SR v SRR O &5
QSTILZ)
it R DO o (REHMINE, BEEEJD 0 90 mg/kg

B IR

¢ 5

PR B RREE  ERGICEDEERL
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(s 2]
o BfERRIRER. MRIRIRE, MEE, SETRIRE  EMREIC L HRER L
o AR, PIRERE . BRI - BRAR YR GICL DB L

[F¥vaxxT 2 (@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)

[fEF ]
o FHEMY : 30 mg/kg/H (5.7 mg Lit+/kg/H)
¢+ & 2 :90mgkg/H (17.1 mg Lit+/kg/H)

BN

1) R Bk 13 R FULOFEMERBR-IV U X, Ty FPBIOUHRITET LN
PG LD MarakBR, JLpE 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. ERARMEHICEET 2

AIEEIIRIZET D ARSI RICONWT, VAT YT 4 v 7 LEa—&{Tolz, SCHER
(213 PubMed % ffi i} L . MeSH (Medical Subject Headings) 72 & OFEfilFEZE[ET 5 & & $ 1T, Mithium |
BELO Tpregnancy) 7o EDHMBGESHOFH L C, WKL E LTz, RBAMRKIT, HAD
OIFFRBEA A KT A U HHIE 2023 2 HEGE LT, 2021 4£ 5 H 4 HIZHA S DHRFERIZLY
EiSNZbDOTHY, TORBERABLOFHERICHONWT, YU —F 0 7 7 A —F 2B THM
REZAT o 7o, G L OBPILAE T GRIEHICIRER Y F 7 L OWEEE % 5 F 72261 DR, o
BREF~OFBIZET 553 E L, BRAMEHEIT, HERELS O SETEM NS, B FERRIC
B4 2mC, HEEm X TIERWb D& Lo, MEBRINTRFEIHR 1948 R R —FI2 L% 5
tEanz, EREAEICESEREGHR L, 16 48 E LT,

IHIT, YEMRBLOHIRINAREL TWDHZ L2 BE X, 2021 45 H 4 A5 2025 43 A 31
HE TICHICAR SNk E 5 & LT, A—&MFTHRELS XOMEEZITV (R H 2025
£ 3 H31 ). 41FOTERE BN L, FF 20 A FEH L7,
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1. Orna Diav-Citrin et.al. Pregnancy outcome following in utero exposure to lithium: a

prospective, comparative, observational study. Am J Psychiatry.2014 Jul;171(7):785-94.

AP B

123 f3i

IS

A A7 )L TIS (Teratology Information Services) (2 % HijA] &
Hwoﬂ%%13¥%’U%7A THRER U7 ikid oo I 123 firp
8 B, FEMEAT A (iR U 7= s o i 711 B 19 Bl e R
KA GERIEMERBERRLS) BNEO LI, BRKAFEIBERIC
HERETRD NIRRT,

ORIZY F U LEETS B, FFRBEFETAHIROONAR
ZEINT w%mt(mﬁ)x7m(mo#m3%%mﬁzﬁ(a)
1.97-26.53) 73, BARHK LR (TRXERE) 2B 5
EAHBEAEITHA L (RR=5.78, 95%CI 0.82-40.65) ,

2. S J Jacobson et al. Prospective multicentre study of pregnancy outcome after lithium exposure

during first trimester. Lancet. 1992 Feb 29;339(8792):530-3.

BRITTE

138

RS

KEEAFTHED 4 S5O TIS ORiAEAIE, (TR 1 = I

UF 0 LMZIEE CFY 927mg/H) Lichilim 138 A& U F o AFE
R AT 148 NDAPERID 5 b LT ENDREZIBWNT 3 il
TRBEFEDHONTEDAEZEITRO NIRRT,

U T MBEBRCBWT, ATHEFEFIO 5 B 1 flice 7 2
A A RABFH BT,

3. Sagué-Vilavella M et al.Obstetric outcomes regarding the use of lithium in pregnant women

with bipolar disorders: a prospective cohort study. Arch Womens Ment Health. 2022

Aug;25(4):729-737

AT 11

53 43

s

ARA DB TR & 52T 7o BURIE O ifhf 100 A % Xk} 5
W2, UF U LERRE (n=53) EIEFERRE (n=47) OFERMRIF~
DR & REt LTz Al & 2k — RMFgE,
SEREFERRITY F U L8 56 vsIERERE 3 41 (p=0.840)
HERRHFITY T U LEE 46 (7.5%) vsFEBRERE 2 1] (4.3%)
(p=0.681)

FERNFIITY F O L8 161 (1.9%) vsFEMRERE 161 (2.1%)
(p=1) WITNbAEEITIRN>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.
ERAGiRAEx 107 13
M A7 = —F DR LT - HPER SR % FIVTL2005 4E70> 5 2009
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FEITHIPE L7 2eth o0 5 BXIRIE & 2 BILA_ER2 W & du 7 2ot 2
G L Ulc, RIS DN FEEISHA S LR o Y F
vAERHY EEL LT,

IEROIEINC Y F o AOFF Z 5 - ktEix 107 ATho, VT
U LERBEORIZENT, 3 (2.8%) IC/ERKFENHE S
Niz, BARACIZ, DAEs 2 61, RETHEMN1HITH -7,
INHEDRD S, — XY F U AT THREMFHRE S OFH
LTWEZ DRI TS,

FIE D 72 WEE] (331,263 N) 1281 B e KA OBEE T 2.0%
THY., VFULHABICRB T 2 EHEE & ORICHEEZITR
o7 (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 1l

RS

KEDAT 4 A ROWEREFRH LI-akst, AN ZHA LT
IRASRIGE & SAL, IEURES 1| =T U F U DD 25T TR
663 il & FEAL 5 RE A b U 72, A7 FE 3R 13 aRR 1.65 (95%CI 1.02-
2.68) L AEREDTRO il HERN O CTIE. 1 H & 600mg
LUF. 600-900mg ORETIIAEZIZA BT, 900mg Zi# 2 T
i L7=#ECTld aRR 3.22 (95%CI 1.47-7.02) LA EENH LI
77

DEBLUS D R KFBIZ OV TIE, aRR 1.22 (95%CI 0.81-
1.84) L HEEITA LN ST,

6. Trine Munk-Olsen et al. Maternal and infant outcomes associated with lithium use in

pregnancy: an international collaborative meta-analysis of six cohort studies. Lancet Psychiatry.

2018 Aug;5(8):644-652.

BROTAIES

621 il

s

TUw—I AV z—T v, BFTH AT H UK, KEK A
TIEESNTZ 6 DD A — FTHOWT A XM 21T > 1228,
BERRES 1 = ) F U LD O H o7 621 il EE = |k
7 — LR & g,

HRRAFFEOFREY 27 L5 L OBE A 5172 (pooled aOR :
1.71, 95%CI : 1.07-2.72),
LEBIZOWNWTIZY 27 EREOBEZXALNRN - T
(pooled aOR : 1.54, 95%CI : 0.64-3.70),
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7. Hastie R et al. Maternal lithium use and the risk of adverse pregnancy and neonatal outcomes:
a Swedish population-based cohort study.BMC Med. 2021 Dec 2;19(1):291.

ERLETES

434 13

RS

AT = —F T 2007 HE~2014 £ DWW, IR 22 BRI A
WRETIISEPE IR 2 HipE U= tEIc 1T A 2 — ML,

Wi R E AT A A 2 7 BIFET A EZ AW TR O U F o
LM & A EEIROBE 2 5, (SRR

U F U LFHAIRECHRRAFE 2L (aRR 1.41,95%C10.90-2.23) &
DOREFE LA BN T,
U F 7 LFHAIRETOAE (aRR 3.17,95% CI11.64-6.13) DU A7
N & O RAH R BTz,

8. Czeizel A et al. Evaluation of drug intake during pregnancy in the Hungarian Case-Control

Surveillance of Congenital Anomalies. Teratology. 1990 Nov;42(5):505-12.

FEA 3125 Case #f (e REFEIR) 110,698 D H B U F 7 LIEGE 4 4]
SHERE (o REE2 L) 21,546 FlD 5 H U F o7 LERE 3
W 1980 £~1987 X TONUH Y —DHREFH L2 N Bk

FEBILZ BE 9~ 2 JiE 1 5F FRATF ST,

A% 1 AELINIZ 2 Sz e REE R o1Z M6 2 Wk o 3R
F ] B B R STz,

S REHE OWETERE, NERE, WHEEICLVITbil, £
DOLFEIIINST LT BRRE M T - 72,

Case Bf 10,698 ffil, =1 b —/L 21,546 T, ZDHH U F
LERBIE~ v F o 7% Case B 4 vs xHHEHE 3 T OR1.3(95%CI
0.22-9.0)Tdh -~ 7=,

9. Breidge B et al. The changing epidemiology of Ebstein’ s anomaly and its relationship with

maternal mental health conditions: a European registry-based study. Cardiol Young. 2017

May;27(4):677-685.

ERITTE

TTAEA IFDIr—A 250 BID 5 H Y F v LRI 0 5]
DEE oY ba— LT s Fl, FEEE= Y ha— LTk 8 4
DY F T LREEHV

RS

BRJN 12 # [E @ 15 @ European Surveillance of Congenital
Anomalies(EUROCAT) D Je R EH BT — # 2 Wi r— 2 =
¥ b —URRSE,

Qe (KPBAR T RE DN 250 IO T T A2 A HFD 5B Y F
7 LOWEGE LTI Do T2,

DR = bu—b 26,184 Bl 5 B, FFLIRE=aY Fr—L
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51,024 ilHF 8 BTV F U ABBREN D o 7= (Fe REF O
2L),

10. Zalzstein E et al. A case-control study on the association between first trimester exposure
to lithium and Ebstein’s anomaly.Am J Cardiol 1990; 65:817-818

BRGTTE

TTAXA RO —A S0 HID H H U F 7 AEREFEIL 0 4]

IS

1971 ££~1988 4E{Z b & o s @ Motherisk |28k STz A ¥
A IR E W & Tz 59 Bl oW TR

TR 1 = OSAMEFR U HONW T, BRI REREN TX
TWEDIX 50 BITHY ., 2D 5B TREBINREEY T 7 LEAf
AL TWEBlEZR o7z,

11. MR Weinstein, et al. The international register of lithium babies. Drug Inf J. 1976 Apr-
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LITHIUM
Antipsychotic
PREGNANCY RECOMMENDATION: Human Data Suggest Risk

BREASTFEEDING RECOMMENDATION: Limited Human Data—Potential Toxicity

PREGNANCY SUMMARY

:  If possible, lithi should be ided 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 also 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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(1) 7 AV WiEES2 (American Psychiatric Association: APA)  Practice guideline for the

treatment of patients with bipolar disorder(Revision), 2003 ©
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Bz 20 M E TITHRE KEEISS T 2 BAME o -7 = T a7 A DR ) —=20 T %
2. a-7= bR T A OMEN B LT2GEIIE, FAKRER & AR E R RE AT O
NETHD] £, @R 16- 18 WEHIZHRIL D= a—fid, FHoMPRELZE=2—LT
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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 RS 0 $K PR 422> (International Journal of Neuropsychopharmacology: CINP)

Treatment Guidelines in Bipolar Disorders in adults, 2017 )

v rafgl N "B e NI 58 THORETARXETHDN, VT U AL,
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YU ENDAREMERH D | Lt STV D,

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)®

(GO A R TRWEE ZRE | IR Z G L T % KM F 73R gR T o etk
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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 D0 7 &3y MU — 7 [[FEEERIRMEEE s SRR E 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

IR OFERICE L TiE, 713 12 TV F o HZIBER~D Y 27 M@ KEHiiS T2
EVHHREVIENC Y U A EEHATASAIIRR T a—2EE T RETH H | LRI 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

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—ARARTVT « =a2—U—TF > NEMHRIERZ(The Royal Australian and New

Zealand College of Psychiatrists)Clinical practice guidelines for mood disorders, 2020 '©)
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11.2. Age and lifestage considerations (2% [V F 7 AL, EZEOHRE THHICADTHD Z
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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
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