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1956 4F [7 =/ R—)Lm U %3 L) | 1961 4F [7 = ) R—)L 10 5] #RFEL TV D,
EFEFSPI LR E LT, 72 7 8= 10580 226 (7= 2 N—=#10%) . [7= /23— ] F 1)
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Il. 2% (B9 S5IEA

1. BR5E4
(HF 4
Tz ) R LRJF R
7 x ) RN— )L 10%
7 = /) 23— L®FE 30mg
T ) R— 8T Y F L 0.4%
(2)% 4
PHENOBAL®
PHENOBAL® POWDER 10%
PHENOBAL® TABLETS 30mg
PHENOBAL® ELIXIR 0.4%
(3)BFDHE%
T )N EVWIARRTIREE T = ) L E S —VICHR L T D,

2. —fig4
(W & (ff%)
7 x /)N LE X —)L (JAN)
(2% 4 (&%)
Phenobarbital (JAN)
B)RTF L
fEIRAL, S e — VEEFER : barb

3. #HEAX(TRHERX

H

Oy N 0
HsC

NH

ol

4. " FRRULFE
4313 0 C12H12N20s
e 232.24

5. L& (@M% XIFKE
5-Ethyl-5-phenylpyrimidine-2,4,6 (1 H,3H,5H) -trione

6. BR%G. A&, KBS, L5ES
PB
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1. MELENHEE
(1)5448 - 144K
DR S UTAE R E DR TH D,
(2)/BfF M4
NN-TVAF VRN LT I RICHBO THETRT <, =& /7 —)b (95) EIT ' b ACHETRTL, 7 =1
VINZRRETIZ K < AKIZHBRD TERIFIZ < W,
KER(LTF b U T AERITIE T B,

HEARIE (3TC)

pH1.2 1.7mg/mL
pH4.0 1.8mg/mL
pH6.8 2.3mg/mL
K 1.8mg/mL
(3) iR
UG L

@AEtm (DfiER) | Ba. BRER
B 0 175~179°C

(5)EAIREARRE T
pKai : 7.39
pKas : 11.8%
(6)7BLiREK
1) SFREELC BT 5 it
1-7uanr7Xxy 0.40
Vv 1.0
vrmu AL v 3.0
JxF )T —F )L 50

2)

705 pH T 1T 5 B fFR%ED
pH| 4 5 6 7 8 9 10
vrun ALy 19.0 | 115 | 49 | 3.0 | 1.10 | 0.35 | 0.01
VA=S=R: V¥ 36 | 40 | 36 | 2.7 | 0.54 | 0.14 | 0.08
1,220 7Ty 10.1 | 81 | 5.7 | 40 | 1.13 | 0.18 | 0.04
pH 3.4 7.4 12.4
~FH 0.006 | 0.005 | 0.0004
MLz 0.538 | 0.552 | 0.0006
VA=R=2: V2PN 4.16 2.35 0.004
1,220 7Ty 5.26 2.85 | 0.0014
T—F ) 16.4 17.4 0.003
[ e 57.3 52.0 -
TE b - 762 -




. A4 5 HH

() Z DD E 4 RIEE
pH : fF/KRHED pH 1% 5.0~6.0 ThH 5,

*)  Analytical Profiles of Drug Substances 1978;7:359-399, Academic Press
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V. 2H|(ZBHd 51EH

1. &l
(1)FI# D X 3
7z ) =)V FR D HH JRR)
7 x )= 10% : HA
7 x /) /N—)L$E 30mg D REE
Tz )N XL 04% =V F LA
(2)HF D ER R UK
417
HR5E44 iz @ B E & X IZBW» IS
(mm) (mm) (mg)
o SR | B - 2L T
7z ) =L 10% Al S ARE) - 7L DR
7 =/ N—)LEE 30mg FbE SFE) @D S 7L RORFE
70 | 30 | 120
Ly kinean | TUrom | ke - e | b g
B)FAMa— K
7 = ) N— L 30mg : <>P3
@) RF DY
7z ) N—)VFR
KIS AR 18 B 0.0%
18 it 30 57k 0.0%
200 i 11.9%
7z ) N— L 10%
BLEE 34« 18 HikH 0.0%
18 =i 30 57k 0.0%
200 i 7.4%

ZEfA (& TA) 400
7 = ) N—)LEE 30mg
fHE : 4.3kg
Tz )= XL 0.4%
pH : 5.2
2%)E © 9,500mOsm
FEEE 1111
HEEE 2 17.0
TV a— L4 0.60
(5)F Dth
M L
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MADRS GEMERS) DEERVHMA
RFe44 HEhsy AN
7 x ) N— )LJER T /)X —v (A)RE)
H1g AT, REZET LI = AL —F
7z ) N— L 10% Tx )R LEX—L (HR)
100mg
1 gEH HAMEAF, S A aTFr S, BT,
Tz ) N—VEE30mE | 7=/ SR — (AR | AT T YUY SR T L
30mg
1mL )= Uk, FarL s a
7=/ N TS — (AR | = oy B ) rF b LKFY, Hen
T U F L 0.4% 4mg v RTAFRVERFRTT OV, R
B wEL = v
R)EREFNDRE
A Lg
) =
AR
3. ARTBEBENHBEEUVRE
BA=1BAYA
4. 51 @
Y L
5 iBAT HUEEMD H 5 KW
MU ER e L
6. WEIDZEFHTIZHTHLEN
Tz ) N—LFR
[EeE Skl PRI PRI RE mOR
Eii 60 % H TV adE b7 L
RERIEE - JMEL. B, R, AR
7 x ) XN—LE 10%
PRAFGR1F FRATH R BRI HE P
40°C/75%RH 3
75% 7 SR Ik L
=R 60 » H
HERTEE : AME. R | &R, IEHAR
7 = ) N—)LEE 30mg
PRAF4e: PRI PRI RE mOR
40°C/75%RH 6
& » ) PTP A1t
o 12 5 /] IR L
60 » A A
HERIEE - SMEL. BE. R
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Tz )= Y XL 0.4%

PRI PRAFHI TRAFTERE i )
25°CI175%RH 33 H

- R EE A7 L
E=¢i 60 » H

ABRIEE c SMEL SR

. ARERVERROREL
FE L

ChElIEDEBREEELE WEBEEMNEL)
T /) NRN—x ] FL0.4%
[XM2. ZDMDEEER T/ —ILTYXFIIL04%EBRETILRBRERE W

<BE>
Tz ) E R =L AN L RIET V) LIRINT A ERIE L. T o FE Y U FAEET R U A
TAT I fKks T = Sl LIRE REZA M TIRE L, 2% 2 U 28| 3B A ZE 2O T,
HELET DM,

) FH MR B AR i E 2021;C4604-4610, 5F)11EE

a3

7z ) N—)LEE 10% :

R 7=/ 23082 =8 10%) WHRBRIZ LS (R0 30 73 OEHRIT 80% U ETHD)
% 4 : [Al#E%EL 50rpm
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I  ERAN TR R E 15

};ﬁ
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V. B4 25 HA

7 x /) N—)VEE 30mg :

A 7=/ 7ve 2 —)VEE] IwHEBRICE D (Rdho 30 2 OEHFRIT 5% ETH D) .
% : [Al#s%L 50rpm
AR - K (GEMERR) . pH1.2, pH4.0, pH6.8
GINTIE - SRAN TR S B R U

(SOHEETH

0 1 1 L 1 1 1 1 L 1 1 L ]
0 5 10 15 30 45 60 90 120 180 240 300 360

HBRRIE IR (5)

2 AHEE (7 //3—)LEE 30mg)

10.5%% - %
)EENDLELRSS - Q. SEI/EHLEES - BEICHT 51ER
AR ANA

Q8
<TJz/N—)LEEX>
(TR R"T) 100g
<7z /IN—)LER10%>
(TR RT) 100g
500g
<7z //\—)LE 30mg>
(PTP) 100 #& (10 & X 10)
1,000 £ (10 %X 100)
Ofi = 7)) 1,000 %2
<7/ NR—=)LTYFIIL04%>
Ofi = 7)) 500mL

B)FHE=
BA=R AN
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4)BHEOHME
7 = ) N—)VER
THNI=gh R)ZFL v
7 ) N—)LE 10%
TNI=g A R)ZFL v
7 = /) N—)LEE 30mg
PTP: KU ke =/L, 7 I =0 L
W TR (#Bfa) RVzFLrr, &Fxyvr
Tz )= F L 0.4%
W TR (1Bfa) | RV =FLUoHRAR) 7re Loy v

MARRE SN S EME
A RO

12.Z Dt
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V. BRICEd 5

V. ‘aRICEI SIHE

1. EEXIEHR
OFERIE
OF LR ERINREDIEFF
OTANADITLNAFE
BERAKREE (ERITUVNARE, KFEME) |

OB=FMIRRME. HHEDRMAE

2. DEERIIHRICEET HFE
RE I TV

3. RZRUAE

MBERUVBAEDM#EER
ZhEe X3 %h F HER OH &
T /N EX— L LT, BEARA 1 E 30~200mg %
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1. EGHETORTIKR

Phenobarbital #F|iZ. 7AE L F X F—A FUTH TITIOWE 752K RAWE U RE
RS TH A BYTHE Ao a® @r 7 H¥ 224 0% 24 2% hra® KETRTZEIN TV,

(3%Martindale 40th ed. 2020)

FRHETOZRE TR, HELOCHERIUTOLBY TH D,

- Jx/ NILER—ILEE

phenobarbital tablet,
Endo USA, Inc, 202448 1)

i RLAN A
KIE DR SE INDICATIONS AND USAGE
(PHENOBARBITAL- A. Sedative

B. Anticonvulsant — For the treatment of generalized and partial
seizures.

DOSAGE AND ADMINISTRATION

The dose of phenobarbital must be individualized with full
knowledge of its particular characteristics. Factors of consideration
are the patient’s age, weight, and condition.

Sedation’

For sedation, the drug may be administered in single dose of 30 to
120 mg repeated at intervals: frequency will be determined by the
patient’s response. It is generally considered that no more than 400
mg of phenobarbital should be administered during a 24-hour
period.

Adults:
Daytime Sedation: 30 to 120 mg daily in 2 to 3 divided doses.
Oral Hypnotic: 100 to 200 mg.

Anticonvulsant Use — Clinical laboratory reference values should
be used to determine the therapeutic anticonvulsant level of
phenobarbital in the serum. To achieve the blood levels considered
therapeutic in pediatric patients, higher per-kilogram dosages are
generally necessary for phenobarbital and most other
anticonvulsants. In children and infants, phenobarbital at a
loading dose of 15 to 20 mg/kg produces blood levels of about 20
mcg/mL shortly after administration.

Phenobarbital has been used in the treatment and prophylaxis of
febrile seizures. However, it has not been established that
prevention of febrile seizures influences the subsequent
development of epilepsy.

Adults: 60 to 200 mg/day.

Pediatric Patients: 3 to 6 mg/kg/day.

Special Patient Population — Dosage should be reduced in the
elderly or debilitated because these patients may be more sensitive
to barbiturates. Dosage should be reduced for patients with
impaired renal function or hepatic disease.
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(Phenobarbital Accord 15mg
Tablets, Accord Healthcare
Limited, 20234-7H)

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

The treatment and control of all forms of epilepsy, except absence
seizures. Phenobarbital should only be used in the treatment of
febrile convulsions in exceptional circumstances.

4.2 Posology and method of administration

Adults: 60-180mg at night

Child: 5-8mg/kg daily

FElderly: Phenobarbital clearance diminishes in the elderly.
Therefore the dose of phenobarbital is usually lower in elderly
patients.

The dose of phenobarbital should be adjusted to meet the needs of
individual patients. This usually requires plasma concentration of
15 to 40 micrograms/ml (65 to 170 micromoles/litre).

-7/ NILEZ—ILTYXUIL

phenobarbital elixir,
e5 Pharma, LLC, 20234£10H)

ek R A
PNE[N S e INDICATIONS AND USAGE
(PHENOBARBITAL- A. Sedative

B. Anticonvulsant—For the treatment of generalized and partial
seizures.

DOSAGE AND ADMINISTRATION

The dose of phenobarbital must be individualized with full
knowledge of its particular characteristics. Factors of consideration
are the patient’s age, weight, and condition.

Sedation: For sedation, the drug may be administered in single
doses of 30 to 120 mg repeated at intervals; frequency will be
determined by the patient’s response. It is generally considered
that no more than 400 mg of phenobarbital should be administered
during a 24-hour period.

Adults: Daytime Sedation: 30 to 120 mg daily in 2 to 3 divided
doses.

Oral Hypnotic: 100 to 200 mg.

Anticonvulsant Use — Clinical laboratory reference values should
be used to determine the therapeutic anticonvulsant level of
phenobarbital in the serum. To achieve the blood levels considered
therapeutic in pediatric patients, higher per-kilogram dosages are
generally necessary for phenobarbital and most other
anticonvulsants. In pediatric patients and infants, phenobarbital at
a loading dose of 15 to 20 mg/kg produces blood levels of about 20
mcg/mL shortly after administration.

Phenobarbital has been used in the treatment and prophylaxis of
febrile seizures. However, it has not been established that
prevention of febrile seizures influences the subsequent
development of epilepsy.

Adults: 60 to 200 mg/day.

Pediatric Patients: 3 to 6 mg/kg/day.
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Special Patient Population — Dosage should be reduced in the
elderly or debilitated because these patients may be more sensitive
to barbiturates. Dosage should be reduced for patients with
impaired renal function or hepatic disease.

J[EDSPC

(Phenobarbital Thornton & Ross
15mg/5ml Elixir, Thornton & Ross
Ltd, 20214-11H)

4. Clinical particulars

4.1 Therapeutic indications
As an anticonvulsant in the treatment of all forms of epilepsy
except absence seizures.

4.2 Posology and method of administration

Oral

RECOMMENDED DOSE AND DOSAGE SCHEDULE

Usual adult daily dose: 60-200mg phenobarbital taken in 2 or 3
divided portions.

Children: initially 3-6mg per kg body weight per day taken in 2 or
3 divided portions.

AINZ BT 2 AR OZREUTRF, MIEL ORI TO LB Y TH D, ERNOAGERE ORI TAK 24648+

52k,
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2. BB T HEBERIEFR

VEIRICRE S S BNMER (A —R S UTHE)

¥ 2% PO
A=A NZUTHEENE | D Drugs which have caused, are

[((PHENOBARB (PHENOBARBITAL) | suspected to have caused or may be
TABLETS, Arrotex Pharmaceuticals expected to cause, an increased

Pty Ltd, 2024 459 H) incidence of human fetal

(ORION PHENOBARBITAL malformations or irreversible
(PHENOBARBITAL 15MG/5ML) damage. These drugs may also have
ELIXIR, ORION Laboratories Pty adverse pharmacological effects.
Ltd, 2023 4 5 H)I Accompanying texts should be

consulted for further details.

- Jx/NILES—)LEE

Endo USA, Inc, 202448H)

i FLA A
KE O CE WARNINGS

(PHENOBARBITAL- 3. Usage in Pregnancy. Barbiturates can cause fetal damage when
phenobarbital tablet, administered to a pregnant woman. Retrospective, case-controlled

studies have suggested a connection between the maternal
consumption of barbiturates and a higher than expected
incidence of fetal abnormalities. Barbiturates readily cross the
placental barrier and are distributed throughout fetal tissues; the
highest concentrations are found in the placenta, fetal liver, and
brain. Fetal blood levels approach maternal blood levels following
parenteral administration. Withdrawal symptoms occur in infants
born to women who receive barbiturates throughout the last
trimester of pregnancy (see DRUG ABUSE AND DEPENDENCE).
If phenobarbital is used during pregnancy or if the patient
becomes pregnant while taking this drug, the patient should be
apprised of the potential hazard to the fetus.

PRECAUTIONS

Usage in Pregnancy

1. Teratogenic Effects. Pregnancy Category D — See Usage in
Pregnancy under WARNINGS.

2. Nonteratogenic Effects. Reports of infants suffering from long-
term barbiturate exposure in uteroincluded the acute withdrawal

syndrome of seizures and hyperirritability from birth to a delayed
onset of up to 14 days (see DRUG ABUSE AND DEPENDENCE).

Labor and Delivery

Hypnotic doses of barbiturates do not appear to impair uterine
activity significantly during labor. Full anesthetic doses of
barbiturates decrease the force and frequency of uterine
contractions. Administration of sedative-hypnotic barbiturates to
the mother during labor may result in respiratory depression in
the newborn. Premature infants are particularly susceptible to the
depressant effects of barbiturates. If barbiturates are used during
labor and delivery, resuscitation equipment should be available.
Data are not available to evaluate the effect of barbiturates when
forceps delivery or other intervention is necessary or to determine
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the effect of barbiturates on the later growth, development, and
functional maturation of the child.

Nursing Mothers

Caution should be exercised when phenobarbital is administered to
a nursing woman, because small amounts of barbiturates are
excreted in the milk.

Hi[E DSPC

(Phenobarbital Accord 15mg
Tablets, Accord Healthcare
Limited, 202347H)

4. CLINICAL PARTICULARS

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception

Phenobarbital should not be used in women of childbearing
potential unless the potential benefit is judged to outweigh the
risks following careful consideration of alternative suitable
treatment options.

A pregnancy test to rule out pregnancy should be considered prior
to commencing treatment with phenobarbital in women of
childbearing potential.

Women of childbearing potential should use highly effective
contraception during treatment with phenobarbital and for 2 months

after the last dose. Due to enzyme induction, phenobarbital may
result in a failure of the therapeutic effect of oral contraceptive
drugs containing oestrogen and/or progesterone. Women of
childbearing potential should be advised to use other contraceptive
methods while on treatment with phenobarbital, e.g. two
complementary forms of contraception including a barrier method,
oral contraceptive containing higher doses of oestrogen, or a non-
hormonal intrauterine device (see section 4.5).

Women of childbearing potential should be informed of and
understand the risk of potential harm to the foetus associated with
phenobarbital use during pregnancy and the importance of
planning a pregnancy.

Women planning a pregnancy should be advised to consult in
advance with her physician so that specialist medical advice can be
provided and appropriate other treatment options can be discussed
prior to conception and before contraception is discontinued.
Antiepileptic treatment should be reviewed regularly and
especially when a woman is planning to become pregnant.

Women of childbearing potential should be counselled to contact
her doctor immediately if she becomes pregnant or thinks she may
be pregnant while on treatment with phenobarbital.

Pregnancy
Risk related to antiepileptic medicinal products in general

Medical advice regarding the potential risks to a foetus caused by
both seizures and antiepileptic treatment should be given to all
women of childbearing potential taking antiepileptic treatment,
and especially to women planning pregnancy and women who are
pregnant. Antiepileptic treatment should be reviewed regularly
and especially when a woman is planning to become pregnant. In
pregnant women being treated for epilepsy, sudden discontinuation
of antiepileptic drug (AED) therapy should be avoided as this may
lead to breakthrough seizures that could have serious
consequences for the woman and the unborn child. As a general
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principle, monotherapy is preferred for treating epilepsy in
pregnancy whenever possible because therapy with multiple AEDs
appear to be associated with a higher risk of congenital
malformations than monotherapy, depending on the associated
AEDs.

Risk related to phenobarbital

Phenobarbital readily crosses the placenta following oral
administration and is distributed throughout foetal tissue, the
highest concentrations being found in the placenta, foetal liver and
brain.

Phenobarbital therapy in epileptic pregnant women presents a risk
to the foetus in terms of major and minor congenital defects
including congenital craniofacial and cardiac defects, digital
abnormalities and, less commonly, cleft lip and palate. Studies in
women with epilepsy who were exposed to phenobarbital during
pregnancy identified a frequency of major malformations of 6-7% in
their offspring compared to the background rate in the general
population of 2-3%. Studies have found the risk of congenital
malformations following in-utero exposure to phenobarbital to be
dose-dependent, however, no dose has been found to be without
risk. Therefore, the lowest effective dose should be used.

Adverse effects on neurobehavioral development have also been
reported. Studies investigating neurodevelopmental effects of
prenatally administered phenobarbital were mostly small in
numbers; however, significant negative effects on
neurodevelopment and IQ were found following in utero and
postnatal exposure.

Data from a registry study suggest an increase in the risk of
infants born small for gestational age or with reduced body length
to women with epilepsy who were exposed to phenobarbital during
pregnancy compared to women exposed to lamotrigine
monotherapy during pregnancy.

Haemorrhage at birth and addiction are also a risk. Prophylactic
treatment with vitamin K1 for the mother before delivery (as well
as the neonate) is recommended, the neonate should be monitored
for signs of bleeding.

Patients taking phenobarbital should be adequately supplemented
with folic acid before conception and during pregnancy (see section
4.5).

Phenobarbital should not be used during pregnancy unless the
potential benefit is judged to outweigh the risks following
consideration of other suitable treatment options.

If, following re-evaluation of treatment with phenobarbital, no
other treatment option is suitable, the lowest effective dose of
phenobarbital should be used. The woman should be fully informed
of and understand the risks related to the use of phenobarbital
during pregnancy.

When used in the third trimester of pregnancy, withdrawal
symptoms may occur in the neonate, including sedation, hypotonia
and sucking disorder.
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Breast-feeding
Phenobarbital is excreted into breast milk and there is a small risk

of neonatal sedation. Breast-feeding is therefore not advisable.

sz /NILEA—ILTYXI)L

i RN
KE O SCE WARNINGS
(PHENOBARBITAL- 3. Usage in Pregnancy—Barbiturates can cause fetal damage when

phenobarbital elixir,
e5 Pharma, LLC, 20234£10H)

administered to a pregnant woman. Retrospective, case-controlled
studies have suggested a connection between the maternal
consumption of barbiturates and a higher than expected
incidence of fetal abnormalities. Barbiturates readily cross the
placental barrier and are distributed throughout fetal tissues; the
highest concentrations are found in the placenta, fetal liver, and
brain. Fetal blood levels approach maternal blood levels following
parenteral administration.

Withdrawal symptoms occur in infants born to women who
receive barbiturates throughout the last trimester of pregnancy
(see DRUG ABUSE AND DEPENDENCE).

If phenobarbital is used during pregnancy or if the patient
becomes pregnant while taking this drug, the patient should be
apprised of the potential hazard to the fetus.

PRECAUTIONS

Usage in Pregnancy

1. Teratogenic Effects. Pregnancy Category D (see Usage in
Pregnancy under WARNINGS).

2. Nonteratogenic Effects-Reports of infants suffering from long-
term barbiturate exposure in utero included the acute withdrawal

syndrome of seizures and hyperirritability from birth to a delayed
onset of up to 14 days (see DRUG ABUSE AND DEPENDENCE).

Labor and Delivery

Hypnotic doses of barbiturates do not appear to impair uterine
activity significantly during labor. Full anesthetic doses of
barbiturates decrease the force and frequency of uterine
contractions. Administration of sedative-hypnotic barbiturates to
the mother during labor may result in respiratory depression in
the newborn. Premature infants are particularly susceptible to the
depressant effects of barbiturates. If barbiturates are used during
labor and delivery, resuscitation equipment should be available.
Data are not available to evaluate the effect of barbiturates when
forceps delivery or other intervention is necessary or to determine
the effect of barbiturates on the later growth, development, and
functional maturation of the child.

Nursing Mothers

Caution should be exercised when phenobarbital is administered to
a nursing woman, because small amounts of barbiturates are
excreted in the milk.

[ DSPC

(Phenobarbital Thornton & Ross
15mg/5ml Elixir, Thornton & Ross
Ltd, 2021411 4)

4. Clinical particulars

4.6 Pregnancy and lactation

Women of childbearing potential/Contraception
Phenobarbital should not be used in women of childbearing
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potential unless the potential benefit is judged to outweigh the
risks following careful consideration of alternative suitable
treatment options.

A pregnancy test to rule out pregnancy should be considered prior
to commencing treatment with phenobarbital in women of
childbearing potential.

Women of childbearing potential should use highly effective
contraception during treatment with phenobarbital and for 2
months after the last dose. Due to enzyme induction, phenobarbital
may result in a failure of the therapeutic effect of oral
contraceptive drugs containing oestrogen and/or progesterone.
Women of childbearing potential should be advised to use other
contraceptive methods while on treatment with phenobarbital, e.g.
two complementary forms of contraception including a barrier
method, oral contraceptive containing higher doses of estrogen, or a
non-hormonal intrauterine device (see section 4.5).

Women of childbearing potential should be informed of and
understand the risk of potential harm to the foetus associated with
phenobarbital use during pregnancy and the importance of
planning a pregnancy.

Women planning a pregnancy should be advised to consult in
advance with her physician so that specialist medical advice can be
provided and appropriate other treatment options can be discussed
prior to conception and before contraception is discontinued.
Antiepileptic treatment should be reviewed regularly and
especially when a woman is planning to become pregnant.

Women of childbearing potential should be counselled to contact
her doctor immediately if she becomes pregnant or thinks she may
be pregnant while on treatment with phenobarbital.

Pregnancy

Risk related to antiepileptic medicinal products in general
Medical advice regarding the potential risks to a foetus caused by
both seizures and antiepileptic treatment should be given to all
women of childbearing potential taking antiepileptic treatment,
and especially to women planning pregnancy and women who are
pregnant. Antiepileptic treatment should be reviewed regularly
and especially when a woman is planning to become pregnant. In
pregnant women being treated for epilepsy, sudden discontinuation
of antiepileptic drug (AED) therapy should be avoided as this may
lead to seizures that could have serious consequences for the
woman and the unborn child. As a general principle, monotherapy
1s preferred for treating epilepsy in pregnancy whenever possible
because therapy with multiple AEDs appear to be associated with
a higher risk of congenital malformations than monotherapy,
depending on the associated AEDs.

Risks related to phenobarbital

Phenobarbital readily crosses the placenta following oral
administration and is distributed throughout foetal tissue, the
highest concentrations being found in the placenta, foetal liver and
brain. Phenobarbital therapy in epileptic pregnant women presents
a risk to the foetus in-terms of major and minor congenital defects
including congenital craniofacial and cardiac defects, digital
abnormalities and, less commonly, cleft lip and palate. Studies in
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women with epilepsy who were exposed to phenobarbital during
pregnancy identified a frequency of 6-7% in their offspring
compared to the background rate in the general population of 2-3%.
Studies have found the risk of congenital malformations following
in-utero exposure to phenobarbital to be dose-dependent, however
no dose has been found to be without risk. Therefore, the lowest
effective dose should be used. Animal studies (literature data) have
shown reproductive toxicity in rodents (see section 5.3).

Adverse effects on neurobehavioral development have also been
reported. Studies investigating neurodevelopmental effects of
prenatally administered phenobarbital were mostly small in
numbers; however, significant negative effects on
neurodevelopment and IQ were found following in utero and
postnatal exposure.

Data from a registry study suggest an increase in the risk of
infants born small for gestational age or with reduced body length
to women with epilepsy who were exposed to phenobarbital during
pregnancy compared to women exposed to lamotrigine
monotherapy during pregnancy.

Haemorrhage at birth and addiction are also a risk. Prophylactic
treatment with vitamin K1 for the mother before delivery (as well
as the neonate) is recommended, the neonate should be monitored
for signs of bleeding.

Patients taking phenobarbital should be adequately supplemented
with folic acid before conception and during pregnancy (see section
4.5).

Breast-Feeding

Phenobarbital is excreted into breast milk and there is a small risk
of neonatal sedation and methaemoglobinaemia in nursing infants.
Breast-feeding is therefore not advisable.

4.8 Undesirable effects

Pregnancy, puerperium and perinatal conditions

Neonatal sedation, neonatal drug dependence and withdrawal
syndrome, neonatal bleeding due to vitamin K deficiency.
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phenobarbital tablet,
Endo USA, Inc, 2024 45 8 H)

i RN
KE O SCE WARNINGS
(PHENOBARBITAL- 4. Usage in Pediatric Patients. Phenobarbital has been reported to

be associated with cognitive deficits in children taking it for
complicated febrile seizures.

PRECAUTIONS

General

In some persons, especially children, barbiturates repeatedly
produce excitement rather than depression.

ADVERSE REACTIONS
CNS Depression —Irritability and hyperactivity can occur in
children.

gi[E > SPC

(Phenobarbital Accord 15mg
Tablets, Accord Healthcare
Limited, 2023 4= 7 A)

4. CLINICAL PARTICULARS

4.4 Special warnings and precautions for use
Care should be used in the following situations:
* Young, debilitated or senile patients

4.8 Undesirable effects
* Nervous system disorders: hyperactivity, behavioural
disturbances in children, ataxia, nystagmus.

-7/ NILEZ—ILTYFIL

phenobarbital elixir,
e5 Pharma, LLC, 2023 & 10 H)

HH i FLEN A
KE OWRATSH WARNINGS
(PHENOBARBITAL- 4. Usage in Children —Phenobarbital has been reported to be

associated with cognitive deficits in children taking it for complicated
febrile seizures.

PRECAUTIONS

General

In some persons, especially children, barbiturates repeatedly produce
excitement rather than depression.

ADVERSE REACTIONS
CNS Depression —Irritability and hyperactivity can occur in children.

Je[E D SPC

(Phenobarbital Thornton &
Ross 15mg/5ml Elixir, Thornton
& Ross Ltd, 2021 45 11 H)

4. Clinical particulars

4.3 Contraindications

Contra-indicated in patients with known hypersensitivity to
barbiturates or any other ingredient, with severe respiratory
depression, with severely impaired hepatic or renal function, and in
cases of acute intermittent porphyria. Also in hyperkinetic children.

4.4 Special warnings and precautions for use

Excipient warnings:

This medicine contains 1.6g of alcohol (ethanol) in each 5ml (i.e. up to
21g based on a 65ml dose). The amount in 5ml of this medicine is
equivalent to 39ml beer or 16ml wine (i.e. up to 501ml beer or 208ml
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wine based on a 65ml dose). The alcohol in this preparation is likely
to effect children. These effects include feeling sleepy and change in
behaviour. It may also affect patient's ability to concentrate and take
part in physical activities. The amount of alcohol in this medicine can
affect patient ability to drive or use machines. The amount of alcohol
in this medicine may alter the effects of other medicines. To be taken
into account in pregnant or breast-feeding women, children and high-
risk groups such as patients with liver disease or epilepsy.

A dose of 5ml of this medicine administered to an adult weighing
70kg would result in exposure to 22.9mg/kg of ethanol which may
cause a rise in blood alcohol concentration (BAC) of about
3.85mg/100ml.

Care should be taken when giving to neonates as regular dosing
could result in alcohol toxicity. Patients are advised to avoid other
sources of alcohol while using this medicine. The concomitant
administration of barbiturates and alcohol may lead to an additive
CNS depressant effect, serious respiratory depression and a lowering
of the lethal dose (see section 4.5).

4.5 Interaction with other medicinal products and other forms of
interaction

* Antibacterials — A marked increase in serious skin reactions has
been seen in children given cefotaxime and phenobarbital.

4.8 Undesirable effects
Psychiatric disorders
aggression and hyperactivity (particularly in children)
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