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(Hf £
b & b —/L®E 25mg
b & h—/L®E 100mg

2F %
HYDANTOL® TABLETS 25mg
HYDANTOL® TABLETS 100mg

()BT DHEXE
EX =L EWILTRITE F 2 b A UBERICHEL TV D,

2. — k4
(f £ (Fg&%)
Z7xz=hrA2 (JAN)
(2)F #& (@R
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PCAMAE, B X M UFFEK : -toin
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Al K9 296°C (4 fiR)

(5)ERIR B AR R E 80
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(6)7BC iR
1) BFRELEC 30T 2 0Bl fRE (pH 7.0)
A= R= R VTN 25.5
1,2-v7munx iy 24.1
[\ %= 4.3
~F Y 0.02

2) #7272 pH MIZI1T 5 /5 EfRE”

pH| 4 5 6 7 8 9 10
Trun AL 26.0 | 26.0|15.7| 46 | 3.0 | 1.0 | 0.37
VA=E=F: VN 10.1] 99 | 382 | 43 | 20 | 1.0 | 0.56
1,22v7unx& | 135|135 (10.1 | 9.0 | 9.0 | 3.2 | 0.70

pH 3.4 7.4 12.4
~FA 0.008 | 0.004 | 0.0001
LT 4.11 2.59 0.001
VA=1=F: VAN 28.8 25.4 0.007
1,2-Y7mox iy 28.7 26.0 0.02
T—F )L 40.8 30.3 0.009
FEfg— 5 v 197 178 -

(7)Z DD E 7 RENE
BRI L
*)  Analytical Profiles of Drug Substances 1984;13:417-445, Academic Press
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1,000 € (1
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sv7algs b Y v A 15-50mglkg
Y=k a2

e/ 52 TR, MBS U TR
HeEF THE

24 7 HIH
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1. MAREDHS
(NBELEDGLDRE
EFRIBICBIT A7 = = b LR & 5 8O RfRIX Michaelis-Menten 2.[C=Km * D/(Dmax—D)] %
U7z R (1) CHTEL & AL A b F g BE AT 0T i, e - B O B8 i FP R R 1 M E B IR D TR & N 117,18,19) )
F 72, B Dmax, Km O] AZEIIKE <, &SI A U THEADEIZ L Dmax OfEIFAKE < /e % 11718),
BT 7 = = b A PR, TADADEIEECIERNC L > THEWIEH 588, — ISR A OFRE R EC
LT 10~20ug/mL A HZ & L ORI TN D 12020,

C: EFREBM PR (ug/mL)

D : #5% (mgkg/H)

: ; Dmax : 1 HIZfRH L 5 2 /K& 52 (mgkg/H)
1/2Dmax Dmax Km : 1/2Dmax ([Z%f)5 7 5 MHRE  (ug/mL)

#e 58 (ng/ke/H)

QEERAR THREIN-IPRE
b A2 h—/UEE 25mg 8 $E, $E 100mg 2 $E (7 == hA > & LT 200mg) % ENZIIEERANTS 1 6 FllcR
BHER ARG L TRONTEDERBIITLO LB TH D 22,

AUC(0-48hr) Cmax Tmax T2
(hr- ug/ml) | (ug/mL) (hr) (hr)

#E 25mg 143.0+35.3 | 6.0£1.3 | 42+1.0 | 16.8+2.3
#E 100mg | 137.8%+29.6 | 6.3+=0.9 | 3.2+1.0 | 15.2+2.2

(Mean=*S.D., n=6)

BEBRATODI = b VINPERE

8.0 —O0— b > b—JL§E25mg

7.0 —e— L& > ~—ILEE100mg

6.0 Mean=£S.D.,n=56
5.0

SE VAT N U EES

" N
o
1

0 2 4 6 8 24 48
fK5fE] (hr)

()=
EARZEL S 275 IRHRIZIM PR DS 20pg/mL THLAL, EB)KFHIL 30ug/mL T, #HEFEEFCEIRIT 40ug/mL
UL ETEIND 29,
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W 2iwap~
MR L
(2) TR AR R E 7E 3
MR L
QRPHRRETEH
Kel (fERERRABFI2t # > b—/L8E 25mg 8 §&, #& 100mg 2 $ERF% H A5, Mean+S.D., n=6) 22
b Z 2 h—/LEE 25mg : 0.042+0.006 hr !
b 4 k—/L8E 100mg : 0.046+0.006 hr 1
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MR L
B)AMEHE
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R L
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(1) % — i B P s @ 1
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(2)Mn % — fa BEEA P A 1%
AR VT D A o YR S LI R AR M PR EE D 97+4% (Mean+S.E.. n=3) Th o7 27,
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REFLAP R I RMAR M TR E D 18.145.0% (Mean=£8.D., n=9) Th -7 2,
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(DA B ERLL R U BHERR
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COOH
NHCONH:
7=y A CEE
CO-NH HO CO-NH G-0O CO—NH
| — | —>
NH-CO NH-CO NH-CO
Fr=1 4> 5-(p-t Fex:7x=n)-5-7= =/ pHPPH: 7L 77 &
L& 4 > (p-HPPH) G:onzoe g
\ OH
CO—NH
NH-CO

5-(m-ElFoXxi72=L)-5-7 =1
L& 4> (m-HPPH)

QRBICEET 5EF (CYPE) OHFE. HFEE

F & LU THERMAREIEESRE CYP2C9 KU CYP2C19 TIRE# &5 3439,
RWEEENRODERERVZDEE

RZMEE R L
GRBVOEEDEERVEML., FELE

T 5-(p-hydroxyphenyl)-5-phenylhydantoin(p-HPPH) (2 SEFRSE M 1358 B 40720 82,

7.0H
Pt ARG & UNHR R
=& L“CEQEP 24,36)
et 32
R A ICE & b —/LBE 25mg & 2, 4, 68E (Z7==hA & LT50, 100, 150mg) H[FE[#E#% 6 HIH
OPEEERIL, JRP T HPPH & LT 97.0~98.8%, 7==hA > & LT0.3~0.6%., #$ /¥ HPPH & L
THE~23%, 7==hrA 2L LT0.6~0.9%ThH-o7 29,
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66.8%. 48 FFfT 81.4~90.1%. 72 KifET 94.3~100%. 96 Ii[E] T 98.8~100% T > 7= 36),

8. b5 RK—5—(HT B
B L

9. BMZFICKDBRER

REREFEAT - 2P EAE 1] (36 mkloth) (CHERIK 1,500mL % FEFEMNICHKI 50 0 RFHE L, &t 10,000mL % 1 7
—/b & UL B4 B KR 48 FEIC D7z o TREREENT 2 51T L7= & 2 A, BlaRTO L #E 30.8ug/mL
D3BALA 21 FERIMZIZ 7.3 ug/mL, 23 FFfE#£IZ 3.5ug/mL & 72— 7z 37,

&S ; B RLEE 16 10 EBIR) Iohe—7 7 A RN—HIE AT 54 F—% BB 2T, T8
FEATREAD 5 RERE TRE 10 BIENT L 72 & & 0 iR E OB RIT Y 21+24% (Mean+S.D.) Th
7z 38,

EELRER : ST aEE (295 1T 4 Ref O R MR & 1T > 7o, BEVRBARART O i 39.3ug/mL

DIREVEFRIZIE 28.2ug/mL L 72> 7= 39,
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8.5 RHIELHIT, INKEMR D OLDLILD ZENHY | Fige LIoAFIO MHHRE E5F & OBz /RE ST
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A EIEReEET HE
BEEN TV

(5)4E 4%

9.5 1E%

9.5.1 i SUTIEAR L TV 2 AIRENED & 2 MEICIE, TBIR EOARME (RED TADAFIEBHFEZBIE | 4
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i RLAN A
KIE DR SE 1 INDICATIONS AND USAGE

(DILANTIN INFATABS-phenytoin DILANTIN INFATABS are indicated for the treatment of
tablet, chewable, Parke-Davis Div of generalized tonic-clonic (grand mal) and complex partial
Pfizer Inc, 202447 ) (psychomotor, temporal lobe) seizures and prevention and
treatment of seizures occurring during or following neurosurgery.

2 DOSAGE AND ADMINISTRATION

2.2 Adult Dosage

The recommended starting dosage for adult patients who have
received no previous treatment is two 50 mg Infatabs by mouth
three times daily. Adjust the dosage to suit individual
requirements up to a maximum of twelve Infatabs daily. For most
adults, the satisfactory maintenance dosage will be six to eight
Infatabs daily.

2.3 Pediatric Dosage

The recommended starting dosage for pediatric patients is 5
mg/kg/day by mouth in two or three equally divided doses, with
subsequent dosage individualized to a maximum of 300 mg daily in
divided doses. A recommended daily maintenance dosage is usually
4 to 8 mg/kg/day in equally divided doses. Children over 6 years
and adolescents may require the minimum adult dosage (300
mg/day). If the daily dosage cannot be divided equally, the larger
dose should be given before retiring.

2.4 Dosage Adjustments

Dosage should be individualized to provide maximum benefit. In
some cases, serum blood level determinations may be necessary for
optimal dosage adjustments. Trough levels provide information
about clinically effective serum level range and confirm patient
compliance, and are obtained just prior to the patient's next
scheduled dose. Peak levels indicate an individual's threshold for
emergence of dose-related side effects and are obtained at the time
of expected peak concentration. Therapeutic effect without clinical
signs of toxicity occurs more often with serum total concentrations
between 10 and 20 mcg/mL (unbound phenytoin concentrations of 1
to 2 meg/mL), although some mild cases of tonic-clonic (grand mal)
epilepsy may be controlled with lower serum levels of phenytoin. In
patients with renal or hepatic disease, or in those with
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hypoalbuminemia, the monitoring of unbound phenytoin
concentrations may be more relevant /see Dosage and
Administration (2.6)].

With recommended dosage, a period of seven to ten days may be
required to achieve steady-state blood levels with phenytoin and
changes in dosage (increase or decrease) should not be carried out
at intervals shorter than seven to ten days.

2.8 Dosing during Pregnancy

Decreased serum concentrations of phenytoin may occur during
pregnancy because of altered phenytoin pharmacokinetics. Periodic
measurement of serum phenytoin concentrations should be
performed during pregnancy, and the DILANTIN dosage should be
adjusted as necessary. Postpartum restoration of the original
dosage will probably be indicated /see Use in Specific Populations
(8.1)]. Because of potential changes in protein binding during
pregnancy, the monitoring of phenytoin serum levels should be
based on the unbound fraction.

H[HDSPC

(EPANUTIN INFATABS 50 MG
CHEWABLE TABLETS. Upjohn UK
Limited, 202346 )

4. Clinical particulars

4.1 Therapeutic indications

Control of tonic-clonic seizures (grand mal epilepsy), partial
seizures (focal including temporal lobe) or a combination of these,
and for the prevention and treatment of seizures occurring during
or following neurosurgery and/or severe head injury. Epanutin has
also been employed in the treatment of trigeminal neuralgia but it
should only be used as second line therapy if carbamazepine is
ineffective or patients are intolerant to carbamazepine.

4.2 Posology and method of administration

Dosage:

Dosage should be individualised as there may be wide interpatient
variability in phenytoin serum levels with equivalent dosage.
Epanutin should be introduced in small dosages with gradual
increments until control is achieved or until toxic effects appear. In
some cases serum level determinations may be necessary for
optimal dosage adjustments-the clinically effective level is usually
10 meg/mL- 20 mcg/mL (40-80 micromoles/l) although some cases
of tonic-clonic seizures may be controlled with lower serum levels of
phenytoin. With recommended dosage a period of 7 to 10 days may
be required to achieve steady state serum levels with Epanutin and
changes in dosage should not be carried out at intervals shorter
than 7 to 10 days. Maintenance of treatment should be the lowest
dose of anticonvulsant consistent with control of seizures.

Posology

Adult Dosage for Seizures-

Initially 3 to 4 mg/kg/day with subsequent dosage adjustment if
necessary. For most adults a satisfactory maintenance dose will be
200 mg to 500 mg daily in single or divided doses. Exceptionally, a
daily dose outside this range may be indicated. Dosage should
normally be adjusted according to serum levels where assay
facilities exist.
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Adult Dosage for Trigeminal Neuralgia:

The clinically effective dose has not been established in clinical
trials. In adults, 300-500 mg daily given in divided doses has been
reported in the literature. Dosing should be adjusted based on
clinical response. Determination of serum phenytoin levels is
advised. Levels of total phenytoin should not exceed 20 mcg/ml.

Paediatric population Dosage for Seizures:

Initially, 5 mg/kg/day in two divided doses, with subsequent dosage
individualised to a maximum of 300 mg daily. A recommended
daily maintenance dosage is usually 4 mg/kg -8 mg/kg.

AINZ BT 2 AR ORI R, MIELOHREIZLLTOEY TH 5, EROABAEOFM TAF 245
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N— o
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6. AERUHAE
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Drugs which have caused, are suspected

[DILANTIN (PHENYTOIN to have caused or may be expected to
SODIUM/PHENYTOIN), Viatris cause, an increased incidence of human
Pty Ltd, 20224114 ] fetal malformations or irreversible

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

bENR. RFUIGFICEHT HECHE

(DILANTIN INFATABS-phenytoin
tablet, chewable, Parke-Davis Div of
Pfizer Inc, 20244-7H)

el RLAPA
KIE DR SE 8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary

In humans, prenatal exposure to phenytoin may increase the risks
for congenital malformations and other adverse developmental
outcomes. Prenatal phenytoin exposure is associated with an
increased incidence of major malformations, including orofacial
clefts and cardiac defects. In addition, the fetal hydantoin
syndrome, a pattern of abnormalities including dysmorphic skull
and facial features, nail and digit hypoplasia, growth abnormalities
(including microcephaly), and cognitive deficits has been reported
among children born to epileptic women who took phenytoin alone
or in combination with other antiepileptic drugs during pregnancy
[see Data/. There have been several reported cases of malignancies,
including neuroblastoma, in children whose mothers received
phenytoin during pregnancy.

Administration of phenytoin to pregnant animals resulted in an
increased incidence of fetal malformations and other
manifestations of developmental toxicity (including embryofetal
death, growth impairment, and behavioral abnormalities) in
multiple species at clinically relevant doses /see Datal.

In the U.S. general population, the estimated background risk of
major birth defects and of miscarriage in clinically recognized
pregnancies is 2 to 4% and 15 to 20%, respectively. The background
risk of major birth defects and miscarriage for the indicated
population is unknown.

Clinical Considerations

Disease-associated maternal risk

An increase in seizure frequency may occur during pregnancy
because of altered phenytoin pharmacokinetics. Periodic
measurement of serum phenytoin concentrations may be valuable
in the management of pregnant women as a guide to appropriate
adjustment of dosage /see Dosage and Administration (2.4, 2.8)].
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However, postpartum restoration of the original dosage will
probably be indicated /see Clinical Pharmacology (12.3)].

Fetal/Neonatal Adverse Reactions

A potentially life-threatening bleeding disorder related to
decreased levels of vitamin K-dependent clotting factors may occur
in newborns exposed to phenytoin in utero. This drug-induced
condition can be prevented with vitamin K administration to the
mother before delivery and to the neonate after birth.

Data
Human Data

Meta-analyses using data from published observational studies
and registries have estimated an approximately 2.4-fold increased
risk for any major malformation in children with prenatal
phenytoin exposure compared to controls. An increased risk of
heart defects, facial clefts, and digital hypoplasia has been
reported. The fetal hydantoin syndrome is a pattern of congenital
anomalies including craniofacial anomalies, nail and digital
hypoplasia, prenatal-onset growth deficiency, and
neurodevelopmental deficiencies.

Animal Data

Administration of phenytoin to pregnant rats, rabbits, and mice
during organogenesis resulted in embryofetal death, fetal
malformations, and decreased fetal growth. Malformations
(including craniofacial, cardiovascular, neural, limb, and digit
abnormalities) were observed in rats, rabbits, and mice at doses as
low as 100, 75, and 12.5 mg/kg, respectively.

8.2 Lactation

Risk Summary

Phenytoin is secreted in human milk. The developmental and
health benefits of breastfeeding should be considered along with
the mother's clinical need for DILANTIN and any potential adverse
effects on the breastfed infant from DILANTIN or from the
underlying maternal condition.

H[EDSPC 4.6 Fertility, pregnancy and lactation
(EPANUTIN INFATABS 50 MG Pregnancy
CHEWABLE TABLETS. Upjohn UK

Risk related to antiepileptic medicinal products in general
Limited, 202346 H )

When possible, 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
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have serious consequences for the woman and the unborn child. As
a general principle, monotherapy is preferred for treating epilepsy
in pregnancy whenever possible because therapy with multiple
AEDs could be associated with a higher risk of congenital
malformations than monotherapy, depending on the associated
AEDs.

Risk related to phenytoin

Phenytoin crosses the placenta in humans. Similar concentrations
of phenytoin have been reported in the umbilical cord and
maternal blood.

Prenatal exposure to phenytoin may increase the risks for
congenital malformations and other adverse developmental
outcomes. Studies have shown that phenytoin exposure during
pregnancy is associated with an approximate 6% frequency of
major malformations, which is hiher than the frequency in the
general population of 2-3%. Malformations such as orofacial clefts,
cardiac defects, craniofacial defects, nail and digit hypoplasia, and
growth abnormalities (including microcephaly and prenatal growth
deficiency) have been reported either individually or as part of a
Fetal Hydantoin Syndrome among children born to women with
epilepsy who used phenytoin during pregnancy.

Neurodevelopmental disorders have been reported among children
born to women with epilepsy who used phenytoin alone or in
combination with other AEDs during pregnancy. A small number
of studies have found an increase of serious adverse outcomes
compared to control subjects including fetal hydantoin syndrome
and below average 1Q. There have been several reported cases of
malignancies, including neuroblastoma, in children whose mothers
received phenytoin during pregnancy. However, the respective role
of antiepileptic drugs and other factors in the increased risk is not
determined.

Epanutin should not be used during pregnancy and in women of
childbearing potential unless the benefit is judged to outweigh the
risks following careful consideration of alternative suitable
treatment options. The woman should be fully informed of and
understand the risks of taking phenytoin during pregnancy.

If based on a careful evaluation of the risks and the benefits, no
alternative treatment option is suitable, and treatment with
Epanutin is continued, the lowest effective dose of phenytoin
should be used. If a woman is planning to become pregnant, all
efforts should be made to switch to appropriate alternative
treatment prior to conception and before contraception is
discontinued. If a woman becomes pregnant while taking
phenytoin, she should be referred to a specialist to reassess
phenytoin treatment and consider alternative treatment options.

An increase in seizure frequency may occur during pregnancy
because of altered phenytoin pharmacokinetics. Periodic

measurement of plasma phenytoin concentrations may be valuable
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in the management of pregnant women as a guide to appropriate
adjustment of dosage (see section 4.2). However, postpartum
restoration of the original dosage will probably be indicated.

Reproductive and developmental toxicity has been observed in
animals (see section 5.3).

Phenytoin is teratogenic in rats, mice and rabbits.
Women of childbearing potential

Epanutin 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. The woman should be fully informed of and understand
the risk of potential harm to the foetus if phenytoin is taken during
pregnancy and therefore the importance of planning any
pregnancy. Pregnancy testing in women of childbearing potential
should be considered prior to initiating treatment with Epanutin.

Women of childbearing potential should use effective contraception
during treatment and for one month after stopping treatment. Due
to enzyme induction, Epanutin may result in a failure of the
therapeutic effect of hormonal contraceptives, therefore, women of
childbearing potential should be counselled regarding the use of
other effective contraceptive methods (see section 4.5). At least one
effective method of contraception (such as an intra-uterine device)
or two complementary forms of contraception including a barrier
method should be used. Individual circumstances should be
evaluated in each case, involving the patient in the discussion,
when choosing the contraception method.

Women planning to become pregnant and in pregnant women

In women planning to become pregnant all efforts should be made
to switch to appropriate alternative treatment prior to conception,
if possible. Epanutin should not be discontinued prior to
reassessment of the treatment. When possible, patients should be
informed of the potential harm to the foetus. If based on a careful
evaluation of the risks and the benefits, Epanutin treatment is
continued during the pregnancy, it is recommended to use the
lowest effective dose and to institute specialized prenatal
monitoring, oriented on the possible occurrence of the described
malformations.

In neonates

Haemorrhagic syndrome has been reported in neonates born from
epileptic mothers receiving phenytoin. Vitamin K has been shown
to prevent or correct this defect and has been recommended to be
given to the mother during the last gestational month and to the
neonate after birth.

Post-natal monitoring/children

In case of exposure during pregnancy, children should be closely

monitored in relation to neurodevelopmental disorders in order to
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provide specialized care as soon as possible, if necessary.

Breast-feeding

Following administration of oral phenytoin, phenytoin appears to
be excreted in low concentrations in human milk. Therefore, breast
feeding is not recommended for women receiving Epanutin.
Fertility

In animal studies, phenytoin had no direct effect on fertility.
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(DILANTIN INFATABS-phenytoin
tablet, chewable, Parke-Davis Div of
Pfizer Inc, 20244-7H)

8.4 Pediatric Use

Initially, 5 mg/kg/day in two or three equally divided doses, with
subsequent dosage individualized to a maximum of 300 mg daily. A
recommended daily maintenance dosage is usually 4 to 8 mg/kg.
Children over 6 years and adolescents may require the minimum
adult dosage (300 mg/day) /see Dosage and Administration (2.3)].

H[EDSPC 4.2 Posology and method of administration

(EPANUTIN INFATABS 50 MG
CHEWABLE TABLETS. Upjohn UK
Limited, 20234F6 H )

Neonates-”

The absorption of phenytoin following oral administration in
neonates 1s unpredictable. Furthermore, the metabolism of
phenytoin may be depressed. It is therefore especially important to
monitor serum levels in the neonate.

4.8 Undesirable effects

Paediatric population

The adverse event profile of phenytoin is generally similar between
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children and adults. Gingival hyperplasia occurs more frequently
in paediatric patients and in patients with poor oral hygiene.
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