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1. BR5E4H

(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
Phenytoin (JAN)
()R T s
PCAMAE, B X M UFFEK : -toin
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TH =) (95) LT FAACROREITIZ K, VTN —T MZERITIZ <L KIZIFE A ETET R0,
KT N Y U LERIZET D,

(3)miE M
MR L

@)Es (DER) . A, BES
Al K 296°C (4 fif)

(5)ERIR B AR B T 80
pKa : 8.06, 8.31. 8.33
(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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(5)F D ith
AL

2. WA DK
(MEHES CEERS) OEERVFHMHE
H7e 4y ARy SlIpel]

1 &g KT, S A vaT Ty, AL
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A= RO
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8. fhFlE DEEAEIL (MEILFHEIL)

A% LR
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HE EHRERE SRR 2k
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Y LR

28 =

(EA > k—ILEE 25mg)

(PTP)

100 82 (1
1,000 € (1

Of : »3Z) 1,000 8
(E& > k—)LEE 100mg)
100 £ (10 ££X10)
1,000 £ (10 #& X 100)
Of : »3Z) 1,000 8

(PTP)
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% B2\ 5 B

(4)FREERIERBR
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BTz AR EBEUR, 7
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BN REWBENEREICS o T,

M EREMARIEEZ ST
% 4~12 WO TAhABEE
151§

(Zz=hA 520, 7=
J e A =)L 5LHI, L
Zafg) kY oL 48 i)

Z7x=rA 58mgkg

7z /) NV E X —) L 3-bmglkg

v algs b Y v A 15-50mglkg
Y=k a2

e/ 52 TR, MBS U TR
HeEF THE

24 7 HIH

FORADERL, 7 == 1> 3 fl. 7
= ) SV EH =L Sl ST O B Y
L2 BICEE SN, 3AIT, A
RHEIA FHET Do T,

BREE Tl 2 =2 7= 4k %
ABeHE 281 f1] ©
(7= kA2 140 #l, 7
Z &R 141 #)

7 x=hkA> 10 20 250mg FiETH
L. #1811 A 3 18] 100mg &% 0 # 5,
FTo% 12 » AMAZMFRE 10-
20ug/mL % HERF

7R

FEVEBEEIT, 0-30 HIEC, 7 == hA
HEE 81 (5.7%) . 77 BARELEHE 20 [A]
(14.2%) T, 7= A VHEHTHE
Ao 72, 31-3656 HT, ZV==hA
BEE10E (7.1%) . TR EE5H 6
[l (4.83%) T, AEZEZT 1o,

BREE Tl &2 2 1 -8 ok R
100 5] 7

(Z==bA 508, L
A=1 " all NURVNETR )

Txz=hAY ¥ 1 A 3 [A 300mg
ban
SULFaiEF Y a1 B 8 E
1500mg &1
Bofghico iz, &5 &P

12 % HI#

FWHRAOHEBUZ 2/ E S THITHH- T,
it T WAIVATBICBE T 5 B 2k ORI
TERICB T 2 AIRICA R ARIT R o T2,
FELZTOWNADOEEEIZONTYH 2
AIRNCAE BT o T2,
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(Zz=bA > 132 fil.
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BeHRE 120 1, ST ag
FRU DA 6 » AEGE
127 )

Txz=krA Vv

wE# 58 20mglkg #iE

L VK LZEERE bmgke/H 2 Bl
E

D%, AR HEE 10-20ug/mL % HE
Frt7-,

1M CET 7 'R)
AY7=1 "l NRVAVN

wE#% 58 20mglkg #iE

I ViR L 58  15mg/kg/H 4 ]
Z D%, AR PHRE 40-1004g/mL %
MEFF S 72,

15 AMBE., IET I 2R X036 » H
HEEEs2

s, ROBESICO 0z,

BTV AOHE (7 == 2 1.5%,
NuTalEr U v s 4.5%) . ERMET
NINIDFEARRE (7 == 1A 15%,
NAAFaF U m A 1 oy H G
16%., A7 afitr ) a6 5 AfS
BE24%) L HICABEIT D7,
FLRIL, ST BT MY U ATORH
VWMEAZRLEZ (Z2= b A2 7.2%,
et U oA 13.4%) .

FEERAME B 404 (3] 9
(Z7==hrA> 208 5, 7
Z R 196 )

TJxz=krA Vv

W& LB 20mg/kg FHE
OGO 2T,
77 &R

12 » A

BHITWHRADRAERIT, 7= b
SR CHBIE» 72 (T 2= b V5
HTHBEET 3.6+t1.3%. 77 bRhiks
R 14.2+2.6%) .

BRI A DORARIIT, AEEITR
Mol (7= b UG 2FEHET
27.5+4% . 7 7R &5 21.1+£3.7%),

R
B R L

(5)EBE - WERIHER

AR L

(6);AFRAafE F

1) ERARERE (—REAREAE. FECARERE. FARBELERRAR) . RERTRT -2 X—XH
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Trx= MM UEFYUA, Ty NEORPEBTOVNABESCSY T NI Y — T WRABIEICR L TIEE A
ETEHZ RIE S 720D, I KEBIT DA L TEDO R = 2B 2 ARG 0 | B KRER T VA DR
[ELFH 2 5 < 47| 4 % 10~13),
F7m, T o= b A TR A LT L 19, T AT D post-tetanic potentiation (PTP) Z#)ifi|4 5 15,
INH6DOZENL, KFOFTANAMERIZ, TWNAREELZ EREELZEIZL-oTHTEHINDHDTIE
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VIL_HEdhielZ B4 55 H

VIl. EYEREICET 5EHE

1. MAREDHS
(NBELEDGLDRE
EFRIBICBIT A7 = = b LR & 5 8O RfRIX Michaelis-Menten 2.[C=Km * D/(Dmax—D)] %
U7z R (1) CHTEL & A A b F g BE AT 0T i, e - B O B3 i FP R B 1 M E B IR D TR & Y 117,18,19) )
F 72, B Dmax, Km O] AZEIIKE <, &SI A U THEADEIZ L Dmax OfEIFAKE < /g% 11718),
BT 7 == b A PR, TADADEIEECIERNC L > THEWIEH 508, — ISR A OFREFCREC
LT 10~20ug/mL A HZ & L ORI TN D 12020,

C: EFREBM PR (ug/mL)

D : #5% (mgkg/H)

1 ; Dmax : 1 HIZfRH L 5 2 /K5 & (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) % TNZIIEERANS T 6 4IZR
BHER ARG L TRONTEDEBIITLO LB THD 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 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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AHEBE -GHREDEE
L7 48 E/ER) &R

2. EMNRER/INTA—S
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
@GHYIFTIUR
MR L
B)AMEHE
0.5~0.8L/kg 18
(6)Z Dith
A LR

3. B&H (REaL—Lav) @i

(1)BBAT A%
PR L
(285 A — S EHER
R L
4. % 1R

FI/PG TR S D D,
BROBEICEVIZITEERINEND 29,

5 9% #
(1) % — i B P s @ 1
<HBEAT—4>
PR (X R E D 75%29 8% 5N T 104%20Th o 7,
(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,
B)EF~DIBITHE
REFLAP R I RMAR M TR E D 18.1£5.0% (Mean=£8.D., n=9) Th -7 2,
(4 BERA~DEITHE
BT R 1 ML yE TR D 10+2% (Mean+S.D..n=13) T. B s & i is hEs |3 EE (r=0.98)
R L7z 29,
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(B)Z DD B~ DT
W ~D BT
G T B L L TR EE D 11+ 3% (Mean+S.D..n=60) T& ¥ . WERG I EE & i EE 13 VEES (r=0.89)
s L7c 29,
(6)MIFELBE R
<HNBEAT—%2>
#190% (in vitro, & MIEE, K 20ug/mL, RSt Ailik) 30

6. £ &t
(DB ERLL R U BHERR
AL
KEBy MGET & T, EIT 5-(p-hydroxyphenyD)-5-phenylhydantoin (o-HPPH) & 720 . ZAUIE Hiz7 vy
oA XD 8289, F£7-. mrhydroxy /K, diphenylhydantoinic acid 2351 50TV 5 18,

COOH
NHCONH:
7=y 4 B
CO-NH HO CO-NH G-0O CO—NH
| —> | —>
NH-CO NH-CO NH-CO
Fr=b 4> 5-(p-t Fex:7x=n)-5-7= =/ pHPPH: 7L 77 &
L& 4 > (p-HPPH) G:7n7 o
\ OH
CO—NH
NH-CO

5-(m-ElFoXxi72=L)-5-7 ==
L4 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 BB R UHR R
=& L“CEQEP 24,36)
et 32
R Al & b —/LBE 25mg & 2, 4, 68 (Z7==hA & LT50, 100, 150mg) H[FE#E#% 6 HIH
OPEMEERIT, R Tl HPPH & LT 97.0~98.8%, 7x==hA & LT 0.3~0.6%, ¥+ Tix HPPH & L
THE~23%, 7==rA 2L T0.6~0.9%ThH-o7 29,
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BEt R E
EFERAIC T == A > % 100~250mg H[a# 5% 0 HPPH OJRPHEMRIT, 5% 24 K#T 35.8~
66.8%. 48 FFfT 81.4~90.1%. 72 KFfET 94.3~100%. 96 Ii[E] T 98.8~100% T~ 7= 36),

8. b5 RK—5—(CHT B
B L

9. BMZHFICKDBRER

REREFEAT - 2P EARE 161 (36 mkloth) (CHERIK 1,500mL % BEFEMNICHKI 50 R L, &t 10,000mL % 1 7
—/b & UL B4 A KR 48 FEIC D7z o TREBEENT 2 51T L7 & 2 A, BlsARTO 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,

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

DIREVEFRIZIE 28.2ug/mL L 72> 7= 39,

0EEOERERTEE
SRR L

1. 204t
AR L
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AXEW\7777Vtw\?ﬁ7VHw\7»?%?»-»}77VFUV\ﬁw%Ew-ZEVX
Xy b, IV, VTV Ry, UrEY Yy, UAEED Y - T /KRENL PV TaFi)b b
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EIN TN
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. BEEREARRIE L TDER
8. ERLELMIE
8.1 IRAFMEIMUTIE, HMERGICIV/INRIEOHEIE UIEELZMS L3 d 5,
EHPIZRT 2 G BOGERBA LN LIGOPIEIZ LY . TADLAERRKERHLDOND Z LD

HDT, BHEHIETIHAICE,. BRACEET IR EEEIITY) 2, [9.1.4, 9.8.2 &)
8.3 BT EHARIIZAT - W%%\mmﬁﬁ%ﬁﬁ_&ﬁgibwo[aLL93\u14\n15\n110
%)

8.4 MR&., HEE - £ - KEHEBRENESEORKTREZHZ ENRHH DT, AFIBELEFHOEEITITEEH
@%@&ﬁ&%ﬁo%m®@¢_%$éﬁﬁwiogaﬁé_&o
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IR OBREIZ LY FAERICHIER S H 5o s Z &1 5,

IR OFREIZ LY | HERIKTNELCD L OREDRD D,




VI 2zttt (B EokEgss) (CBd5HA

(6)i=2L1%

CIGECER
BALR2WZ E0NZEE LUy,

b R TR R~ OB T EE STHD 2,

(7)/NR

BN

RSN THRN

(8)=tnE

9.8 EinE

2,
9.8.2 HL&ILT HHEITIE,

9.8.1 D ENLEEZMGT D CEEICREGT 52 L, APIEAE (FFHERE.

WLEGOHIEIZE Y, TADPAEBRRENRSHLDOND I ENH D,

BHkRE) BMERTLTWD Z e

BRI ET D7 EEEICITO 2 L, #EARICBIT 2 RGEOEI R 7
[8.2 & ]

. HHE/R

10.f8E{/ER

AENE, EL L THEDAHESE CYP2C9 KO CYP2C19 TR# S5, 7z, CYP3A, CYP2B6 &
UPHEEAOHEEREHT D,

[16.4.2, 16.7 Z[]




VIL.

el (I EoEEs) (BT 5EA

(BRAZE L Z0ER

101 BHREZZ BFAHALAGWNI &)

KA %

B AEAR - FIE 715

B&Fr + flRIk

& %5 7 1 v (il fUERE
i LT HEE)

T RIovh
TAFTT L ENL

AT T
XU THEAEN

Hy A
VT UH

FTAI v b
TILNAE L

ol I
VA vi%

7o vF
FHh 7L av

Ty H
TIVT AT IV )V AT 7
NS

V7 A MELEEE
HE)LFELat v ARy
8

FLYavy s AfRA

$E
KZEy v

7 )k
VTR

FY—5
(2.2 2]

NS DEEAN ORI DMELE S Fu, P
EPETT2ZLnd 5,

Jaarey s
a7k
yarerelrer /s Ren
vyTurXigre AR
THEE
I LTV TEEBE
(2.2 2]

UAEE ) romPRENMETT S
EMBH B,

AF O RS (CYP3A) #5EIC
&%,

Vel s ) RENL
7772 FI RN
vEE

FT 74 BAEE
[2.2 ZH]

Ineel) vy ROT /Bsen 777
= I FOMPRENMET D2 &0
b5,

|77 A= =W N N
SEE T )REN T
Z77xFIF

| AN ey
(2.2 2]

T TN KR T S RENL T
7 I FOMPRENMETTDZ L
N D,

AFN ORGSR (CYP3A) KUY P
WEEAFEICLD,




VIL.

atE (EH EoEES)

HE)LFELabt AL
fexzANITEEY-T
JHREN TT7T7xF 2
e

LY —FRAGE
(2.2 2]

ENLFEINL, abTRAZy NRNT )R
v 7T 7 =) 3 Rodn iR NME
TT22E¢083H5,

TIET T ENaE Y
AB sy hem NN TZE
VT JREN TTT7x
FIFR

TV RA YELA B
[2.2 ZH]

TAETITIENL, AT AS Y MDY
FIHRENL TI5T7xFI RoOMmpE
EMETTD2Z 08D D,

T ETFT ST ENLaE
ALy hex L) ZE
VT JWREN UV nm
E%

AR BV FELAEE
[2.2 ZH]

IAET T IENLKE DRI ETALZ v b
OMPRENMET T2 EBH 5,

VIRATE )L~ YL Z 2
EIr

=7 —YE A b
[2.2 ZH]

VAHRATENLNFE )L RZ ZE )LD
FREMET T2 0D 5,

KA DI EHIRES (CYP3A) KO P
FEEAFHICL D,

VIRAT BV
VVTF 4
LIRAE N RATE
L
NN =Bl A B
[2.2 ZH]

NS OIEFO M P EENME TS5 2
EMBH B,

AH O PHFEAFEICLD

KV F 7)) LEE
v

VX VATEEE
(2.2 &)

KVF 77 LK AEE Y ol
FREMET T2 80355,

AHN ORGSR (CYP3A) #E/E
FAX O UGT1AL FHEMEAIC &

QftREFEEZEDER

10.2 HtRER (BRISEET S &)

P SHIEE B AEAR - HE 715 B -SRIk~
V=B R 1D 7==r OMPREN EHF D | (1) 26 OFABIFAB ZMmET 5 L&
FEZ<—1 ZENBHDHED, AHITVD

AU afy—n
AF YR h—v

VA= VAt 2N
/A=W VS
T 7L

LT 4F IR

(2) 25 DK O M EENME T3

ZLENHDED,

(2) AAIDOIF S HEER A EIC L D &5
Z BTN D

(1) BFIZAATH 5,

(2) RHIDORF M HIERFEIC L B,

1. O¥FITARHTH S,

A S i

a1,

1) 7= rOmPEERFFT 2
ZEMHDHED,

Q) Zx=hrAfrDMPEENMETT5

ZEMHDHEY,

NS OEAO M EENMET TS

ZEMBHDHED,

3

V) IR~ nFRES 2T 5,

(2 w/b/\vt v DTSR RS E
&5,

3 K%’JO)H?%%W.&TE%@ HEICL D,

(1) v a BRI H 2 IS 5,
@) AT eI AEABANLOEH
V. WEE7 == b A IEEN LA
L. FUGEMEET S B2 HhTn
Do
(3) ARAKIDRFH LS

T

IZ& 5,

(B9 HIEHA




ettt W EOEES) 12

B4 5 IHH

RIVT 4 FEN

1) 7 4 FEBIAE T &
EzHN TN,

(2) WX RHTH B,

(3) HFEITRHTH B 2N, AHIDORF Mt
BERFEENEZ DN TN A,

7=V R A
onzy )

QD 7==rAfrDmPEEN LTS
ZEMBHDHED,

(2) 7~V »RyuEEMAF O RS HE RS
DB END B,

B) 7=V Ry A O 1E R BT
HZEND D,

W &0 BN R E R O [ E 21T

W, 7= URbEELA O &2 RET

HT &,

1) 7~V RV AR 2 B
Do

@ KA LB EAKAE» S DEHIZ K
0. 7~ 2 RPERImA O i o EE A
LR 5,

(3) AAIONF MR HERZFHEIC L B,

TIFFur
Tazy ) —)

A V=T TR

T hRAZTIR
FATZ =
rag A7 o =a—)
CANT 4T A
VAFTU
UNFTE A
ANVFT I

AT 7 A RFHS—)L .
FUXRNTY A
Fruv’yr

INTT YU FIEE
Tnafy—n
TNRFY I
RAT)NaF ) —)v
Safy—u
AFNT 2 =F—h
TV RT T =)
vV F=7

TNFAa TV REA
T H 7 — LK

RE 71000 5%
=R PLH A
AITTIVE
PUBR R HL 5 DA
~7aFy
NN

Tx= hOMPREN EH T L
N BHED,

Z B O FRFN X AH DR 2 T
TEHELEEZLNT VWD,

BRI TH 5,

TAT4 D
T/ T4 U

QD 7x=r rOMPEENETT S
ZLENRHDBHEI,

@ FA7 4V rOMPEENMETT5
TLENRNHBHED,

(1) BFIZARATH 5,
(2) AAIDORF M HEE R EIC L D,

A SV <N
VAT AN
LT EE L

CTVERVR
VAT TF v
b T haA R
vy RF Lk
DA AL /A
AN RY

Tx= h OMPRENMETTHZ &
Wip B,

T D O IEAN O RT R AR EIC L
%o

BRI TH 5,




VIL.

e (B EoEss) (BT 5EA

AV )T

AV T H  OFEEAE o 1 i EE )
KFL, fERAREETL2ZENHDHDT,
PERAZRET D Z ENEELY,

T2 CYP3A O#EE L7
% HHl
T L=
A NFaFS—
f~F=7
AV N = N
F=Uv
JTFT RS
YT IR
=LV
=7V
JruaIr
TIN LTI
NTRIVE
B R R L
FXYRAH Y
PRfa R LR LA - R
RILE H
JNVHFARNLL e T
F=LTRANTY
F— 5
PDES5 BHEH
B2ET T 4 v EhER
A2 BN AIERIE N R
5 BEFRFEE 2 1 &
THHEE VT U A,
YILT 4 T)
VT T 4 v
INIVTFT 4 v

NaxeFr
TV A =R
AX LT

CYP3A LN P FEEHD
B L7 B A
T XN
TR
LR F =T

PHEEHOREHE L 53K
#
TV ATLENL BT
LU EAE L
FJ)REN T T
= F IR
=T =T

FERYF

FT7xTuag A
HF TV Tav
FIVT T T E L

Ry aty—n

VIBARY

FOBR AR L L)
LARF o o4

HART 7 X

INEOEFOMPIREMMET 252 &
N BHED),

AFN ORI IGHIERFFIC L D,

AFNORFEAHIESR O P FEEHAEIC
X%,

AHND P PEEAFHEIZ L D,

ARRNZNSEOEK DTN v RS
T 5,

AH#ID UGT1A4 K O)/ UL P FES [k
k5,

KA DOITHMCHBERFHFIC L D, £z,
AAN DRI 2 ES D,

BRI TH 5,

BHIN T AR T 7 2 2 DY AT R
FRICHEL, WART7 XD 0VT T
VABENLZ D LEZ LN TNA,




VIl. ZeME (B EoES) (B3 5EE
N A A% FAT 7S ELDMPEENMETT 52 | KFOIFE YR FEEE (CYP3A) KO
RAVTFTZENF3I7 | ERB5D, UGT1AL FHE/EHIZ X 5,
VS
RIVTF 7 Z )L « TR0
BN TITUV
NES A 78NS R A 7 U o R E N E | AR OFRYASEEEHEIC L 5,
MTHZEnd b,
TN H S — )L TN Z)— )V OIEERE O iR | IR TH D,
ERET L, hENEET 52 &35 5,
FEM S M 7 b A T = b EEMEES LGS, I
SV A=T=Ny NN 3 Py W st AR A O VR 388895 = &
N D,
I HERE T A MHERE TAIOER 3 E S, EiibEZ | RFIOA 2 5umnfERIZ X 5,
LAY v T ZEeNHHOT, MFD EHFICHE
& O i B R T A BETozl,
TEHZSTIR < B¥H. BEAGENH Hbhed U, AHNZ LB %I D RNEMEE, 7+
[11.2 0] 27 I FIZLHAREMET v F—v & B
RIS FREDRBENEZ 5N TN D,
TR RTI )T AFOEMEAZF L. 7 N7 I 7= | KFOFEYASEEEFECLY  TE R
ORI L DT EEZ A LT | T 7o bR ERIS N7 T
7pd, N XUV ) A R~ DR DML
EhaitEzoNTWD,
A AU RNFV VD | Tz " CORBBEES N, AR | B304 VXY Y U ONFEDRHTEESE
(St.John's Wort, > | ENETT28ZNNHDLDOT, KA | FEICLDIEEZZ6NTWDS,
FePa—r X U—1) | GBI B3I NV Y OEEELE
EA RN BRL2WE S FEETDHZ L,
W1 7= MM UOFBEERBHLLDNAZERHLIDT, 2O L d BT BET AR EAETA 2L, [17..
13.1, 16.8.1, 16.8.2 &f]
H2) IHLOEEAIDOIERMNEIAT A En"HAHOT, AERICEETAZ L, -, AR EZBEXIIFIET 2551
. ZROOEFOMFBED ERIZEETDHZ &,
3 AFNIOEANBETHTLZENHLDOT, TWNAZEDOTANAKEIEORBICHEET S &, £, Znb03K
R &SI I 256121, AFROMFRED ERICEETHZ L,
8. El{EA
11. 8IER

ROBWERDB D oD Z ERHHDT, BELT7ITATV, RENBD SN GEICIT KRG 2 PIET S

e CMY) R AE AT 2k,

(MEXBEIER & FHEIR

1.1 EXGEEA

11.1.1 hEMRRIEFERMAEE (Toxic Epidermal Necrolysis : TEN) . KSHLEERAEIZEE (Stevens-Johnson
FEMREE) (Wb SR
FE, KLBE, K - "B A, Z D FERE, WHEE, IRFEM. ANREOEFELRRD bN-HEITIT, &
Bk L, BISREFRLVE CFHORGEDOMYRAEEZITS 2 &,

11.1.2 BBAEREIREE (B R)

HIEIR & L TR, BN AL, S BTV U/ HiER, ITHERER S S Ol iEE . B ek,
GFRRERIE 2, SR LNERHBIE 2 O BRMEOEE RREUERDH OO I B H D5, B, b
FAVANAT A )X 6 (HHV-6) FD U A NVADEIEMALZ L) Z ERE < B, FEE ITHRER
FHEOIERD, BEHEPILZR RO 2 WVITEE T2 2 ERHLOTHEET LI &,




VI 2zttt (B EokEgss) (CBd5HA

11.1.3 SLE #fER (BEAH)
FERN RLBE, AR, WiZe, B MmERRUL . /MRS TR O SLE BUER 2 S bbb s 2

LD D,
1114 BETRMEM. RMmMBRED, WEMBKE. BHREBME. /MRS, BmEEm, RFHRE (W
TG HERE)

[8.3. 9.1.1 &[]

11.1.5 BIERF%. FF#EERES. B|E (Wb HEERH)
BERFJ. & Ly AST, ALT. v - GTP @ EREA LS EEIFHRERE ., SERbbbD Z &
N5, [8.3, 9.3%M]

11.1.6 MEMMM% (BEERH)
FEEN, WLk, PEURIRIEE, B X ARER . AFRRERE S A 1L O BN (MilgK) Abh bbb Z L
Db, ZOXIIERNH oG, &E5E2FIEL, BIERERVE CFOREEDWEY)
IRAEEIT O Z &,

1117 BHE) VB, U UREER (Wb HEERE)

11.1.8 /MiEERE GHERH)
E#RGHCcCHLDOND Z R D, [8.5 5]

11.1.9 HEWEHBRARE (W RP)
iAYE, Bk, CK L&, M RORT I A7 aey ERERHLbNE T ENH D, Fi-. B
IRMIE I X 2 B REOREICEET L2 &,

11.1.10 2HBEE. MEMEER (OWI s HERP)
(8.3 2]

11.1.11 BHEAEREE (FHERH)
FEEN EGRIEE . FRORE|. AREEE), RIT. HIRESH S b aIlld. ARoRE Sk Kin
N, KIAA, PR B O Y R VB 21T D 2 b, AERERICIE, AmEROHEMCImE CK o k
ARBENDZENEL, Fo, IAT BV REAEIBEECK FRALNDL Z E0H 5,

(2)xnftnEIER
11.2 Z DD EI1ERA

wWOE R Y
M EUIE PERLEMER - WRIBER - Thapis RIS
IRT:3 EAR 2 ER M M
JFP Rk AST - ALT - v -GTP @ EFSOIFHRERT . A
X ik HAREFEOEHESE

FERARR R REEEES) (VAT ., BEHTT b—8, 7AT U XA (asterixis) %), ==—npX
v—, B, EEVKIH, R - £ - KETEERENEOK T, B, ARaEmE. AR,
WA « TADAHEE

iR B, HREREE RIR, ARkE

Hib&s AR D LD - ek, R

B Y < DIRED, BEALIES Y, T O A4

Wb FURBRERRER A (7 Ts, T4fE%) ORE, &b

Z DAl FE LB, MFEREOKT, CK LF, %7 n7 U KT (IgA, IgG %)

*1 [8.6&H]

H2) HAICIY, HRBEENL DD ENH D,

W3 HHICEY, CNLDIERPNSHHONDLZENHLDOT, BE (WETVHY) 74+ 277 Z—PHEDO LR, I
BN T LB ORI D LbNIEEaIc, WEXTIE ¥ 20 D 05 SR E 1T
&,

T4 [102ZH]




VI Zzs4efh (B EoiEEss) (CBId 5HA

9. lRFRBRERRICRIETHE
A% L7

10.BEKRS

13. BEERS

13.1 ER
FEAPERIT, IRIR, M iEE . EEAH, IRFKREE Ch D, ZOMOBEE LT, iRk, WED
BRI, BIR, SEEREE. IR, WML LN D, EIEOHAIT, SRR, MEERT 2580, K
fEE, MEROMENCL VT L ERHD, [7.. 10.2, 16.8.1, 16.8.2 ]

13.2 g
FRRAOMEANITM O TR, F2, 7= M VEMEEA & Z2IEHEAE LTV RVWO T, &
FEOH AL, MG =SB T 52 L,

MBEALDIE

14. BRLOEE

141 EFIRAFHOER
PTP )& DHANL PTP v — bW H LU TR 2 L 585 2 &, PTP v — FOBEKIZ LD |
BEVELA EAS BERE A~ U, I3 L2 2 U CREMIAR SO EE R AHEZ 0592 2 &
b5,

12.ZDHMDFE
(NEERFERICE D < 1E#R

15.1 BRERFEAIZED 1B

1511 MiEwEs7 o7y (IgA, IgG %) ORERHLDLNDLZEND D,

15.1.2 RIBREAZFGFOBE T, AFOMPPREIMET Lz L ORENDH D,

15.1.3 ARAIEMMOPLTAMNAIE (7= ) L EX =)L DR EE L) & OMICAZEBEE  GEEUEE 7%
HE SR EREUE) 2R L oRERH D,

15.1.4 VSN CHEME SN2 EE O CTANAIRIZB T 5, TADA, BHEEBSEEZMRLE L2199 07 TR
xR R SR O MFHE RICB W T, BASEAOHBRERORBO U 2703, FuTANAIED RARE
TTTRAREE KR LT 2R BUCTADAIRIRARE : 043%, 77 BAREE : 0.24%) . L CTA
MABEDOIRABETIL, 77 BARREE 1,000 AH72D 1.9 AW EHHFE I (95% XM : 0.6
~3.9) . Fio, TADABEOY T I NV—7TlE, 77 8RR 1,000 AH720 2.4 AZWEGE
HEhTwb,

(2)FEBERERERIZE D < 1H#R
BRES N TV



IX. FERGEAERICES 9 HIEA

IX. JEERPREERICRI I S 1HA

1. EEHER
(1) ZEHEAER
VI.ESZEECET HER] &1
(QREMEEHER
1) TEBR# - FERER R~ DL
A X FHEICK Y | DEMEHISMHE OB D LB . BRI 40— Mo i T R R ORI
i 4
b b PUREEARIE] 40
2) fif R~ 0D 5L 42.48)
UHFXFOH, b FROA XOBE, UYFOE  IGHEH
3) AT KT
AR T7xz=hA 2bmglkg ZEHET D L. K 30 H312IC 64% DIMBEE D EHNH B, HH 105 43
BICTER CEIE Uie, i sieBe s A me & moff B & AT LT, K 2 5 ICHEin L7z 49,
7w b FIHEROBERERICB N T, 7= MM VI TNV 3 —RAMIC L DA VA Y o0 i L7z 49,

(3)Z DthD ZFE A ER
ZUERR L
2. HMHRER
(NHEEEEGSHHRR
LDsofi (7x=hA &1L 7T) 40
LY %o HERAE N
<A 367 310
7wk 2,500 350
(mg/kg)
Q)rREEESHRR
Gt R

7w~ (Wistar &) (27 == b A o 100mg/kg/ H Y & A2 FEHIAI L T, 4, 10, 20 HEREAEE L7,
Z DGR REHINIAE NS DT 2N S 7223 B R OV B DR EIEINCITIE & A E RN 2
il oTo, Mkt Tk, ARmES, MmaEfe (%) ICHEIT o7, AMEREIITERE DR 2 7 &
NN IEFFGHNTH -T2, HIETIX, 27V a—F &, WIEEE, ET7 A ) 7+ A7 7 4 —8, 7
a—RA-6-T 4 AT 7 A —F, ALT ITIZIF L A EFBL -T2, #4520 B#%IZ AST O L3R 5z,
AFE I IRIC I L CEPRD b iveno Tz,

Q)ELH AR
MR L

@)D A R
Pl v/

(B)EMEHEE AR
% 7-15 H 9~ b (Sprague-Dawley %) (23T, 7 == kA 150 XiZ 200mgrkg D EIEN K R F#
HCKEE, KEIE, HBHEOTENZD BT 49,



IX. FERGREAERICES9 5 IEA

(6) B AR ER
KB L
(7)Z DI DHHEE
KB L



X. EHRHEIHICEY HIEHA

X. EEMEERICEY SEE

1. RHRS
WA R EE RO L RS
HARSY B

2. HREAME
544 (LEMEBRARIZHES )

3. BENRETORE
HEIRRATF

4. IR EDEE
FEIHTWHRWN

5 BEMITEM
BEMTERLETA RN L, <TVDOLEY : 7Y

6. A—H% - M
[R5 %E . 7 L e T I U 8E 25mg + BE 100mg. 7 L ET T 10%
F o2 .7z e —L

7. ERBEEAR
Ry

8. MERFTATFABRVARES. EMELENSFFAR., REHBEAB
REMR T KGR H B
b X h—/LEE26meg ;198547 H 19 H
E ¥ b—/LE 100mg : 1985 4 7 /1 19 H
AR
b X h—/LEE 26mg  : 16000AMZ00891
bt & h—/L$E 100mg : 16000AMZ00892
AT FEHEUL AR H H
b X h—/LEE25mg 19784 4 A 1H
b & h—/LEE 100mg : 19854 7 A 19 H
HRGEPHAREE H H
b & h—/LEE25mg 1977410 A 1H
b4 h—/LEE 100mg : 19884 4 A 18 H

9. MAERFHREM,. FERVAELEEEMFENFEABRVZORNE
RO



X. BEHFHEICET AEE

10.BEBEHR. AR LARFABRUVZOARE
HEMhfE RAFEAH 199646 A 13 H

NBEETHH
Y LR

12 REHREFIRICET H1FH
AFNT, B (DD VTG BRI 2 HIRIZED ST,

13. 80— F

EE5EE ERIEE L7 +EE
BR5E 4 HOT (13 #1) &S = (B N a—FK MIBS R T L
EERI—F (YJa—F) BHa—F

1006094010302 (PTP 100 $E)
b & h—/L§E 25mg | 1006094010301 (PTP 1,000 )| 1132002F1010 | 1132002F1029 | 611130095
1006094010102 (jff 1,000 $E)

1006100010302 (PTP 100 #&)
b & b —/L§E 100mg | 1006100010301 (PTP 1,000 )| 1132002F2017 | 1132002F2033 | 611130097
1006100010101 (jff 1,000 $E)

14 RIFEHT LEDEE
YL



XI. 3¢ ik

Xl. X (73

1. 51X

D A% . BERU AT MROREEEEL 1981;3(9):627-652

2) Simonsen N, et al. : Epilepsia 1976;17(2):169-176 (PMID : 780103)

3) Kosteljanetz M, et al. : Arch Neurol 1979;36(1):22-24 (PMID : 105689)

4) Mattson RH, et al. : N Engl J Med 1985;313(3):145-151 (PMID : 3925335)

5) Thilothammal N, et al. : Indian Pediatr 1996;33(7):549-555 (PMID : 8979563)

6) North JB, et al. : J Neurosurg 1983;58(5):672-677 (PMID : 6339686)

7) Beenen LFM, et al. : J Neurol Neurosurg Psychiatry 1999;67(4):474-480 (PMID : 10486394)

8) Temkin NR, et al. : J Neurosurg 1999;91(4):593-600 (PMID : 10507380)

9) Haltiner AM, et al. : J Neurosurg 1999;91(4):588-592 (PMID : 10507379)

10) Swinyard EA : J Am Pharm Assoc 1949;38(4):201-204 (PMID : 18119733)

11) Swinyard EA, et al. : J Pharmacol Exp Ther 1952;106(3):319-330 (PMID : 13000628)

12) Goodman LS, et al. : J Pharmacol Exp Ther 1953;108(2):168-176 (PMID : 13062087)

13) Rall TW and Schleifer LS : GOODMAN and GILMAN's The Pharmacological Basis of Therapeutics 8th
ed. Pergamon Press. 1990;436-444

14) Korey SR : Proc Soc Exp Biol Med 1951;76(2):297-299 (PMID : 14827905)

15) Esplin DW : J Pharmacol Exp Ther 1957;120(3):301-323 (PMID : 13476353)

16) Toman JEP : Neurology 1951;1(6):444-460 (PMID : 14899586)

17) Pl X 91E0 - EF O DA 1978;107(8):512-515

18) IRk, B 280, PR X3 o FEYIRRGE EAL O 72 O O F-Mp i P EEHIE O SRR 1981:169-181,
FEEERF AR AL

19) AR X 2137« EFEDH I 1977;103(11):810-812

20) Kutt H, et al. : JAMA 1968;203(11):969-972 (PMID : 5694319)

21) IHBE — : lRAREMEY: 1978;7(3):269-281

22) KSR © B & b —/LBE 26mg b ¥ b —/LEE 100mg (RNENREIZ B 2 Bk

23) HARZEAKIEHE | > % —fw : B AR FEELEHR JPDI 2011 2011:1524-1530, UIiE

24) Kohda Y, et al. : J Pharmacobiodyn 1983;6(1):46-55 (PMID : 6854522)

25) Vajda F, et al. : Clin Pharmacol Ther 1974;15(6):597-603 (PMID : 4841972)

26) Houghton GW, et al. : Eur J Clin Pharmacol 1975;9(1):73-78 (PMID : 1233256)

27) BEIR1E )« BAH AR A2 MRS 1981;17(3):325-332

28) i ARER/\ERIED ¢ JEPEMIE Y 1979;9(8):1259-1264

29) A7 H HHE - KAt HERE 1982;84(9):661-679 (PMID : 6820506)

30) Hooper WD, et al. : Clin Pharmacol Ther 1974;15(3):276-282 (PMID : 4815953)

31) JHESE T FRERA AR, TRESE - B GEEI 070 O TDM O3S 1993:109-125, HAERHit:

32) Butler TC : J Pharmacol Exp Ther 1957;119(1):1-11 (PMID : 13457357)

33) Maynert EW : J Pharmacol Exp Ther 1960;130:275-284 (PMID : 13768600)

34) SRR TD - BRRAEIEEL 1998;1(7):721-727

35) Bajpai M, et al. : Drug Metab Dispos 1996;24(12):1401-1403 (PMID : 8971149)

36) Suzuki T, et al. : Chem Pharm Bull 1970;18(2):405-411 (PMID : 5438584)



XI. XX Ik

37) KMz, HARTIC : BEARSHEES: 1977:6(4):5647-554

38) AT« I & FEE 1983;15(2):153-154 (PMID : 6849706)

39) BRMNHISCIF D> « HRIARSEEL 1992;23(2):469-474

40) FEBFEESE © AKERIR 1966;24(3):557-564 (PMID : 5337316)

41) Haury VG and Drake ME : J Pharmacol Exp Ther 1940;68(36):36-40

42) Druckman R and Moore FJ : Proc Soc Exp Biol Med 1955;90(1):173-176 (PMID : 13273387)
43) Vanasin B, et al. : Clin Res 1969;17(4):597

44) Sanbar SS, et al. : Diabetes 1967;16(7):533

45) Levin S, et al. : Clin Res 1970;18:364

46) Nakamura K, et al. : Arch Int Pharmacodyn Ther 1965;156(2):261-270 (PMID : 5868937)
A7) AAMEE T2y - AP MEGE 1965:61:114-130 (PMID : 14319297)

48) Harbison RD and Becker BA : Toxicol Appl Pharmacol 1972;22(2):193-200 (PMID : 5048049)

2. FDnsEHE
B+ )\ B AR R R E 2021, EE)IENE



XIl. BE&EE

Xll. 3&&%

1. ELEHNETORTKR
TNEBFo, A—ARNTVT, T3V, hFH, TITA KAV AR AV RRVT AX VT,
AXva ATUF uT T TV AN AL A F A bra EE KRETHREES T
%
(Martindale 40th edition, 2020)

F2RHMETOZRE IR, FHEROHEIUTO@EY TH D,

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, 202143 7) (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 50mg chewable
tablets. Upjohn UK Limited, 20214F3
A)

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, MIELOHRIZLLTOEY TH 5, EROABAEOFM TAF 2N+ 5

Zk
N— o
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Drugs which have caused, are suspected

[DILANTIN (phenytoin), Viatris to have caused or may be expected to
Pty Ltd, 20214-10H ] cause, an increased incidence of human

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, 202143 H)

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 50mg chewable Pregnancy

tablets. Upjohn UK Limited, 20214F3

H)

Risk related to antiepileptic medicinal products in general

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. In humans, phenytoin exposure during pregnancy is
associated with a frequency of major malformations 2 to 3 times
higher than that of the general population, which has a frequency
of 2-3%. Malformations such as orofacial clefts, cardiac defects,
dysmorphic facial features, nail and digit hypoplasia, and growth
abnormalities (including microcephaly) have been reported among
children born to women with epilepsy who took phenytoin during
pregnancy. Neurodevelopmental disorder has been reported among
children born to women with epilepsy who took phenytoin alone or
in combination with other AEDs during pregnancy. Studies related
to neurodevelopmental risk in children exposed to phenytoin
during pregnancy are contradictory and a risk cannot be excluded.
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 in women of childbearing potential,
women planning pregnancy, and pregnant women, except where
there is a clinical need and when possible, the woman is made
aware of the risks of taking phenytoin during pregnancy.

An increase in seizure frequency may occur during pregnancy
because of altered phenytoin pharmacokinetics. Periodic
measurement of plasma phenytoin concentrations may be valuable
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.

In women of childbearing potential

Epanutin should not be used in women of childbearing potential
unless other antiepileptic drugs are ineffective or not tolerated and
when possible, the woman is made aware of the risk of potential
harm to the foetus and the importance of planning pregnancy.
Women of childbearing potential should use effective contraception
during treatment. Pregnancy testing in women of childbearing
potential should be considered prior to initiating treatment with
Epanutin.

Epanutin may result in a failure of hormonal contraceptives, hence
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women of childbearing potential should be counselled regarding the
use of other effective contraceptive methods (see section 4.5).

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
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.
Phenytoin is teratogenic in rats, mice and rabbits.

Fertility

In animal studies, phenytoin had no direct effect on fertility.
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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)].

J[EDSPC

(EPANUTIN INFATABS 50MG
CHEWABLE TABLETS. Upjohn UK
Limited, 202143 H)

4.2 Posology and method of administration
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
children and adults. Gingival hyperplasia occurs more frequently
in paediatric patients and in patients with poor oral hygiene.
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