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e, TOH%T == b OHKRRAIL LCT19774 10 A e &> h—)L5E 25mg)| |, 198844 A e &
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HYDANTOL® POWDER 10%
HYDANTOL® TABLETS 25mg
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2) %722 pH BT D olctess?

pH | 4 5 6 7 8 9 10
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1,22¥V7umwmxgy (135135101 9.0 | 9.0 | 3.2 | 0.70
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~FA 0.008 | 0.004 | 0.0001
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Bl — v 197 178 —

(7 ZF DD E % RIEE
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E=¢i} 60 » A PTP/Ha % 7z L
HERIER - AV, pERERR. S8, WE (B35)
b & h—/L$E 100mg
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b & h—/LEE 26mg, EX 2 b=/ LBE100mg : AR (7 == A 88 12XD

10. ME IR DEMED DEE;
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<AERUVRAEICEET SEARALDIE>

Rik. BEEE. EFXH. REMEFOIERTBEREOBETHL ZLBZVOT, ZO LD RIERPH 5
DIIZHEICIE, BEEAEE TR CBET 5 2 &, HERELZ X 0BT O 720Il2id, KA ffizE R
BzATH> ZenExE Ly (HyERE) OmEZM)

(E4# > b—JLEE 25mg - & 100mg]
Trz= R LT, BEEA LA 0.2~03g, NI TRRHEZERRE 3 EICYERAOKET 5,
SEPR, MM IS U Cl BT 5.,

%% 0.1 ~0.3g

T 0.05~0.2g

L 0.02~0.1g

<AERUVRAEICEET HEARALDIE>

Rik. BEEE. EBXH. REMESFOERTIBEREOBETHL ZLBZVOT, ZOL D RIERPH 5
DIIZHEITIE, BEAEE TR CEET 5 2 &, HE#EELZ X0 EYISAT O 720I2id, AHo ffizE R
BzAT) ZEenExE Ly (HERE) OESM)

3. ERERALAE
(MEBRT—2 /Xy r—o
Y LR
(2ERRZNE
HMEE e L
(3)ERPREIHEAER
HMEE e L



V. IBERICBET 5 HA

(4)FEFFER
MERR L
(B)FREERIEHER
1) EEALLITRERGHER
EERR L
2) LLEGEAER
HUERR L
<BEZ HNEAT—2>
—EEREBRAE
PO 4 BRI HBREREOME
RFENEE DR OREMIER) | P15 & 2 FIMOFAEIHNRIIFFE TH o 72,
FEEAT DR CANA | 7= 14 6mglkg BUWEH B RIL, DA "vP e &5
BE 26 i 2 HNNR=E L 15mglkg 24%, 7= hA U FEERE31% T, &b
1 H 3[ERRNRE M TR T H o T,
Tx=h A2, IRV E %A HIR
16 M KO v A A4 —,3—4
AP RE (7o=hFA1v
816ugimL . 1 N RN ~ £ v v
6-10ug/mL) % HAZ|ZH 5 B
JRFEMEEBIEE, kR | 7= hA v FEAEIH & BHWERRBUCE BRI R0 -
IRFEAESOTIEBNER 2 £ 5 | IR E5- =K 6mglkg 7o

WAFIEERT D5 TADA
BE 194 3

(7 == bAoA U PeATHE 12
Bl BN R<P T
5.7 )

DNR<EE

wARB G &L 15mg/kg

1 H 3RS

Tx= R 2, AR K xR
10 M KO v 24 —,3—10 #H
AR PRE (7=2=HFA
10-20ug/mL . H v N < ¥ v v
4-10pg/mL) % BRI\ & G2

18~70 WD TAMNIEBE

(622 i)
Bl S0 18 T
265 i

(Zz=hA 2690, B
NP 614, 7=/
e — 69 %), UK
> 66 i)
TR AL BRE AR
¢ 357 15

(7= A2 960, BN
NP 94 4], 7=/
e —)L86fHl, UK
> 81 1)

> FEAERE

TJx= AV

NN

T ) N)LEHX—)L

TV IRV

7T R

(ks

PalE 5 &I TE S 2 9 EIEH &
OFEINZAE R E

A Zh L IR OO Hh ~ i B A E R LT
=y

B 36 1 HIH

FEAEH R ORITER BRI L 2% 50
MBI B L < AR R OB E IR VERE
T xz=h A Y, IR ¥E, T/
SNV Z— L Y I RAT B G
MNREWEENEREIZE o 7o, 3 IE
BHCTTZ7z= b, AR EBEM, 7
=/ NV EX =)L T I RAZEARE S
HMPREWBENFRIZE -T2,

EREMERE I EE T
% 4~12 mOTANABE
151 f1 ¥

(Zx=hrA 2 B2%], 7=
J 23 e A —L 51l oL
Zafgt b U oA 48 i)

Z7x=rA 5-8mgkg

7 x /)3 ve X —)b 3-bmglkg
sv7alEs b U o A 15-50mglkg

e uE

/NG E TG, MBI U TR
HGeEE CHE

24 5 A

FWNADORBNL, 7= hA 2 36, 7
T )L ER — L 3 LT afES Y
7 L2 BITCRIE Sz, 3AIT, TWVILA
FBRIZA BRI R D272,

BREA T & %2 13 7240 Sk X0
ABeiB#E 281 1 ©

(Z7xz=hA 2 140 ], 7
Z ¥R 141 f5)

Zx=hrA 1A 2[FE250mg #iE TR
L. #1311 H 8 [\l 100mg & A& 5,

T O% 12 » H WA ) m bR
10-20ug/mL % #EHF

7R

FIEMEEIX, 030 AT, 7==hA
BGRE 81 (5.7%) . 7T EAREERE 20
Bl (14.2%) T, 7x= A 5B TH
FIZ RN o7, 81365 AT, 7= hA
VERGRE10E] (7.1%) . 7T B REBEER
6\ (4.3%) T, ARETRN-T,




V. IBRICB 55HA

SIS

EREH

AREROME

BEEF I 22 1 724 e R
100 #i] ?

(7 == kA 504, v
A=1"all SUR/NE( R

Zx= kA Y1 H 3[E 300mg FHE
a2 a=1" o al DRy i W = B )
1500mg &%
BOogehicgly iz, Rh5EFHE

12 » A

FTOHNADFRIZ2HIE S THITH-T-,
BT VN AT T 2420 & O
FERIZEBWT 2 FIRNCHEZIT 2> T,
RELTIZTVWNADOEEEIZONWTE 2
KRN BT o T,

SHER MG 24 BRI O
BE 379419
(Zxz=bhA2 132 ],
i a=1." M WRVENE WD
BER 120 ], ST a g
TRV 6 5 AERGHEE
127 1))

Tz "V

WIEBE G 20me/kg §HiE

P ViR L5 & bSmgkg/H 2 [\EF
D%, AR EE 10-20ug/mL % HE
Fradi,

1AM CRE7 7' R)

VAV =1 nll UV

wEB SR 20mg/kg HE

VI VIR LS & 15mg/kg/H 4 [A]
Z 0%, AR TR 40-100pg/mL %
MEFF S H 72,

1» ARG, 7788036 » A
MEEES

i, RSOz,

BT WNAORE (7 == kA2 1.5%.
NATafEF U A 4.5%) . ERMET
AMDADFEAREE (7x=r1 2 15%,
AV A= 3 all NN VAV B0 I R i
16%., e s os 6 5 RS
BE24%) L HITHEBEEIT -T2,
LRI, v afgt Y oA TR
VAR EZ R LT (Z2= b Y 7.2%, N
A7amgpr vy oL 13.4%)

SHAAME B 404 51 9
(Zz==hrA 2080, 7
Z ¥R 196 f5)

TJx= AV

IR H- B 20me/kg FHiE
Boghicgofz i,
7R

12 » A

BT ONADRERIT, 7 == b1 &
BREETHEIE o2 (T == v U5
HTHHET 8.6*+1.3%. 77 tR#Eh
B 14.2+2.6%) .

BRI WA OFAERIIT, AEEITR
Mol (ZTz=h A U EEH2FERET
27.56+4% .77 B REHHE 21.1£3.7%),

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

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

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

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

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

7) Beenen LFM, et al. : J Neurol Neurosurg Psychiatry 1999;67(4):474-480
8) Temkin NR, et al. : J Neurosurg 1999;91(4):593-600

9) Haltiner AM, et al. : J Neurosurg 1999;91(4):588-592
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VI, Ho BRI DI H

VI. E3HEEICEHY 5IEH

1. REZMICEESH HIELEYMXITILEYE
BEX U M UREER = b R A

2. EEEMH
(MEREML - ERF
EFRER -
Na' F v 3V & D IRE BN FEE O GABA #HRFEEED TTES BEX STV D,
) FLkiE A AR e 2016;C4376-4381, FEJIIEE
Q)EMEEM T HHERAIR
ZMERZR L
() EAFIRRFMAE - kb
BRI L



VI g B4 5 H

VIl. ZMBEICET SEE

1. MAPREDER - AIEEX
()ABRLEDGOFRE
EFIRBIZBIT 27 = = M IR E & 58O BRI Michaelis-Menten 2.[C=Km - D/(Dmax—D)]%
U7 R (X)) CHTLE AU, A2 R B A3 T, 85 B D IS i HP i LS R E 3 B D TR & L 11011,
F 7 Dmax, Km OfF] A EITRKE < I BT AICHER L THEADIRIZ E Dmax OfEIFKE < 725 11010,
AR 7 == b A PRI 10~20ug/mL & S TS D,

|
[
[
|
m |I
1 |
'{H II|
EE J'III 1
Ir% : / S AL [ e y
; C: EFIREBMHPIRE (ug/mL)
D: &5%& (mgkg/H)
R — Dmax : 1 BI85 3R AEER (mg/ke/H)
1/2Dmax  Dmax Km : 1/2Dmax (253 2 M iRE  (ug/mL)
e 5i (e ke D

(2)Fx = I R B B S 5
TR (VIA.Q)EGRABR CTHRASIN-nPRE] 2]

Q)EERABRTHESINIDRE
EX U b= #10% 1g (7 == A& LT 100mg) ZEFEMRANE T 10 £ ICREHRBROKLS L THLR
BRI RO LB THDH 12,

AUC0-48nr) Cmax Tmax T2
(hr- ug/mL) | (ug/mL) (hr) (hr)

 10% 50.0+9.9 2.5+04 | 5.24+1.0 | 12.3%£3.0
(Mean+S8.D., n=10)

BEBRATODIT= b ldiEE

@
i Mean=+S.D., n=10
7 2.0
T /
_=: \
1 el ~ -
i} 1.0+ \.
HE
> A\ /| :
:‘rl.‘ulll -‘i |
f‘— - _.
0.0 T T T T—T— T
01234 6 8 24 48

§[H] (hr)
b Xy h—/LEE 25mg 8 HiE, $E 100mg 2 $E (7 == hA > & LT 200mg) Z=ZNLIfEHEHRAB T 641/
BHER OGS LR oNTEYEBRIITIRO LB THDH 19,



VIL_ Y @hie 2 B9 5 IH H

AUC(0-48n0) Cmax Tmax Tz
(hr-pg/ml) | (ug/mL) (hr) (hr)

$E 25mg 143.0+35.3 6.01.3 | 42*x1.0 | 16.8x=2.3
£€ 100mg 137.829.6 6.31+0.9 3.2+1.0 | 15.2+2.2
(Mean+S8.D., n=6)

BEBRATOII= b nhEE

8.0 —0— k&> b—JL5E25ng

7.0 TT —e— L4 k—)LEE100mg

se

Mean=£S. D.,n=6

o
1
=—
—k

:'.JDT
r:\‘ 1
—
|/||

- n
o
1
k
k

2.0 !

&R AT HN
(%]
T

% R
i

F¥fE (hr)

(4)HhHEE
AT S 575, BRI IR EEDS 20pug/mL THLAL, EE AL 30ug/mL T, fEEREECEIRIL 404g/mL
PLETHND 19,
G)EE-HtRAEOFE
I.7.#EER &R
6YBEH (RExL—ay) @B YHBL-EMARNEEEHER
BRI L

. EMRERNTA—4Z
(R A E
ML ER L
(2) IR YR 2R [ 3E 3K
MY ER L
BNAATRLFEY T«
BOFGICEVIHEEERN SN S 19,
() EREEEH
Kel (EFERAE FICE X2 F—LH 10% 1g B#%H A S, Mean®+S.D., n=10) 12
by h—/L810% : 0.059+0.012 hr !

Kel (fEEERLANS 71Tk &2 h—/LEE 25mg 8 §E, #E 100mg 2 $ERZHE RIS, Mean®=S.D., n=6) 19
b X h—/LEE 25mg : 0.042+0.006 hr !
b & b —/L8E 100mg : 0.046+0.006 hr 1
BV T7IUR
MMEE e L
6) D MEE
0.5~0.8L/kg 1V



VIL_ g B 5 H

(7)MIFEQKEEE
<BZE HNHEAT—E2>
#7 909%16)

3. & U4
TG TRINE D Y,

4. 5

(1) % — A B P9/ i@ 14
M ERR L
<BEZ HNBEAT—2>
JEPN R EE IR IR EE D 75%178 H UM% 104% 1 Th - 72,

(2)M % —FA AR EA P @@ 4
ST V2 OD AL L o 2 BE (X BRI TP R EE D 97+4% (Mean+S.E.. n=3) Th 7= 19,

QR)ET~DBTH
BEFL P B X R A IS PR 0 18.1£5.0% (Mean+S.D., n=9) T -7z 20,

)R~ DBITH
BB TP B L TS R R D 10+2% (Mean=+S.D..n=13) T. B A & Myl i 12 O EE (r=0.98)
Zon Lz 2,

(5)Z DDA~ DFITHE
W ~DIEATIE -
R T U L TR 0D 11 3% (Mean=S.D..n=60) T& v . MEE RS & by 14\ FRES (r=0.89)
Zor L7z 2,

5 X &t
(1A HEBLL R MR AR BR
ERAL - T 22
Ky MMH &S T, EIZ 5-(p-hydroxyphenyl)-5-phenylhydantoin ( HPPH) & 72 0 | Z it S B2 7 v
oA SND, F£7-. mrhydroxy &, diphenylhydantoinic acid 2351 50TV 5 10,



VIL_ Y @hie I B9 5 IH H

COOH
NHCONH:
7 z=nks s 4 B
CO-NH HO CO-NH G-O CO—NH
— s
NH-CO NH-CO NH-CO
Z7z=}F4 > 5-(p-tFe¥xs72=1)-5-7==/) p-HPPH-71L7 " >
e# > 4> (p-HPPH) G: 77 m g
\ om
CO—NH
NH-CO

5-(m-tlFuX%xs72=1N)-5-7=z=I
L% 4> (m-HPPH)

QRBIEET HBER (CYP450 F) D7 FiE

F & L THEMRHIEESE CYP2C9 KO8 CYP2C19 TR# &5 29,
G)HEBEEMNRDEERVEDEE

RUERR L
(ORFMDEEDERERULLR

T 5-(p-hydroxyphenyl)-5-phenylhydantoin(p- HPPH)IZ SEFREME I ZGR 0 H AL 149,
(B)EMEKBYMDEERAI/NS A —4

R L

CBE

(1)HEt B AL B UM BR
L LUTRH 1529

()it
PERERR AT £ 47> /L8 25mg & 2, 4, 68 (7== hA > & LT50, 100, 150mg) W56 6 A
OHEERIE, RH T HPPH & LT 97.0~98.8%, ==k A > & LT 0.3~0.6%, #HT/Z HPPH & L
THE~2.83%, 7==FrA 2L 1LT0.6~0.9%Th-o7 19,

(3)HEitt =
BERERRAIC 7 = = R A % 100~250mg Hi[Al§% 5% 0 HPPH O JR PRt s 1% | 4% 5-1% 24 B# [ C 35.8~66.8%.
48 FFREC 81.4~90.1%., 72 K[l T 94.3~100%. 96 K[l T 98.8~100% T 7= 249,

FS U RAR—2—ICEAT 51E#R
RMER R L

. BREIZKBBEER

REREBAT - ArkrPE A 161 (36 mikth) ([SHEFHK 1,500mL % BEENICHK 50 3BT L, & 10,000mL % 1 7
—/L & L, EF4 8] G 43 FEIZ 7o o TIEREENT 2 57T L 72 & 2 A, BRARTO MR A 30.8ug/mL
D3BAAA 21 FERIZIC 7.8 ug/mL, 23 WEff#21Z 3.5ug/mL & 72~ 7z 25,



VIL_ g B 5 H

MBREM - BHEEAEEE 16 (10HER) e —T7 7 AN—HEA4T T4 —%HENEIToT,
FHTRFIKD 5 KR TRE 10 [ELEAT L7z & & O MR E OB FRITFY 21+4% (MeantS.D.) TH
7z 20,
EEMEER : SEFEEE (2950 1T 4 FFEOTEME R IMIKRETR 21T > 72, REVRBAGAATO M F IR AL 39.3 ug/mL
DIEFRZ 1T 23.2ug/mL & 7272 270,



VI Zeete (B EovEEs) ([CB4 23HA

VIIl. Z£% (EARALOZESE) (ZBH3 5IER

1. Z2HRAREZTDEH
BARSANA
2. ERAREFTOER (RAEZZED)

[ZR] (ROBHRICEFEBRELGEWIE)

1. AFIORY ik e & v b A BB WITKT L CRBUE D B

2. 227740 (MiElEEZEISETL55HG) (TATTLENL, ¥ I7F2AEL RN"=TLEL, v
TR TR AE N, TS TN, FhSLal, TILTATIV AT N BT TH
AEN s TAFTLENL - RXRZFTEL, XLFENL a2 &Zy b, UYL ULEEY -
T HRENL DY Tuxi e AN )UAEY UAEEY Y - T RENL TTT72F IR AR
HEEY, T ETTTENc at YV RE v b e AN VA E Y T REN TTFTT7 2SI R, e
TITTEN ALV ALy R AN UHEY T JREN VYRR VIRATE L - LR H
AEN VRATEN LUNAEN s YRATEN, RAVT 7L YLERY v aEERoBaE [ T
HAEH) OEZR]

3. MREXIFHNRICEHET SHEALDOER LT NDEAR
A% LR

4. RERUVAEICEET SERLOIELZDER
'V2RAERUVHE 2R

5. EERERBEZTDEH

1. BEHRE (ROBEICITEEICEET DI L)

(D) HFEEDH 28 UFEEOE L, £, MPRELROBZARD S, ]
(2) MEFEEDH D BE (MEEENE T 28200355, ]

(3) FEMHBUE D BFH

(4) FURBEREIR TIED RS [FRIMSEEORF 2 & eI BthdidH D, ]
(5) WERFOEE [2PERFOLE T, ML EZ Lzt 0RERH D, ]

6. EELEAMIE L TOEARUVLES X

2. EEGERWER

(1) BERERCIL. HMBESICIVNREOFRITEBELAS LN H 5.

2) HHPICB T2 BEEDRREBLLEOLESEDOHIEIZEY, TADAEBRERHLDILD Z &0 D
LDT, BEHEEZPIETH5EI0F, RAICEET LR EEEITI 2 L,
¥, mmE, EREOLGIIRFCERT S &,

(3) AT EMAICHT - BHEE. MBRELZITO LR EE L,




VI Zeaete (B EovEEs) ([CB423EA

(4) IR, EES) - BT KATEBRE I FEORTPEZD ZENH LD T, KAlFGHFOEFITITEBE
DEEGEBREH SBBOREICRBSELGVESITEET L2 &,

7. HHE{EH

3. HEEH
AAHENT. F & U TEMAHBESE CYP2C9 L TU—E CYP2C19 TR#Et &SN 5, £7-. CYP3A. CYP2B6 X
CPHEEAOHEERE*HT 5,

(MWHREZ L EDERA

3. tHEEH
(D) BERER (BFRALAEWI L)
ERAE EREREIK - B A WE - EREF

BEST 4 o OEAORFIMEE Z v, MR | AAOFEYRHEEE (CYP3A) FHElE

(s EE 2 s & | ERMMETT5ZE0R3H 5, FlzL 5,

THPE T FIILh)
FAFTLEIL

(R _T7)
TS RENL

(B A W)
IN=TFLENL

(NR=~v )
IVTFUAY

F7FAIvH)
TIILIAREIL

(=)
95V FLEIL

(7729)
FAhSLOL

(7Y %)
FILFATILILATF Y
Y

(V7 A v MECAEE)
S BREN-TRFT
LEL-RHZTEL

(VA —EEEE)
FIFEIL-TELREY
S

(Frvvyavy s A
At
JILEEY > Ve ey romPRENMET TS 2
(=27 R) Emb 5,
JILEEY »-F/KREL
SYZAFIII-ILRY
TAEY
(2 A7V TEEEE)
JILEEY VT /HREIL | VLEE D U ROT ) AREL 777 | KEOIFEDAHEESE (CYP3A) FHEME
FSI72xFIRITLR) | T FOMFRENMETTHZEND | AL PHEAFEERICL D,
SREY 2o
(A7 7 v 4 BAEE)
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ILETIZEL-aEY
ABYy rITLFYLAE
VT /RENL Y TO
oL

(A& V) eV REEAEE)

ITAEFTSEALLERIaETZRZ v |
DOMFAREDNMET T E03H 5,

AR ORI RFHIESR (CYP3A) FHE(E
MK P FEEAFBEEMICE 2,

YRR TEIRIVLINZR | VERATEL KRR 8 ZE LD (L

EL HFREMETT2Z 0B D,

(=77 N—H A 8E)

YiRATEIL IhbOEFOMmMPEENE TS5 Z | AFIO PEEABEERICL S,

(VST 1)
LSRRE L YRRTE
L

(N—R=—HA5E)

EWH D,

KILFTSEL-JYIEE
o

RVTF 7Lk AEE Y ol
FREMITT2ZE8H5,

AHND TR GHEESR (CYP3A) #5EAE
AR O UGT1AL #FE/ERAIC KL 5,

et (N EoEES) ([CB42HA

(Vv LV HEAEE)
)GrtREE LT DER
3. HEEH
Q) BREE BtRICEET B )
EH L% EEERIEIR - HEEAE E - ERET
JZH= K D) 7Z==r A v OMPREN EFT2 | () 20 50EFNBIFHGHZMEIT5 &5
FEST—F ZERHBHED, ZHILTWVWD,
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A0 LR (2) RHFNORF K A EERFH LA IC X
F5ILEL cl
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ALNRTEEY Q) 7==rA v OIMPREN EFT 5 | ) DA< BE BRI ZMET 5,
ZEWHDHED, Q) IR E L DIFEYHTE ST
Q) 7x= v OMPEENMETT S YEFIZ X B,
T NHBHED, (3) A& DR R ERFHEERIC &
Q) ZhbDOEA DM PEENETS 5 BE
NLTaEg ZENRHHED, 1) ST a SR Z B B,
Q) "V T BRI L DEAREND DEH
Wk, WEHET == A PEEER R
L. FFRE#EET s EE 26T
éo
3) RFN DR AR FEEAIC X
5,
FILT4FEIL Q) VT 4 FEARIHEEZIEIT 5 &
EZ 5N TWD,
2) ¥&F1~1H
3) IR TH D25, AFIOIFH A
BEEFEMENENEZ SN TV,
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S5,

93 ) R fusmA|
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N7y T ERBBHED, 5,
(2) 7=V > RBPrEEmMA OV 23 88589 (2) AANZ X 2EAKANDOEBIZ L
LI EMRDHB, D 7= U RPUERInA o AR E
) 7~V U RPuEE M A OER BT ERT D,
LI ENDD, (3) AHI OISR A EEMIC &
L0 BEENC g e E R O E 21T Do
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EIZ CYP3A OEEB LTS
HEH
7EIL=ZCEY
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REISNDEEZLNTVND,

A ADFEFUYD
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BrIt A3 o4 b Y UEREMLEE

A I UA XY YT ORI NGHEE R
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WLRWESEETLHZ L,
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4. BIER
(D) EX7%GEIER

1)

2)

3)

4)

5)

&M REFIEFERARAE (Toxic Epidermal Necrolysis : TEN) . K/E#5IEARfEIREE (Stevens-Johnson
REMREE)  (BEARP)  BlIEE2 0170, FE ALBE, K - OB A, SRR, WHEEE ., ARFEm.,
HNRZEDORFE PR NTHAITIE, HE52HIE L, BIRRERLVE A OBS5% O 7 L0E %
192 &,

BEAEEIREE (WEAH) - IR E LCTRE, BEARA DI, IHI2Y U RHiER, TG E
HONRISREE . FIMEREIN, FERERIE S, B Y L OSERH B AL S BRI O BEMRBUEIR S S 5
PNDHZENRHDLOT, BELTZITATV., ZOX I BRIERNH Lo HEICIE, EEFIEL,
WYREZTTH Z b, 7B, B hAARRAT A LA 6 (HHV-6) S0 7 A NVADOFIEELEFED 2
EIRE L FIB, B NTTHSRERES OIERDTRH 2 VLB LT 5 2 ¢ H O THEETHZ &,
SLE #RfEK (BHEAH]) : SLE BEfk (8L, ALBE, BIEWE. MiZe. BfEkisd, f/ ksl Bk
FUAGESE) DN DZ ENHDHOT, BELHSITITY, BEXRD NS, 5%
IR L, @EEIRLEEZITS Z &,

BEFTRMAM., AMBRED. \BERABKE. HEEODRF. M/ORED, BEEm, RFERE (M
FEARE) - BlEEFITATV, BEBED DN SGAICE, BETE LA IR 5 2 Sl 2 AE
2179 2 &,

BIAERF 2. RFHSREMEE. |E (WE AP BUEFL, % Ly AST (GOT) . ALT (GPT) . v -
GTP O 7% % 05 HEZEERE, FEAH LD ZERH DO T, BEE HHITITV., B
DB LN HAICIE, Bh a2 Pk 572 LR 0NEETTY 2 L,
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WU ILE 21T D 2 &,
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it /1%, CK (CPK) 5. M ERORF I A ey FR%RL b TEEIE, #5421k,
1 1) 7 AL
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10) 2HEEE. MEUHER HEERY)  SMEFEE, WMEEBRROLbND Z EBH L0 T, Bl
ATV, BENRD SNZEAIIE, BEAPIEL, EYARAEEITY 2k,

1) BMEERE EEAW)  BHEERELD LD Z BB L0 T, BIEE 2TV, BE BEilk
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H5) HAICIVHLDbNDZZ RS D,
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VIL.

SN EEOHIC
WMENRDD, 1,

et (B EoESs) (4 AIEA
wHEEAETHIR (DER, DHH

(3) MR D HIZ LY

@) HRFOEEIZLY

(1) AEf SUTHEIR LTV 2 WTREMED & D0 N2, 18R Lo (BEO TAPARIEREZDIE, )
BMBGRE & I L TRV & O FHIRAERE DN H D, ] .

KBRS IRIEDN 5T D) MNatta EE 2 EHWr SN AGEIC0RBEETH 2 L EIRPICAHK 2 &5
PFLCADAA] FFiZ7Y 2 FY)

PR L TR SN BEREI

MINREADTRE

1=
DEBE) & HPE LTI % & OFE R A
@) MIRPICRO 2 /T AR 2R ET HHEITIT, FTRERIRY Bl 5925 Z L 82 E Ly UERF IO
(5) MHRF OEHIZ LY

Ly Fhh, T M UITMEEA L REEICITEA L TWRWO T, BEEDEAIE., MBI &25ET
(E4 > b—JLEE 25mg - £ 100mg]
8. BALEMDIE

MAERTIZZ20
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. BIEEAT DR A HPE LB AFH|
WIS (MRIEMAaESS) DAL EOHRENRH D,
FAIRICHIER NS bbb 2 ENnd 5,
HERIETNELD EORENH B,
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12.ERBRERRICRIZTEZE
BEARSANA
13.BEHRES
7. BAEHRE
(1) FEAR : B HERIE, IRIR, Bk, EHBH, RS CTH 5, ToMmoEs LT, Kk,
M ORRETTHE, FEIR, SEEREE. EX. WEAA LD, EEOSA IR, FiRRRE
MR A ROMENC L VT L E0nH 5,
(2) WE : FrRMMBEFEANIH DN TWRWD T, NTR, BEER A, FIEAIO®K 558U 220 E %2175 =
5HZ &,
14 BREDIE

ZERHEINTNS, ) .

EHIZ T8 - PTP 0K ANL PTP > — b bWV L TIRAT S L 2$E+ 2 2L (PTP > — hiéd
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8. TOMDEE

(1) Mgz vz (IgA, 1gG %) ODRERHLDLNLZENDH D,

(2) BIHREAZ R GHOBE T, AROMAREMET Lz L O®RERS D,

(3) AHNLMMDILTANAIE (T ) NV EZ =L ANANRZEE ) & ORI EBHEE  GREUE R
AT R EREE) 2RI LI omEND D,

(4) MRS CHEM S NI-EHOP TADAIKICEIT D, TADA, FRESEIRLE Lz 199 O 77 & R%
REERHRBOBRFFERICBN T, ARSEEROCARBKORIO U 27 B, FiTANAKORMEETY
TEAREEL LT 2 fi5m < FICADAIEIRMEE : 0.43%., 77 BARHE : 0.24%) . HFLCTANASE
ORFARETIE, 77 v RBEL L1000 Adb720 1.9 AZ W EEFHE SN (95%(EHEX M : 0.6-3.9) ., F
7o TADAVBEOY 7 7 V—7"TClL, 77 BRBELE~N1000 AHT72Y 2.4 A2V EFHEINLTWD,

(E4 > b—JLEE 25mg - & 100mg]
9. ZDMDIEE

(1) migsEsr ez (IgA, 1gG%) ORERHLDLNDLZENRH D,

(2) BIGHREAZ R GFHOBRE T, AFOMAREMET L L O®RERH 5,

(3) AHN LMDOFLTAMNAIKE (7= ) NV EE =L AN EBEY) & ORI ERBEE GBBUEE G
RET R EREE) 2RI L2 ORERD D,

(4) MBS CHEMSNIZEEOTADLAKICBIT S, TADA, BRESEZRRE Lz 199 O 7 7 2 R%
FRERR AR BR OREHERICB VT, HRASEERVDHBREKOREHDO Y 27 B8, FiCANAKORMARETY
FERBEL LT 2 f5m < (BUTAMNAIERMEE © 0.43%., 77 AR 0 0.24%) . HITAMNARE
ORMBETIE, 77 BREEE 1000 AHT72Y 1.9 AZ W EHR ST (95%EH#HIXME : 0.6-3.9) , £
2. TADMVBEDOY T 7 L—F T, 77 BREEL 1000 AdbT20 24 AZ W ERREENA TV,

16. 2 D1tk
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IX. SEEREREAER(ICBE I HIRE

. IR
(NEMFEEHAR ( VILENXREBICEEYSER) 2H8)
(2)BI R A ER
MR L
QR)REMEEALR
1) B - MR R~ D
A X FHEICR YD GDEMEEISMHE OB DO LB BAROIEIAER 28, —ia o i+ T % & ORI
i 29
Bk PUREEARIEA 29
2) Fif a0 52 30.3D
UHXOHE, b MROA XOBE. vHXOE - IUEH
3) MBI KT
AR Tx=bA 2bmglkg ZEHET D L. K 30 DTEIC 64%DIMEE D EFBSA L, TES 105 43
WICIERICEE Uiz, M iR e & M B3 & AT LTl 9 2 fiFIcHm L7z 82,
Z v b PR OBERFERRICBWN T, 72 = b NI NV —RAMIZE DA A Y VoW i) L7z 89,

(4)Z Dt D ZEEHER
U ERR L
. B
(HEEEESERER
LDsofi (7= kA &L T) 39
B #®% H fEIEN
~ A 367 310
7w bk 2,500 350
(mg/kg)
QREEEHEHRR
ERMEN3

7w b (Wistar &) 127 == hA > 100mg/kg/ HFH Y & & EFEHZWM L T, 4, 10, 20 @R OEE L7,
ZORER, REEMIREICOT INCIH Sz, A E OZF DB ORERINITIE & A SRR
HOIIRD o To, MRS TIE, RIMERE, MEaFRE (%) ICTREIE R o7, BIMEREIZITRE OB 23
RONTEDIEERHNTH 72, FFETIEX, iFF7 ) a—>F v 8 FREE, METAD Y 74 A7 7 2 —18,
TN a—RA-6-7 A7 7 X —E, ALT (GPT) \ZIXFE A EREL2ho7z, #5 20 #H%IC AST (GOT)
D EFPEO BT, FFERITRHRICEE L TENPBO bR oT,

QR)EHERLESMHHER
IR 7-15 H 7 » + (Sprague-Dawley %) (ZBW T, 7 == ;A > 150 XiT 200mg/kg D EIEN K OF F#%
HCAKBE, KEIE, NBEHEDTHNFE O LA 30,

(4)Z Dt DEHE M
MR L
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X. EEMEHEICEI SEHE

1. RFEX5H
B H e X b B10% c BIEE, GRS  EE - EMEOLGEICLVENTL L
b & h—/VEE 26mg AL RSN  EE—IEMEOLSTEICLVENTL L
b & h—/LE 100mg : G EEIES  EE—EMEORSTEICLVENTLZ L
AR - BI%E

2. AEAR XL FAEAR
i FH A PR
EX Y =L 10% 3 (EMERBR RIS )
b X h—/LBE 25mg @ 5 AFE (ZEMERERAE RIS )
B & h—/LEE 100mg : 54 (ZEMERBRRE RIS )

3. BTi& - REESMH
R PRAF

4. FEFIEHFVDLEDFES
MERTOERBFEVLEDEESIZDONT
U ERR L
Q)EFIZMEFORIFZNMIOVT (BEZICBETRNEVAZES)
<TvoLesy :AY
VIL6.EEZELERWIEL ZTOEARVRESZG)) . M4 BRALDIE SR
Q)FAFIFDNBEESRIZONT
Y LR
5. RBEHSE
YL

6. @ %
E4 Y b—ILEL10% 500g
B4 > b—JLEE 25mg 100 #£(PTP) 1,000 #&(PTP - k)
E4& > b—JLEE 100mg 100 $2(PTP) 1,000 £E(PTP - i)

7. REOME
v Xy R —L# 10%
R)zFLr, RUTIR
b X h—/LEE 25mg, t X h—/LEE 100mg
PTP : RV =L, TN I=0UL{H
W 7R @) | RV=FLrr, @Exy v/
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8. R—H% - EZE
Fl—mm3E : 7= U LTRAARFER T 7 2= M U8 AARERGT 7 == b1 V88
Trx= MU NI UAE LTCHAREBIERHZ 2= T M) DA
Rz 3. 7=/ LEX—L

9. EREAEEAR
]

10. WERTABEABRVERES

RENRFEARGERAEH B

B R #10% 200241 A 22 H (IREAEHIZLD)
o IHEREA X b=V 105 ARBHFEHH 1996412 H 5 H

b Xy h—/LEE 25mg : 198547 H 19 H
b & b—/LEE 100mg : 1985 4E 7 H 19 H

KR
vy h—#10% : 21400AMZ00035
b X h—/LEE 25mg  : 16000AMZ00891
b & b—/LEE 100mg : 16000AMZ00892

M EMEEREERH
vt X h—#H10% 200241 A 22 H
X h—/LEE25mg 197844 A 1H
b & h—/LEE 100mg : 198547 H 19 H

12 RERIIHREM. AEARUVAREEEMFOFABRVUENAR
A LR

13.BEERE. BIHERRELARFABRUVZTONE
v Xy b=l 10%
YL
bt & h—/LEE 25mg, & Z 2 h—/LEE 100mg
FIREAMAS SR ALAFH H - 1996 426 A 13 H

14 BEEHRE
B L7

15. 1 RHRMBIRERRAICET H1HH
AANL, T (HDW0IIERE) FIRICET S HIRITED STy,
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16.&Ea—FK
T HOT (13#) &2 P M RmEE | LeTrERa—

E4 Y b—ILEL10% 1006070010103 1132002B1019 610421007
1006094010302 (PTP 100 %)

B4 > k—ILEE 25mg 1006094010301 (PTP 1,000 $&) 1132002F1010 611130095
1006094010102 (ff 1,000 %)
1006100010302 (PTP 100 %)

E4 > F—JLEE 100mg | 1006100010301 (PTP 1,000 &) 1132002F2017 611130097
1006100010101 (fk 1,000 £&)

17 REHRF LDIEE
L7
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Xl. Z2E8%8

Xll. 3Z&H

1. EGENETOHRFTRKR
TNEBYyTF U, A—ARFZVT, A—ANIT, NUFX— TITUN AFHE FV, Fxa, T4 TR,
TR KAV XFUTT /NI AR AV RRYT TANVT R, A AT, A4
T.RL=YT AXva AT NV r— ma—TU—TF R T U R—=F R, RV R
77V, YU HR—I, AL AT z—FT 2 AL A, ZA, bra, &E, KEH, I3xZXx=7 Tlic
INTVWD,
(Martindale 39th edition, 2017)

2. BB HEERIRIFHR
VEWRICEET SBAMER (A —RX S UTHE)
g

7k 2% HFHOME
F—ANZ VT HREENE | D Drugs which have caused, are suspected
[DILANTIN (phenytoin), Pfizer to have caused or may be expected to
Australia Pty Ltd, 2019423 A ] 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.

bEIR. EEMR. REFLFFICEIY HECH

MR LRI
KE DTS 8 USE IN SPECIFIC POPULATIONSS.1 PregnancyRisk Summary

(DILANTIN INFATABS-phenytoin
tablet, chewable, Parke-Davis Div of In humans, prenatal exposure to phenytoin may increase the risks

Pfizer Inc, 20184E12) 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.
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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)].
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.

FE[EDSPC
(Epanutin Infatabs 50mg chewable
tablets. Pfizer Limited, 20194E5H)

4.6 Fertility, pregnancy and lactation

Pregnancy
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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
women of childbearing potential should be counselled regarding the
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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.

ARINCHB T DR EoEE M, ., ZARE~OES ] OHOFTHEIILL D LB TH D,

(ERALDEE] iR, EiF BILRE~ORE]

(D) #F:0m SUTATIR L T2 AIREE D & 5t NI, 1B EOA R (FHAO TADA BB 2 E | B A K
FRSIRREN DAF D) MEliEZ LR SR SN EAICOREST 52 & BHERTICARZ &5 S h iR
FoRZ, GREAT AR (HBR, DHH, LarbE) 2 HE LR 0L OBt msE R e 5, 1,

) R Te 5T AR 2 B 53 2 HE1IE, WTRERIR Y B 592 2 L8 E Ly RISt T
DA (FRIZ7Y X RY) EOFR L CTHRE SN EBERIC, B2 AT 2 W& HEE L2 B3 K| B 5
FEL L L TV L O FHRHERST N H 5. ] .

@) iR O 52 LY . VICHEE (REFMES) RAbiic bl oRERH D,

W IR ORGICEY . FARCHLER S Hbhbd Z End b,

B) IR DO EIZ LY | ERIKTAAEL D L ORERDH D,



XI. B2E&

INRZE(CERT HECE

L FLHPVA
PSSO 2 DOSAGE AND ADMINISTRATION

(DILANTIN INFATABS-phenytoin
tablet, chewable, Parke-Davis Div of
Pfizer Inc, 2018512 7)

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.

8 USE IN SPECIFIC POPULATIONS

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)].

10 OVERDOSAGE
The lethal dose in pediatric patients is not known.

Treatment: Treatment is nonspecific since there is no known
antidote.

The adequacy of the respiratory and circulatory systems should be
carefully observed and appropriate supportive measures employed.
Hemodialysis can be considered since phenytoin is not completely
bound to plasma proteins. Total exchange transfusion has been
used in the treatment of severe intoxication in pediatric patients.

HEDSPC

(EPANUTIN INFATABS 50MG
CHEWABLE TABLETS. Pfizer
Limited, 20194E5 1)

4.2 Posology and method of administration

Paediatric population Dosage for Seizures:

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

Neonates:

The absorption of phenytoin following oral administration in
neonates is 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
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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.

4.9 Overdose
The lethal dose in children is not known.
Treatment:

Treatment is non-specific since there is no known antidote. If
ingested within the previous 4 hours the stomach should be
emptied. If the gag reflex is absent, the airway should be supported.
Oxygen, and assisted ventilation may be necessary for central
nervous system, respiratory and cardiovascular depression.
Haemodialysis can be considered since phenytoin is not completely
bound to plasma proteins. Total exchange transfusion has been
utilised in the treatment of severe intoxication in children.
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