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i R 5 mg R 7.5 mg RS 10 mg

ﬁkj”j‘c/\ g%ﬁ (OlmL) ':P @%% (OlmL) ':F‘ ﬁ%ﬁ (OlmL) EP
PIRAA 7 €8 1 5 mg VTEANLTS5mg [T VA 10 mg

| ST AT KR = BTV eeor b b
& fParvztue—




(2) BREEEORE
FAU LW

() &E
FAU LW

3. RIBBREOHARUEE

FAU LW

4. Hif
BAAR/NE

5. BATSTHEMED & 55 M
7-Chloro-1-methyl-5-phenyl-1,3-dihydro-2 A-benzodiazepin-2-one, [5-Chloro-2-

(methylamino)phenyl] (phenyl) methanone,
2(1H)-one, ZofhofEGYE, ZRIFEAMYIO ) 2713wl

6. HADEEEBTICEITSRE.

3-Amino-6-chloro-1-methyl-4-phenylquinolin-
gy'ﬁﬂj X *Lf: o

B PRAFSRLE 7 R R HE S BRAS
AT =Ky
RMIREHE | 25°C/60%RH 2fH | g HEEETA L
T
AT =Ky
vsn ° for % [/ f’ b VA a
ik | 40°C/75%RH 61% A Kol 5 %5 Bk
T
A v
75 H
HEtadE 7 v 7" | 120 J7 lux-hr B4
SEts | (10800Lx) | E Ztmiail | ommumy
OEREPER | %408 (8.5 SR BEE | m i ST | S o ;‘i
5) W/m?) . > Sy
IRAFIRE : 25°C | K91 H
200 W-h/m?LA
s

a: AT 0729
Llhrol-ay FDBH o 7205,

770

IS L 72 ik
Z DE

AERcix

« BB R0 H 1 0l A ) D B IC A E &

WCEMEL 2R3 T _Ccor v F BN TH -
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7. RBERUVBREBOREN
FAULwn

8. fhF L DEAELL (MELEMNEL)
FAU LW

9. BHH®
ML R

10. ZRF-AE
(M) FENMDELRSR - 8%, SENERLESR - AEICET 51%HR
BAAR/NE

(2 a%
(AT HEHS mg)
0.1 mL [1A%]
(AP T HEIKT.5 mg)
0.1 mL [1A%]
(AT 5810 mg)
0.1 mL [1A%]

Q) FPHEE
LR

4) BFROME
HTRANATN . RmUT AT T A
Tk R T T L
BEEEMATL—Ry 7K FuovrLry, 27 v L 2

11. BER#HIhZEME
LR

12. b
FY L

11



V. ARICET 51EE
1. AEXITHHR

4. WhEE 3w FR

T Ao A BERIRGE
(fiFa)
EPWHIHHREBEY IC T, TADPABRBREY I TA»ABERREICBITT 25200 H 5%
TERH T 26~17i D HAR AN EF % 0 RICHIEFEIRRFICRF & BN G L7 & & OFE)
MR O R BT T 2 L hiadhn, FERRBREEML 2L 25, TA»ABERRE I
LTEWEMED RE NS L LFEL T2,

2. DREXEIHRICEET HER

5. ZHRESI RN FICBE S 2 1 E

5.1 EWHBIHREB CAA KRG T n 7 B, BN OGBS RS 2 o0 icBlfig L 7- b
T, EICEFOERZITS 2 &, [17.151]

52 FFTF VA TA»AERIREBICH L C, (Ri#EH (KiE) Xizzhicfb 2] 7%
DARKN %G5 2581k AAlORGBLERERZ HIRATRE T H 5 & ERTA# Y] I
L B F corkbE 35k,

(g5

KA OE G EF OFEIRZIAMEIC L, WY A5 03Tbh s X ) HEEWES 2 7-0%E L 72,

3. AERUVHAE
(1) AERUVRAEDMRES
6. ﬁﬁ?f&()fﬁﬁﬁ
WH. AR Eo/NRIciZy 7T L LT, BEOEMIMEELEEL, 5~
20 mg#x 1M SENICR 5T 5, fﬂ%T‘I‘ 53 7RG T IZAREEI LA L& C2la H o 8 5- 53T ¥
5, 7272 L. 6Kl O/NR 1R E 1315 mg%igx_irlﬂl &
(2) AERUVRAERORERE - RN
KEND125% A E o BF I3 2 KECcORKEMAEIZ0.2 mg/kgTH 5, ENTDOY T E L
FEHHR O AER OCHE T THRAICIEPIEI10 mg % AN SAZEIRN IS T & 2 72 BRI 34T
ThH., HERANDVPEFEEZOkge RE Lz & & UD{ZIKE%’I 720 D5 R 130.17 mg/kglTHH Y
T 5%, KANDHNHIANA T RAZEY T 4 13HI97% L IFITTETH 722 &b, KHlIZ
AN GR L ZED L WIRBREZ T & THlE NG, /2, ¥ TE YL I1ZCYP3A,
CYP2C9, CYP2C197 & cf@Hf &, % oM iRE I EER O X o> 2 23k & < HBRIC X
2 CTECrax®PAUCDOCV%Z50% % HE 2 5 ,
CT XS LOIMFHEE & IERA DOBARIC OV THRET L A ol T hTn %
boD, —BED D 2 AR BB IR T Ty, RATDIEREERIERAL 23N & v 9

12



ey HY, EEELCHEMNTEEARE TS L I3EL <, W% I X > T30~500 ng/mL
LIRIA IS EIFE S E I N TV S, YT EANLEMNICEIT L T ORIER % #iE T 2
72, MR EENEEICE T 2D TR TIE AL, MA~OBITED & TRAENIZE
ZBREDRD D, KEl%BPENES Lz &, SR & 2 BB ICRIN & 21 2 e 7o /%
FELASMC, BV e O = il &2 A L CHEEMICENES 2882 H 0 . oG4
FEICH AR TEZEB A (B Ki) L& T h T2,

KA D REIREAER Dt 5 % WV CHAR AR & IEH AR N @R A OPK% Ll L 72 & %
HAATRREVIREBZEZ /R L 208K BOECIC X 2R TH ), KEWICIZHANEIEH
AANDPKICEF R W EEZ bz, T, IFHARAND TAHAEE LRSS OPK% HiK
L7z &, EEBRE IR TTAPABE CBERMEL R HANRD b, 2D
FEIIHIBSNFEETH 0|, (BEWHRE L CAPABETHZNIEEREAEZRIAVEEZLR
%, $hbb, TAPABECETZ2AFOPKIZENfCEWTRKERETRVWEEZ LN
%,

T HANLD/NROBERICOWTHANURARFETO [N CTAH» AERIRE -
WA ERURIERIE T A F 74 2023 PCld, JEBERTTAE TR Y 7 €5 L A8 H]0.4~
0.5 mg/kg. HikL— MERTE 25G0F GBI L L TV 7 ¥ LEIRNE 5-0.3~
0.5 mg/kg (FRA10mg). FlkL— MERTE R WAL T S L FFRRER N 50.3~
0.5 mg/kgAHERET N T3, L7zt T, KFIDKEEIZ2~5/K TI30.5 mg/kg, 6~11m%T
120.3 mg/kg. 12/%LA [ C130.2 mg/kg & AE Y 72 © OG- & 13 fth D% 588 0& O 8UA & (21X FH
LTh b, M ANAFTRAZTE) T4 1EH97%THL b, HERKICr2bLT
FCIBEZEEL GO L EZ LN,

HAND2~5/%D CTA D ABERBIRIEEF 2R E U 2GR0 2 MG L 72 38R 135806 & 1T
Bo3F. THICTA»AEMKRENRE 72 2 ol CIIREREH ORINE 32 2 & 138
L CEYEEDFER ST O N TR,

LA L. AFICIERENEROFEIZZ T I WEEZ LN, 2~5EDHAN LIEHARA
DIREIZIZIER L TH % 2 &, DIAZ.001.085 5> C15 & 172 PKo¥ 7 X — £ &, DIAZ.001.04
AR DIRAEMGE D6~ 1R DOWERE L KE R RV &b, REICKOZKEGEEZILD
ZAEIG BT, IRTHIEAARADPKE HAANICHET 2 2 L IZATRETH V. HAA
INRCERD b N H D S % HAR AL RICHMEHETH 2 L # 2 5, Gt/ it
LTlid. “eto®Blims b, DIAZ.001.085 5 TR M R I N/ 15 mgx EIRE L 72,

EPNEIHEEERY OPart 2CTld, FRIEPHER LD DD, ZDRICHEER Y bu—L I
TWHRWEELHEL D 25613, —EOFRMF I L C4RLL EoffkE% & 1 C2[H £ <
sz e#alfge Lz, —HoRFCH L2l cofkb e v2, Aflo20E Hi%5%IC
RUENTEH L 251, AR R ENESE3, Balh%ss e [8.143H1],

kD Z e bBEL -,
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4. AERUVAEICEHET 3EE
71105720 OERFOHKEGEIZ, TEREZSEICT B L,

R Ol O E AN
2 LA b 6 AR | 6 A b 12 R | 12 A bk
6 kg LA - 10 kg A 14 kg Uk 5
12 kg i 19 kg Atk 28 kg Acifls me
12 kg LAk 19 kg KA I 28 kg UL I 10
23 kg it 38 kg i 51 ke i e
X 38 kg A I 51 kg A I
23 kg BLE 56 ke A i Tokg ki | M8
56 kg LA 76 kg UL 20 mg

721015729 DGICHV 2 8A L5 T7iklE. TRESEICT LI L,

55 F v 2 815 %575
5 mg A YT Mg 5 mg RT3 @& fvE 1 [
10 mg A YT REE 10 mg R 77D &ET (8]
15 mg AVY T HEW 7.5 mg 7 D EE 1 [\ 3D
20 mg AV YT HEKR 10 mg 7 D SJPE 1 [m)$ o
(fedh)
7.2. KFNTWTHOHIKICEB LT, 1BRBONAREIZ0.1 mL (100 uL) TH 3, SpEH~
D100 u LoEREIT, EHlZ RENICKET 2720 DRl RRETH Y sSpEICEY)

LAEL\ED#W$@CWK5ﬂ\ﬁDT@LL%%%ﬁé&WE%KQMTW 5o 5
PEN~DRGRE%Z100 p LICHFRF 3 2720, HESMNU10 mgTIEZNENA LY T KK
5mgRUA YT m&EE10 mg#A 2 LG v o glEic1im s L, HE15KX 020 mg

TRZINTNALE YT HEWT.5 mgh PR Y T HER10 mgHBIHl %2 & &g ic 1[a] 4o 20 #%
54%,
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5. ERERAAR
(1) BERT—E21Rvs5—2
<FRAMGEERL>

12)

S

VD) -
Phase | EET¥ 4 v & - %50 R BRE | etk Kq%
) Bk
RS
FEEM., v
FI1HE | .
NRL- X b, HilH “ HAA
#5. 3H 5mg, 10 mg X% 20 mg, H[FEE .
o1 [T s R HERR A o | o
GESH i (30 )
10) HAF =t
AR bR
Part 1
5 mg. 10 mg. I‘Smgﬂdi Ao AR AE R
" 20 mg (6~11 % : 0.3 mg/kg. .
%5 348 ] 13T A A BRI BE
12~17 7% : 0.2 mg/kg) % FlE L
NRL- . e BT 2B ho
JEEM. FExS KR IC B o] SN 5 ]
1J02 - Part 2 HrHFEEHETL 6~ O O
(HA) |77 17 o HAR AN
» 5mg. 10 mg, 15 mg X -
20 mg (6~11 % : 0.3 mg/kg, (22 1)
12~17 1% : 0.2 mg/kg) % FAE
REIC SN £ 5
FEWR, v
F1M | £, Hial |(HEERSH
DIAZ.00 |#5-. 3 H 5mg., 10 mg X% 20 mg, Hi[n| .
i
Loz |, 3L R | EEARS %?’f%\ o | o
CKRED |Or2 5, |2 [\%54
11) 7 RF—N 10 mg X 2 [0], SPENEL:
— i
¥ 1/2a
i 5mg, 10 mg X% 15 mg 2~5 KD/
DIAZ.00 [FEE . FER y
LR T 0 myke), mmies GRR | <amimd o | om
' S s e DN F e g |
ORI VEIRE S O FE A IRE) (35 )
8)
%3
5mg. 10 mg. 15 mg X i% 20 mg .
DIAZ.00 6 WA o /NR B
BB B | (6~1170: 0.3 mg/kg. 12l |0 A EPPRAOR
20 e 102 me/kg) #iefFupcgyy | 7 AR o
CkEp | o meE T (175 i)

KL N FTRA )T 4280
K2 RIR et

15




<SEER>

Ao N
Phase | #BATFHA ¥ IR - R RET TS watt | 0
o Bfjfie
AR5

% 1HH - - DT S LR 10 mg, Hilo] &

DIAZ.00 [T X FE .

fe. MRS, 38 [ _— T IN i
1.01 . 3. o P T XN LERIR 10 mg,  HA[A] S (24 1) @) O
N A Pt
5 o T ¥ L 5 mg, HEIFIRN S
% 14 L 15 mg X% 20 mg, SpEPIRES
EEHR, 7 v &L . .
DIAZ.00 DT AL ¢
(b, Hmges., sw |2 BB R OR R )
1.03 S 3. »u ot FEICHD VT 15 mg XiF 20 mg, (48 1) O o
ok | T 5
B i P EALGE 10 mg, RORG

514 BERE O - REICE DO N T

DIAZ.00 > (Izi‘llwﬁm_g‘o ;5 mffﬁ;;;f 6 KA Lo /N A
104 JEEtR, JErmEagr| T e R CADABE O O
ORI £ :0.2 mg/kg). HA[EEPEHNF (57 B

0 5 (GERER R OCRERICE 1
EID)

Tarquini
oetal, . ZHEPAKRNEERD ZHEMPA KR NEFEEH DO
2022 1%1132.001.05 R DIAZ.001.05 #Ex & 6] U Thh it WEE O REMED
CkED (89 i) Hems

14)

Vazquez BT Lo F — Y
ctals I AZ.001.05 38 & RABL/RD Li:”‘%ﬁ'ﬁ‘éf/u
2021 | O PRSI D1AZ.001.05 3k & [ U Tl Aot s o
KD ER (175 ) hABE RN

N B O B R

Sperling
etal., . BN /N oD .

2022 %IéZ.OOl.OS AR | D1aZ.001.05 AR L U Thbiib# gﬁﬁff}fiﬂj ; i

Ck[) (175 fi) PRI

16)

Penovich

etal.,, . A N R D .

= |25 NZAN
2021 %Léz.om.% AR | D1AZ.001.05 #sk & F T Ao bt '“‘Eﬁ%{i;ﬁgjﬁ@
CKE) (175 1) PR

1]

Kl AN FTRATEY) T4 25T
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(2) ERERRERER

EINE I MHEFARGER (NRL-1J0155%)

HA N 2 ot Ric, AFI%Z3HE (5mg, 10 mg, 20 mg) TH[ASPENES L 72
EE0, e OAFEZBRE L7z, BRICEEZERREEOLH IZZED bNkd o
770 T2, BRIKINCEWRD B 2 54 24 v OEENIFERD b Nind o7z, AR o R
EaRAAIRLITEERFRE UG L 72, ARBHRH Ic OER O BEFT RIZZ bz d o
770 FiT- RV LOBRSIIRDONER D 572,

HEHRDPED O N7 #5E X, 5 mg., 10 mgh 20 mg#k 5-0F T % 1L % 1124/3041
(80.0%). 24/28f (85.7%) K 1r29/30%1 (96.7%) <TH v, TAEERIT. MR &
FETH o7, RERIARIICI T L 20 12 7 o 72, BERHEER 1220 mgh 51
D HNT ) ORDOUFITH Y . MELHERF IAANE G 03 1k X 7z, AL OBEIL, JRERE
HEMICE > T2 o KEEAR L LHE SN, RAOBGHIEICE - 72 HEERH20 mgk
B 26 (5 oK% OCOVID-19, #1f1) ic@d bitz, 5 ofit, EELAERRTH
D, HRo e K AFIE oBf#EIX B Z 5 CBE#EAR L L HIE S L7z, COVID-1913IFEE 2 H

HERTH Y, AH L OBEITIEFHIE Y ERIC X > CRhEZ L & HIE X iz,

Q) AERBRFRHER

U ER R L

() HEEHBER

D)

BRI

EIP TR (NRL-1]02345) ¢

HiY : CADAERREX I TAPABEBIKREBICEITT 232 00b 2% F2HT 5 6 UL
18 M D FA AN EF 2 0 R & U A % SEp I B 5 U 7= I 0 AR I N e
& TS 2.

MERT A v | ShEadEFEL AL IR, FEE MR

Part 1 @ AR BA[0] S PN % 516 o0 0 1R . OB 21k % ST

Part 2 : RFIRIESPENIE G R O HRIE R R et % 5l (Part Lo LEBO 7 + v —7 v
TR FEMERE I, BRI AR A & fe & AF AR 2 Z & ANEYITH B LKW L 2B
B A3Part 218447) .

FEIREH | 1. 6RLAE 18RO HAANER, AbE, FkiEMb RV,
2. HUTowdh»icAET sHEE,
a. S5HOUEFHRT 20 WhARERZERILEZZ DD ZEE
b. TADPAEBREICBITTIZ28ZNODIRIEZRI LD ZEH
c. TADPAERMREEZEZLZZL0bbEE
FEEBED S b, BREBHLERM X IINBEO HERIc X v, RIEOFRKE - A HE ]
BEZ2 AT W 3 A O SEBREIR 234K B 5-FAARIRE s CRifE L T 3 B3
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(1) BREDOF W NAFEIED 5 BB L T2
(2) FWAFES TRRIC 3 A EFEHR L. BTED TV ARMESFE L T

%
(3) E#EEST 22 @R LTC2RU EDFTORARFKEL, BED T
NWAFED T L T 5
FaBRAMEHE | LT owF s oIS 3 28581, ARBOMANN R 5L 72,
1. SR =7 LI RPENEZERS 25T 2 nEtE0 & 2 SPsmaRE 53 % 8
%O
2. BEEOFHMEXFIFFHET LI -2 6T 5 BH,
3. RyYUTEY vRERICHT 2EEE, RS IIELAEL S 5 BE.
BT i Part 1 : FEAFFINFICARH % H 0] BN 5,
Part 2 : FEFRBIRFICARH 2 BN S, T ONAFKIEICK T 2 B G #ICHKER 2 v
FE—AINTOARVEECEHAELRD 2581k, —EORKIFICH LT 4 K# LA EoRRE %
HIFC2EFETHKET L2 L 2AREL LTz, £72, Part2 ML 24 [ & L. F1EH%
BRFCRR VIR LG T 5 o s Td 7z,
WA RE NS T 00 G LT FiofEe Lz GBIz ZEH 4«
Lo
HROPERF I L Tk, b L —= v 7 %R AE S ERERS AR & 5T 5
ZEEAREE LTz,
it/ AER OISR 5
6~11/% 1278 -
(0.3mg/kg) | (0.2mg/kg) M5 5% ] 4
(mg) DERL
R (kg) hE (kg)
10~18 14~27 5 5mg 11 R 75 @ BhJEELR]
19~37 28~50 10 10mg 11 F 77 o Sagela]
38~55 51~75 15 7.5mg 21 /7 D SfgE1 ] 3o
56~74 765 1 20 10mg 2 7 D S JPEL [a] 5>
FEHMIEE | Part 1 TR 2AFHEER S5 10 5 LANICHEK L, 22 RKFHEE S 30 2R 6
(ML 7= | e o - BE OEE
HrEE) ¢ B+ BRPRIIC 1 VA FEIE & HIE X 0 5 4R g
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2 E il 2E H

Part 1
- VR L
Part 2
- AAIHE G 10 2 BANICHR L, 22 AR AIR G- 30 2fElEo & g o 7= FelE
DEE
- RFH D HiER 5.4 10 73 APNICTHR L 72581 * o El&
« RO BRI G550 5 1T L AFEEHA T T ORR
- AAI DA G5 10 2 AR L, 558 30 2fEl. 1. 4. 6. 12 X 24 HyfHEE
B LN o R DElE
- VR
Part 1+ Part 2
- /IR &
* FEAF - BRRIIC U VA FEIE & HIlT & 2 (R EE

b At

HEDIET X, FAS M GREEEZ 1 I ER G SN 35 L X9 L L2 EH DS

b GOETHIIEE 23 1 oL BRIl & 7z ) . RO IRT I3 R R REM
(SAS : iBEREEZ 1ML L G s 7z BE) ZWRIHT - 7%,

FEIHEH T 5 2 Partl OREBESETH 2 BEOEIGICOWT, Wil 95% S X &

LIRS, F 9S%IEEUKM D BB B A% (30%) % Lo 8a, AL
@ﬁ&j}‘l&ﬁ)ﬁ:“é nfC (Eﬂfljlﬂ‘ﬁj_é e [/f:o

Part2 ORBHARNICR L 2 REIX, BRL A2 —HOTONARED L RO HDORKIE%
feer Latfi L 72,

RIRGTHA IE H B U<, A RTliE B3 2 JLHE 2§l 72 3 RAFECLR BB 1T o v T, 95%
BHEXEE & B ITRT,

A4 Ry A FE coRREICEY 3 % FEfiIE H 13 Kaplan-Meier % T A R v FREE T
D IRFfE D H YLl K P 7 Al % HERE L 7z
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FUnAFEEDRiRE L T
W 50

Part 1 Part 2 Part 1 + Part 2
(N=16) (N=17) (N=18)

PER Bk 8 (50.0) 10 (58.8) 10 (55.6)

7 8 (50.0) 7 (41.2) 8 (44.4)
R Sy 6 11 mUT 9 (56.3) 9 (52.9) 10 (55.6)

12 LA 1 18 meokiy 7 (43.8) 8 (47.1) 8 (44.4)
i (kg). T EREHERZE 34,73 + 14.13 36.46 + 14.86 36.00 *+ 14.55
REX S5 10kg LAk 20kg it 0 0 0

20 kg BA - 30 kg i 9 (56.3) 8 (47.1) 9 (50.0)

30 kg LA | 40 kg A 3 (18.8) 4 (23.5) 4 (22.2)

40 kg BL_E 50 kg At 1(6.3) 1(5.9 1(5.6)

50 kg BA - 60 kg i 1(6.3) 2(11.8) 2 (11.1)

60 kg B I 2 (12.5) 2(11.8) 2(11.1)
MR () | P RE 127.1 + 49.1 129.4 + 48.9 126.7 *= 48.7
FIH W& 4 (25.0) 5(29.4) 5(27.8)

SR 9 (56.3) 8 (47.1) 9 (50.0)

Gt 1(6.3) 2 (11.8) 2 (11.1)

R 0 0 0

T 0 0 0

N 2 (12.5) 2(11.8) 2(11.1)

fth 0 0 0
Thh DLW EAMETAD»A 7 (43.8) 7 (41.2) 8 (44.4)

BT A DA 1(6.3) 1(5.9) 1(5.6)

ERESEI AL A 6 (37.5) 7 (41.2) 7 (38.9)

SREIRBC A D A 2 (12.5) 2(11.8) 2 (11.1)
TADLAFIEOHE | F (SD) 6.1 (8.5) 5.1(7.1) 6.1 (8.2)
(/i)
SRS /8 1.0 1.0 1.0
RO [ ME, oK fE] 1, 24] (1. 24] 1. 24]
27 ) —=vHE | 5o BT 3 HFED T 15 (93.8) 16 (94.1) 17 (94.4)
TICRER L 25612 | WLAFIE

T A A ERIRBEICEAT 13 (81.3) 14 (82.4) 15 (83.3)

TE2BFENDH B FHAE

T Ad A ETRIREE 12 (75.0) 12 (70.6) 13 (72.2)
KRR EGNR 75 | 1. BIE. BFEO T WNA —
7= FAF FAEDS 5 0L ERifE L < 4 (25.0) 6(33.3)

W5,

2. FONARED 1K —

TWw3,

3. EpEiET sz L —

CiEfELT2MEB EDT

WHARRERL, RED 0 0

a : SRR R RE
HRh

TERHIEE  (BRELR 72 T EH H )
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Part 1 @ FAEDAFH A G510 ANICER L, 22 O ARFIHE A% 55305500 k- 72
BEOH AT, 62.5% (10/16f]) TH > 7=,

ARHFNLH 10 47 APICRIERIE L L %56 30 0 EEE B SN b o7z
WeE oFlE (Part 1, FAS)

ARFNB G- 10 27 AN FEAE A R
TR % 2T 72 W DB L% 51% 30 nfalf 200 b e 9595 4 X [H]
> o T R DI
16 10 (62.5%) [35.4, 84.8]
Rl G R ERE|

Part 1
EEEER R, TR | Xd Td 2R | & \IE L 72 B o#52393.8% (15/16f4)
ThHoT,
BB EEHEOME (Part 1. FAS)

Part 1

(N=16)

B R AT IS [ L 2 ERE L n (%) 16 (100.0)
FEA T R 8 (50.0)

B % PR 7 (43.8)

TR + B BRI 15 (93.8)

ANl f& 1(6.3)

BEMMTHhRTHB LIFEA R 0

Part 2

- RENH PR G% 10 2 ANICIER L. 2 oK A 5% 30 2 REED b v 2> - 7= FF o &
. 1 EIE&S 2 80.2% (73/91 A1), 2 [MIH#5-2550.0% (1/218]) <H v, 1 HHEHEKS L 2
RIEH®ES A1 79.6% (74/93 [F]) TH - 7=,

BRIREIC I i A FERE &I & 2 IRIEDSARH 1 54 10 27 BANICIHR L .
D ORANB 55 30 DEHFERD b vl d o L FEDEIE (Part 2, FAS)

HIRR9IC 1 A R
&Y % 0 B KA
IS5 10 7 AN IS
5[l Her (%) | 9% fFHIRER
e L ) R
30 7L EFFEDRED O
Mg o 72 IR KE
) D FEF 1o
91 73 80.2 [70.6, 87.8]
3 2 I
M 2
2 1 50.0 [1.3,98.7]
2l H O
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| et I 74 | 796 | [69.9,87.2]

- RENH A G4 10 2 LANICIER L -2 RIEQE &3, 1 H%S 28 98.9% (90/91 [\]), 2 [HH
P2 5.23100.0% (2/218) <H v, 1 EEZKEG & 2 EEHESOEEHT 98.9% (92/93 [F]) <TH
277,

RFANB G- 10 53 ANICIHA L 72 EDEIE (Part 2, FAS)

AFNE 5% 10 4 AR 1
PBER | WAATIEDE L L 7 & EJ; 959% (S X 4]
PRI I HI5E X 7= IR HE °
BRI DFEARI I 91 90 98.9 [94.0, 100.0]
T 39 E% 5
BRICNT 2
2 2 100.0 [15.8, 100.0]
2 B H %5
&k 93 92 98.9 [94.2, 100.0]

c RFNEE S5 E D S T WA RENEKA T CoRMIIZ. 1RHES 2 5 RIEHK T colFfE o Hh
HEIZ1.00TH o7z, T72. 2EIHEG 26 REHK T CORB O P REIZL55TH > 7=,
FONAFRERE T coR (Part 2, 1[EB#S.. FAS)

Time to the Seizure Cessation (For First Dose)

Probability of No Seizure Cessation

Time (minutes)

AtRisk 91 72 39 20 13 10 2 2 2 2 2 1 1 1 1 1 111111111111 111100000000O0O0T0

R D FAE T 5 9] A% 5 91
AEN A S HO T VHAREDHELE, n (%) 88 (96.7)

590 % (%) 3(3.3)

FEAETE K £ T DIFH] 5 95% {5 FE X [H]
25 08—k v R AL 1.0 [0.0, 1.0]
o fiE 1.0 [1.0, 2.0]
58—k Y XA L 2.0 [2.0, 3.0]
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- KRR PR G210 ANICHA L, 54210, 3040, 1. 4. 6. 12132450 o e
Do RIEOEIS X, ZNZ186.8%. 80.2%. 79.1%. 74.7%. 73.6%. 71.4%J%1867.0% T
Hote, T, 2MHEE TIEFEE#10, 307 TE N E4100.0% K% U50.0%TH Y, 5%
TEF R I TN b 0% TH - 72,

KA G514 10 53 LAPICIER L, BHHERZED b N0 o 7 FAF O R Rl o El &
(Part 2. FAS)

KA G4 10 57 ANICFEAE A —HE %
Eff A A~ b £ 5[5 D, 5% X /REERGE L T HEFEL
TR WERO
B DA I3 2 ) [0l 5
10 4y 91 79 (86.8%)
30 4 91 73 (80.2%)
1 ] 91 72 (79.1%)
4 I 91 68 (74.7%)
6 I 91 67 (73.6%)
12 R 91 65 (71.4%)
24 W] 91 61 (67.0%)
It 3 2 B HO#KS
10 4y 2 2 (100.0%)
30 4 2 1 (50.0%)
1 IRERA] 2 0
4 W 2 0
6 MR 2 0
12 FFRA 2 0
24 W 2 0

IREER IOV T, BE L AEEBE TR [Hocme] Xix [H 3 EmE] & H

EHL7-,
B EEHEOMEE (Part 2, FAS)

Part 2

(N=17)
RE R A ICHE L 2 ERELL. n (%) 15 (88.2)
FEA T i 2 6 (35.3)
» 2R e 9 (52.9)

el

BIfEF 3 1327.8% (5/18f%1) TH -7=, TaEIEMIZ. HHIE16.7% (3/18f1). &If5.6%
(1/18%1), Ei#L ~ DK TF5.6% (1/18%1), HIEHEEAHKS.6% (1/18%1) <, Wwih b IEE
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EBToRETH -7,

2)

A LBED B 5 HERER (KM REN)

Part 1 Part 1 + Part 2
SEBIKSHE
. (N=16) (N=18)
HEAGE
n (%) n (%)
Py 1 o004 Ry F23FEL-EE
. 2 (12.5) 5(27.8)
BB
MK s L Y v REE 0 1 (5.6)
E=yiill 0 1(5.6)
R E 1(6.3) 3(16.7)
EHLALOMKT 0 1(5.6)
fEIR 1(6.3) 3(16.7)
FERES. MUSfs X UHthmREE 1(6.3) 1 (5.6)
Wy FER N PR 1(6.3) 1(5.6)

MedDRA version 26.0

[ U8 1c [ U SOC ¥ 7213 PT 2R E L 2458, FAEREIZ 1 e LTH Y v b, WL SOC
F 7 PT IS L CEEBOBGRE R >FRIE, [BhE] L LCllA Yy rand, Bk BhEL T
Wa | 7203 T2 KB#EL T2 ] HE, AFFRIT BIEL T3] Ko, Zhlistol
A, BEFERIT (BERL | T,

Re R

TEAVETIE B (DIAZ.001.05508%) 12

B : SR T 2R R 2 AT 2 6 B L 65 Ko TADABEZNRICY T ¥
NLREE T 12 7 A, RESPENE G O Lt 2 5 HE T 5,

BT A v Rt G50, B, JFa, KERSG, catkslE

F UL 6~65 ik DINE AN B R VLt D T A B AEE 163 6] (6~1175% - 451, 12 %BLE -

118 f5il)

1. TAPABHIZZITEY, MITAPLPAEEFERALCWIICh22bb T, HER
FAEIZAMRARRELZRIRL TH 0, Y YU T R Y REH ORI LE L H
Wi X n 2,

F 7 BRAf AL HE 1. A2V —=v7Hi30 HEICKE 4ME. FMXIIVIRAEROBA %6 3 2 &,

2. KIOKOEHE, BEDOHAFKLMK, C-SSRSFHHT3, 4F L IR 5IC#EYT5H
B Ed w5 AREETEOREEZE T 5 BE,

3. UTEANLANBYTEANALEREEL IV T E LB Z23FNT R LT, i
BE X B ERIGOB T2 E T % BE,
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BT R AR BVERRRE A I L T 5 B,
B EIAR 12 2 AR (365 H), 365 HE OB 2 # 7#. JRERH Y ERT o H i
K0 YRR TRIE CY 7 ¥ LGOI G 2 kS 5 2 L BRD bz,
FAEFEBIRFIC L BITIG U C YT o8 L Ui E N R G, WG B, El A O
RE UNBGEMF 2SR IS CPRtofE e LT, LECIC LRI OKS 25
4~12 Kl ic 2 M H D G2 vRE L L 72,
BERETEZLEL L, »oREREENEHEOREMICH L TH22 72 & BT
EERMSHIIT L 723561, R XITEEZTT I,
fElin/ RER O 5 & %45
6~115% 125 A E
(03mg/kg) | (0.2mg/kg) | MR | SHEAEZHD W
E (kg | HE G | ™8 BRH
10~18 14~27 5 5mg 11 R o g JpE1E
19~37 28~50 10 10mg 11# R 75 oGPl a]
38~55 51~75 15 7.5mg 24 7 D e3>
56~74 7654 20 10mg 2f# i 5 O BafE1 ] o
RENREYE] (%A et H )
VT XANLRBRE 12 AL TA» AFEIRIC KIERENE G L7 & 2 oLt (F
TEH 72 &)
fEAT Gt TRV DNT IR EMEMT T RER (SAS : BB A 1 B E#G S /2 8%) 23
ICfT > 72, AEFRITZ MedDRA version 20.1 % v T2 — F{L L, YIS BHAIC
L ¥z,

a) BEHER

5mg 10mg 15mg 20mg At
(N=9) (N =54) (N = 46) (N=54) | (N=163)
UNEL S n (%) n (%) n (%) n (%) n (%)
PER B 2(22.2) 28 (51.9) 15 (32.6) 29 (53.7) 74 (45.4)
7k 7(77.8) 26 (48.1) 31 (67.4) 25 (46.3) 89 (54.6)
Al F¥ (SD) 9.3 12 27.1 33.1 23.1
(6.54) (9.02) (13.94) (13.09) (15.11)
N HA 7 (77.8) 42 (77.8) 40 (87.0) 45 (83.3) | 134 (82.2)
BAERET7IHART A 1(11.1) 7 (13.0) 4 (8.7) 4(7.4) 16 (9.8)
UUN
TYTA 1(11.1) 3(5.6) 0 (0.0) 0 (0.0) 4 (2.5)
NT A FFER T 7213 Ofth 0 (0.0) 0 (0.0) 1(2.2) 4 (7.4) 5(3.1)
DKFHEH N
Z DAt 0 (0.0) 2 (3.7) 1(2.2) 1(1.9) 4 (2.5)
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5mg 10mg 15mg 20mg =
B DR (N=9) (N = 54) (N = 46) (N = 54) (N =163)
n (%) n (%) n (%) n (%) n (%)

Ik 5% HT ] (BN 1(11.1) 3(5.6) 2 (4.3) 3 (5.6) 9 (5.5)
%iﬁ%ﬁ 121 3(33.3) 4(7.4) 7(15.2) 7 (13.0) 21 (12.9)

12 7 AL 5 (55.6) 47 (87.0) 37 (80.4) 44 (81.5) 133 (81.6)

AT 1~2 [q] 4 (44.4) 8 (14.8) 3(6.5) 8 (14.8) 23 (14.1)
3~10 [ 1(11.1) 14 (25.9) 15 (32.6) 12 (22.2) 42 (25.8)

11~20 [1] 0 (0.0) 12 (22.2) 11 (23.9) 9 (16.7) 32 (19.6)

21~40 [1] 2 (22.2) 11 (20.4) 10 (21.7) 12 (22.2) 35 (21.5)

40 [\ B4 - 2 (22.2) 9 (16.7) 7 (15.2) 13 (24.1) 31 (19.0)
;:””1— Eﬁifﬂmz 4(44.4) 25 (46.3) 24 (52.2) 33 (61.1) 86 (52.8)

b) ZatEiHGiEE

HIEH OB &1L, 18.4% (30f1/163%1) TH -7, 1%L LICHSNZZRIFEA I, SFAHR
& (1061, 6.1%). SESE (4. 2.5%). S, BRESEE ROMEIR (%361 1.8%). %Wk, &
. Siw. FEEIE. AR SRR OMEST (B2, 1.2%) TH o7z, HEREIEM. &5
HIkIcE > ZEWEH R O TICE - 2 8WERIZEED b L7 b2 5 72,

HELET/TatliBR (DIAZ.001.08588%) ©
HE : 2~5 i OAENNECTADPABEZNRICY T XN LR SIE 2 A S ENES L7z L
ZDYT XL OEYEEE IS 5,
VTN LRSI BEESENES L L R RORIIKEREARG L2 20y TE A
DREWEZFHET 5, (BIXHP)
KB T YA v B/1atH, JEEM. HESG., EYBE, R
F 7R AL 2~5 RDENNR T A AEE (BER L) 35 #)
1. TAD»AZKEZITTED, TADPARIEDOI VB —LDLDIIRY IV TEYE
v RIEFNOEH AL &Il X 5 B
2. EBHEIE IR E O O EARIE I 2R RIEE AT 2 BE
F 7 PRyl 1. HAANBFOMKED6 kgRili 1333 kgZ 2 Ty 5 B
2. A2 YV—=VvZ7HB0HRICKE 2IME. FMXIIVIFEROBG 26T 5 8E
3. RBEOYIEERGHI4AHMUAIIC, YT XN LEGHAORE %% )7 8E
BT ik B 5T B S PEN R 550 £ CIflfE T o T oY LR & HE
Z A EFEmIR (180 HIAD : AHE o F1F I3 Atk KIEFIERFIC S EICIE LT L A F 2 —
LM, Y7 ¥ L 052 MEHOKE L. WIS Db 4~12 ik ca%Eic
JGUCRIEEE L7z, B72 2 HEZLE TR 2o\ & IR iR Y BT 23 HW L 7=
B, MBEOMBEOMM A AIRE L L7z, RERIH Y EERT O HIWT & TR BRI o &
RIC XD PEERE Y 6 mIC 7 B F CUTEBBRA T £ ok S AR & L Ok RTRE L L
770
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B RITER - AEICEOZTROKRD LB Y BENKET 5,

fElg /AER OB 5 B 5.
2~55%
& SN R R O
(0.5mg/kg) E§ 5% (] %5
(mg) DR
k& (kg)
6~11 5 5mg 11 A5 0 &RE1R
12~22 10 10mg 11H A5 o &RELR
23~33 15 7.5mg 24 /7 D e3>

B GET14 H DU J OREREART i, BEAN o0 8 13 R o SRR (CYP-
P450, &/ 7 I vEELEERS) FHEAINIIFEA] (&2 &) offAZEIEL 72,

Version 5.0 % FAVy THEE S TR L 72,

A H (S @hie] SRBIHE <5 2 — & (CmaxX (FAUCo672 &)
(ZaMEHEE ] et &k sk S o 24 BIER R &)
fEAT R I SRYNEIRE DM 13, RYBIRE N T 2 — X RIT I REN CRYIBIEMRTE IC X > T, +5&

BT RE e MBI HE R T A — 2 DT — 2 % 12O FHET 2 Ll x - BE) 2xfRic
1o 7z, BEMDIRNT IR MM REN (SAS : B E 1 R LS5 sz B
) AxRic, HEHRITMedDRA version 25.1% FivwC =2 — Pk L., EAEEIZCTCAE

a) BEHER

5mg 10mg 15mg A&t
(N =13) (N =28) (N=4) (N =35)
UNEL S n (%) n (%) n (%) n (%)
il B 1(33.3) 18 (64.3) 2 (50.0) 21 (60.0)
7k 2 (66.7) 10 (35.7) 2 (50.0) 14 (40.0)
Al ¥ (SD) 2.73 3.91 5.03 3.93
(0.945) (0.907) (0.263) (0.990)
ERX 5 2~3 % 3(100.0) 15(53.6) 0 18(51.4)
4~5 % 0 13(46.4) 4(100.0) 17(48.6)
4 (kg) ¥ (SD) 11.07(0.115) 16.62(2.087) 29.10(4.022) 17.57(5.001)
BMI(kg/m2) | ¥ (SD) 16.3(3.21) 17.1(5.77) 23.8(5.32) 17.8(5.86)
N HA 3 (100.0) 20 (71.4) 2 (50.0) 25 (71.4)
BAEREIT7VAHR 0 (0.0) 4(14.3) 0 (0.0) 4 (11.4)
TAUHAN
HE 0 (0.0) 2(7.1) 1(25.0) 3(8.6)
Z Dt 0 (0.0) 2(7.1) 1 (25.0) 3(8.6)

b) &R E H

1

RITEH O FEBI# L, 20.0% (7H1/35061) TH o7, BIWFFHONIFUL. SAEEEREE. S0P, &
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. IRBEZ. WEH, BESEROLER., AHMEMERT R, IR (K161, 2.9%) TH -7, EELREIVEH.
BEFIFICE S FFEWERA RO TICE > ZEWERH IR b e d o 77,

o) HYB)TE
VII. 1. mPRECHRE QBRKARTHERINOFRE] OHSI,

6 8% - HEHHR
B PR L

®) AR

D ERREBE (—REARERE HEEARERE ERRALKESD) RERRRT—
SA—RHE WERRRBRERONE
PR L

2) ABEHLELTERTFEONBERIEERELI-AE - HBROBE
FZY Lz

() Zhih
mL
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VI. EDEB(CE§T HIEHE
1. REZNICEAEHIILEMRITILEDH
RYVSCTEEVRILAEY) : = F 5% %L, Z70FE A, ZuA"FAL, IXYVFAL, vd

S A
EE  BEOH 2 LAY OMEE - RF R, BHOFMNEESHT S L,

2. EBEAR

(1) {ER#RLL - ERBEFF
Y Kin vitroilBg 2 b, YT N LH Yy -T I VB (GABA) (XA L OMELEH Z

UCHIERMIHI T2 X 5 1@< 2 2RI T3, PR RIC I 1T 2 FEE AR INGIERR
REYE TH 5 GABAIX C OZAFERICHE ALY, BEF YAV ERAOT L LICKVERIA V%
PRI NICA X 25, HHEA A v omARIHEEM Lz ZRC LY, 2 X W iEHEIE
P& 4 U 2 72 IC A E RN £ CrfMiE 2 i i b 3 2 BE N 2K T & ¢ %, fPfEfiie o
W 7 AL I RAE D FIR R LS D ICB G L Tw b, ¥ 7 €94 I1XGABA% GABAAZ A (K
LIV KEATEA LIk, GABAOERHI# BT 3 L E 26N T W5

(2) EHEENT T EHEEBRBAE
P
- GABAAZ F R
CTENRLBREDRY YV T XY v REANL, CNSOMEMIIEEICREST 244 v F v 4
NRIDREEBR & v X 7 TH 5 GABAVZBIR L KB T 517,
BFRAAVF AL
CNSIC 31} 2 EE R IIHIEMRCEYE TH 2 GABAIXGABANVZ AIRIC/EI L, EF v 4
NEFHT 5 Z LI X VIEHRA A4 v 2 RsHIaNIC A T ¢ 5, IR ISEwE o
5GABARZAKR LA T LIck Y, WHEAL VY Fy DT — P 2O L, #IHIHE
BMEEL B,
- PR
Ry VTV REFNIGABARE AR L 3B A 2 CZBRE T 2T Y v 7k
AL, FxYALDT7 — FORIOMELZMCT L ICIVERAF Vv FryALDa v X7 4

vz %%“b 3 19),20),21)0

(3) {EFASIREM - FEaR
EINEEARGER (NRL-1J02 58k : HARNNEEFE ZR) YV CAFBE S S hiz16flic s
T, FOnAFRENEKE OO P RiEIZ1.5%) [95% CI: 1.0,7.0] TH -7, Kil%#%s5
B10 LANICFAE AN L 72 1501 5 B 24 G AN IC F7E L 7= 950 13801 (53.3%) TH V.
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FEAEFFE £ CORH O R {E121107.090 [95% CI - 14.0, #EEREE] TH o7,

100

Probability of No Seizure Cessation

04

104

FOWNARE L R (Part 1. FAS)

le

FNEIL n (%)

15 (93.8)

Tt b & %)

11(6.3)

i

iy

Sl e DR

95% 5 HiILI

1.0

[0.0,1.0]

1.5

[1.0,7.0]

[Rri—tz v 2 A 1 7.0

[1.0,-]

[1DES = A0 O i oa A B E Ok

AtRisk 16 13

100 =

T 5 4 4 4

=]

— T T T T T T T T T T
W 11 12 13 14 15 16 LT 18 19 M 2

)

Time (minutes)

TOWNARIERRE cokf (Part 1, FAS)

20 4

i

15

FEd1]. n (%)

=)

153.3)

Probebility of No Recurrence

THYUID (%)

46.7)

=1

FEFREER 4 L

51 95 f= 1R

20 -

WB/rA—k x4l

21 11.0,60.01

rhs il

1107 140, -1

[E e

- [L107.0,-]

[115E3% © T v LA g

B 24 LU P

At Risk 18

L 7 £ P 19 11

8 8 8 8 8 &

12 LK) 14 13 16 17

Time (k)

8 8 a8 B 8 &
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VII. EPEBICEEd 5EE
1. MAPREOHER
(1) BERLADLGOPRE
INE TICHE SN TV EFXFICHE I &, YT E L 0HMMPIEEIZF150~
500 ng/mL & HEE XN 222920 —J5 =T VEL CTA DA BE COIMPIERE & 37177 D
BB ORER D S, B L b F20DMTICEWT, EREIZT T ERLRINT CICREINT
WAHAMAFRE XD DX 20 IEVBE T TALARERAA L2 Ll h, cnbz
EWET % LfI30~500 ng/mL & ) BEIA WA RN RESH#EE SN 5,
Lo L7adss, =7 VEYSBE colMHiRiE & 3EEER OB 2 5. B S 2 2 HHBIBI R 1%
MRS NS, (FRENSMAMCTH 2 2 & dEZ 2 L. MEN RGN RE OREE L8 L v
EEZ D,

(2) BERFEBRTHERSh-OPRE
<Hi[n|& 5 >
1) f@ERHERE
R (HAN)
FA N BERER & SIS AF] (5, 10, 20 mg) % M EAMERE G L 720 & 7 8 LK
DRV T ARAF LY T LN L DOEYBHEN T A — 2 B LT ICRT0,

B RENEGR D 2T 2N LOEY)FE ST A — &

Chnax Tmax AUC, T2
(ng/mL) (h) (ng-h/mL) (h)
5mg 135.08+ 1.500 5096.6 + 56.23+
(30%1) 52.818 [0.75, 4.00] 1610.49 21.142
10 mg 225.85+ 2.000 10389.0+ 54.82+
(27f1) 88.078 [0.75, 8.00] 3109.79 20.916
20 mg 418.13+ 2.000 18982.1+ 55.92+
(30431) 139.559 [0.50, 8.00] 5420.69 22.413

I R S Tona (PO (A ]

B SERN GO T AAF UL T E N LDOFEYBFE T A — &

Crnax Tinax AUCius T2
(ng/mL) (h) (ng-h/mL) (h)
S| moseeon | b0 || e
s e | 0D | lenor | ke
e

VIE AR 7S T (TP (]
a) 27 . b) 19 {5, ¢) 23 {4
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SPENLAHESEARSEOMIER PREH#ES

(ng/mL)
398

60

N YNECINEEDN)
fEEERNIC S 728 A& (5, 10, 20 mg) % B[ B NS U 7= B X3 4R AT R

TR EENIE G L 72D T AL R ORI T A A F AL T E 8L OIEYBHE 5 X
— 2% TICRdW,
HE SN GO O T o8 L O EYFIRE S 5 X — &

—— 5mg

TFlrmHEEEE

150

200 250 (hr)

Crnax T max AUC;qf T2
(ng/mL) (h) (ng-h/mL) (h)
B [o] BN 5
5mg
85.6+57.5 1.50 [0.33, 8 2411+1164 9 70+30 9
(32 ) [0.33, 8]
10'mg 133.6+85.7 1.50 [0.75,36] | 450542528 71+32
(31 %)
20 mg
235.3+138.0 1.38 [0.50, 8 9168 +5055 © 744369
(32 1) [0.50, 8]
4 BEEIRE © 2 [ Sy 5
1?2‘;1%')@ 180.2+122.1 5.25 [0.50, 12] 7936+ 4535 2 74+339

I R ZE . Toa (PO [EHPH ]
a) 25 5. b) 27 il ) 26 il

HEBPENIEGRED T AR F VY T XX LORYENEN T X — &

Chnax Tmax AUCixs T2
(ng/mL) (h) (ng-h/mL) (h)
B[] @ENR S
5 mg 11.7+5.6 96 3229+1626 9146 @
(32 i) [8, 240]
10 mg 19.3+11.8 96 4503+1651 9 68+209
(31 51) [12, 240]
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20 mg 36.6+20.8 96 8838+5219 » 8527 H
(32 ) [36, 240]
4 BEEERE C 2 B % 5
10 mg/[A] 32.1+17.8 144 10840 +2446 © 69+159
(29 i) [24, 240]

SPIGE L AFHEIRZE . T (LRI (TR ]
a) 5%, b) 741, c) 4l

2) TALAEE
- LA E DN A D TA DA ERE GLEAN)
67 LA D /N TR655 AT DA T A2 A BB B XTRICY T £ ¥ L i B4R & il R OA
HISL-HE 6~20mgh ) ZHREISPENESE L 2K T ¥ o3 L DFEY)BHE S5 2
— Z X FAFIRE & FERAERECHEUL Tz GHEAT—%) 9,
#) 6 A B 1A (20.3 mg/kg, 127% A F130.2 mg/kgz H%& & L CR%E & L7z,

Mg &7 €8 L O IYBRE N~ T X — £

Conx Tomax AUCo.6n
(ng/mL) (h) (ng+h/mL)
IHIEfFI %ﬁ i) 189+110 %(')927, 12.00] 615+ 368
1?1?%1]) 213+145 %6(.)758, 6.00] 719+519
T 176106 o7, 523 | ST
22;;%]]) 185+95 %6(.)?5, 12.00] 592+297
TS %Zﬁ ) 164+88 %01570 12.4] 532+313
1(()1T§ﬂ) 163+ 84 %1750 518] 534+352
1?1?%%) 165+ 100 ?01580 12.3] 550 %358
Z?ZT%IJ) 16385 %6?735, 8.08] 5182270

I BRER S, T (PO (G ]

- 2 LA E6 A O /NR T A A BE GHEN)

2 LA Lo AR D /NRTADABREENRICT T XL HBREERICOGL 72HE (5~
15 mgit) % H[E BN G L 72D VT €8 L OBEWEIE T X — 2 % LT IcRT (U
EAT—2%) 9,

33



MRS 7 €N L DEYFIRE N T 2 — 2

Cmax Tmax AUCO*éh
(ng/mL) (h) (ng-h/mL)
2, 3% 5 mg 4 5.35 N
(3 ) 94.3£60.3 [2.10, 6.13] 391+212
10 mg n 3.08 n
(15 i) 269.3+258.8 [1.37, 6.07] 104211027
4, 5 ik 10 mg + 3.15 + 2
(13 i) 279.9+198.6 [1.20, 6.07] 1038£764
15 mg " 4.43 "
(4 1) 243122494 [1.37, 6.05] 8472716
SEHE £ EEHEIR 2. T 1 ORAE  [HPH]
a) 12
(3) HEE

RUER R L

() BE - ftREOEE
[VIII. 7.#8E{ER] &1

2. EYEERP/SA—4
(1) f@HAE

H A N EE R B 3061 I AR5, 10, R U20mgo B CHESENIES L 7z & & olifEd
TENLPEENS, Jvavy = AV FETARHOCCERL 72,

(2) WRAEETER
ZUER R L

@) HEREEEH

T YA A
NI A—X 5mg 10mg zomg
(HLA7) (n=30) (n=27) (n=30)
w5 N ~ P
rﬁ‘(jl}ijﬁ@(ﬁ%@}ﬁmyk (22) 0.0142+0.00587 0.0147%+0.00636 0.0145+0.00617
R0 Y772 (CL/E) 1.036+0.3808 1.013£0.3842 1.091£0.3804
(L/h)
& g N N TR
?ﬁ\(iE)*E’C@Eb FoRTER (V2/F) 77.25+24.826 74.20+28.056 81.40+27.566
Pl B
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4

®)

(6)

(M

2

DQIVFIVR
(3)IH KL E R DIAZ I,

SHEE
(3)TH SR L T L D THZ: 2

2ot
B PR L

. BRH (REaL—Lav) @

R AE
U ER R L

NSA—IZHER
ZUER L

. AR

TN LIHOKBEEOEE R E L TCWwWA D, AP T, Akl ch b ba T sa—
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8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to
antiepileptic drugs (AEDs), such as VALTOCO, during pregnancy. Healthcare providers are
encouraged to recommend that pregnant women who are taking VALTOCO during pregnancy
enroll in the North American Antiepileptic Drug (NAAED) Pregnancy Registry by calling 1-888-
233-2334 or visiting http://www.aedpregnancyregistry.org.

Risk Summary

Neonates born to mothers using benzodiazepines late in pregnancy have been reported to
experience symptoms of sedation and/or neonatal withdrawal /see Warnings and Precautions
(5.7) and Clinical Considerations/. Available data from published observational studies of
pregnant women exposed to benzodiazepines do not report a clear association with
benzodiazepines and major birth defects (see Human Data).

In animal studies, administration of diazepam during the organogenesis period of pregnancy
resulted in increased incidences of fetal malformations at doses greater than those used clinically.

Data for diazepam and other benzodiazepines suggest the possibility of increased neuronal cell
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death and long-term effects on neurobehavioral and immunological function based on findings in
animals following prenatal or early postnatal exposure at clinically relevant doses (see Animal
Data).

The background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes.
In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Clinical Considerations

Fetal/Neonatal Adverse Reactions

Benzodiazepines cross the placenta and may produce respiratory depression, hypotonia, and
sedation in neonates. Monitor neonates exposed to VALTOCO during pregnancy or labor for
signs of sedation, respiratory depression, hypotonia, and feeding problems. Monitor neonates
exposed to VALTOCO during pregnancy for signs of withdrawal. Manage these neonates
accordingly /see Warnings and Precautions (5.7)].

Data

Human Data

Published data from observational studies on the use of benzodiazepines during pregnancy do not
report a clear association with benzodiazepines and major birth defects.

Although early studies reported an increased risk of congenital malformations with diazepam and
chlordiazepoxide, there was no consistent pattern noted. In addition, the majority of more recent
case-control and cohort studies of benzodiazepine use during pregnancy, which were adjusted for
confounding exposures to alcohol, tobacco, and other medications, have not confirmed these
findings.

Animal Data

Diazepam has been shown to produce increased incidences of fetal malformations in mice and
hamsters when given orally at single doses of 100 mg/kg or greater (approximately 13 times the
maximum recommended human dose [MRHD = 0.6mg/kg/day] or greater on a mg/m? basis).
Cleft palate and exencephaly are the most common and consistently reported malformations
produced in these species by administration of high, maternally-toxic doses of diazepam during
organogenesis.

In published animal studies, administration of benzodiazepines or other drugs that enhance
GABAergic inhibition to neonatal rats has been reported to result in widespread apoptotic
neurodegeneration in the developing brain at plasma concentrations relevant for seizure control
in humans. The window of vulnerability to these changes in rats (postnatal days 0-14) includes a

period of brain development that takes place during the third trimester of pregnancy in humans.
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8.2 Lactation

Risk Summary

Diazepam is excreted in human milk.

There are reports of sedation, poor feeding, and poor weight gain in infants exposed to
benzodiazepines through breast milk. There are no data to assess the effects of diazepam and/or
its active metabolite(s) on milk production.

The developmental and health benefits of breastfeeding should be considered along with the
mother's clinical need for VALTOCO nasal spray and any potential adverse effects on the
breastfed infant from VALTOCO or from the underlying maternal condition.

Clinical Considerations

Infants exposed to VALTOCO through breast milk should be monitored for sedation, poor

feeding and poor weight gain.

Hih FE
F—A 7V T DN C (2024410H)

% L O

A=A+ 7Y 7 D5% : (The Australian categorisation system for prescribing medicines in
pregnancy)

C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of
causing, harmful effects on the human fetus or neonate without causing malformations. These

effects may be reversible. Accompanying texts should be consulted for further details.

INRE(IZET HREE
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8.4  Pediatric Use

60



Safety and effectiveness of VALTOCO have been established in pediatric patients 6 years to 16
years of age. Use of VALTOCO in this age group is supported by evidence from adequate and
well-controlled studies of diazepam rectal gel in adult and pediatric patients, adult bioavailability
studies comparing VALTOCO with diazepam rectal gel, patient pharmacokinetic data, and an
open-label safety study of VALTOCO including patients 6 years to 16 years of age /see Adverse
Reactions (6.1), Clinical Pharmacology (12.3), and Clinical Studies (14)].

Safety and effectiveness of VALTOCO in pediatric patients below the age of 6 have not been
VALTOCO is not approved for use in neonates or infants.

* Prolonged CNS depression has been observed in neonates treated with diazepam.

* Serious adverse reactions including fatal reactions and the “gasping syndrome” occurred in
premature neonates and low-birth-weight infants in the neonatal intensive care unit who
received drugs containing benzyl alcohol as a preservative. In these cases, benzyl alcohol
dosages of 99 to 234 mg/kg/day produced high levels of benzyl alcohol and its metabolites in
the blood and urine (blood levels of benzyl alcohol were 0.61 to 1.378 mmol/L). Additional
adverse reactions included gradual neurological deterioration, seizures, intracranial
hemorrhage, hematologic abnormalities, skin breakdown, hepatic and renal failure,
hypotension, bradycardia, and cardiovascular collapse. Preterm, lowbirth-weight infants may
be more likely to develop these reactions because they may be less able to metabolize benzyl
alcohol. The minimum amount of benzyl alcohol at which serious adverse reactions may
occur is not known (VALTOCO contains 10.5 mg of benzyl alcohol per 0.1 mL) /see
Warnings and Precautions (5.8)].
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