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Pk | e~ e OEHOM T, B ERD R,
3) HAa—F

FA LR
4) WH DY
FZH L7z
(5) ZDits
FYL7Ew

ARG (EHERS) DEERUFMHA

AT T
M 5 mg

AT
SR 7.5 mg

AT
SR 10 mg

1 &% (0.1 mL)
VT E L5 mg

1% (0.1mL)
VT ENLT5mg

1% (0.1mL)
YT ENA 10 mg

2. BFDOMERK
(M
He7E 44
HRNESY
Al

baz7zta—L

RyYIATAaT— L, KT E ) —

FFyr=i kb,
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EREFEORE

FZH L7z

RE

FZH L7z

BAAP/ND

i ]

FZH L7z

. BBRRROERRUVRE

. EAT ATIREED & KM

7-Chloro-1-methyl-5-phenyl-1,3-dihydro-2 H-benzodiazepin-2-one, [5-Chloro-2-
(methylamino)phenyl] (phenyl)methanone, 3-Amino-6-chloro-1-methyl-4-phenylquinolin-

2(1H)-one, Z O DRRYIE, KRIFEMEAMYIOY X2 1370w L

. BHOEBREHTICEIT5REMR

%‘y'ﬁﬂj é é/l/f: o

B PRAESEA: A AT RIFIERE ARG R
ATV —FKv S
= o for VGE%L?{: = A
RIS | 25°C/60%RH 32f& H Wt 5 25 A Bk
%
A7 —Kv T
2P o e THELZITL a
s 40°C/75%RH 6fE A B S <A Bk
%
HEHs 7 v
s 0 7 K15 H
%%§§5;7 ‘gmﬁmymu TS
H SR e (8’; s - p | CHELETL DEOBERRD
My i L S R 7MY . SRR - SAF S 2 R N -
& PMatER) W/m?) NGRSl 1‘;2‘7‘7 AL | BT
SRR 25°C | #11H
200 W-h/m2L4
+

ar A AHARIHEE © 72 1 FEh L 72 G ER T I,
Elpolovy FA3BH o 7208,

277,

10

A

FE LR 176 1% H 1 i A i) D Bk I A 4
Z DBICHEM L IR ClE TR Tor v F 3HKENTH




7. ARERUVBBEORESE
FZAU LW

8. L DEEEILL (MELFMELL)
UL 7w

9. BHM
Zh LR

10. ZHFHF-OE
(1) FENVELZRSR - B, NENEHRTES - AECETHER
ML R

2 a%
(AE Y7 HETKS mg)
0.1mL [1&%]
(RE YT HET.5 mg)
0.1mL [1&%]
(R Y7 i Ei10 mg)
0.1mL [1&%]

Q) FPHRAE
BANRNS

4 BROME
HIANA TN RO T AT T R
ot lERIETFALT L
BEFEHATL—KRy 7 KY) Fovr vy, 27 v L Xl

11, RREH#HShIEHE
FZHL 7w

12. F0Oih
FZHL 7w
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V.
. BREX IR

3.

ARICET 5RE

4. PEEXIIHHE

TADMAERIRE

(fif30)

EANBIHHABRY IC B W T, TAPABEBREXIZTA»ABERREICETT 25200
HLRAFEAET 26~1T DO HRNNREE 2 RICHRFABIRFICARF 2 BeNK G Lz &
2 OEMER LML R T 6 S, FEREBREER Lz 25, KAlOEWH
DR X Tz, FIREX ISR 2 MA & R U CA A EERE L L CERE L. AHEX IZhE
ICBEE S 2 T E O IH CHRGE 2 2 L TARFI 0% 50N R 2 lUNER T 2 X 5 Ici sy
L7z,

. DRERIIHRICEET IR

5. MENETHRICEET HIE

5.1 EWNBIHGEE CAFI KRG Sz 8%, WS 2 T 1 Blfig L 72 o, #Eio
BEOFEREITH C &, [17.120H]

52 FEFVRAETA»AERIRECH LT, f#EE (KK Xidzxhicftb 2k
FEDRARKN 2 HRET 28561, AFOKRSPLELERZ B EETH 5 & ERi2SEY)
IHWT L B IcoRRET B L,

(f&&5t)

51 HERRBEOEEZ S L, ENSIERR AR G S - B, BN o R
FEh T ICHEL 72 BT, RFORGNREF ZBEYNCHRT T 2 0EBH 5 LK
E L7,

52 FFETFVNAMETA»AERREICN L T, REE (KR XixZzhicflb 2] #5 2
KFN % %53 28560, HcxDEEFETOIETONAMETADLAERIRED S, KFlO#%
BRI 2 BB A RE T H 2 & ERIC X 0 @YW & 7z B I D AR A%
BINBZRERD B L HFREL T,

RAERUAE

(1) RERUVAEDES

6. AERUHE

WHE L A2 Eo/NRICIE Y 78 LT, BEDERKKELYFZEL, 5~
20 mgx 1A SPENICR G35, ZIRA T 56 1 IT4RFE BB 3 C2H 0523 T% 2,
772 L. 6K O/NRO1REIERIZ15 mgZ R 22 &,
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(2) RERUVRAERORERE - B0

AFND12m A o B I3 2 KETORBEHEIF0.2mg/kgTH 5, ENTD Y 7€YL
TEBHE 0 R L OB TR 1Z9)[E 10 mg % 5 A P XA FIRPIC © % 3 72 0 BRI TS
THY, HRANDFEEEREZ60kg L RE L7- & % DIREY 72 » D5 8130.17 mg/kglZF24
T2, AFOMIIANAFTRA T ) T 4 13H9T% L IZIFTERETH o2 &b, KAlZ
FHIRNIR G E ZD O R CIEBREZ R T L TIN5, £72. Y7 ¥4 12CYP3A,CYP2CY,
CYP2C197 & @t & v, 2 DI IREIZEAARR O I 52 2 28K & < BHRIC X 5 TECha
L AUCDCV%IE50% % B2 %,

VT AN LDIMHERE & SEIER OBHRIC O WTHRET L 28w ohlE I hTn 3
boo, —EMD b 5 A RAHBERIRIIIHERE S T, KA O E AL A & v 5
LBy, HESSADIMPEELZFFET S 3L, W]EICX > T30~500 ng/mL
LIEAVCIEEHIFAHETE I N TV S, YT SAIEMAICEIT L T2 0BEIEER % &3 2
2o, MARESHEEICET 20 ER TIda . MN~DOBTHED &0 TRAEMICE
RDUEND D, KFEGPENEG Lz &, SR b 255N & 1 5 i 2%
FELAANIC, SRS e O = ARRRMIAE % /i U CEIEIICRET 3 RIRH 0 | o5
FEICH AR TERZEBIAE - (5K L#E T hTn b2,

AN D EEIR SR O REH 2 F Vv CHARANER KA & IEHARNERR A OPKZ R L 72 & ¥
HARATRLEWIREREZ RN L ZBMREOEWICE 2 28Cch ), REMITITHAANEIEH
AKANDPKICEF R EEZONT, £, IFHARAND TA DA BE & RFREERFE OPK% LUl
L7z & &, BREHRE CERTTA»PABE CRBERMEL R 2HADED b, ZD
FIIKIBSNRETH 0, BERBE L CAPABETOZNIEIEREAE IRV EEZLN
3, Thbb, TAPABREICETZAFOPKIIENMCEWTRERETIRVEEZON
%,

TN LD/NROEEEICO W THANIHR AR TO VNETA» ABERIRE - F
WHABERIREBIGEA A F 74 2023] PCi3, REEABHETIRY 7 €5 L4 5%0.4~
0.5 mg/kg. Filkr — MERTX 2L AOF ERFEL L TV 7 ¥ LHIIRANE 503~
0.5 mg/kg (JA10 mg). kL — FERTE R WIEEIXY T ¥ A FGRER NI S0.3~
0.5 mg/kgDHEREI N T2, L7z T, RAIOHK LG8 IZ2~55% Ti30.5 mg/kg. 6~11/% T
120.3 mg/kg. 12/%LA |- TI130.2 mg/kg & (AE L 72 ) D58 13 fth D £ 5428 0 8H| & 131F1F
CTHb, AN AFT AT T 413H97%TH B Lh b, BEGRIKCrr2rDOT
FILIREBEELRGEON LEZ LN S,

HAND2~5/%D CADABERIKEBEEZNR L LA IEZBET U 723 BRI e X 71T
BOT., ILICTAPAERBRENK X /-2 o ciihiEERE R ORI A2+ 5 2 & (134

EYIBREDFER DB ON TR,

L2 L, AFICRERIEMEROMEIIZ T WEEZLR, 2~5EDOHANEIEHAAN
DIREIZIZIEF L TH % 2 &, DIAZ.001.085 %> C15 & 172 PKo¥ 7 X — £ |, DIAZ.001.04
R DIRAERGIE D6~ 1R DOWERE L KE R &b, RECESERGERZ RO
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ZARAE G BT, $HRTHIEAARANDOPKE HANICHMEST 2 2 & IZA[EETH V. HAA
INRCRRD b 7= BRMED g 2 HAR NS RICHMERRECTH 5 L FE 2 5,

2i% A Eorg AR o /NI L Cid, ZetEoBlsio &, DIAZ.001.085 58 & e 23 Rl
IN7/z15mg%x LR & L7z,

FEINEIHHERY OPart 2Tld, JWONAFIEICR T 2 HEESZICRIENBEELZD DD,
ZORBRICFHENR Y P — LI N TR WEECHIER D 255613, —EHOFIFICH L CT4kF
ML EofE%EH 02 Ecib5 T2 2L 2AlREL L7z, =72 L, —#HORFICH L T2l
TG LT 5, AFIDO2EHRGHRICHEENEREL HE L. RFlZ MG 3, Ba
Wakd 5z [8.14818] & L7,

PEoz & oi%E Lz,

4. RERUAEICEES IR
7. RERUVREICEET HFE
71 1EIS72 9 oAFOKGEIZ, TRE2SHEICT S L,

e i
2 BELA - 6 M | 6 L E 12 Bk | 12 A - b
6 kg U I 10 kg A E 14 kg ML E .
12 kg ik 19 kg Aith 28 ke Aith e
12 kg LA 19 kg LA L 28 kg LA L 10
23 kg Al 38 ke i 51 kg Al e
X 38 kg A I 51 kg LAk
23 kg BLE 56 ke i 76 ke il 1> mg
56 kg LA |k 76 kg LA | 20 mg

7.2 1H®H 7Y DG 28FH L B H577KIZ, TRESEICT 5T L,

&5 5 F v 2 S %575 1%

5 mg A YT IR 5 mg R0 &E 1 [
10 mg AV YT FEIKR 10 mg Fr 7 D S 1 18]
15 mg A YT HEIR 7.5 mg M7 0 &E L FFD
20 mg AV YT FEIKR 10 mg 5 D S 1 []3 o

7.3 2 Lo RiO/NRICRG T 255813, BEOREZBIRT 52 L TE, LH
RRIC R RBRE D 72 ORI AR, FAIF O 25 Al RE R ERT O B I B W TD BT
i,

(fAEgs)
72 KHlFTFNoHBICENTD, 1BHRONAEREIZ0.1mL (100 uL) TH 2, HFEN
~D100 p LoHG AR T, A2 BPENICEET 2720 DRELAKETH | BkhFEc
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BYNCHA L. 0 BAR/NMRBICIIZ b, RO TOREREZN I BN EFZLNATY
3, SEN~ORESEBEZ100 pLICHR T 2720, HESKUI0 mgTIRZhENA Y
VT REIRS mg MU A YT R IR0 mg#Fl 2 oG w0 SR 1EE S L AR
15020 mgTIEZNZNALE YT HERTS mghk A YT & 10 mgBlH| % % 5
feic e o253 %,

7.3 2% LA Boik R /NI L Tid, AFBCToRGREERD 720, KRR R TIEBEAN
BhHEREE LTz,

LEDzZ e oiZEL =,
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5. ERERAUR

(1) BRT—21Rvo5—o

<A &AL >
e ey
Phase |7V A4 v i - %55 I RAYLERE Bk | etk o
) Bk
AERE =
FEM, 7 v
1M | N
Rl | ) "
%5, 3H 5mg, 10 mg X 20 mg, H[a]& .
L N EERERR A o | ©
GES N i e (30 f)
o |PAFTN
s
Part 1
PeBRE O Flln - REICE DWW T
5mg, 10 mg., 15‘mg X% Aot R AE R
» 20 mg (6~11 % : 0.3 mg/kg. "
i 34 \ 13T A A ERHIRIE
12~17 3% : 0.2 mg/kg) % F&fE -
NRL™ b gt | W A CBOT B
102 %;%‘ mjz R brRMEEHETS 6~ O O
e 17 1 Rk
() pgH O - Eic o | A
5mg, 10 mg, 15 mg X (22 1)
20 mg (6~11 % : 0.3 mg/kg.
12~17 7% : 0.2 mg/kg) % F&fE
R B EN R 5.
FEMH. 7V
B (Fafb, HE | EEE S
DIAZ.00 [#¢5-. 3 H 5mg. 10 mg X/ 20 mg, H[d] .
g
102 |R. 3L K | sEARS {f%\ o | o
CKE) |vr2BH%E, |2 [H#E5H
1) 7 a ARG —oN 10 mg x 2 [\, &PERKS
— iR
% 1/2a
ImEOO#t@ FExt ﬁﬁﬁiﬁ%f%i&fSZi 25 DMK
00 . me Xt 15 mg O5me/ke) | gy o= | om
1.08  |HEGEABR SBENIES GEFIEIR R O F1E (35 i)
CKED) Bf)
8)
%3 M WebiE D - FEICE W T
DIAZ.oo;qetjfﬁ #ﬂASmg]Omg]5ngﬁ2m% 6 KA o /NR R K
1.05 %;%‘ (6~117% : 0.3 mg/kg. 12 | AOTASAES O
CkE) | E 1 0.2mg/kg) & TR IC BLE (175 i)
2 PfL s
K1 NAFTRAZE) T4 28T

X2 Rt
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<SEER>

Ao Ly
Phase | BT A v PR - #2568 SR e LRt |
G ) -
/“’“1 i v/\oL\%: :-'—1 . M =
%1 SEEk. 5y A T IR 10 mg, BA[0] &
DIAZ.00 - L ERER S !
fb. BEE, 33 | o [REHERR A
1.01 W ML 2w Aot VT XS LIRIR 10 mg, B [A] S (24 1) O Ox
CKkED |7 ,Et‘\%ﬁ N5
— N — 5\ N
5) V7 N4 5 mg, HEIFFIRNES:
%14 WeBRHE DR EICHO VT 15 mg X
DTAZ R Ty xa iz 20 me, s
103' b, ks, 38 | T NLEET L - RS DR R R A o O
(ﬂ%) A, 3], 7 v x4 [HEiCHKS\WT 15 mg Xit 20 mg, (48 f51)
B W5
VT ENLEE D 10 mg, RRORS
%14 WebsRE D EH - REICE O W T
DIAZ.00 5mg. 10 mg. 15 mg X% 20 mg | 6 AELA o> /NE K O A D
1.04 |FEEWR. IExTIRERER | (6~11 /% : 0.3 mg/kg. 12 j&LA TADAEE O O
CKED £ 1 0.2mg/kg). HIEENES (57 i)
% GEFAERE K OCFEAERFICE 1 )
Tarquini
oetal., . FEH R OCEERHD FEAKROCEFER D
2022 I%Iéz'om'% R L DIAZ.001.05 &k & [ U ThADAEE WEE COREMED
CRE) (89 1) He
14)
Vazquez BT L F — X
etal, I A7.001.05 3k & BRARGANRED ciink%ﬁ@“afa
2021 | T PR IDIAZ.001.05 38k & {1 C o Ao ﬁ)i;f%(\‘@féllﬁz
X 175 i . .
CKED (b B U RO
Sperling
etal., - A O/N D ~
2022 Iéugz.om.os AR | 51AZ.001.05 B L I L Thhhib# /ﬁzjff;gﬂj ; i
CIH) (175 1) PRI
16)
Penovich
et al. B A /N D
, . ” N
2021 ;Ing.OOl.OS B DIAZ.001.05 &k L [F U TADAEE - Eﬁ;g%{gﬁg@
CRE) (175 i) e
1)
1 NAFTRATEY T4 28T
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)

)

4
1

R PRI ERRARR
EINE I MHEEARGER (NRL-1J0155%)

HA N % iR ic, AFI%Z3MHE (5mg, 10 mg, 20 mg) TH[AEMENEL L /-
LED, BEWRUOBRERMGT L 72, BRMICEERBERRE[OZEIIED bhkdr -
720 E72, BEIRIICERDO D 24 24 v OEENIFERD b d o7z, dBREARF D %
WA A ERR L Ui L 72, ABHR I OER O BERTRIZRD bk d o
Teo TRV EOBRITRD bNnh o T,

HERERRAD b N8 13,5 mg. 10 mg M 0020 mgik 51 ¢ % 112 1.24/3061 (80.0% )
24/2851 (85.7%) K 1*29/30f1 (96.7%) TH H, EAEFEFRRIT. HIRKRFEHTH - /-,
TBERIAMIFICIET L 22 9B 13 Vb o 72, EEAGERERII20 mgit 5RFICED OIS
DIFDIFITH O | YGWHRE IAFI G2 Ik S iz, AF & OBE X, BERIHY ERIIC X
> THEZ b B L L HIEI N, KFIOEGHIEICE o - HEFRH20 mghk 5812 24

(9 2K COVID-19, #1f]) iciBw bz, 5 2R3, EERFERFRTH Y., fido
TEL AR o IZEZ O K BE A L L HIEI N, COVID- 193 FEERFEHRRTH
b K& OBEIFABRIHYERIC X o TR L L HE S s,

AERGEREAR
U ER R L

HRELHEAER

BRI R

E PN B ER (NRL-1J023 )

HI : CADABERIRE I CTA»ABERRECBITT 252 h0ob s %F2HT 5 6 M
b 18 ki D HARNNREE 2R & L, KHlZ SN ICH B G L 72RO F R 1E KR %42
P& 5T 3 %

BT A v | SRR, AL FEEEERML. JEERL FERTIREUR

Part 1 = A Hi[a] S 5 5 IRf 0 A 90 S V2 A & BT

Part 2 : KA AESENIL G- DGR E R R 223l (Part 1O LERD 7 + v —7 »
TIRAEFEMIFIC, BB RN 5] 260 2 AF 2S5 2 L AEYITH 5 &HINT L 7242
5# AsPart 212#417).

TEPULHE | 1 6 ML 18 AR O HAANS &, Abt. skizfb e,

2. LTowFhiricAT sEE,
a. S5HAUEHHET 2 0 WhARFERZIEC LZZbDH 2 BE
b. TAPAERIREICEITTI2ZNOD2REEZRI L2 L2 2HEE
c. TAPAEREREZECZLZZLOHZHEE
FRREED S L, JRBRIRYEM I ABE O BRI X 0. RIEOFKIR - R HE ]
HE72 LAF W 370 2> D IEBREIR 23 A1 G- FARINE 2 CRfe L T 5 B3
(D) HEOFONAFKEL S U LRFRL W2
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(2) T AFEMES TIRFRENC 3 ML EFBI L. BUE S W AFERERR L T

%
(3) EHEEST 22 @KL T 2R EDTFRARFKEL, BHED Jv
NAFMEDR R L T 3
FARRIEE | LTowThrofEIcEY T 2856813, RRBROMANNRD LRI 7,
L. 8BFR)—7H L IRENERERS 25T 2 n[EtEo » 2 BPsmaRE » 53 % 5
%0
2. BEOFHMEXFIFEFHET LI -2 6T 5 8%,
3. Ry YUTEEVREFRNCKNT 2BEUE, FEHESTELRER D 5 BE,
BT i Part 1 : F&{FFIREIC A % LA RN 5,
Part 2 @ FEEFBIRFICARAN & BENIR S, T AT 3 2 5% 5 2 v
FE—AINTORWEEPEHELD 5561k, —EOFMF I L < 4 KfE LA E o RHkE %
HIFC2EFETHET L LRAREL LTz, T2, Parc2 OHARIZ 24 HF & L, F1EF
BIRFICHE VIR LG F 5 2 e A TE 7,
FElE R OCRE UNBUETYI 0 EEC) S L CTitofR e Lz GBI 3 ZEE 7«
Lo
HEDOPERE TR L CTid, b L —= v 7% Z T - AE S EEEREN AR 2 5T 2
TEEAREL L,
g/ AER OS5 E &5
6~117% 125% A &
= SENESER O
(0.3 mg/kg) | (0.2 mg/kg) W75 [ 4%
(mg) DATE
fiE (kg) fRE (kg)
10~18 14~27 5 5 mg 1 R 75 @ SpEL[al
19~37 28~50 10 10 mg 11§ R 7 o S|
38~55 51~75 15 7.5 mg 2fH# /7 D e[ 3o
56~74 764 I 20 10 mg 21 75 D &PELE 5D
FEEIMMIEE | Part 1 CHAE* BSAHIEEIE G55 10 LIS L, 2o ARHIHEEE 55 30 R0 &
(MGE 7 | e o - BF OEIE
WrIEH) s FEME - BEPRI 1T W A FRIE & Il X L % dRAE
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BIlR G 2 H Part 1
- TR 2
Part 2
- AH BB G 10 2 UPNICIHA L. 2 ORI 5% 30 20 [ER80 b vl b o 7= F1E*
DEIE
- AR D B G- 10 37 ANICIHA L 225 E* o El &
- AF| 0 A 552 5 T W ARTEN AL £ T o
- RH| O B 548 10 2 APNICIER L, 54 30 28, 1. 4, 6. 12 T 24 FREEE
B H NI o T FAEF DEE
- TR 2 L
Part 1+ Part 2
- BIfEA %
* FEAF - BEPRIIC 1T W LA FEAE &Il & 2 R 78

FEAT S Eh:ofEtrtid, FAS £ GBER#HZ 1 R ERE I NN EHEGL L e L-EED )
5. HAEIHMEIE E 23 1 DLL FEHE X - B . R DRI I RTINS
(SAS : BEr#E % 1 L LG an-8BE) 2NRITo 7,

FEIMIEE C& 3 Partl DREXRERITH 3 BFHOE ST oW, Ml 95%EHEX M &
& BITRT, W] 95%EHEXE O TIRMEBER DK (30%) % LR o728, ALY T
DHEBEDREINT KW+ B & & L,

Part2 OREIARIICEIL L 2 %E X, BELZ—HO T WNAREDT & K UO—EHDHKE%
WA LRI L 72,

B EHIIE H c B L <. &2EMIE B i n 4 2 e % 3 72+ FEROUT EI A 12w T, 95%
EHEXEE &b ITRT,

A Ry FAEF CORRICEE 4 2 FEMIE H 13 Kaplan-Meier %l WTA Ry P REF T
O K¢ R o v S fil Sz OPU 53 R i % HETE L 7=
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T AFEED R L T
l“ 50

Part 1 Part 2 Part 1 + Part 2
(N=16) (N=17) (N=18)
PR Bk 8 (50.0) 10 (58.8) 10 (55.6)
g 8 (50.0) 7 (41.2) 8 (44.4)
HEHRIX 53 6 U E 11T 9 (56.3) 9 (52.9) 10 (55.6)
12 B L E 18 i 7 (43.8) 8 (47.1) 8 (44.4)
i (kg), T+ B 2= 3473 + 14.13 | 36.46 + 14.86 | 36.00 = 14.55
REX 5 10kg LA_E 20kg At 0 0 0
20 kg LA _E 30 kg Kl 9 (56.3) 8 (47.1) 9 (50.0)
30 kg BA I 40 kg i 3(18.8) 4 (23.5) 4(22.2)
40 kg BA I 50 kg K 1(6.3) 1(5.9) 1(5.6)
50 kg LA I 60 kg i 1(6.3) 2(11.8) 2(11.1)
60 kg LA I 2 (12.5) 2(11.8) 2(11.1)
FERE () . T EE 127.1 + 49.1 129.4 + 489 126.7 + 48.7
S MEERy 4 (25.0) 5(29.4) 5 (27.8)
FEIE 9 (56.3) 8 (47.1) 9 (50.0)
&Gk 1(6.3) 2(11.8) 2(11.1)
REHE 0 0 0
JEges 0 0 0
N 2 (12.5) 2(11.8) 2(11.1)
it 0 0 0
ThPhDEZW4 ErETArA 7 (43.8) 7 (41.2) 8 (44.4)
ST A DA 1(6.3) 1(5.9) 1(5.6)
ERERGHFTCA»A 6 (37.5) 7 (41.2) 7 (38.9)
JERIRICT A 2 A 2 (12.5) 2(11.8) 2(11.1)
f(/fg)’“%f/mﬁfg T4 (SD) 6.1 (8.5) 5.1(7.1) 6.1(8.2)
TP/ 1.0 1.0 1.0
sl [ Mil, K] 1. 24] 1. 24] (1. 24]
— = N[ =Y/ B 5
?Zé%ﬁz{ g};i ‘?ﬁiﬁgﬁ?éi o 15 (93.8) 16 (94.1) 17 (94.4)
ggiéffgfggi“ 13 (81.3) 14 (82.4) 15 (83.3)
T A A ERIKEE 12 (75.0) 12 (70.6) 13 (72.2)
KA G N R E o | 1. BIE, BREoFTvhiA
7= 3E{F FetAs 5 43 LA LR L < 4 (25.0) — 6(33.3)
Wb,
2. FORAFEIES 1 IR
Tw3,
3. BEMRIET L L
ke LT 2 | ED
WILABFEE L, BIED 0 — 0

a : BRI AT RE
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A0

FEEHEIHE  (BEER 2 T IEHE )
Part 1 : BIEAARFN R AR G210 APICTHR L. 2o RF A 553050 2o b ik b o
HREDEILIZ, 62.5% (10/1661]) TH - 7=,

AFIE G5 10 2 LUNICFIED AL L5144 30 DRIEERRD bk dh o7z
Wik oElE (Part 1. FAS)

AFANBEG 10 70 LANIC FEAE A3 TH K
TR % Z T 729 08 L5 30 pIFFESED b iz 95%f5HHE X [l
o T R DI
16 10 (62.5%) [35.4, 84.8]
Rl G R TERE|

Part 1
R, TPl X3 TH 2REME] L& L -EEDEES93.8% (15/16
) TH o,
BB R AT OME (Part 1. FAS)

Part 1
(N=16)
TR R A IS L 22 9 RE L n (%) 16 (100.0)
TEA I 8 (50.0)
b 5 R R 7 (43.8)
FELRICHE + H HREER 15 (93.8)
i & 1(6.3)
BEMTORLTWR EIEIE ARV 0

Part 2

- RFIHE 55 10 53 BANICH AR L, 2o RFIE 5% 30 DRI ED SNk d o 2 HIED
&k, 1EERS280.2% (73/91 1), 2 M ES2850.0% (1/218]) Th v, 1 [HEES
L2 EBE#RESDEEIT 79.6% (74/93 [0]) TH - 7=,

FEPRAIIC T WA FEIE &I X 0 2 REEDARFN 5.1 10 4-AICIHAR L.
D OARF S 30 HHEERPRD b d o RIEDES (Part 2. FAS)
BRI I 1 VW A S
&Ml & N B IRFEDS A
. Hlf% 542 10 23 LAPIC i .
e mI%K S L. ok HE (%) | 95%EHEXE
30 5 A RS0 EE D &
N o 7R EE

A D FEAE IS

91 73 80.2 [70.6, 87.8]
T 39 mi% 5
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HFRICNT 2
2 M H &S
&l 93 74 79.6 [69.9, 87.2]

2 1 50.0 [1.3,98.7]

- ARFIHEHE G52 10 - AICIE R L 2 RFoEI& X, 1 RIS 98.9% (90/91 1)), 2 [HIH
BE525100.0% (2/2 ) <k h. 1 EERS & 2 FERSO AT 98.9% (92/93 |) <H
277,

KA 5% 10 57 LANICI R L 2 FfEoHlA (Part 2, FAS)

KFP 5 10 2L e

BGREE | WHAFESHA L 72 LR (%) 95% {5 HEIX [H]

PRIICHITE & 7z kg

) D FEAF It
91 90 98.9 [94.0, 100.0]
3% Pl
FEITH
FIBIEHT 2 2 100.0 [15.8, 100.0]
2 [lH o5
it 93 92 98.9 [94.2, 100.0]

c RANH A 550 b T WA FIEHKE £ coRIx, 1RIEH& S 2 5 BIFHKA T colkEoh
JYEIR 1.0 TH o7z, T72. 2B HEG 25 BIEHA L COREOHRIEIZLE0TH - 72,

FONARENE T COWER (Part 2, 1 EEHRS., FAS)

Time to the Seizure Cessation (For First Dose)

Probability of No Seizure Cessation

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42

Time (minutes)

AtRisk 91 723920 13 10 2 2 2 2 2 1 1 1 1 1 11 11 11111111 1111000000000O0O0O0

Y DFE IR T 2 YA S 91
AENEEG B O T A RIEDHEL, n (%) 88 (96.7)

590 % (%) 3 (3.3)

FAEN S E T DIERH 5y 95915 FH X [H]
25 X—k YV XA 1.0 [0.0, 1.0]
il 1.0 [1.0,2.0]
75 8=k v XAV 2.0 [2.0, 3.0]
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- AR E G510 ANICIHA L, #5410, 300, 1. 4. 6. 1231324 HFE 2500
b b o ZRAEDEIG L. ZNEn86.8%. 80.2%. 79.1%. 74.7%. 73.6%. 71.4%K N}
67.0%TdH > 7=, % 72, 2[0 Hi% 5 T3 #5110, 3050 T %2 12 1100.0% % 1850.0% TH v |
BRI I TN H 0% TH > 72,

KA 5% 10 2 APICIER L. BFRSED b ik d o 2 RIEDIFHHI 0 E &
(Part 2, FAS)

KA 1% 10 57 AN s A—Hak %
REfEI A 4 >~ b £ 5[4 D, BE% X o/ WEEIRGE L CHEFL
TWRWVWEROE
B DFE I3 2 Ylal % 5
10 4 91 79 (86.8%)
30 4» 91 73 (80.2%)
1 IRFfH] 91 72 (79.1%)
4 W F) 91 68 (74.7%)
6 IHFE 91 67 (73.6%)
12 91 65 (71.4%)
24 FFE 91 61 (67.0%)
HRICHT 3 2 M H oS
10 4y 2 2 (100.0%)
30 4y 2 1 (50.0%)
1 IRgfE 2 0
4 IRgfH] 2 0
6 IREfH] 2 0
12 2 0
24 1R 2 0

BB OWT, BIELAEBRE IR ol ik TH2REmE] &
Z LT,
BT OME (Part 2, FAS)

Part 2

(N=17)
TR R B A IS [ L 22 AL n (%) 15 (88.2)
TEA T i 2 6 (35.3)
H B PR R 9 (52.9)
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Lt

BIVEH #I%1327.8% (5/18(]) TH - 7=, F2EIER 1%, {HIR16.7% (3/18%1). &1m5.6% (1/18
B, B~ LD T5.6% (1/18%1), HFEHAEAPIES.6% (1/18%]) <, Wwin b IEEE Cig

ETH o7z,
KL B D B 5 HERR (RRVERHT N RER)
Part 1 Part 1 + Part 2
SE IR HE
. (N=16) (N=18)
n (%) n (%)
9E<a%10@4&y+ﬁﬁibt%% 2 (125) 5 (27.8)
BE
MK E &L LY v REE 0 1 (5.6)
Al 0 1(5.6)
PR R R 1(6.3) 3(16.7)
BEHLALOET 0 1 (5.6)
fEHE 1(6.3) 3(16.7)
TEIRER, MERE X OMERRREE 1(6.3) 1(5.6)
FRENR BEAS Pk 1(6.3) 1 (5.6)

MedDRA version 26.0

[Fl U#BRE ICIF U SOC £ 7213 PT 8B AE L7256, eI 1RELTAY v b, FL SOC
23 PTicnf L CTEBOBGZR>FERIE, [BRELTWw3] b LT1HAY Y FEdhd, BfRA
B L T3] -3 (B2 LTws] B, AEFELRIE BELcws ] col, 20
DA oGa., BEERIT TBEARL ] K/HhH,

2) REMHAR

TAVETIMEERER (DIAZ.001.05:85%) 12
HEY © BEFR IS BERAEEEZ B T 2 6 UL 66 RO TAPAEBEEZNRICST
YN LHEWE 12 7 A, KIESVENEGR O ZeM %2 T 5,

AEET A v RiA%GaB, SBIE, JFEWH. RE®RS. etk
F 7R AL 6~65 mDIENFB R OLED TA»AERE 163 6] (6~11 7% : 4541, 12 L E :
118 f51)
. TA»AZEEZZFITEY, MITADPARZEHAL TR ICb bbb, MExR
RUEN MR REZRERL TEY, Ry Y YTEY Vv REHOBESLE L H
Wi & 3 B,
2. GEBNEE X IIEGRREE 2 ER R I e RIEER T T 5 BE,
F i BRypSLHE 1. 227 ) —=v7i30 HEC K& 245, T UIEEROMFELZE T 2 £5,
2. RIOKOEHE., BWEDEHZMK., C-SSRSFMHT3, 4 £ L LI5S T3H
BB EH & W 2 QAR TE O % 1 T 5 BE,
3. UTENLNBYTEANALLRES LIV TEANLICHEPIL AR LT, @
BIE X B ERCOBH T 263 5 8E,
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B % W RUEHEA ISR REEZRIAL Cvw 2 BH,
5/ 12 7 AR (365 H), 365 HEIORERIAM 28 7 . 55T Y 2 Al o I 1 1
XY YHRBRENRKR TRE T TN LHBROR S 2 MET 2 2 LR LT,
FAEABHRFICHBICIG LTV TN L mSl % SN S, vllkES s, Fmkt
RE UNEEELAT 2 PUEAA) WIGCC Mo fE e LT, REICLURTIOK G0
A~12 BRI 2 M H o5 2 nEE L L7z,
WEBEELNIEL L, 0o 5 BEHEIEZEOREMICH L TR & IRERE
{EEERR 2T L 7235 A e, MEXIHEZIT .
s/ RENORS & 5
6~113% 12804 1 3 . .
(0.3mg/kg) | (0.2mg/kg) | T | SENEERO W I
KT (kg) | (hE (kg | 8 LR
10~18 14~27 5 5 mg 1§ R @ S fELR|
19~37 28~50 10 10 mg 11 R o &E1R
38~55 51~75 15 7.5 mg 2f# i 5 oD S PEL R 3D
56~74 7614 L 20 10 mg 21 i g oD S PELR] 3D
ST IE H (% 2P FTE H )
T EANLFHBREL2 AR, CAPARERICKERBENEG Lz 2 oget (H
ER 7R &)
fitT st e LM OFNT T LM REN (SAS : REBIEZ 1 LS X n-8E) 2R
IiT o 72, HEHFHSLIT MedDRA version 20.1 ZFH Tz — F{L L. ¥R GEREIICE
L7,
a) BEER
5 mg 10 mg 15 mg 20 mg At
UNEF (N=9) (N =54) (N = 46) (N=54) | (N=163)
n (%) n (%) n (%) n (%) n (%)
el B 2(22.2) 28 (51.9) 15 (32.6) 29 (53.7) 74 (45.4)
Eegis 7 (77.8) 26 (48.1) 31 (67.4) 25 (46.3) 89 (54.6)
S S (SD) 9.3 12 27.1 33.1 23.1
(6.54) (9.02) (13.94) (13.09) (15.11)
PN HA 7(77.8) 42 (77.8) | 40 (87.0) | 45(83.3) | 134 (82.2)
BAFAIIT7VHART A 1(11.1) 7 (13.0) 4 (8.7) 4 (7.4) 16 (9.8)
RPN
TIT N 1(11.1) 3(5.6) 0 (0.0) 0 (0.0) 4 (2.5)
NTAREREZIZZ DM 0 (0.0) 0 (0.0) 1(2.2) 4 (7.4) 5(3.1)
DRFHFEE N
Z Dfth 0 (0.0) 2 (3.7) 1(2.2) 1(1.9) 4 (2.5)
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5 mg 10 mg 15 mg 20 mg Al
BB OISR (N=9) (N =54) (N = 46) (N =54) (N =163)
n (%) n (%) n (%) n (%) n (%)

g 2% HA A 6 71 A Kt 1(11.1) 3 (5.6) 2 (4.3) 3(5.6) 9 (5.5)
;gi%flg 3(33.3) 4(7.4) 7 (15.2) 7 (13.0) 21 (12.9)

124 AL E 5 (55.6) 47 (87.0) 37 (80.4) 44 (81.5) 133 (81.6)

Py 5[] 1~2 [d] 4 (44.4) 8 (14.8) 3(6.5) 8 (14.8) 23 (14.1)
3~10 1] 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 [a] 2 (22.2) 11 (20.4) 10 (21.7) 12 (22.2) 35 (21.5)

40 [ 2 (22.2) 9 (16.7) 7 (15.2) 13 (24.1) 31 (19.0)
S Eﬁifﬁmz 4(44.4) 25 (46.3) 24 (52.2) 33(61.1) | 86(52.8)

b) %A ERHmIE H

RITEFI O FIREI A1, 18.4% (3061/16361) TH o7z, 1%L H SN EIEIE. SEAHR
& (10f1, 6.1%). SEJE (445, 2.5%). S, PRITEH K OMEIR (45361, 1.8%). BZHk, S,
S, FEER. IR, PR R OESr (26l 1.2%) TH o7, BEERAIER. 5 Pikic
o 72EWER M OFECICE - 728IEH 13580 b e - 7=,

LT/ TatHEER (DIAZ.001.08545r) ®
HY : 2~5 mDINEANRB T AP ABE RIS T X8 LS8 E HE SN RE L7z e
XDV T XN LDIEYENREE T S,
UT S DR BEREN RS L 7z & B RO RIIKESIENSS LT 2 20 0T 250
DR T %, (FIXRE)
RET A v B/l JEER. HEL, Eyoimk, Rearin
T 70 B e 2~5 B DINEANR T AHABE (BHER L) 35 4]
1. TADPAZHIEZITITEYD, TAPARIEDaY PR —LDEDIIRVY YV TEY
v RER O HE & W& B B
2. EBVEUR X BRI E & bk S B RE I TR T 5 B
TRy 1. A ANEOMED6 gk L1333 kgl 2 T\ 2 BH
2. A2V —=vZHi30HMICKE 2 sME. T UIVIBEROWE 26T 5 BE
3. BBREOVEBSH4AHMMIC, T €S 2 a A ORY %52 7 B
AR TT ik BRS¢ RSP A O] & G S T o R 2
GRS (180 HIRST) : AHIH| 0 FfE X id A KRR BTG L TL A ¥ 2 —
e LT, VTS A 2 [ H o512, WIS 25 4~12 B o gic
JGUCHREE L7z, ¥70 2 AR S CRAMIC A /2 s & HRERIE Y EEATASHI L 72
B id, TRERSE D BB ORI A TS L U7z, TRBRIE S EE T 00 T K ONR BRI K
BT LD, WERED 6 I 70 B TRIXRBHK T £ TR SIRT & L CHkBTTRE S L
776

BERIIFH - AEICESZ TREORD LB Y HENKRET 5,
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g/ HER OS5 E %5
2~55%
& BRI TR D
(0.5 mg/kg) M FE %L
(mg) EEL
AE (kg)
6~11 5 5 mg 11 R o &JrE1m
12~22 10 10 mg 11 R D & JPEL ]
23~33 15 7.5 mg 2{F 75 D & PELEF >

VR 5ET14 H DU J OSRER AR i, BEAN o0 B 3 2 o SRR EESR  (CYP-
P450, &/ 7 3 vIEELEERS) HEAIIIFHFEA (EFEr2 &) offAZ%1EL 72,

1oz, KMok

A H (@] SRyBhHE < 2 — % (CmaxZ FAUCo67s &)
(Z4MEHMIEE]) 2t EMmRRE &k sk S o 24 BIERZR &)
ftT st e SRYNENHE D FRNTIX. RYIBIRE N T X — X RITXTREN CEVBIEMRTEICX > T, 4

CEHI T RE 2R SEMIBIRE < T A — 2 D F — 2 12 EAT 5 LW S - BE) 2XfRIiC
W3 Z MR REERT (SAS @ JRB#E % 1 R L5 I h
#H) ZRRIC, HEERIIMedDRA version 25.1% FvCT = — F{L L, HEAEEIZCTCAE
Version 5.0% Fv> CH5BL RS CEFMli L 72,

a) BEER

5 mg 10 mg 15 mg “at
(N =3) (N =28) (N =4) (N = 35)
N EREET n (%) n (%) n (%) n (%)
PERI Bk 1(33.3) 18 (64.3) 2 (50.0) 21 (60.0)
7 2 (66.7) 10 (35.7) 2 (50.0) 14 (40.0)
Al 4 (SD) 2.73 3.91 5.03 3.93
(0.945) (0.907) (0.263) (0.990)
WX 5 2~3 % 3(100.0) 15(53.6) 0 18(51.4)
4~5 1% 0 13(46.4) 4(100.0) 17(48.6)
A (kg) i (SD) 11.07(0.115) 16.62(2.087) 29.10(4.022) 17.57(5.001)
BMI(kg/m2) |F# (SD) 16.3(3.21) 17.1(5.77) 23.8(5.32) 17.8(5.86)
PN FA 3(100.0) 20 (71.4) 2 (50.0) 25 (71.4)
BAFRWET 7V A% 0 (0.0) 4 (14.3) 0 (0.0) 4(11.4)
TAYAN
B 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 H

BIfER O FBIEIZ, 20.0% (7T61/3561) TH o7z, BIEFHONFRIT, SRRREE, SiFE, S,
IRAg S, W, G ARALAR, ARMRIERTZ . IR (161, 2.9%) TH -7, EEREIEM. &5
HIbiC R o 2 8 RO T IC R o 2@ EMIZR b e d o 72,
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o) HYH)RE

VII. 1. mPRECHSE QBRKARTHERINOFRE] OHSIH,

() BHE - WEAER

FZUAER AL

(6) akuEm

1) FRARERE (—REARERE FECARERE SABBELEKRE), RERTERT
— S R—ZRE, BERFTEREBRARONS
AR ERL L

2) ABEHELTERFEONBEXIEERELI-AE - HBROBE
FZY L g

(N Z0th

nL
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VI. EWEEIZEH ¥ 5HE

1. EEZHIICEESHSIEEMRITIEEDME
RYVITEYEVRILEY) : = F SN L, ZuFERA, FuNFAL IXSSL,. BT

o LB
TR BED B 2 LEYOREE - SIRF L, ZHOBMNCELSHT 2L,

2. EB¢ER
(1) {ERERLL - EFRFF
B Wi vitroikBi &, YT K oSAD y-T I HEEE (GABA) (%A OMEIER % A
UCRIEZNHIT 2 X5 K@ 2 e BRBI N TS, PHAHIRRICE T 2 FE R iH e
RIEVE CTH 2GABAIZ Z OZAMITHE LY, BEF ¥ AL ZfOFT2 2 Ic X VIEHRA4 v
AN ICORA S ¢ 5, HEA 4 v oRAFNHIMEN 25 ZiC LY, Zhic X 0 iGHE)
B EZAEL D7D ICHE R BEEN £ ML Bt 3 288 2 KT X ¢ 5, s
D@ 72 A X FAE D FEEL R A A 0 ICBIG L Tw 3, ¥ 7 € 8L 13GABA%Z GABANZ R
Re X VMBI EE LIk Y, GABAOIEH ZBid 2 L £ 2 o NTWw 3,

(2) EhEEFTZHEBRMMA
PUREEE
- GABAAZ AR
CTENRLBREDR Y VT v RIEANL, CNSOMMIEICRET 244 v F v+
NN DREEER & v 3 7 ETd 5 GABAAVZEIR LG T 217,
HWEAT VT AN
CNSIC 1) % B e G 1E D EYE < H 5 GABAIZGABANZ AMHICER L. T+
INVEHOT 2 2 Lic X VIR 4 v 2R IENICRA & & 2, I EREEDE ©
H5CGABARRZAMR LG T 2 Lick ) RAA v FrArosr—F2FEDOL, #H
MHEREEL 29,
- PN ETR
RV TEE v REFNIGABARE AL & XR AT CRZABRE TR R T ) v 71
AL, Fryarosr—roMEEAECT I LICKVIERAA Vv Fr A r0a vy
Ry R 75:%]&75 b3 19),20),21)o

(3) ERRIRERR - FHrbubF

FE NG REAER (NRL-1J02 3% : HARNNREE 2/ R) Y TAFIZ S S vz 16filic B v» T,
F N AFEVENE £ CoREM o dfiEiiz1.5% [95% CI: 1.0, 7.0] TH o7, AHl%2 K510
G APIC FEAE D3I L 721561 D 5 5 24K LA IC F1 56 L 7= i (2861 (53.3%) TH v, FAF
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B E coRfE O R EI1$1107.057 [95% CI = 14.0, #EERHRE] TH - 7=,

100 -
a
FWNARIEE% £ TORRE (Part 1. FAS)
90
E0 4
a9
=]
g 70
|
]
U
2 60 4
8 R B 6
“O" 504 HNEL], ni%) 15 (03.8)
% ITEU) D 3 (%) '
2 RAfEE L % < DS D)
;-l; 25—k A A 1.0 [0.0,1.0
£ 04 [ sefif 5 [1.0,7.0
= Tori—t 2 A A 70 [10,-
a0 4 (113 = AFRE G0 il Bk ok
10 4
o
1; ; ; ; -; : ; 5 IID 1.l 1‘! '.Ii ].-1 1‘5 ]‘ﬁ l‘? lIS llg !II] !1I _‘I: 2.! 2‘-: 3.‘.- 2‘6 2‘? .s 2‘9 !rD !’l 3._‘ 3‘! 3‘-1 !I< 3‘6 3"‘ !‘! !‘ﬂ -llﬂ -1'1 -112
Time (minutes)
AtRisk 16 13 7 5 4 4 4 219111 1 41 1 41 1 19 1 1191 1 49 i1 1 11 1 1 111 1 060
100 =
ITWNAREBRZ TORME (Part 1. FAS)
B0+
0
3
g
§ o9
[+
(=]
-
(et
S t
= -
2 o HERE 15
g FuEdll. n (%) §(53.3)
T 158 # (%) 71467)
TR L 5 95 §= i RS
20 [ 21 [1.0,60.01
[IREEENTEY 1107 140, -]
10 B A4 - [L107.0,-]
[UERE « TV ALA SR 2 2 LU 28
o
c 1 2 3 L] 7 £ ? 10 11 12 13 14 13 16 17 18 19 20 2 2 3 g
Time (k)
At Risk 15 9 8 8 8 &8 8 8 B8 .1 8 8 8 - 8 8 8 7 7 T 7 T 7
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VI EYEIREIZEY 5HE

1. MAPREOHER
() BERLADLGOHRERE
INFTIMEINTOIRLFICE I, YT EANLOEIMFEE /150~
500 ng/mLeHEE S N2, —F7. CADPABRE TOIMHIRE L) OMBEABROREED S
e e PoWFICEBNT, ERISTE LRI NE T ﬁiéﬂfwéﬁMM¢%FiD
b2 PICECEBECHTALAREZEH L2 LI IhD, chbi2ERT 2 EH30~
500 ng/mL & \» 5 EIA VAR HIRE S HEE S b,
Lo Ladn, BERECOMARE L EEEHOME 2 5. B 2 2 HBIBR IR S 1
TR cHh 2 2 L dFE 2 5 & MEEN AP REOREIZH L W F 2 5,

(2) ERERFABRTHERESIA-OPEE
< H[HE 5>
1) (R
- fEEEECN (HAN)
HA AR % S/ RICAH] (5, 10, 20 mg) % HEEENKS L 720 7 284Kk
UCRET ZARXFNY TN LDIEYEHE T X — 2 & U TITR T,

Hila| SN G D 2T €N L DREYFNRE N T X — &

Conax Tmax AUC, T2

(ng/mL) (h) (ng-h/mL) (h)
5mg 135.08 % 1.500 5096.6 + 56.23+
(30431) 52.818 [0.75, 4.00] 1610.49 21.142
10 mg 225.85+ 2.000 10389.0+ 54.82+
(27451) 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

FIGME L BRER 22, T (P [P ]

HE SN G RED T 2 X F AL T 8 L OIYBHE T X — &

Chnax Tmax AUCix¢ T

(ng/mL) (h) (ng-h/mL) (h)
Gomy | 5632 | oot o0 | somoaie | 110003
oy | SHOE1258 | oot ionon) | rosasen | enerss
Gomy | P25 | oot a0 | anesoro | 1073300

TIIE L REHERZE . T (2 hRAE (S5 ]
a) 27 . b) 19 %, ¢) 23 fil
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+ I7 BN LBEREAESEOME FRERR

{(ng/mL)
50‘0“ i smg ........... . 3&“& —— zomg
4501 (=30} (n=27) (n=30)
AR EE
4001
% 3501
3 300
7 p
¥ 2504
‘E 2004 |
% 150
100
B0 _ T
o — $ 2
10 200 "7 250
{hr)
+ Y7 ENLBEREPESEDT AAFILIF BN LOMBRRERE
{ng/mL)
1207 Smg 10mg 20mg
] (n=30) (n=27) (n=30)
i EE
100
% . _
F B0+ |1
A ]
.x \ _
E &0
o L
7 - _
-E 1 1 T €
——
At 401 1 |
B 1 T I L \
E T It T i
20 1 B
—
0 -
‘I} T T T T 5|0 T T T T 160 T T T 1 |50 T T T T 250 T T Eéo
thr)
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- fEEERA (SHELN)
fEFERNIC 7 28 L giddilt (5, 10, 20 mg) % HRIGAPENIL G L 72 33 4RE R RS ©
2 FPENIR G L 72 D ¥ T XX L L O T A A F N T 28 L DAY RE < T X

— 2 Z LTI T,
B[] SN G D T o8 L DY B RE X T A — &
Cinax Thmax AUCinf T2
(ng/mL) (h) (ng+h/mL) (h)
B SN
5 mg
85.61+57.5 1.50 [0.33, 8 2411+1164 2 704309
(32 ) [0.33, 8]
10'mg 133.6+85.7 1.50 [0.75,36] | 4505+2528 " 71+32P
(31 5) ’
20 mg
235.3+138.0 1.38 [0.50, 8 91685055 744369
(32 ) [0.50, 8]
4 BE[EIEIRE < 2 [A & ey 5
1?;;1%/”!)51 180.2+122.1 5.25 [0.50, 12] 7936+ 4535 o) 74+33

I+ FEHER S . T (X0 [ ]
a) 25 5. b) 27 f5l. c) 26

P EPENE SR D T AAF AL T ENLOIEYBFEN T X — X

Cmax Tmax AUCinf T1/2
H R &PEN S
s + % * a) +46 @
(32 1) 11.7x5.6 8. 240] 3229*1626 91 +46
10 mg N 9 N a) o
(31 1) 19.3£11.8 [12, 240] 45031651 68+20
20 mg N 9 N N o
(32 1) 36.620.8 (36, 240] 88385219 85+27
4 WEERERE © 2 Ml S pEN S
10 mg/[A] N 144 N . T
(29 1) 32.1+17.8 (24, 240] 10840+ 2446 69+ 15

SPIGE L ARER ZE . T (Pl [HEFA ]
a) 5%, b) 741, c) 4 Hl

2) CADAEE
- oA ED/NRR A D TA DA RE GHEN)
65 LA b D /N K DR 655 A it D I T A 2 A BE ZRRICY T €8 L Bk % F i M
REICIG 7R (5~20 mg® ) % HEIEPENEE L 7ZRE0 Y T ¥ o8 L OFEYE)FE < Z
A — 23 FEAFRE & IERAERECHELLL T BHEAT — %) 9,
V) 6REL E11MEAHEI20.3 mg/kg. 128EL0 1130.2 mg/kg% HZ L LCERE X e,
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MAER Y7 €N L DHEYFIRE N T 2 — &

Cmax Tmax AUCO-6h
(ng/mL) (h) (ng+h/mL)
AR 4 2.00 n
(47 f51) 189110 [0.47, 12.00] 615+368
10 mg + 2.05 n
(11 i) 213£145 [0.78, 6.00] 719£519
FEFAF IR e 88
mg 4 . "
(14 ) 176 £106 [0.47, 5.23] 570£340
20 mg + 2.00 +
(22 i) 18595 [0.75, 12.00] 592297
ik N 217 N
(47 i) 16488 [0.50, 12.3] 532£313
10 mg i 1.77 n
(11 ) 16384 [1.00, 3.18] 534+352
TS 15 3.18
mg + . +
(15 i) 165100 [0.50, 12.3] 550+358
20 mg i 2.83 n
(21 i) 163+85 [0.75, 8.08] 518+270

T AR 72, T (PO (PR ]

- 2% LA Eoig AR 0 /NR T A0 A ERE GHEAN)
25 VA LORERI D /N T A DA BE ZNRICY T X5 L B G L 7= HE (5~
15 mg®)) % B[ BENE G L KD 2 7 €S L ORY)EE X T XA — 2 R DU TR d (4F
EAT—%) 8,

Mg 7 28 L DY FE N T X — &

Cmax Tmax AUCO-Gh
(ng/mL) (h) (ng-h/mL)
5 mg i 5.35 4
(3 1) 94.3%60.3 [2.10, 6.13] 391%212
23R 10 3.08
mg " . n
(15 i) 269.31£258.8 [1.37, 6.07] 1042+1027
10 mg " 3.15 4 )
(13 i) 279.91+198.6 [1.20, 6.07] 1038764
A58 15 4.43
mg " . i
(4 1) 243.1%£249.4 [1.37, 6.05] 847776

SIS Tonae (P OAE [P ]

a) 12 1
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(3)
L ER L

@) BE - ftAROEE
[VIIL. 7. #8 B4R 0HSHK

2. BYEERP/NFT A —4
(1) fEhAE

HA A (@ B B 306 Ic A5, 10, & U020 mgd & CHiE BN G L 72 & % olfifErh
CTXNLBEENS, v av S — b AV FETFARHOTCERL 72,

(2) WRARERAETER
U ER R L

@) HERREEH

i R RN B[] Sk e Ay % 55100
NI RA—X Smg 10mg ZOmg
(HA7) (n=30) (n=27) (n=30)
4 S A g,
éfjﬁa){ﬁ%ggﬂﬁk e 0.0142£0.00587 0.0147+0.00636 0.0145+0.00617
N 1 A
R go7Y 772 (CLE) 1.036+0.3808 1.013+0.3842 1.091+0.3804
(L/h)
43 5 N INAR R
ﬁ‘(f)mf@%ﬁ TOIAER (V2/E) 77.25+24.826 74.20%+28.056 81.40+27.566
Pl £ AR A

@ YUF7I32R
[VII. 2. EMERERIANZA—F  Q)HKEEEH] OH

o
W™

(®) SHMBEE
[VII. 2. EMERERIIANZA—F QHKEEEH] DH

L
o
W™

® Tt
B ERE L
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3. BERA (KEalL—va>) i
(1) BAfizE

L ER L
@ 185 A—S EHER
L ER L

4. RN

VTN LFEHOKBEEOWEE AL Cnb iz, AV TIiE, WEftAlch s ba 7 e —
NEROGTIFKRERRIC L, SHRBINEZREZ 2 HMTE T YA~ by M0 2Ry &
L7z8#I<®H % (Intravail Bflr) o SAEABRBRAZ R E L72GBRICE W TY 7N ARG
10 mg % B SPENE G L 2D, ¥ T o8 AFIRNEE S 1c0f 3 2 N4 A 7 R4 F e
V7 41397% TH o7 HEAT—%) 9,

H) FF v~ b v FIiZFDA®Generally Recognized As Safe S fRiERKDOXRTH Y, b
IR E L 7% B ORIRAR CRHi X v, BRRIICRIE L 2 2 FEFRIIFFDO LN TR,

5. 9%

ZUERZ L

<HE>

VTENRLKR O ZEDEEREERFYITH LT ARAF ALY T AN LDMBEE ARG ERIT W
TNDI8WTH - 7?, V7 E LK Z OREYNEMIME BN S O e BAM 2 d@ L, B
BP0 AP IREOKI1/100RE CHhTch il d g (HAEHR3I~IH) 29,
SPENE G TIE, ERERICIN T AL, £ ORI FES 2 BIEEN 2% Iz <, &5
ORI Tl 23, SRED b AR K O =i 2 A L CEEMICEE T 2 15 7
FREE D20 DIRBEDFETET 5 L HER I T 52,

(1) & — RSP & B
[VII. 5. 5% DIHZMH,

(2) mE—hRaiREMEBE
[VII. 5. 5% DIHZMH,

Q) BEi~nBiTiE
VII. 5. 9% oIESH, £/, #ILENL TRy YU T v REANCEZ I 7R
I, R, REBEICAR, AREEINFROWME X H 5, (VI 6 HENERZETLEE
[ZRET %8 (6)1BFR] 0HZMH,)
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®)

(6)
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2
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4

BAE~DOBITHE
U ER R L

Z D OB~ DBITIE
AR AL

mFEEHEE
[VII. 5.9 DIHZMH,

. R

KB R R BHRER

FUBER L

<HBE>

U T XN LT AEIC ARG & L IS T O FEARIEEREY (T AXAF AV T LN L)
L2 D~ A F—iEEREYITH B3- e FuF o T ANL (FoE8L) RUB- KR
FUN-YTENL (FXFHFEANL) LB ERRTHE TN TS,

BRHEZRG L2 &, TRAFAYTEAALRMIFERICS T €80 L FEE CHEET
2=, AEFEANLROT LA LTEERE IR0,

T AL FECHIE B S, A F Al (F1CCYP2C19K% NCYP3A4D B S) Y
3k (F12CYP3A4DEG) s, 2o s Avsn vglabG %235, P T7X L0207
T 7 VAR E REEEND L & HERTIE I LT EH, ZhizsZ 5 CYP2C19 (&
BRERERTEDRAMONTE Y, HADKIZW%~5%IZTEERIZ LA ENIFE 72 A D
NEWTT—AZRTAF—TH2) RUCYPIA4D LR ICKKR T2 E2 b3S,

R#ICEA5T5BE (CYPE) OHFE BEHE

b Y % B 72 in vitro s B s & . CYP2C19 &% INCYP3A4723 Y 7 % s D ) [B] D i
LARHICB S 3 2 AR TH 2 2 L ARB I N7Y,

ITE N LE, CYP3A4, CYP2C19, CYP3A5, CYP2B6, CYP2C9, CYP2C87: &t ic
BEEORBEERELEE L T3,

AEEENRDOARRUVEDEE
AR AL

REBEMOEEDHBMR UTEMELL, FHELE
[VII. 6. K38 (1) RBEALKRCKBER] OHSH,

38



10

11.

. HRi

FUBER L

<HE>

b B THEFIRNESHomEEd 2 Y 7 7 v 21320~35 mL/min &L S hTw 3
0020, T AN LORFYRE T ICHBIA AR LT v 7 v vigaAshoBE L Y K5k
WL 7= B O KIS % 5 228, VT X ALD e b ICH T 2 EYdhEe 1z B G R o iE S
TARAFNY THENLREICL DV ELS 2D Z EARINT VB2,

JEA-HEIIC 3MEE2AH 2 2 LR EINT WS, LA L, Klotzb DFT - 72 38Ek202930 ¢ 3|
P ToOYTEANLDOIHIHREIIZEZ O CHRINICITERTIIA W I LARBIN T 5,

b3 UAR—E2—ICEY H1ER
AR AL

. BRFICKBBREE

U ER R L

BENDEREZRIIBE
U ER R L

ZDfth
AR AL
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VIII. £2% (FRLOIESF) B9 HIEA
REEEDHEHA

I | i
Of | Of

AEZEMTT AT, ARRMAANREE (RK) XEENIZRDHLIBEULRENRSTE
&5, FREDEENDLEGIEROHM AL, ARORELE. ERAE. ERAKICHKE
THARMEDHIBEMEREZREE (K XEENIROLIBYGENBERLI-C LM
mlLizETRNTH L, [8.15H]

(fiEE0)

KAl DTG T 2 BEICOWTHREE (KM Xid % 1 flb 538 Y] 7n 3 28 KR
NG INDARENERH 2 L, RV I TR VR IR CIEIPIANH R OCIEERISE O U 2
IBBEIND LTS L, BIERARBE L 725812 Do THERARFHICO LA 5 W]
REMED D 2 T Lo, fREEE (M) %2 nicflb 2588 7208 SAHNIC D v TR e BiLig 5
L2LDEETHIERFICHERRES 2 L BLETH L -DRIE L T,

2. ERRNBRLEFNERH

E=
2. B (ROBHICIF/E LA L)
21 AFloES I UBBUE O BHERE D & 2 B#H
22  2VEPHEMARNEOEE [(Jia ) YIEHIC X VIREX ER L., EREELEI T2 LR
»5,]
2.3 HEREMIMIEDEE (Ao mtEERIC X W ERBEN T 2520035 5, ]
24 YV irJFenr (HIVZr7T7—¥HEA)., =A<t ) bFerzigbhold
[10.1Z0]

(f#30)
21 REMWICET 2 M AFERE L U TRE L7z, RAIDKD TN UEHUE O BFRED & 5 &
I, ARG T 52 LIC KV EBIEEZ RIS 252 N0H 5 2 LD DREL T,
22 KFNFYI= Y YIERZE T 2720, SEPHZERMARRNEED B CIIIRED EA LIEK 2 Bl
TEDIBEINDLH DL LD ORIEL T,
23 Ry Y VTEY v REFRIHMEEREE T 52 b, HEHETEZELIE Iz
DD L HLIREL T,
2.4 AANZFICCYP2CI9K UCYP3AA TR I N B D, T b DFANC X 52 CYP3A4RHEFEEH
& KAlOMHRED AL, @EOHEFFERIIGE 2 E 5 Z2nBH 25 2 L1 OREL
7z

3. FMRERITBRICEHET HEE L EDEMH
(V. 2. EXEHRICEHEYT IR 22T s2 L,
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4. RERUAEICEEY R EETNEH
(V. 4 RERUVARICEET HIE] 22T 52 L,

5. ERGERMIE L ENEH

8. EELEXMIE

8.1 {Ri#EH (FiE) Xixzhicfhb 28U B BARH%Z&E5 T 2855613, 2 OBHAMKICH -

. BERIREE (i) iz b 2@ 8 it U<, BE R oFHSCE% v
TUTORICOWTIEET 5 2 &, T, iR (FE) Xizxhicfb 280755, U
T D e 57 K OME 5 300 NI BIVE R e ON% D PV 5 i o TR L, SR IC K fifi
EAoricEE L, ek o B2 REE (5% 32 b 2 5@Y) 7 o3Hllk T &
5Ll L7 B AR ZRZ T 5 2 L, [1L.21]

8.1.1 AHNCEEF 2 BE T OB EEF 2 #Gi L. HED S RKF O EICOWCHfFEL <

BLZ L,

8.1.2 [Efili L fRi#EE (FhE) XixzhicfRb 28U E 2, ARG HLTEL 5 TAD»A
EREIREOERIC O W TR E I L 2 B, ARG RTICARI G o L3P IC o nw T
B3 % 2 &,

8.1.3 Jill & L TAKIK 54 I BARME DO FEZ T\ 10 UNICRIERZIL L i, &
KU LB A E 2RO o N6 13, EREREICRaMXT 5L, 2D K
FlH GARDOMER D 7=, HHFE A OBF| % EEEEFHF IR T2 L,

8.1.4 AH| D2 HIL G & ICTHIENLFIE L 2561k, ARz ENkse3., MEamxds L,

8.1.5 MLINHI K ORIRE D D bbb B Z N0 D 5720, BE ORI ORIAE % 2
L. JE0p0R, BRORANE], IRAEBUR T 2372w dE, BEOREBZFEEC BRI LD
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8.2 JENMR, FERIIG], TR TELRHObNIBEXTNLED 5720, EFEKEECREG T2
Al RAREGANCREIRAE D 7- o O EFHEE . EAISEZHER L Tk L L bic, KA
BeEHRE, SV RFF X — X —RIMEFHEEEZ VT, BE QM CTEERERE % fkfi
DT o7k =S b Jralp N

8.3 RA. EES - B - KEHEBFENFEORK TR 22 L 2H 5D T, KFIKGHD
BT A B O R 2 O MO BE It E I v XS IEET 5 2 &,

84 HHICIXVHEMKGEAZELZZLRDHLZDT, BARLELA-EMEHZEET 2 2L, KA
R T 2561k, W Lo BE 2 Hoiciit 5 2 &, [11.1.1 2]

(A
8.1 fRiEE (KR ik z b 2 WY e B AH 2 553 25613, BE5TE 3 X 5 1CHHic
ERfIC X 2IHALETH B 2 L2 HRE LT,
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8.1.1 fiEH (FhK) iz Zz b 2#Y) & BAK @Y 7 i 71k 1o W CHfiE L 7z E oA
HlafiH+ 2 L 9%EL .
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FH IR T 5 C Lo Tld, RAWGER I BEIRIEHEH 23 WY) 72 LG % 3t 3 2 R ofim e L
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8.1.4 BEKEGZILT LI L OLRIEL T,

8.1.5 MEMNGIFE D EE R AEERMBAEBLL 2561 2 TRIE L 7,
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Hr7e 4 Neurelis, Inc.
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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
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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
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.
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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.

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.

F—ZA 7V T DOHFE

High BaE.|
F—2 TV T DI C (20254E5 H I 55)

% HEOBE

A—A 7Y 7 D5%E : (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.

(2) INRFICEAT SR
AT BT 2IHRMNCE 9.7 MNRE] OB TOLEBY TH Y, KEDRMIGE L ITR
%%,
[90. RENEREHT HBEHICEHT HIE]

9.7 /NRZ
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8.4  Pediatric Use

Safety and effectiveness of VALTOCO have been established in pediatric patients 2 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 studies of VALTOCO including patients 2 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 2 years have not
been established.

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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