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» @2AEIPamm ° a lty7lauxu§ v A AEJPRan(lN o

Mk | HEE O~ S OBHOWR T, BYE iRy,

3

(4)

®)

(1

EAa—F
FZH LR

s& Dt
BN

Z Dt
BAAANS

. HA| DR

BEMES BERS) OEERVFEMA

H}ilj_’:% ZI:"“{:T 7\l:°“{:7’
I HER 5 mg S 7.5 mg

I 1% (0.1mL) F 1542 (0.1 mL)
T AN
FIRS 5% 4 5 mg ST LTS5 mg

148 (0.1 mL)
YT ENL 10 mg

fazzae—n

. Ry TALa— L, HEkT — 1, FFinr=it v,
A 7 Kz & 7 [N [




)

)

EREEORE
BAAANS

RE
FZL LR

BAAANS

. N

FH L7

. BEARROMREUVERE

. BAT HFREMED H 5 RMY

7-Chloro-1-methyl-5-phenyl-1,3-dihydro-2 A-benzodiazepin-2-one, [5-Chloro-2-

(methylamino)phenyl] (phenyl)methanone, 3-Amino-6-chloro-1-methyl-4-phenylquinolin-
2(1H)-one, Z OfthOSEBEWE, ZREFEAMPIO VD 2 7 13750 & FH S iz,

. HAOBEEHETICBITHREN.
B PRIESAE R A7 HARE PRIFTERE A BRRG SR
ATV —FKv S
D1 0 g THEEL-TL
RMIRAFHER | 25°C/60%RH 32fk H S 25 A BB
T
ATV —FKv T
‘2 ° s ch%—% L7za L a
J[IEESTN 40°C/75%RH o6& H W7 24 KRN
%
Htas# N7 v
o u 7 #5 H
%%37655{7 fOﬁluX*hrL‘)\ ZFL AT
AR | e g o s - ey | CHELETL | EOBEIZRS
(JIEﬁ‘/TE Hﬁﬁﬁgﬁ) W/mz) ;[é S5y 7H§%?{ﬁ *;I‘\iij? 7 ANA LN ho T
RIFRE 1 25°C | # 1 H
200 W+h/m2lA
k

ar  FRARIHETE D 7= D 1 F2 i L 72 ke < ix, EIERAF6E H IS g4 i) o Bk i i &
Elxofeuy P BB o, ZOBICEML ZIMEFEClE T X Tou y F BHIENTDH

277,
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7. RAEERVEBBEOREYE
LD

8. fhFlL DESEL (MELFHEIL)
L LR

o. AHM
ML

10. HiH-4¥
(1) FEARELRSR - A% NELFRELESE - QEICET 51ER
LR

(2) a%
(AT H A5 mg)
0.1 mL [1A%]
(R &Y T A ELET.5 mg)
0.1 mL [1A%]
(AT HET10 mg)
0.1 mL [1A%]

Q) FREE
LR

4) BROME
HTANAT N R T AR T A
T BRI TFALT L
BREBREHATL—FRry 7 1 RY) FovL vy, X7/ LA

11. JBgRHEESHhIEHE
LR

12. 0t
L LR
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V. ABRIZEY5EEB

1. BIREXRIEHR

4. PEXITHE
TADAETRIKEE
(fEa)

ENEIHHABEY IC BT, TALABEBIREXIZ TA»ABERREBICETT 28200
HLREEET 26~1THD HANNRBE 2R RICHRIERER IR %2 SRS Lz L
2 OHMER L EEE R 2 ShtiadiFE., FEREBEE/L 2L 25, KFloEmE
MEAR E Tz, BHBES ISR AL A U C A ABERIRIE S LCEE L, FREXIZRNE
ICBE S 2 B O CHRIREIR % 2 L CTARFI DGR 2 @ UNGEIR T 2 X 5 IciE s
L7,

2. PEEXIIHRICEET HEE

5. MEXTHRICEET HEE

51 EMNFURERBE ARz S S hz B, B RSE %+l L 7z B, @G
BEDOENEIT) 2 &, [17.12H1]

52 FEFVRhAETA»ABERIRECH LT, f#ES (KK Xidxhicftb 2%
HEHARHN %G 35003, RHIORGSHELIER 2 HW A gECH 5 L ERiSEY)
CHIMT L B FIcoAKE T L,

51 HiREHEOHEZSH L, ENBIHEGEER AR &G S n- 8%, BN o R
Bh TR L 72 BT, ARIOBGNREH ZEUNCHWT 2 0 EB3H D L bk
E L7z,

52 TN AMETA»AERREICN L <, fR#EH (KK Xz hicflb 28] 7% 08
Kl %53 2560, l4xDBRETOIEFTORAETA DL AERIRES, L, Kilo
B3R & HIWT A BEC d B L BERTIC X 0 B I HIWT & 72 R I o AARH 3%
BEINDZRERH D EDLERELT,

3. AERUVHAE

(1) AERUAEDHER
6. AZRUAE
WL AR OB Eo/NRIciz T at LT, BEOEMMIEKELEZEL, 5~
20 mg % 1BISMENICIES T 5, ZIRA T3 56 114 1 & 5 C2EH RG24 TE %,
72720, AR O/NEDOIRIEIZIS mgh xR nT &,

12



(2) RERURAEDHRTEES - IR

KAND125% A LD EF I 2 KETORKEMNEIZ0.2mg/kgTH 5, MNTD YT €34
TESHR D A R R & T A 1Z 19110 mg % 15 AP S ERIRPY IC C & 2 72 0 KR IR I T8
THY, HARANDFHAREEZ60kg L IE L 72 & ¥ DREY 72 ) D#58130.17 mg/kglcHH24
T2, RFNOMIHI AL FTRAFT ) T4 13IT% EIRITTEETH 722 L b, KX
FHRANR GRFE ZD b R IRBRZ R T L Tl I L5, £72. ¥ 7 ¥ ¥ 4 1ZCYP3A, CYP2C9,
CYP2C197 & TRE . Z DI AR IZEARR O X 52> 2 23K E < BRI X 5 TECoa
L AUCDCV%I350% % 2 %,

TS L DIAIREE & BEPE O BIRICO W TG L 2T W oliE I Tw b
boo, —EHMDDH 2 IAMEARAHBIBIRIIRERE X LT win v, RFIOEFRERERAL 23 & v 9
ey HY, BEEASMPEEZHET2 2 3L <. #Hic X > T30~500 ng/mL
LRI VIEEHIFAHEIN TV S, YT ENLIIMAICHIT L T2 0IER % &iE S 2
729, MAPERESAEMMECET 2D ERTIER <, MA~DOBITHED &0 TRANICE
ZBREND D, KEl%BENKG Lz &, SRS O 25 a5 I X 2 M R
FELAAMIC, S AT R O = SRR & A U CEENICELET 2 R0 D Y | o5
FEICHARTEZE B (5 Kii) G I nTwnid?,

AN D W IR SR D fE S & v CHARANMERRA & IEH AR NERR A OPKZ ik L7z & %
AAATLLHWBREEZ R LEBHRROBECICL 3R TH Y, REWICRAANEIEH
ARANOPKICE IR W EE X bNTz, 72, IEHARAND TAHAEF & @RS OPK% Lk
Lzt &, EEHERE ICH AR T TADABE CBRBERMEL R 2HA5ED bNizn, 20
FIIKIBENTRETH 0, BEFEEBRE L CAPABETCLZNIEEREAERIRVWEEZLN
2, Thbb, TAPABEZEICET AR OPKIZENMCEWTKREAEIRVWEEZEZLN
%,

T HANLD/NROEBEICO W THANIMRARFETDO [VNETA» ABERFIREE - F
WHABERIREIRE AT A F 74 2023] PCiE, IRBERTBETIRY 7€ 24 #0.4~
0.5 mg/kg. #HlRNL — FERCX 2560 EBIRIEL L TV T ¥ LFIRNE S 0.3~
0.5 mg/kg (BA10 mg), #lRL— FERTE RV R Y T ¥ N LA FFRER N 50.3~
0.5 mg/kgAHERET LT 5, L7223 o T, RFIDHKE & IZ2~5/% T130.5 mg/kg, 6~11/%K T
120.3 mg/kg. 12m%LA | CTI130.2 mg/kg & RE Y 72 © 05 & (3 Mth D% 5888& O BIA| L 12IX[H
CThd, HHINAFTRLTEY T4 1E3HK97%TH S &b, HERBICH2DLT
FICIRBEEIGEONDE EEZ OLND,

HARAND2~5i%D CAHABERIREBEE Z R L LA 2R L 723k Iz E T hC
BHT. T HICTA»ABEBIREIE X 7= 2 Wi CIiHREAIEH oIz 35 Z & 13
L CEYEEDOFRER S Fo N TR,

L L, AFICREBRMNEROEEIZFIC wEEZ LN, 2~5KDHAN LIEHARA
DREIZIZIEF L TH 5 Z &, DIAZ.001.085 5> TfF b 7= PK-¥ T X — &, DIAZ.001.04
B DIKAERRE D6~ 11K OWEE & KE REIT R VwI h b, KREICHKIERGEZ D
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ZARENE S BT, $IRTOIEAARADPKE HANICHMEST 2 2 LIZA[EETH Y, HAA
INRCERRD b N AUMED A& 2 HARAS RICHMERIRECH 2 B 2 5,

2i% LA L6ig A o /NI L Cid, etkoBlms 5. DIAZ.001.083 5% ¢4k e
SN mgx BIRE L7z,

E NS IAHRRERY D Part 2Tl T WILAFKIEICK T 2 B 5 ICRIESHEE L 2D DD,
ZORICEENR Y PNV INTOWRWGEPCHAELD 25613, —HOFEIE I L T4
M EoREZ B2 E TG 3 2 2 L 2AREL LTz, 72720, —HOFRIEICK L T2l
¥ CToO¥E LT 5, AFIO2R HEGHRICRENHRE L HAIL. RAlZEMRSET. #a
Wox+ 2zt [8.14%H1] & L7,

DEoz & biEL -,

4. AERUVASICEET HEE
7. AZERUVASICEET SR
71 1ub7-0 oARFloKEEIX, TRESEZEICT S L,

SECHOKIR 1) QONENCEY
" S R P iEeR
2 % LA E 6 A | 6 7R B 12 B 12 % LA |
6 kg LA I 10 kg A E 14 kg Y | 5
12 kg Aith 19 ke A i 28 ke Aiih me
12 kg LA I 19 kg LA 28 kg LA E 10
23 kg Aoith 38 kg At 51 kg it me
. 38 kg U I 51kg XA I
23 kg UL 56 ke i 76 ke Hifs 15 mg
56 kg LA I 76 kg LAk 20 mg

7.2 1EH7-0 DG ICH G 28AF L &5 5K, TREZ2S#EICT5E2L,

K58 Fi v 2 B %5771

5 mg AV YT HEW 5 mg R D& 1 (A
10 mg AV T M 10 mg R 77D &E 1 [\
15 mg AWV T &R 7.5 mg g7 D& e 1 [\3D
20 mg AV YT mE 10 mg 5 D &EE 1 [B]$ Do

7.3 2Bl o ARmO/NRICRE T 25513, BEOINELZEBE TS 2 TE, L%
IR I BB BRAE D 72 O DRSS, FAIFE O 2SI RE R EERT O B T IC B LT D HITH
e,

(fiA5)
72 AFIZVIhoBBIcEwTd, 1FBRONAEREIZ0.I mL (100 uL) TH 2, SPEAN
~D100 u Lo 58T, HH % RIENICGEET 2 720 0REARETH Y, SALEIC

14



BYNCHAA L. 0 2s/NRICHTZ b, A TOREREZ NI RnEEZLN T
%5, SPEN~DEEREZ100 p LICHER T 2720, HESMTI0 mgTIZZNENAY
VT RERS mg RO A Y Y T HERL0 mgBA 2 A WA o REICIER G L HE
15020 mgTIZZFNEN ALY T HEWRT.S mgh A ¥ Y7 HEKR10 mgBli] % 4 &
feic1ml g o259 %,
7.3 25RLL b6k o /NRICKT L Cld, A c oGRS 7o AR R TN
e xEHE LT,

LEDzZ o3& EL 720

15



5. FREKRUKE

) BET—21v7r—o

<aHil &kl >
V) St
Phase | #B7 ¥4 v i - #5580 o R bRE BE | ZatE e
B L))
SR
FEMH. 7 v
FIAME |, .
Rl |Ffe. ) T
5. 3H 5mg, 10 mg X% 20 mg, H[E]5 .
gor |2 s R o | O
GEST i (30 f5i)
10) HAA ==
B
Part 1
PERE O Flm - REICED W T
5mg, 10 mg, 15 mg X C ot A B RRAE Y
" 20 mg (6~117% : 0.3 mg/kg. ca
%3 . 13T A A BEERIRBE
12~17 /% : 0.2 mg/kg) %FfE | .~
NRL- - N AT 2B hD
JEEM. FExT IRF I BB e 1% 5 .
1J02 —_—— Part 2 Hr¥EEHTS6~| O O
e 17 73 i
Y pgE O - (ki | [ A
5mg, 10 mg, 15 mg X (22 )
20 mg (6~117% : 0.3 mg/kg.
12~17 7% : 0.2 mg/kg) #* FAE
R i SEN % 5
FEWR, 7v
F1M | XFafe, BE |[HEEE S
DIAZ.00 |#5-. 3 H 5mg. 10 mg it 20 mg, Hi[A] .
i
1.02 |&E. 3H. &k SENES %fj?f)\ O O
CkED) |2 ks, |2 B#E5H
W ymzAd—ss | 10mg x 2 [, SRS
— iR
% 1/2a
DI:i 00 |JE b, FEt jigﬁ%gﬁsmgigf 5;11:;5 SR
R o o e o | A AEE o | om
1.08  |HEGABR BENIES GEFEIERE R O F8(E (35 fi)
CKRED i5))
8)
% 3 Wb D Fhn - REICE W T
DIAZ.00 e JEE 5mg. 10 mg, 15 mg X 20 mg |6 &AL D /IR K K
1.05 HW;%‘ (6~117 : 0.3 mg/kg. 12 | ADTA»AEY O*?
CrED | 0.2 mg/kg) % FAFHIC Bl (175 4
12) Wﬂf&lﬁ—.‘_

KL ANAFTRATEV T4 2ED

X2 0 R

16




<SEE&R>

R BR D
Phase AR T YA v HE - BE580% RHR WL IR ek o
. £}
RIRE5
lr/rl 0 SN }_E%‘ :441 . o =
DTAZ)FEO FER, 754 H;;;;%f it A
Ul WEEES., 3% | N -3 IN
1.01 GE. 3. 5w Aot VT XS LIRTR 10 mg, B [n] S (24 ) O O
CRED | T Pt
5 o T NN 5 mg, HEIFIRAN RS
%1 R OREICHD VT 15 mg X
DIAZ.00 JEE®R, Fv XL |iX20mg, EPENES
10:% b, Bk sS, 38 |7 LB L - RS Ok fERERRA o O
(*) Al 3. 27wz [HicES T 15 mg Xt 20 mg, (48 f51)
|-t C1
VT ENLEE D 10 mg, REORS
1M WeBRE D4l - REEICHE DWW T
DIAZ.00 5mg. 10 mg. 15 mg X% 20 mg | 6 ALA oo /N K O A D
1.04 |FEEW. FEXTHRERER | (6~11)% : 0.3 mg/kg. 12 LA TADPAESE O @)
CKED 0.2 mg/kg). H[n|RPENES (57 )
9 (FEFAERE X O FEAERFICE 1 [1])
Tarquini
oetal., B N NEE O ZHEMA R NEFER D
2022 ;Iéz'om'os B DIAZ.001.05 Rk & [F U TAhAEE WhaE coReEnD
CKE) (89 1) b
14)
Vezaues T L ¥ — X
Al DIAZ.001.05 38k & AR Li:”‘%ﬁ'ﬁ‘éf/\/
2021 |5 P IDIAZ.001.05 38k & [ L < bt bt ﬁ)i;;%f‘@fé'l‘i
f: 175 {41 - )
(7I?5>l) (175 1) O R D
Sperling
et al., - A BN D ~
2022 1%1132.001.05 PR |5 1AZ.001.05 B L L Th A HEH ;ﬁff;iﬁ ﬁf) .
CREE) (175 ) PRI
16)
Penovich
et al., . A /NRD
Eny: $,‘ A
2021 %1132.001.05 R DIAZ.001.05 &% & [6] U ThhhiBE - Egﬁzgﬁgﬁg@
CKIE) (175 i) R
1)
KL A ATRA TV T4 2B
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)

@)

(4)
1)

PR PR 22 5 B
EINES T HHERHER (NRL-1J0155%) 1

HA NS 2 M Ric, A#FIZ3HE (5mg. 10 mg, 20 mg) TH[MEMENES L7
LED, REWROERERBGT L 72, BRRMNICESE R ERREEOZEIIED b ikd -
770 T2, BERINICERDO D 254 A 4 v OEEIED bl d o7, AR 0%
EhRB AL IIAEERR L LGl L 7z, SBIR Ic 0ERI O BEFT LIRS Sk o
770 W72 ZEELDOBRSIIED ONRD 272,

HEFERDED O N2 HERE 13,5 mg, 10 mgZ 1120 mgf 5-05 T Z 1% 4124/30151 (80.0%) .
24/28f51 (85.7%) K 1*29/30f1 (96.7%) TH b, EAHEERRIL, HIRKRPEHTH - 72,
R HICIEC L 2 R 12 W o 72, EEAHEERIZ20 mg 5RFICED bz )
DIFDOIFITH O | YEEHERE IARAI G231k & 7z, ARHI L DB X, RERE Y EATIC X
S THEZ L B L & HE I NIz, RFN OB G IRICE o - HERR D320 mgik 51512 24

(9 DM COVID-19, &1 ICi@® bz, >0, EEAFEERTH Y., Fido
TELAK e oB#EITEZ S KB L HIE S, COVID-193FEELAHERERTH
D ARH & OBEIF IR Y ERRIC X o CTRIE AR L L HIE S

RRRISRRBR
B FRH s L

RELAELER

BN ER

[ N EETITAHER R (NRL-1J023K5%) ©

HiY) : CAPABERREN I CAPAERBRREBICBITT 252002 %KE2HT 5 6 %A
b 18 ARG D HARNNREFE 2R E L, KNAlZ SN IC BB 5 L 72 IR OGSk R 0% 4
% FHE 3 5,

ERT A v | Sl EL AL FEEERL, JEER. FERTIREER

Part 1 @ A< BA[0] BL e PN 3% 516 o0 20 1k e OB 2k % A

Part 2 : RFIRKESWENIE G RO G E KR O R2MEFHE (Part Lo LAZD 7 4+ v —7 v
THRAEFEMERE T, BB AR AT & e & AF AR EH T2 2 & ANEYITH B LRI L 7B
B HiPart 218447),

FR@EPULHE | 1 6B L 18 R D HAANR . Abt, skizfbiew,

2. DUTowFhr oA 2 HEE,
a. SHOUEFHRT 2 VCHAREZECLZZ DD EBE
b. TADPAERBREICEITT 232N 0D 2R E2RI L2 P EHEE
c. TAPAEMREZEZLEZZL DD ZEE
FEEFD S b, BRIYEMIENE O BHRIC X Y, FIEOFRE - WAL ER
BEZ2 LAT @ W 3 A D SEBREIR 234K B 5 BAARIRE i CTRAfE L T 3 3
(1) HEDFNAFED S U ERELTw 3

18



(2) i AFEMES 1S 3 FLL B L, BIES T ARIESFRH L T»

%
(3) EH P EE T2 LA GERLTC2EU EOFHABFKIH L, HAED T
NARIERFE L T\ 5
FaBRAMERE | UFowF s oIS 3 2581, ARBOMHANN R SR 72,
1. 8K =7 L IRPENEZRSG 297 2 alEetE0 & 2 BPsma R 2 3 2 &
%0
2. BEEOFHMEXFIFFHET L -2 6T 5 BH,
3. Ry YUTEEVREFRNCKT 2BEUE, FERKSTELRER D 5 BE,
EEN WS Part 1 : FEAEFBINFICARH] % Hnl BN £ 5,
Part 2 : FEAERBINICARHA % BEN S ﬂmzu%f’m:srwZ)ililﬂ&’%uﬁéb:%f’m?: v
FE—A XN THARWEEPHERELD 2561, —EOREICH LT 4 Bl Lo RE %
HYC2@TCHET L EAREL LT, if:\ Part 2 DA IZ 24 B & L. FfEFR
BIRFICHE VIR LG F 5 2 e A TE 7z,
FEfp R ERE UNBUSLLTYI 0O e U CTFRioAE e Lz GRERIAR I3 & 7«
Lo
DB I L TE, L —= v 7R R A S EREREN AR 2 5T 5
ZEEAREE LTz,
e RER DG B
6~115% 127 =
= S ENE TR D
(0.3 mg/kg) (0.2 mg/kg) W 55 B 5
(mg) AT
ke (kg) ke (kg)
10~18 14~27 5 5 mg 11§ R 75 @ g PR
19~37 28~50 10 10 mg 11 Fr 75 o GhfgELa]
38~55 51~75 15 7.5 mg 2 i) oD S PEL[E] 3o
56~74 7600 E 20 10 mg 21 i) oD S PEL[E] 3o
FEFMWIEE | Part 1 THRIE* SARFIHEIESG % 10 57 ARICHE L, 2o ARFIHEES% 30 4R
(ML 2R | Nad o BEOEIS
WrIEHE) * RO BEARAYIC T WA PR & I X L B IREE
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HIGEHlEE | Pare 1

- TR R

Part 2
- RANHRER G 10 3 UNICEE L, 2 ORAFI 544 30 2D & e b o 72 F61E*
D&

- AFI D HA G- 10 0 ANICIHA L 725 E* o &l &
« KA O R G50 5 1T W L AFEIEHA T T DR
- AFI DRI G 10 2 ANICHA L, 856 30 2fdl, 1. 4. 6. 12 X3 24 KifHEE
B LN o R DEG
- VR L
Part 1+ Part 2
- ’IER 2%
* FoUE - BRERIVIC T W IVA FAE &I & L 2 IR

fiEtTEt e ARMEDENTIE, FAS M GREEEZ 1 BIBLERG SN AXE KRG L L) L LEEED S

b BRNMERHIIEH 25 1 2 LU ERHI & 7z ) . KR N 13 L 2 VERT N REM
(SAS : iRE#E % 1 A E#eS S 7z E) 2RI o 7,

FEFHIIHE T® 2 Partl DRBEHARNTH 2 BFHOEIGICO VT, Wl 95%FH XA &

LY ICRT, W 95%ISHEIKR o FIREAMEHNE (30%) % L o728, REyYT
DHMPEATE N L 4T 52 & & L7e,

Part2 ORBHARNICHKIN L 2 REIX, RRL 2 —HO T ONARET &L RVO—#HDORKIEE
Hedr Lt L 7z,

AT I H B U<, A RTME H 3 2 HLHE 2§l 72 3 RAERCLREIA 1T o v T, 95%
EHEEXEE &b ITRT,

A R FAE T CoORERICEE 3 2 FEMiTE H 13 Kaplan-Meier 2 AWCA Xy FET T
D IR¢ ] D v G fif e ORPY 3 (7 i % HETE L 7= o
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a) BER

T AFEES RS L T
W5,

Part 1 Part 2 Part 1 + Part 2
(N=16) (N=17) (N=18)
PR B 8 (50.0) 10 (58.8) 10 (55.6)
7 8 (50.0) 7 (41.2) 8 (44.4)
LEHAIX 5y 6 AL 11 UL T 9 (56.3) 9 (52.9) 10 (55.6)
12 kLU Lk 18 iR 7 (43.8) 8 (47.1) 8 (44.4)
R (kg), P L EEHE(R 2= 3473 + 14.13 | 36.46 = 14.86 | 36.00 * 14.55
REX S 10kg BL_E 20kg A 0 0 0
20 kg LI 30 kg A 9 (56.3) 8 (47.1) 9 (50.0)
30 kg LA I 40 kg ik 3(18.8) 4(23.5) 4(22.2)
40 kg LA L 50 kg A 1(6.3) 1(5.9) 1(5.6)
50 kg LA_E 60 kg ARl 1(6.3) 2(11.8) 2(11.1)
60 kg LA I 2 (12.5) 2 (11.8) 2(11.1)
MW () | P R 127.1 + 49.1 129.4 + 48.9 126.7 *+ 48.7
S WY 4 (25.0) 5 (29.4) 5 (27.8)
FRM 9 (56.3) 8 (47.1) 9 (50.0)
RS 1(6.3) 2(11.8) 2 (11.1)
R 0 0 0
T 0 0 0
ABH 2 (12.5) 2 (11.8) 2(11.1)
fth 0 0 0
Th i DLW EEETADA 7 (43.8) 7 (41.2) 8 (44.4)
LT A A 1(6.3) 1(5.9) 1(5.6)
SRS AT A 6 (37.5) 7 (41.2) 7 (38.9)
SRR T A DA 2 (12.5) 2 (11.8) 2(11.1)
f(j”ﬂg)’/”%{/mﬁfg 5 (SD) 6.1 (8.5) 5.1(7.1) 6.1(8.2)
FerAE /1 1.0 1.0 1.0
ORAR LM, R [1, 24] [1, 24] 1, 24]
— = a N 4 gt 3y
?Zé%z{gﬁi ffj)if%??kéﬁ%@ 15 (93.8) 16 (94.1) 17 (94.4)
ggggfff{g%gﬁ” 13 (81.3) 14 (82.4) 15 (83.3)
T A2 AVEERPIRE 12 (75.0) 12 (70.6) 13 (72.2)
KFEEGRR L o | 1. HE. BT WA
7= %A FAED 5 4rLA EFERE L < 4(25.0) — 6(33.3)
W3,
2. FONAFRED 1 FR
12 3mEL HL, B
3 bjﬁéiigf’gﬁ%ﬁg% 12 (75.0) — 12(66.7)
Tw3,
3. Bl mE T 5 k7
CEfELT2MHB ED T
WRABFRIRL, BHED 0 — 0

a * EKIAIE nTRE
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ARk

FHEHEEE  (BREER 2= T E E )
Part 1 @ FEBAH R EIE G107 AFICIER L. 2 DR A H I 554307 M50 b iz 2 5
HFEDEILIZ. 62.5% (10/166) TH - 7=,

AHFNELH 10 53 ANICRIEDTEE L% 56 30 S ERERPZD b b o 72
WiEaE o ElE (Part 1. FAS)

AHNIBEG1% 10 0 AN ICRAIED H L
BB % 2T - R OB L% 5% 30 s HFERED b vk 95% A IX [H]
Do T2 PR E DL
16 10 (62.5%) [35.4, 84.8]
B G ELE
Parc 1

R R, o] XE T ARERME] L& L -EEDEE293.8% (15/16
#l) TH o7,
B CEHE KR (Part 1, FAS)

Part 1

(N=16)

B R AT IC [ L 22 RE L n (%) 16 (100.0)
AT R 8 (50.0)

& % R 2 7 (43.8)

FTERICHE + & 5L 15 (93.8)

it /& 1(6.3)

BEMMTORLTWE LIZE 2w 0

Part 2

- RFNHE A 514 10 0 APICIHEE L. 2 oA 5% 30 0 EHEHRBRD bk > 2 RIED
HE&1Z, 1TEE®S280.2% (73/91 [\]), 2 BIH#ES-2350.0% (1/2 ) <TH v, 1 EEEKS
2 EEESDEEIX 79.6% (74/93 [B]) TH - 7,

BERERIIC I W VA FEPE & I & 1 2 IREEDSAHI B 514 10 LIRS R L.
DO KRER 544 30 DRIFFEAEED b i d - = RIEDEE (Part 2, FAS)
ERAREIC T W A FEE
&I & N BIRREAIA
N %51 10 23 AP T3 .
Ex AT P HE (%) | 95%EHEX
30 ZLA LSRR D 5
N o 72 IREE

R D FEIEITH

91 73 80.2 [70.6, 87.8]
ER-E I EIE =

22



HRICNT 5
2 B H %S5
&t 93 74 79.6 [69.9, 87.2]

2 1 50.0 [1.3,98.7]

- RFNE A 5% 10 2 AR L= RIEOEI S X, 1 RIH# 528 98.9% (90/91 [=]), 2 [ H
&525100.0% (2/218) <H Y, 1EEHZKESG L 2 [HHESG DAL 98.9% (92/93 [4]) TH

277,

KA G 10 3 LAWNICiHE L 7= %ED &G (Part 2, FAS)
KA 58 10 0 AT )

BGEE | CHARESHAL 2 LR (%) 959% 15 #E X [H]

IRETICHITE 7= IR T

RO FEIEITH

91 90 98.9 [94.0, 100.0]
3 2 WEES
FITxH$ 5
BRICHT 2 2 100.0 [15.8, 100.0]
2 [MHD#%S
&t 93 92 98.9 [94.2,100.0]

CRFIEEIE G550 5 T W AREN S F coR L. 1R H#% S 2 5 L coFfod
HEIZ1.09TH o7, T/, 2EEHEG 2 5 RIEHA T CORBOHIEIZLSHTH - 72,

FWRAFEN & corY (Part 2. 1 [ H#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

WP DFEIF I3 2 W5 91
AFNNEIE G DT NAFRIEDHEL, n (%) 88 (96.7)

580 8 (%) 3(3.3)

FAEW R T T OREHE 53 95% {5 FH X [4]
25 =%V R AN 1.0 [0.0, 1.0]
o fiE 1.0 [1.0, 2.0]
58—k v XA )L 2.0 [2.0, 3.0]
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- AFI RS GR100 AL L, %5810, 3070H. 1. 4. 6. 1233 245[EFFE R0
oo FEDEIG L. ZNZE186.8%. 80.2%. 79.1%. 74.7%. 73.6%. 71.4%K
67.0%TH o7z, % 72 2l H% 5 Tl3#% 510, 3047 BT %2 112 41100.0% KX 1850.0% TH Y |

BRI TR 0% TH > 72,

AFNHLGH 10 53 LAk L, FERPZD b d o - RIE QR o El &
(Part 2. FAS)

AFNRE 5 10 53 ANICFE0— Bk &
REfEI A 4 >~ b 5115 D, #E% X /R L CTH FHRL
TVARVERDOK
B D FAE x4 5 F a5
10 4y 91 79 (86.8%)
30 4 91 73 (80.2%)
1 IR#fH 91 72 (79.1%)
4 W 91 68 (74.7%)
6 Il 91 67 (73.6%)
12 1 91 65 (71.4%)
24 W] 91 61 (67.0%)
FFICH T3 2 [HH oS
10 4y 2 2 (100.0%)
30 %y 2 1 (50.0%)
1 FEgRs 2 0
4 W5 2 0
6 FERH 2 0
12 W 2 0
24 RS 2 0

BB REEICOWT, BIELAERE I [Haoiche ] Xd TH 2 RERRE] & H
L7,
B R E A OER (Part 2, FAS)

Part 2

(N=17)
BRI R AR I [ L 22 R n (%) 15 (88.2)
FEAITif i 6 (35.3)
B % PR 9 (52.9)
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Ak
RIVE A 1227.8% (5/181) TH - 72, FEITER X, HIR16.7% (3/18f). &IMl5.6% (1/18
B, BEikL <V DK T5.6% (1/18f41), HIEMHSEAPRERS.6% (1/18f%1) <, Wi b IFHEE TR
ETH o7z,

AH L BED B 2 AEFR (LR RER)

Part 1 Part 1 + Part 2
s NGa e |
. (N=16) (N=18)
HAGE
n (%) n (%)
B ED 1 DODARY FBFAL -EE
N 2 (12.5) 5(27.8)
%44
MEE L Y v A REE 0 1(5.6)
=yt 0 1(5.6)
TR R E 1(6.3) 3(16.7)
Bl L LK 0 1(5.6)
il 1(6.3) 3(16.7)
IR ge. MERE X OHEREE 1(6.3) 1(5.6)
I AR S AN R 1(6.3) 1(5.6)

MedDRA version 26.0

6] Ui ic @ U SOC %7213 PT 28886 E L7254, SERBIZ 1 me LTHh Y~ b, FL SOC
X PT i L CEBOBGRER>ERIE. [BhEL w2 ] LClRAY Y FIn5, R
MBHEL T3] 7203 B2 OKBHEL T3] HBa, BEFHLIT BHEL TWw2 ] K8, 21

DA oGa., BEERIT TBEEAR L] K/Hhl,

2) RTEMHER
TEALVEIIE R ER (DIAZ.001.05508%) 12
HIY : BRI RIFEZ A T2 6 AL 66 RO CADLABE ZNRICTT
YANLRERME T 12 7 A, RIESBEN G O L4 %2 i 3 5,
AT A v RIS GAER, BIUH, EFEH. KERS. 2t
F 7P 6~65 DOMNENBU R NLED CAD»AEE 16361 (6~11 5% : 45 ], 12 LA L ¢
118 f5i)
1. TADPAZKZZICTEY, PICTADPAREFEHLCWRIC bbb, HEL
FEN T EMWBRAEEZRBRL TR Y., Ry YT v REH DRI &
Wixh 3 BE,
2. GEEMMIEN IEREEE M EARE I ERRELYH T 5 B,
Eepa e 1. 227V —=v 730 HEiCK & 2i4ME, R SYIBEROEELZ G T 2 BH,
2. KIOKOEHE BEDHAKLM, C-SSRSFMT3, 4#F L IZ5ICEYT2H
BREXEH 5w 2 ARBHEITHOREB LA T 2 BHK,
3. VTEANLNRBITEALEEZEHELLL RS TEALCEDL 2RI LT, @
BREXIEERIGOMFELET 2 525,
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AT R RESR T B ERRRE L2 RBIL Cw 2 B4,
BeG MM 2 12 2 AR (365 H). 365 HIE 0 FABRIARM % & 7 1. 1GERHH 1 BE A o HI i ic
IO YEFEBRARRTRE YT XN LARBRROEES 2T 2 2 L@ b,
FAEFBIRFIC LI U T T 8 A B % BN S, ISR, FElk
RE UMBGEMAF 2 PG EA) WS CPRioME e LT, LKECC LRI OKS 25
4~12 B IC 2 M H 0% 5% THE L L 72,
BEEEHZBEL L, 22 ofR5BEERBE ORI L TERE1R 2\ LIRERE
fLERT 2 HI L 725, MEXITREZIT .
Fiin M EN 0K EE 5.
6~115% 125% Ak
(0.3 mg/kg) | (0.2mg/kg) | IR | SN W A
B (g | R (g | 7O BRI
10~18 14~27 5 5 mg 11§ R o &JpE11m
19~37 28~50 10 10 mg 11§ R 7 @ pe1a]
38~55 51~75 15 7.5 mg 2f# i 7 O Sl [ 4o
56~74 7614 F 20 10 mg 2f# i 7 D Sl [ 4o
REEYE] (%A EFEE H ]
VT EANLRRRE120 A CA»ARFRICRKIESENES Lz 2okt (F
TER 72 &)
it At REMWEDNT TR MM RER (SAS : {RFE A 1 MU &5 3N BE) 2R
T o 720 HEFRIZ MedDRA version 20.1 ZFwCa— ML L, #IH%RSERFIICE
LDz,

a) BEHER

5mg 10 mg 15 mg 20 mg At
UNEE (N=9) (N =54) (N = 46) (N=54) | (N=163)
n (%) n (%) n (%) n (%) n (%)
TR 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)
AE 4 (SD) 9.3 12 27.1 33.1 23.1
(6.54) (9.02) (13.94) (13.09) (15.11)
NI HA 7(77.8) 42 (77.8) | 40(87.0) | 45(83.3) | 134(82.2)
BAFAEIT7VHART A 1(11.1) 7 (13.0) 4 (8.7) 4(7.4) 16 (9.8)
DN
TYTA 1(11.1) 3(5.6) 0 (0.0) 0 (0.0) 4 (2.5)
NTAFAER T 213 % ofth 0 (0.0) 0 (0.0) 1(2.2) 4(7.4) 5(3.1)
DRTHEFEE N
Z DAt 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
VB O IR EE (N=09) (N = 54) (N = 46) (N = 54) (N = 163)
n (%) n (%) n (%) n (%) n (%)

M 2 JUA ] 6 71 H Kiifs 1(11.1) 3(5.6) 2 (4.3) 3(5.6) 9 (5.5)
;giﬁ%ﬁ 121 3333 4(7.4) 7 (15.2) 7 (13.0) 21 (12.9)

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

AT 1~2 [l 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 [ 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 [l 2 (22.2) 9(16.7) 7 (15.2) 13 (24.1) 31 (19.0)
o Eﬁifﬂmz 4 (44.4) 25(163) | 24(52.2) | 33(61.1) | 86(52.8)

b) & etERHbEH

EIWER O RKIHEA13. 18.4% (30f/163%) <Td - 7=,

L% Eica o n = IEHIE, sERAP

& (1061, 6.1%). 5 (461, 2.5%), SR, PREFH L OMEIR (%361, 1.8%). BEHK, S,
S, R, RS, PRI R OS5 (#5201, 1.2%) Tdh o7z, EERRIEM, K5hikic
Z o 2R KO CICE o 72RIFHIZEED b L7 b o 7z,

WIS/t Bk (DIAZ.001.0835%) ®

Hi) : 2~5 OAENNRCTA»ABEZNRICY 7 XS L RURT BRSNS L7 &
2DV T KN LOEEYEHE % FHE T 5,

VTN L R B RPENR G L L E RORIIERENE G L 2D T E %4
DRAEVERFHET 5. (EIREF)

AHERT WA v FI/NatH, FEEW, HOkS, EYEiRe, RHAZ2WRER
F IR 2~5 EOMNENNECTA»ABRE (BERTLHE) 35 4
1. TADPAZKZZTTEY, TAPARIEDaIY bu—LDEDIIRY VY TEY
v RIHI O AT & HWF X N B BE
2. GEENMEIGE N IIEEREE R O BN REN I EBRRELHE T2 BE
F A BRoL i 1. HAANKEOKED6 kgl 1333 kg® M2 T 3 B
2. A7V —=vZHB0HMICKE RIME. M IVIBEROEFE A E 3 % BE
3. BBEOWEIRSHIIAHLUANIC, YT EASLEEUFORE %%\ T -8
AR i AP SR - B R SN 546 REE F IR O T o LR & HE

AR (180 HIE) : SHEI 0 F/E X IZ AEREFERICHEICE L CL A F 2 —
FE LM, Y7 E LR 2 FHOKS X, WIEIS 25 4~12 Kk B
JGUCRlREE LTz, 75 2 R A E TR 70\ & Ia TR Y AT 23 H W L 7=
Liaiclt, B oHE O A FIRE & L 72, J65RIE Y ERf o HIT S R BRIKEE O 7%
RICX D BERE D 6 RIC e B F CXUTBERK T £ oitkii S AR & L CilkieRTRE L L
7o

BGRII - REICESZ TREORD LB Y BIENREGT 5,
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i/ ARE R D 58 %5
2~55i%
FH & L JPE N IE % 35
(0.5 mg/kg) o % [ £
(mg) ERL
RE (kg)
6~11 5 5 mg 11§ 75 O B PELE
12~22 10 10 mg 11 i & PELE
23~33 15 7.5 mg 2 /5 D S PEL 3

PIIEI B 5T 14 H AN B OGRBRIA T Hh (2, BERN D 382 S 13 h 25 BE o0 S-SR (CYP-
P450, &/ 7 I vIRILEERS) HEAITFEA (B2 a0) OffH2EEIEL &,

il H (dy@Ehne)] SEEHHE <5 2 — 2 (CmaxZ FAUCos7z &)
[ZataHEIE H) 22t aEmiae Lk s S o %4 EIERZR L)
fiEtT Rt e SRYIBNRE D RN IZ. SRYIBIRE ST A — X NN REN CRYBIRERITE IC L > T, +4

WCEHI AT RE 7 SR HE < 7 X — 2 DF — 2 1oL EAT 2 LHMT T - E) 2RRIC
1720720 REVEDIENTIZ L RVERNTNRER (SAS : IG5 % 1 B RiG S i
) ErtRic, HEHRIIMedDRA version 25.1 % T a— F{L L, HAEEIZCTCAE
Version 5.0 % i v C 5B CREAM L 72,

5 mg 10 mg 15 mg AEt
(N=3) (N =128) (N=4) (N =35)
UNEE R n (%) n (%) n (%) n (%)
451 i 1(33.3) 18 (64.3) 2 (50.0) 21 (60.0)
LCQES 2 (66.7) 10 (35.7) 2 (50.0) 14 (40.0)
tEH 7 (SD) 2.73 3.91 5.03 3.93
(0.945) (0.907) (0.263) (0.990)
ERRX 5y 2~3 % 3(100.0) 15(53.6) 0 18(51.4)
4~5 % 0 13(46.4) 4(100.0) 17(48.6)
A (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)
BAFAZRT7IH% 0 (0.0) 4(14.3) 0 (0.0) 4(11.4)
TAIYAAN
1AL 0 (0.0) 2(7.1) 1(25.0) 3 (8.6)
Z Dfth 0 (0.0) 2(7.1) 1(25.0) 3(8.6)

b) ZAatkEHEH

BIER O FIEIL, 20.0% (7TH1/3561) TH -7, BWERHONERIE, SRS, S07E, S,
MREm S, W, #5500, At flizs, iR (%141, 2.9%) TH o7, BEEREIEH. &5
FIRICE > ZEWER K O TICE - 72 BWERIZEED b 7 b o 7z,
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o) BT
VII. 1. mMPREOHRE QBRKARTHREINOFRE] OHSI,

®)

(6)
1)

2)

o)

BE - WRRAHRER
U ER R L

AR

ERRMBE (—REARARE, BEEARERE EARMLERST), REmRGT
—5RA—ZBE, WERTHERHRONE

Y

ARRBEHEELELTERFEOABTXIEERL-AE - HBROBE
BN

Z0ith
L

29



VI. EHEEICEHTHEB

1. REZNICEAEHSILEMRITILEDEH
RyYVIPTEXEVRILEY : = F FX¥ AL, ZuF XA, ZO~"YL, IXYVIFTL 0T
AN

EE B0 S 2 LAVDOWIRE - IRF L, RHTOBNLEHELZZMT 5 2 &,

2. EE#ER
(1) 1EREL - ERRF
Bl Win vitroghBie &, T KN AD Yy -T 2 g (GABA) 1AM OMENER % A
LCRIEZIHIT 2 X5 1@ S RBRINT WS, PR ICE T 2 B ARG E R
REVE TH 2CGABAIXZ OZAEMBIHEA LYY, BEF v AL ZHOT 2 LICk VIERA A4V
FHRMENICRAZ S S, HEA LV ORAIMGIEEMZ5 ER LY, Zhic X v iEH)
B ZEL 57D ICHE R BEEN £ i MiE 2 Bt 3 288 2 KT ¢ 5, #iEAAe
D EF 7 B A I FAE ORI IR Y ICBG- LT 5, ¥ T ¥ N A I3GABA% GABAARE
R XVMHEAIEE LIk Y, GABAOIE 2T 2 26 NT w3

@) EMEEM I+ HBRE
RS
- GABAAZ AR
CTEANLBREDN Y T XY v AEAL. CNSOMRME I BTET 24 4 v F v 4
NUOBEEI S v o3y %f%éammﬁwwg% F 20,
BEAAVF YN
CNSIC 31F 2 FE A MMFIEARRIZEWE < H 2 GABAIZGABALVZ ARICERI L. BT +
AARBIOT 5 & 1C X DHIFA A ¥ % MR S HOA X 4 3 . IR A (R B
52 GABAIXZ AL SEAT 2L Ic ) HEAF v F v 20—+ 2B L. 1]
MEHREEL 29,
- P EE TR
Ry YVT XYV REANIGABARE GO L IR ZEMLCRERE T v AT Y v I
AL, T2 L07 — b OB T C LIC X VB A v F v LD a vy £y
RV R B 3192021

() YEFFETRREME - FriRErR

E N EEAR GBS (NRL-1J02 58k : HARNNREBE 20 R) Y CRAN G S uiz16flic 50T,
F WA FRIE A T CORFE O IfE131.5% [95% CIL: 1.0, 7.0] TH -7z, KF%K5%10
S APNC FEE DS R L 721561 D 5 24K AN IC FE5E L 7= 9B 12801 (53.3%) TH Y, FfF
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I E C OO FofE121107.09> [95% CI : 14.0, H#HEEAREE] TH - 7=,

100 -
L
FUNARIEE. T O (Part 1. FAS)
90
E0 4
a9
=]
g 70
]
L
&)
2 60 4
8 R B 6
PR ML) ni%) 15 (03.8)
& ITEU) D 3 (%) 53)
a T —
= FfEEOLF C ol i1
= 05 A
= 2 w2 A 1.0
[~} 1 - -
S 20 e 5
= TRrt—te v & A N 7.0
20 4 [T1E = Aol 0 i a1
10 4
ad
1; ; ; ; ; : ; 5 IID 1.l 1‘! '.Ii ].-1 1‘3 ]‘ﬁ l‘? lIS llg !II] !1I _‘I: 2.! 2‘-: 3.‘.- 2‘6 2‘? 2.3 2‘9 !rD !’l 3._‘ 3‘! 3‘-1 !I< 3‘6 3"‘ !‘! !‘ﬂ -llﬂ -1'1 -112
Time (minutes)
MiRisk 16 13 7 5 4 4 d 204 04 4 14 14 441 LR T T T TR T B B
100 =
ITWHAREERZ TORME (Part 1. FAS)
B0+
20
8
<]
§ o9
[+
(=]
£ s
[=] 5
: t
= -
2 BB 15
g FuEdll. n (%) §(53.3)
T 501D # (%) 71467)
TR L 5 95% {4 B Y
20 2Btk Y &4 21 [1.0, 60,01
[IREEENTEY 1107 140, -]
107 Bo—w Y A A - [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 24
Time (k)
At Risk 15 9 8 8 8 &8 8 8 B8 .1 8 8 8 - 8 8 8 7 7 T 7
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VII. EYEIREIZEY ¥ 5IHE

1. MAREOHR
(1) BREEDHTOPRE
INTTICMEINTVEIMXFICHE I L, VT VL OH I A EE X150~
500 ng/mLeEHEE I N2, —J), CADAEF TOMAPIRE & 3 OMHBEBIFR DGR 5 |
B e FONHICENT, R TEALEAINETCRBEI RT3 ERIMAPREE XY
DIE DI VIRECHICADPAFEZ B L2 LHEHIND, Zhb2FET 5 LH30~
500 ng/mL & \» 5 A WA RNMHIREAHEE S b,
L Lads, BFhScollhiRiE L ERER M2 5. O 2 2 HBERR ITHEEE S
FEREREMI TS 2 2 L D FE X B & MEEM EMMFIREDORFEIZH L VW FEZ 2,

(2 MRERBRTHEEIN-IPRE
< Hi[n|# 5>
1) fltFewdsg
fEEER . (HARN)
HARNBEREA 2 W RICAHA (5. 10, 20 mg) & HEISPENES L 720 27 €5 4%
DRI T AR F LY T XN LDOEYENHE T X — 2 H DI TSR0,

Hia| SN G D T € o8 L DFEYENRE N T X — &

Crnax Tinax 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

SIS Toae (X POAE (PR ]

HESPENEGRED T ARXFNY T XN L OZEYEHE N T X — X

Chnax Tmax AUCixs Tz

(ng/mL) (h) (ng+h/mL) (h)
ooph | BIEOH2 | o0 unen) | ssrosio | aooose
orpy | IS | o0 im0 | qoossn | s9goo
coph | BHEBI | oo | nssore | 107smo

I + AR S . T (X O [#iEH]
a) 27 fil, b) 19 fl, ¢) 23 {4
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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
sy 300
>
¥ 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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- fEERA. (SHELN)
[EER IS 2 7 28 W B (5. 10, 20 mg) % BHIALSAEP S L 7= 15 S 3 AR Ik <
2| BAPEPI R L 2D O T RS LR ORI T A A F DT 8 L DI HE N T A
— R g,_;u}* :n—j—n)

Hi[a]| B GHED O T ¥ o8 L DB EE X 5 X — &

Crnax T inax AUCqs T
(ng/mL) (h) (ng+h/mL) (h)
B S NS
5mg 4
6+57. 1. .33, 2411+1164 2 +302
(32 i) 85.6+57.5 50 [0.33, 8] 6 70+30
10'mg 133.6+85.7 1.50 [0.75,36] | 4505+2528 " 71+£32
(31 f51) '
20 mg . :
235.3+138. 1. 50, 168+ B 4+369
(32 ) 35.3+138.0 38 [0.50, 8] 9168 +£5055 74+36
4 WF[EIREIRE © 2 [B] & ey % 5
10 mg/ M|
180.2+£122.1 25 [0.50, 12 +4535 9 4+339
(29 fil) 80 5.25 [0.50, 12] 7936 +4535 74+33

T + AR S . T (X PO (]
a) 25 5, b) 27 fil. ¢) 26 f

HESPENIEGRED T AR F VY T XN L OIEYBHE T X — &

Cmax Tmax AUCinf T1/2
H ] SN e 5
+ + a) + a)
(32 fil) 11.7£5.6 (8. 240] 3229+1626 91+46
+ + a) + a)
(31 1) 19.3£11.8 [12, 240] 4503 *+1651 68+20
+ + b) + b)
(32 ) 36.61+20.8 136, 240] 8838+5219 85127
4 W C 2 RSP G
= + o +159
(29 ) 32.1+17.8 (24, 240] 10840 + 2446 69+15

I EAFERR S Tonax (XA [HEPH ]
a) 561, b) 741, c) 44l

2) TAPAESE
c A EO/NRR A D TADARE GHEN)
655 LA b D /N T TR65 Al D BN T A A BB R XTRIT Y T €% L s S 7 % 4l R O
REICS U HE (5~20 mgh ) ZHEEIENES L KD 2T €5 4 0EYH)fE < 7
A — ZIFEAERE L IEFRMER CHULL T GHEAT — %) 9,
F) 6L E11%K0130.3 mg/kg, 124 E130.2 mg/kg# H& & L CEE S iz,
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MRS 7 € L DY FRE N T A — &

Cmax Tmax AUCO—éh
(ng/mL) (h) (ng-h/mL)
Sofk N 2.00 N
(47 %) 1895110 [0.47, 12.00] 615368
10 mg + 2.05 +
(11 i) 213+145 [0.78, 6.00] 719%519
FEFAERF 5 58
mg n . +
(14 i) 176 106 (0.47. 5.23] 570+ 340
20 mg + 2.00 n
(22 ) 185295 [0.75, 12.00] 5922291
L N 2.17 N
(47 f51) 16488 [0.50, 12.3] 532+313
10 mg " 1.77 "
(11 i) 163+84 [1.00, 3.18] 534+352
s 15 3.18
mg + . n
(15 #51) 165100 [0.50, 12.3] 550+358
20 mg " 2.83 "
(21 f51) 163285 [0.75, 8.08] 518270

I L BRENR 22, Tonae (X [HEEA ]

- 2 LA E6m AT O /NR T A AEE (BHEN)
2 LA EOR R D/NRTA D ABEEZNRICY T XS LSBT FRICIC L -HE (G~
15 mg®) ZHEBIENEE L 2D L 7 ¥ L O3EYEIHE S A — 2 2 AT IR (U
EAT—%) 9,

MY 7 €8 L QY FIRE 5 2 — &

Comax Tmax AUCo-6n
(ng/mL) (h) (ng+h/mL)
5 mg n 5.35 +
(3 i) 94.3+60.3 210, 6.13] 391+212
237K 10 3.08
mg n . +
(15 D 269.3+258.8 (137, 6.07] 1042 +1027
10 mg + 3.15 + 0
(13 i) 279.9+198.6 [1.20, 6.07] 1038764
45K 15 4.43
mg 4 . 4
(4 i) 243.1+249.4 (157, 6.05] 847+776
S+ FEHEE 7S . T (3 RAE [ PH ]
a) 12
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(4)

2. RYEER/NS A -4
(1) fEHAE

HA N5 306 I AHI5, 10, M U20 mgd M & CHEIEPEN S L 72 & & ot

CTENRLEENS, v av A= AV PETFARHOCEBL 72,

(2) WRUERRETE

B FRH s L

(3) HEEETEH
fE R RN B[] SR e A 45 510
NI A =& 5mg 10mg ZOmg
(A7) (n=30) (n=27) (n=30)

%ijE§EO)%ﬁ§EﬂEE§ﬁ§§Q (A2) 0.0142+0.00587 | 0.0147£0.00636 | 0.0145=+0.00617
%f/gdj 797 7% * (CL/F) 1.036+0.3808 1.013+0.3842 1.091£0.3804
54 g N ya NS
ﬂﬁ‘(i{fa(@%ﬁ FORER (V2/F) 77.25+24.826 74.20+28.056 81.40+27.566

@ 2IV7532R

[VII. 2. BMEERI/AS A—45  QUAREEEHR] DHEHSMH,
®) SHEE

[VII. 2. EMEER/ANSA—F QUHRREEH] 0HZK,
(6) Zfth

U ER R L
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(1) fEHAE
ZUER AL

(2 NSA—2EBHERA
B L

4. IR
VT EANALFHKENRONEEA L T b0, ALY T, ARl cH L a7 2w —
NG TIFRERRICL, S OICINEZRESE2HI TR T v a~<L by MO 25y &
L7-8H<H % (Intravail *Bfii) o SMEANBEFERAZ MR E LRI W T TN L&
10 mg % B SPENIE G- L D, ¥ 7 ¥ o8 AR G IS0 3 2 (N A 7 <4 T &
V7 41397% CTh o7 GHEAT—%) 9,
) F7F v~ b v FIZFDA®DGenerally Recognized As Safe fRiE =R OXRTH O, v b
EWR L U7 % B O RGAER TRl X . BRIRIYICRTE & 2 2 FFRERITZED DN TR,

5. 9

HMERTR L

<HE>
CTEANALRPZDFEERTEERBYTH 2 T RAAF ALY TEALOIMEEAEERITV
THHI8WTH o 72%, ¥ 7T XL KOZ OREHYNIMIMIARBAM e et B 2@ L, £
Y o A IRE OFK1/10 D cHIthch i d s (HAEH#3I~IH) 2,
BPENEG I, 2RI v, 2 oBMIcHES 2 BN 2RIz <. F5
DFEE IXIHIE TIZ RS, SR & BRAPER K N = WA % A L CTEER I RLE T 2 TEHN 72
FERE D2 DIEPEDIEAES 5 L HER I T 52,

(1) Mm%k —MEaFT BT
[VII. 5.93%] DIHZMH,

(2) MmE—keEEFE:EE
[VII. 5.3 DIHZMH,

Q) Et~0BiTiE
[VII. 5.9%] S, 72, BAEN LTy YV TEe v REFNICEZ S AR
ic, B REBEINAR, FEEINAROWME RS2, (VI 6LHENERZEILHEE
CET 2R (6)RFF OHSM,)
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O T N LT AENC ARG X L IS O FEAREEREY (T A A F AT RN L)
L2EH O~ A F—HIEEREYICTH 23-e FaF o U TE L (€ %) RS-k PR
FUN-UTHENRL (FFHENL) LB ERLFTHREINT VLS,

IR Z G L2 %, TAXFAYTEALZMIERICS T ¥4 L R G
507, FFHFEALRET 2N LIEE RS R0,

T EALFECHETRE S . BEA F Al (FICCYP2C19 % 'CYP3A4ABEE) e ir
3Kt (FICCYP3A4HES) sh, 2o/ vra vBuG 2R T 5, Y TE LD 7 )
T T VAR E REEENRD L L ETIRE I N TWE A, Zhidsz b {CYP2C19 GE
GNZ R EZRTEpMbNTEY ., HADKIZ%~5%IFTEMEARIFTLAENIFE 572K A D
NEWTT—ARRITAF—TH3) KUCYPALD LRI ICERT 3 L E 2 b3,

REICEA5T 58%X (CYPE) DHFIE FER

b AT & v 72 in vitroik B2 & . CYP2C19 % INCYP3A4728 2 7 % 1 D 4] [B] D i
LARHNCBIG 3 2 £ 4R TH 5 T LAIRB I 722,

YT ¥ AL, CYP3A4, CYP2C19, CYP3A5, CYP2B6, CYP2C9, CYP2C87: & A ic
BERORFBERIBE L T b,

AEEENROERRVEOHA
AR L

RMEVOEHEOERRVEEL, FHELE
[VII. 6. (8 () RBEALKRCKBER] 0HSM,
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020, T EANLORFYRE I T ICHBIaA L 7V 7 v viginE RO R L ) KEk
WU L 7= D KERS % 53D 228, T ANLDE BT 2 EYBIEE 1T RIA 5 % Ol
TAAFNSTENLREICE VEL RD T EDIREINT VB,
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LTI H &, [8. 15H]
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AHIZ 00 THRET 2 BFHICOCTHREE () Iz b 2 Y] 7% 53 g KR
NG INDAREEY D 2 2 8. RV VT EY v REHCTIIMERANG] & CESRIIH 0 U 2
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LI LHEETH LB RFHCEEME S 2 Z L AMETH 572 0FKE L 7,
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2. ¥R (ROBHEIZIIBRBELELNZE)
21 AF oS UiBaBoE o B D H 2 B

22 SMPAZEMARNEOEE [(Jia) MERICX VIREA EF L, EREELE T 2 LR
»H5,]
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(f&35)
21 ZeMWICEET 2 M RiERE L L TRRE L 2. AFID B T LisoE D BHERE D » 2 B #%
I, KAl ZRE53 22 LI X VBEBIEZRIT 252N H 2 L1 ORIE L 72,
2.2 KENIHT= ) MEMZ AT 2720, 2EPHZERARRNIED B TIZIRED EA LAER z2 Ei(L
TEDIBINDVDH L EDPOLRHREL T,
23 Ry Y VTV REAIHMEEHEE T 2 2o, HEHBEIEZELIE 2520
BbHDHIEHOLIREL T
2.4 KENZFICCYP2CI9 K U CYP3AA TR I N b 720, T b DHEHNIC X 52 CYP3A4RHEEH
XD KAIOMAREED E5 L, BEOEFCTRIT ZEC T2 n1RH 5 2 L1 bEEL
726

3. MEXRITHRICEET HEE L ETOEH
(V. 2. DEXIHRICEET HFR] 22T 6L,
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4. AZERUVAERICEEYT H5TE L TOEH
(V. 4 RERUVARICEEYT HIE| 2222,

5. EEGERMIR L EDEH

8. EELEANIE

8.1 fR#EE (FE) XNixxhicfb 2@ 2 BEXZARZ 5T 2561, £ OHEHBBICH -
b, BERIRES (R i3z e b 288 2ot L, BE R T oFiACE % v

TUTORICOWTIRET 52 &, $72, REH (KE) Xidz b 2 Y] 735 5, LA
T ORG-S5 3 O A 735300 NI BIEA & N2 O LG R IC O W iR L, FHRTICERD
Lo EE U AR o IR fREE (RE) Xz 2 nicflb 2] e o3l © &
5L EMER L EOARRIER T 2 b, [1.30]

8.1.1 ARHNCBET 2 BF AT ORI CES % it L. HED b ARF O ki 2w CHEf#E L T
BLZE,

8.1.2 [Efilik fRi#EE () XixZzicfhb 2@ B, AHlOEGBMEE 2D TADA
FBRPRIEEDREIRIC O W TRk Z LG L 72 BT AFIFGRTNCAFI S o L8 iconwT
352,

8.1.3 JFHI & L TAFIL 51213 BAWE D TR 21T\, 100 LIPS RIEDEIL L 2 wiGa, &
RUEMIR LB RE AT b N GE R, EREB A% T 2L, 2o &K
F SR DMER D 7=, FHHAFE A OBF % [BEEEH ICIRRT 52 &,

8.1.4 AFlo2[m HIEX 5% ICHIEDSTHR L ZHA R, Az BN EGe, MaftdsscL,

8.1.5 ITAMHI X VRIS 2S5 b B BZ N D % 7=, BFH OB ONRIEEL % 2
L. SNPGRS, IRIGEUE T 23 7w %, BMEOREXFRECBZE T LD
. BEWEOFRFORAFEEROMNISICHA 2T &,

8.2 MNP, URUME, FRILTERDobNE2BEZNEDH 5720, EREECRET 51
Hrix. ARG ANCREIED -0 O ERKES . AL HERL T L e dic, KA
Behid, S RFF LA — 2 —RIMEFHEE VT, EE O M OEERBIRE % fkie
PcEig+s2 L,

8.3 [R&. EESH - HBhl - KEHEBIRE NSO T A 2 2 L B3H 2 DT, KAlIKSG D
HOE I B OB R A O ) O BEICiE R S B A X O ICiERT B 2 L,

84 HIICXVHEMKELELZZ LB EDT, BARL LERAMTZEG 2 2 &, &KH
RIS 2 561k, BR Lo BEZ ot s c e, [11.1.1 2]

(30
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8.1.1 fREE (5K Xz 2 hicflb 28V e E 3 AH OEY) R A7 EIC O W gL 72 ok
HlzfHT2 X9 EL

8.1.2 KAIDIBENRTH 2 2 & 2R L2 ECRETIHELH L D LFREL T,

8.1.3 RIEMMFILL nEAix, EERREBICH A AIREER B V. Xy VY T e v RIEANC I
WINHI DV 22 2885 5 7280, KA GHRICKIEDS B X T 5 0EASLHRINH A RIE L 2 56%
DA, EWEPBEST 2 2L DRWE ) ICHKE Lz, 72, EHEADOARELH % EIEE
HEIHIR T2 2 Lic o0 T, MEWaXR I BIRICEH 258 2 LB 2 a3 2 BRofFm e L
T, EEDARFNOEEGAIRI % EREHEE IR T 2 080D 5 72 OFRIE L 7,

8.1.4 WEKGZMIET 5 L LREL T2,

8.1.5 MERANGIE D EE A HERERBFI L 25610 2 TRUE L 72,
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%, % D7D EOEE R AEFRERMPREIL 22856126 2 TRE L 72,
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LAREMER B D, ERABRE LT 2 0ERH 2 L ORE L 72,

84 Ry Yy VTEYVRIEHOEMIC XY UMK AL 2 AREED D 5 2 & 55 FK294E3 H
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TERDELT 252005 5,
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911 NV VYT XY VEFEANTAE T LEE IR L CIREIANEI I /EF T 2 O TR AL D H
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9.1.2 BIEZ oo v 7 ¥ o8 LK ORI X b SR, MK NSO RE 235 0 iR % Bl &
CEBENDLDH D EDLOLIKTEL =,
913 fEHDB M HobLbNDE T BH BT L0 LREL T,
9.1.4 EilnE L FERICEL. PEBEEERAE T L Cw 2320235 W EIEHBHRIL STV & h
HEGE L 72,
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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 =2+ 70T DI

H i ban |
F—A YT DN C (202545 H )

2 OB

F—AZ b+ 7V T 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.
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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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