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(2) HHONREUHER

. 2T AT T AT
HR7e# e o -
MEW5mg MEWT. S5mg MEHK10mg
4%
v @REI 7w ° Y ﬂ:u:'amﬁ-a-g v O ==t Y {i0mg| °
Ttk | e~ OB O T, BEMERD R,

(3) ®Aa—F
FMLRwn

4 ZHEOWE
FZU L

(6) ZDith
FZH L7

2. HFN DR
(1) BF@Es (GBRHERS) OSERUEHMHE
i 4, AT AT T AT

MR 5 mg EE 7.5 mg R 10 mg

R 1A% (0.1mL) th 1A% (0.1mL) H 1A% (0.1mL) |
PIRIT o7 €% 1 5 mg ST EANLTS5mg [T L 10 mg

o barvztue—n




)

€))

EREEFORE
FZE L7

8E
FZU L

UL

vl

BN

. AtARROMEREUVRE

. BEAT BTIREED H S RHMY

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, ZDfho¥EFEYE, ZRIFEAHYI OV X 7137w & 5Hli & v7z,

. BAOEEBEHTICETSRER
b RIS R AR R HE N T RES
ATV =R
= ° Fors "CE% L f: = VN
FIAORA AR 25°C/60%RH 32f& H BAFH S 24 HItEN
%
ATV =K
e 2P ° e f%’%{bf:ji\ a
MAEAB | 40°C/75%RH 61 A SRS g | HEA
T
Bl
7 #5H
G50, AV VA . ) . . .
T P e B sEHLE (85 BEALG ¢ P THEEL-ITL | o EIIED
N === % | SRV M . )'\-‘/\7 '° A S N Fo P -
OltZe e Meaba) W/m?) 5 s 1;2‘7771 4| bhkhot
AR 1 25°C |1 H
200 W-h/m?2L4
+

a: HNHARIHEE © 72 O 1T ENE L 72 MERER T 1X. FIEREEOR H I A i) o HI& I i A
Elolzuy BB o, ZORICEM L ZIERE I T _RTor v F RN TH

277,
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7. REERUBREROREMY
FZHLew

8. fhFlLDEEELL (MEBLEMEIL)
UL

9. B
B NS

10. ZRB-AF
(1) FEMVELER - B SNENEELEES - SEICET 51E#R
WL R

(2) a%
(AT T HEWS5 mg)
0.1 mL [1& %]
(RAE YT HERT.5 mg)
0.1 mL [1& %]
(AE YT W10 mg)
0.1 mL [1&%:]

Q) FHEAEE=E
B NE

4) BROME
HIANATN R T AT T A
T oty BRI TF T L
BEKGHARA L =K v 7 Ry 7T vy, 27 0L 2

11, RER#HINLIEME
EEL%AAR

12. ZF0Oih
ML

11



V.
. PHREXITENR

3.

BEICEEY 5IEH

4. FEEXIFIHHER

TADMAERIRE

(fi#350)

ENBIHHHBRY Ic BT, TAPAEBREXIZ TA»ABERKREBICETT 25200
HLFNEEET 56~1T D HARNNEF 2 05 RICFAEFRBR AR 2 BENE S Lz &
E OHER LR RET T 5 Sl FE. IFEMREREZEmL 2L 25, KAloEH
DR X N Tz, FIREX IR 2 A & [ U CAAEBEREL L CRE L. AHEX IZhE
ICBEE S 2 R O TH CHIREER 2 20 L CAFI 0% 50 R 2 @ YNIER T 2 X 5 iciiE i
L7,

. DEEXFIMRICEET HFE

5. ZEEXIIZRICEIET ZTE

51 ENSUHRE CAKI S S n- B, WBRERE L2 0 c B g L 72 Eo, @G
BEOEREZITS 2 &, [17.1517]

52 JFTVRNAETA»AERRECKH L T, F#EE (FE) idzhicib 2874
HEOARN E B 53 25513, AFORGHLEASERE KB A HETH 5 & Eifi2S#EY)
CHIBT L 2B FIcoRRE5 T BT &,

(fEst)

51 EERAGEDOEZ SR L, ENSHEHE AR KRG S e B, BN o R B R
BEx A ICHR L 7 BT, ARIOB G REE @Y 2 0B H 5 T L h b
E L7,

52 TV AMETA»AERKREICN L C, (REE (KR iz nicflb 2 8Y] 2 #23
KR EG T 2543, B4 DBETOIETONAMETADLABERIREDL L, KFIDHK
0B EIRE HIB T H % & BRI X 0 BRI X 2172 BE 1 D BAHI 23 %
BINZRERDH L L DOLREL -,

RERUAE

(1) RERUVRAEDEESR

6. AZRUHAE

HE, BAKRC2EU EO/NRICiZy 7L LT, BEOERMUOAKELEEL, 5~
20 mg%x 1EIRMENICE G T 5, RN T3 5EICITARL B H J 2B H o521 T 2,
7272 L. 65K O/NRDO1EIEIZ15 mgZ R R &,

12



(2) RZERURAEDRTRER - 1B

AAND125% A Lo BF IR T 2 KECTOEZEHEIZ0.2mg/kgTH 5, FNTD Y T E YL
FEHE O Rk OCHE IR TR 139)E10 mg % f AP SXAZERIRPNIC T & % 72 HRER 134
THY, HERANDFHREL260kg L IRE L 7- & & DAEREL -0 %5 8130.17 mg/kg i fHY
T2, KAIDKHIHANA AT AT EY T4 B3NITW L IZITTEETH o722 L b, KA
FIRNIE G e Z Do R WIBBREZ RN T L Pl I NS, £72. ¥ 7 €24 I1ZCYP3A, CYP2C9,
CYP2C197 & CE T . %2 DI R I EARFE 01X S5 2 3K E < FEBRIC X o TdCha
LAUCDCV%I350% %% %,

VTS L DIMREE & BEIER OBIRICO W TIRE L 2T W oG I Tw b
boo, —EMDDH 2 AR RAHBIBIRIIHERE X LT vdn v, ARFIOE BRI 23 & v 9
LB, BESAEMMAEEZEE TS 2 L3 <. #HEic X 5 T30~500 ng/mL
LIRIA OGS HIF A E SN T B, VT EANLIIMNICEIT L CF OIEEH 2 T 2
7o MAPERESEMMECET 2D ER TIdR <. MA~DBITIED &0 TRANICE
R DUEND D, K% GPENEG Lz e &, SR b 2B EERICTRIN X 1 5 i 2%
FELASMIC . FEP IR e O = SARREMINE % /i U CIEEMN I BE S 2 #E8& 035 0 | fh D54
IR TIERB N (BRI MBI hTni?,

ARHN D WK SR DAEHR %2 v CHARANERRA & IEH AR AR A OPK % Hl L 7z & &
HRAATRREWIRBERZ R LM OBWNIC L 228 CH Y, RENICIZAAANLIEH
KANDPKICE TR WEEZ N, £z, IFHERAND TA»ABE L {#REERH DPK% LU
L7z & &, (BEERE ICHNTTAPABRE CBRENMEL A2 HAZED SNz, £ D
FEIIHIBBNRETH Y . EEEEBRE L TAPABETHOZNIIERERERRVEEZLR
2, bbb, TAPABRFICEBTZAFOPKIZENIMCEBWTRERZ IRV EEZ LN
%4

T XN LD/NRDEGEICO W THANBHRAERFETDO VNETA» ABERBIRE - F
WHABERIREREST A F 74 2023] PCid, RBERTEETIRY 7 X8 244 %]0.4~
0.5 mg/kg. FHkL — FMERTZX 25 E0OH ERFEL LTV 7 ¥ LHIIRANKS0.3~
0.5 mg/kg (FA10 mg), #lRL — FMERTE R VWA XY 7 XN L EFIRER N 50.3~
0.5 mg/kgABHELE T LT 5, L7z o T, RFlOHK G & I1Z2~5/% T1320.5 mg/kg, 6~11/% T
120.3 mg/kg. 12i%LA ET130.2 mg/kg & (RE Y 72 © D5 B X fth 0 5 5525 0 8HF L 1315
CThd, HXHIANAFT XA Y T4 13H97%TH 2 2 &b, HEGRECH2DLT
FILBRBEEIFGONEEEZOLND,

HARAND2~5/%D CAHABERREBEEZNR L LANEEZBRET L 723k I3 E T <
BOF., I HICTAD»ABBMIKRENIE X 72 7 O S CcIh iR HIE H oI %2 5 2 & 134
L EYFRROMERDGE LN TR,

L L, AAICREEMNEROEEIZZFIC wEEZ LN, 2~5KDHAAN L IEHARA
DREIZIZIEF L TH 5 2 &, DIAZ.001.0835# <53 b 72 PK-¥ 7 A — &%, DIAZ.001.04
RER) DIRAE RIS D6~ 1R OWERE L KE REF R W A b, REIKIEHGEX kD
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ZAREE S BT, $IRTOLIEAARADPKE HARNICHMEST 2 2 LIZA[EETH D, HAAN
INRCRRD SN HED AEZ HARAG RICHHFERIRECH 2 L E R 5,

25 Eorg AR /NI LTk, RetEoBisis 5. DIAZ.001.085 5 <Rk 25
N1 mgx BIRE L7z,

FEI SR TIAH R BRY D Part 2Tld, T WIAFEICH 3 2 A S RICHRIESHEIR L b DD,
ZOBICHEN Y P =1 I NTORLIGACHAEDL D 25613, —HOFKMF I L T4k
ML EoME%E & T2 #5425 2 L ZAlREL L7z, 7272 L., —#HOFEICKH L T2
FCoKG LT 5, REIO20HBEGRICHRENHEF L 2HE 1. KAz B3, #a
WX+ 3z [8.14218] b L7,

Uboz EnbEEL 2,

4. AERUVAEICEHET 3EE
7. BERUVBEICEET SEE
71 1EdB 720 oAFoKERIZ, TEE2SEICTEL,

B O L MR E
- R ” i — 558
2% PR 6 AR | 6 7 PA R 12 R 12 Lk
6 kg LA I 10 kg LA 1= 14 kg KA | .
12 kg Ais 19 kg A it 28 kg itk me
12 kg KA |k 19 kg A | 28kg Ak 10
23 kg it 38 kg i 51 ke it e
38kg LAk 51 kg LAk
23 kg L
g MLk 56 kg At 76 kg AKiiti 1o mg
56 kg LA I 76 kg LA - 20 mg

7.2 1720 DFGICH G 2HAF & B 5iEL. TRE2SEICTs2L,

&G &8 F v 2 B S WRFN

5 mg AV YT R 5 mg Fr 75 @ ShJPE 1 [H]
10 mg A YT R 10 mg Fr 75 D SR 1 [H]
15 mg A YT HEIKR 7.5 mg M7 O &pE 1 \F D
20 mg A YT HEIR 10 mg M7 O &pE 1 \F D

7.3 2 Lo D/NRICRG T 25513, BEORELZBRT 2 LrTE, 4%
RIS BB AR D 72 O D AR, FEAIE O S AT RE R BRI Bt T ic B LT D AT H
¢,

(fAEsst)
7.2 AKAIZVINOMEICEB LT, 1RBONAERIZ0.1 mL (100 uL) TH D, SEN
~D100 p Lo E5RRIZ, HH %2 BPENICGERET 2 -00RBARETH 0, ShEIC

14



YN L. Y /RIS Z b, RO TORERKZNI R EFEZLNLTY
%, BEN~DEEREX100 p LIk 4+ 2720, ABSRFI0mgTIEZENENAY
VT ERRS mg PR YT M &0 mgilF A A W T o BIEICIRIES L HE
15X U220 mgTIEZNENARAE Y T HERT.S mgk VR Y 7 R 10 mgHlH| % & 5
FEC1E 3 o253 5

7.3 2 PA B ARG /NI LT, A COREGRERD R\, ARG R CIEBEN
B EMEE LT,

LEDzZ e bEEL 72,

15



5. ERERRE

(1) BREET—2/1\v75r—o

<FPAh &>
gﬁgﬁ@ ?5341%
Phase | BT ¥4 FiIR - B ARE e B | et |
; B g
R
R, 7 v
B | .
NRL. £ oAb, HiA \. HAA
%5, 3H 5mg, 10 mg (¥ 20 mg, Hi[n|& i
1jo1r |- s o |werins fRERER A O O
GESH i e (30 1)
o |PAFT
R
Part 1
WeRE Ol - REICE DN T
5mg. 10 mg, 15 mg X € Jo e AR AE R
- 20mg (6~11 % : 0.3 mg/kg, -
% 34 ] 13T A D AEREIRE
12~17 %% : 0.2 mg/kg) % Fefk -
NRL- S dEH e KT T 282 ho
102 HE;%‘ I, o »HBHEEHET S 6~ O O
S 17 7 Pk
() WH s - i | AT
5mg, 10 mg, 15 mg X (22 i)
20 mg (6~11 % : 0.3 mg/kg.
12~17 5% : 0.2 mg/kg) % FefE
IRF I BN % 5
FEMH. 7V
B | X, BEE ([ HRERSH
DIAZ.00 |5, 3 5mg, 10 mg X% 20 mg, Him| 5
1.02 (&, 3. & SENR S %fzt?;\ O O
CKkE) |vr2llf%s, |2 \#E5H
11) 78 RA—N 10 mg X 2 [al, BEENES
—
% 1/2a
UiE| B PR OREICH DT 5 mg. 95 B DI
DIAZ.00 é‘F:a . JExt |10 mg X1t 15 mg 0.5 m%{kg)\ C ot fo i o | om
1.08 |BEEER BENIS GEFEIER X OF1E (35 i)
CKHE) i)
8)
¥ 3M WeRE Ol - REICE DN T
DIAZ.00 SEE b IR 5mg. 10 mg, 15 mg X% 20 mg |6 mLA_ED/NRE IR UK
1.05 Hg%ﬁ‘ (6~11 % : 0.3 mg/kg. 128LL | ADTADAERE O
CrE) | 0.2 mg/kg) & FEAEREIC ShlrE (175 1)
12) N5
XKL ANAFTRAZECY T4 2ET

X2 0 R Lt
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<SEEHR>

b
) . 384
Phase RERT A v ME - H5R% xR PR Ereexin .
B e
RS
Pavind > > \\/\a !_?,%: :-L- fa3 =]
%14 P VTN LI 10 mg, HE[ &
DIAZ.00 . e S '
b, BEES, 3B | I f AR g
1.01 . VT ENLIRIR 10 mg, B[O S (24 i) O O
CKE) __‘;\\‘__; i{@ﬁ M5
5 o VTS0 5 mg, HEEHIRA RS
%1 WG OAREICHE DV T 15 mg X
szm)#ﬁﬁ\iyﬁA X 20 mg. SMERES
) 0?; b, B[RS, 38 |7 XS LEBT N R Ok f AR o O
(*E)%&3%\7U1ﬁ’EK%6wangﬁ%mg (48 1)
B WS
VT XL 10 mg, RROES
%1 WBRE DR - REICHED VT
DIAZ.00 5mg. 10 mg. 15mg Xt 20 mg | 6 #&LL E /N K A D
1.04 FEEM. JERIEEER| (6~117% : 0.3 mg/kg, 12 &L TADAEE O O
CKE) F 1 0.2mg/kg). HEISIENES (57 #)
9 GEFEAEE I N FE AR IC & 1 [@])
Tarquini
oetal, e FEHAROCEERD FHEHP K OEFEHO
2022 lEJIéZ.OOl.OS Bk L DIAZ.001.05 & & [F] U TADAEE WhRE COREMED
CRED) (89 ) Hek
14)
Vazquez EHETLAF—X
et al., o RAKR /N D e
2021 ?IA‘Z'OOLOS AR DIAZ.001.05 5% & [F] U TAD»AEE BERERT fif "
(*E)[ﬂu (175 s) P AEETOREN
5 B OB o FHif
Sperling
et al., - RAKR /N D i
2022 %IéZ'OOI'OS ARE | D1aZ.001.05 AL U Thbhl# ;*ﬁff;;ﬂj ﬁ%’:% i
CE[) (175 51 PIRETR
16)
Penovich
etal., . A /NR D
SHE 5 AN
2021 Ililléz‘om'os BB DIAZ.001.05 285 & [A] L ThhABRE - Eﬁ;;ﬁ;%gjﬁ@
CRE) (175 1) s
1)
X1 AN ATRAS ) T4 %280
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2

€))

4
1)

i PR 2 R B
FEINEE 1 AHERPRER (NRL-1J0155%) 10

HA @RS Z xRk, AFIZ3HE (5mg. 10 mg, 20 mg) THEEMENES L 72
L&D, BEWRUCBAEMEAMG L 72, BRMICEEZERMEEOZBNIZD bk o
7o F72, BRIICERDO B 254 ZAH A4 v OEEIRD b7z, RERHEF o R
WA R AERRE U CHHi L 7, AR I OER O REFTRIZERD bk d o
Too BTz ln e EOBRITRD bNind o T,

HEHERPED LN PERE 13,5 mg, 10 mgJL 20 mg 55 T % 2 1124/30151 (80.0%)
24/28f (85.7%) K% 1829/30f (96.7%) THH ., EhBEFERIZ., HIRK PR TH - 72,
BRI T L R e d o 72, EEAAERRII20 mgt GRHICED b D
DIFDOIFITH 0 | YGWHRE IAFIE G2 IR S -, AF & OBE IR, HBERIHY EAIC X
S THEZ OB L &HE SNz, RFNOEGHIRICE - 2 HHEFERH20 mgik 5K 1< 241

(9 2K COVID-19, #1f]) 1o bz, 5 ofiE,. EEAEEERTHY . fAido
T ARHE OBz EZ S K BER L L HIE I N7z, COVID-193IFEE R AFERKTH
. ARHI & o BEIZRBAH Y ERIC X o CREAR L & HE S iz,

RERGERRR
HUEHI L

REEROEER
BRI ER
N SETITAHGASR (NRL-1J02585%) ©

FL 2 C A A SRRIE S 2 C A AR BB IC TS 3 52 M0 B RAERHT 5 6 kB L
18 WA O HARANRBHE £ AR & L, AH & SIHENIC BB L 7 R 1 O e
& RT3

BRT A v | SlEESEEL AL FEEEE R, JEERL FERTIEUR

Part 1 @ ASHI Hi 0] S e N i 5.0 o 5 sh i B ONZe 4 % 314,

Part 2 : AF|KESERNE SO GRIMER VR &M% 31l (Part 1O LEKBO 7 v —7 v
THRAEFFERIC, IRERIYEMIA G i E AR EZ AT 2 2 L EYITH B &I L 2B
B A3Part 21 44T) o

TaBUEHE | 1 6B L 18 R D HAR NS, Abe, Jkizib e,

2. LTowFhiricAT sEE,
a. S5ALERT 20 hARERRCLZCLDH 5 EHE
b. TAPABEBRECEITTIZNOHRELRI L LHHBEH
c. TAPAEBREZECLZZLOHZHEE
FReEE DS b, REIHYEM X 3 ABEO B X v, FBIEOFI - A HE A
HE72 LAT W i D IEBREIR 23 AH e 5-BAUAINE 2 CRfe L T 3 BB,
(1) BEDOFONARELS S ERRL WS
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(2) T AFEMES TIRRENIC 3 ML EFII L. BUE S W ASESERE L T

%
(3) BHMEST S e @ LT 2 U EOFVRABRKE L, BED v
NAFEDFfE L T\ 5
FaERAMEE | LT owFns o5 Ice 4 28500, ARBOMHANLS R ORI L 72,
1. SR =7 L CIIRPENEZERS 2 51T 2 nlfetE 0 & 2 SsmERE *H 3 % 5
%0
2. BEOFHIEXFIEFHET LI -2 6T 5 8%,
3. Ry YUTEE vRERNICHT 2EE0E, FRASEXIIELAELH 2 BE,
BT Part 1 @ FEEFEBURFIC A 2 B [n] S e N G-
Part 2 : FEERBURFICARA & SN G, T W ILAFIEIC 3 2 G5 R EA 2 v
FE—AENTORWESPHEELRD 2 HAIT. —HOFRMEICH L T 4 BRI _EoME%
HIT2ME &G T LETREL L, $£72. Part2 OHIIZ 24 M & L. F1ER
BRFCRRVIRLIG T 5 28T 7z,
ER R ORE NS T 0 EC) WG LT FRoMEE L7z GURIARh I3 EH 4«
U)o
HROPERF I L Tk, b L —= v 7R Z T NE RN AR 25T 2
ZEEAREE LTz,
g A ER O P58 &b
6~117% 1275 1
B | SENEZERO
(0.3 mg/kg) | (0.2 mg/kg) T 7% (M1 4
(mg) ATS
= (kg) = (kg)
10~18 14~27 5 5 mg 11f R 75 O B ELH
19~37 28~50 10 10 mg 11H R 7 O SrEL ]
38~55 51~75 15 7.5 mg 2fi W5 O S pPELE 0
56~74 764 I 20 10 mg 24 i /7 o e[ 3o
FHEEHEIEE | Part 1 TR AAFIHEEE 55 10 0 LAPICHEL L, 2o KFI AR 54 30 2R 5
(MG 7R | NWad - -BEOE L
WrIEH) * FEOE BRI T WA FIE & I X L 3R
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PG EiEE] Part 1

- TR R

Part 2
- RANHREH G 10 2 UNISHEK L. 2O AR 5% 30 25D b L7k b o 7= 5
oL

- AR D B G552 10 0 ANICIHA L 725 /E* o El &
- AHN D BB G55 b T WL AFEIFIN A £ ToREH
- KA 0 HiRER 55 10 0 APNICIHA L, 54 30 2. 1. 4. 6. 12 XiT 24 FFEER
B LN o R DEE
- TR L
Part 1+ Part 2
- BIfER &
* FEAF- - BEPRIIC T W LA FEAE &Il & 2 R 7E

fiEtT i HEDITIE, FAS M GREREEZ 1 BIM LG S NG L L) L LEBFD S

b ARNMERHIIEH 25 1 2 LU ERH & 7z ) . KRN N 13 L e VER#T N REN
(SAS : iEEREEZ 1 A B S S iz 8E) #NRICT - 7,

FEFHIEE T® % Partl DIFEIFHERTH 2 BEOHIGICO VT, WifHl 95%FHHXH &

&b IR, Wil 95%EHIXHE O T IRMEEIfEA LR (30%) % Ll> 7286, AvyT
DHEMEATRS A LHIWIT B 2L X Lz,

Part2 OIRBRHARICHEIR L 2 R&ER, BRLZ—HEoJ LR ARET L RU—HORKEY
Hedr Latii L 7z,

AT H B L <. SaFMIE B o4 2 FeHE 2 i 72 T RER T EI AT oV T, 95%
BHEXE L & bicRd,

ARy A F coRREICEY 3 % FEfiE H 13 Kaplan-Meier % T A R v P REE T
DIRFE o H il K& O A7 fiE % HEAE L 72,
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a) BETER

F R AFETEDFRE L T
b\ 50

Part 1 Part 2 Part 1 + Part 2
(N=16) (N=17) (N=18)
PERI B 8 (50.0) 10 (58.8) 10 (55.6)
Eoq s 8 (50.0) 7 (41.2) 8 (44.4)
EEX 6 LA 11 BT 9 (56.3) 9 (52.9) 10 (55.6)
12 L E 18 me i 7 (43.8) 8 (47.1) 8 (44.4)
R (kg), T L EHE(R 2 34.73 + 14.13 36.46 + 14.86 | 36.00 £ 14.55
REX 5 10kg LA - 20kg i 0 0 0
20 kg LA 30 kg K 9 (56.3) 8 (47.1) 9 (50.0)
30 kg LA 40 kg i 3(18.8) 4 (23.5) 4 (22.2)
40 kg LA 50 kg Kiif§ 1(6.3) 1(5.9) 1(5.6)
50 kg LA 60 kg A 1(6.3) 2(11.8) 2 (11.1)
60 kg A I 2(12.5) 2(11.8) 2 (11.1)
TR () | P R = 127.1 + 49.1 129.4 + 489 126.7 + 48.7
FIH T Y 4 (25.0) 5(29.4) 5(27.8)
FRME 9 (56.3) 8 (47.1) 9 (50.0)
Bk 1(6.3) 2 (11.8) 2(11.1)
R 0 0 0
FPEE 0 0 0
AR 2(12.5) 2(11.8) 2(11.1)
ftb 0 0 0
TADA DLW EEETA»A 7 (43.8) 7 (41.2) 8 (44.4)
T A DA 1(6.3) 1(5.9) 1(5.6)
ERESGFCAD»A 6 (37.5) 7 (41.2) 7 (38.9)
JRTRBC A DA 2 (12.5) 2 (11.8) 2(11.1)
f(;”iéj;/”%f}mﬁg 4 (SD) 6.1 (8.5) 5.1(7.1) 6.1 (8.2)
FEAFAAEL /1 1.0 1.0 1.0
ROl [/ ME, FoAfE] 1. 24] 1. 24] 1 24]
iéégﬁzzg,f %ﬁ%ﬁgﬁhéﬁ%@ 15 (93.8) 16 (94.1) 17 (94.4)
N igfﬁfg%gﬁ” 13 (81.3) 14 (82.4) 15 (83.3)
TA D AEREIREE 12 (75.0) 12 (70.6) 13 (72.2)
ARG R E o | 1. BHE, HEOTF VA
7= FeAF FMED 5 LA B L < 4 (25.0) — 6(33.3)
W5,
2. FORAFIES 1 IKEE
TWw3,
3. BEpNETs LA
CHEFEL T 2E EolF
WIADSFEEL L. BIED 0 — 0

a : BRI AT RE
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ARk

FEEHEEE (BREER 2= T IE E )
Part 1 : BAEIAAIHAIH 52100 ANICIHR L. 2o RKF 553050 MRS b vk b o
=HEFEDEIALIZ, 62.5% (10/166]) TH - 7=,

AHFNEEH 10 57 AN ICRIEDIEE L %56 30 rEEREPRBD b b o7z
WiERE o ElE (Part 1. FAS)

ARG 10 53 AN ISR H K
BB % T =G DR L% 5% 30 /3SR D b vk 95% f5HA X [H
b o T ERE DL
16 10 (62.5%) [35.4, 84.8]
X E A E H
Part 1

R E I, TR ] Xk THAREEME] L& L-BEOEES93.8% (15/16
#H) THotz,
B I O (Part 1, FAS)

Part 1
(N=16)
TR R IS L 29 RE L n (%) 16 (100.0)

FEAITi R 8 (50.0)
B B PR R 7 (43.8)
FERICHE + b 2R 15 (93.8)
A e 1(6.3)
BERMTORLTWVWE LIZIE 2R 0

Part 2

< RFNH[E G5 10 0 ANICHE L, 2o RKFIHE S 30 0 BIERED SNkt o 2 HIED
HE5E, 1 EBS2880.2% (73/91 1), 2 [MEHES2350.0% (1/218]) THh b, 1 [HEHES
L2 HBESDEEHE 79.6% (74/93[0]) TdH o 7.

SRS T WA FE & HIB & N 2 IREEDARHIR 514 10 S LANICIR L.
D OARFI G 30 SRIEHERRD bl h o RIEDE S (Part 2, FAS)
BEERIA I 1 W LA R
&Kl X 0 B IRREASA
| FlREL 10 S BARICTY .
ERt AT KL oA 5 Ha (%) | 9B5WIEFEXE
30 73 M EFEFE0EED &
N7 o 7= REE

B D FEAE It
ERECIE =2

91 73 80.2 [70.6, 87.8]
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RN S 2 1 50.0 [1.3,98.7]
2EEHO#ES ’ R
&k 93 74 79.6 [69.9, 87.2]

- AHIHEHE G52 10 4rAPNICIE R L 72 FoEIE 1%, 1 RIEZ 528 98.9% (90/91 1)), 2 [AIH
% 525100.0% (2/2[0) THbo., 1 EEKS L 2 BAEES DA 98.9% (92/93 1) TH
277,

AFIBE G 10 43 ARSI L 72 60 #El4 (Part 2, FAS)

AHFNF G4 10 2 BANIC T e

B | WHATEEDYK L 7 LI %) 959 1X ]

PREICHIE X 7z R g

] D FAE 1T}

91 90 98.9 [94.0, 100.0]
Xl Esy
BRI 2

2 2 100.0 [15.8, 100.0]
2EEHO#ES
“Ek 93 92 98.9 [94.2,100.0]

C ARFI B A 5420 DT W IAFKIEN S coRIZ. 1B S 2 5 FKIEWN K £ O o h
FHE X100 TH o7z, 72, 2 HZKG 2 0 FIEHE T CORB O R R{EIZ1.57 TH - 72,

FOWNAFEER L F CoMR (Parc2, 1 BIEHE S, FAS)

Time to the Seizure Cessation (For First Dose)

Probability of No Seizure Cessation

o 1

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 917239 201310 2 2 2 2 2 11 1111111111111 1111110000000O0O0O0O0

Y DFIE IR T 2 YA S 91
AFNWIEE 55 D T NAFRIEDHE R, n (%) 88 (96.7)

L% (%) 3 (3.3)

FUEHAL E CoORM 5 95% 5 X [i5]
25 X—k VR AN 1.0 [0.0, 1.0]
HhfiE 1.0 [1.0, 2.0]
75—k 2 AN 2.0 [2.0, 3.0]
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- A HAE 52100 INICHA L, $5%&10, 300, 1. 4. 6. 12303 24[AIFE 25580
oo FIEDEIG L. ZNZ186.8%. 80.2%. 79.1%. 74.7%. 73.6%. 71.4%K T
67.0%TH o7z, % 72, 2[0 H% 5 T 13#% 5410, 3047 T Z 11 £ 41100.0% K 1550.0% T H Y |

BRI X TR D 0% TH > 72,

AHFNEEH 10 57 LA L, BREPRD b d - = HRE ORI o El &
(Part 2. FAS)

RENBE G4 10 57 AN IS Fs1EA—H Ik %
REfEI A 4 >~ b £ 5% . 5% X 4 /RERERGE L THERL
TR WERO
B OFAE I3 2 WlEl% 5
10 4y 91 79 (86.8%)
30 & 91 73 (80.2%)
1 HRE 91 72 (79.1%)
4 IR 91 68 (74.7%)
6 IHFE 91 67 (73.6%)
12 IR 91 65 (71.4%)
24 B[S 91 61 (67.0%)
BRI 5 2 [mH oS
10 4y 2 2 (100.0%)
30 43 2 1 (50.0%)
1 IRgfi] 2 0
4 I 2 0
6 IRFH] 2 0
12 I 2 0
24 R 2 0

VR REICOWT, BELAEERE RIS o] ik TH28EmE] &b
Z L7,
BRI OME (Part 2, FAS)

Part 2

(N=17)
B R A I L 2 RE AL n (%) 15 (88.2)
SEAIC i R 6 (35.3)
» b R e 9 (52.9)
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walt

BIEFFIRE1327.8% (5/18() TH - 7=, F7EIVEM X, {HEIR16.7% (3/18%1). &1MM15.6% (1/18
), BEiRL _AL DK T5.6% (1/1861), HIENHSEAPIKS.6% (1/18%1) T, Wi dIFEE CRE

BTho7,
AHNEBEHDO B 2 HERER (LM N RER)
Part 1 Part 1 + Part 2
BRI E
- (N=16) (N=18)
FHAGE
n (%) n (%)
DD 1 ODA XY FBFEL-BE
. 2(12.5) 5(27.8)
L
Mgk L KV v REE 0 1(5.6)
=il 0 1(5.6)
R R EE 1(6.3) 3(16.7)
BEiL LT 0 1(5.6)
fENR 1(6.3) 3(16.7)
MR ES. BIERIEs X HtEREE 1(6.3) 1(5.6)
WY FIER N PR 1(6.3) 1(5.6)

MedDRA version 26.0

A U #Bs i | U SOC % 7243 PT 28R4 L Hé. FEREE 1BE LTAY v b, FHL SOC
T PTICH L CEBOBEGERF>FLRI, BEL T3] s LClmAay v Fansd, ER
B LCWwa] -3 2o BELCws ] BE, AEFELIE BELcwa ] oo, 20

DA ogs, AEFRRIZ [Bh#ZR L] ICa8E,

2) REMHAER

TALVETIM RS (DIAZ.001.05:88%) 12
HAY : BRI BRREEE T2 6 UL 66 RO CTAPABEEZNRICY T
XN LS E 12 A, KIERENRSGROREEE T 5,

AHEET VA v

R G50, B, FFE, KERS. Katkali

ESysSLisine S 6~65 I DHNENBWR N LD CTA DA EE 163 61 (6~11 5% : 45 i, 12 LA L :
118 )
1. TA»AZEZZTITEY., PITADPAREZEHLTHWRICL bbb, MER
FREN Z2MERRRELZRRL Y, RV Y TR vV REH OGBS LE L H
Wi s n s B,
2. EB)EE X IIEGEREE 20 ER R e R H T 5 BE,
F 7 PRyl 1. 227V —=vZ7Hi30 HEIC K& oM. FMOIVIBR4E@oBF %26 3 5 BE,
2. KO5OKoAEDE, BEDHZKMR., C-SSRSFHET3. 4 5L IE5 YT 2H
BOEXEH 5w 3 ARBEETEORE A H T 5 BE,
3. UTEANLNBYTEANALEFAEEL IV TE AL AR LT, i

BREX I A ERISOMFEEZE T 2 B,
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EEN RS IR - FEEARFE T AR A E 2 R L T % B
Pe G AR 2 12 2 AR (365 H). 365 HREORERIAM % 4 T . J85RHE 2 £ i oo ] 1o
X0 B AERK TR E OO T LSRR OBG 2T 2 2 L0 LN,
FAEFRBRFICHEITIE U CTY T RN A RRE BN S, IS8, ERk Y
fRE UNEELL T 2PUEAA) KIGLCTEOHEE LT, BBERIGLRIIOES 25
4~12 BB I 2 M H o5 2 mlRE & L 7=,
BEREFHZMSEL L, »oRGEEHSBEOREMEICH LTRSS L IRERE
{LEER ST L 723540, BEXIZREZIT .
iy REN oKL R %5
6~115% 12804 1 _ . .
(0.3mg/kg) | (0.2mg/kg) | M | SENEEERO W 1
hE (g) | E (g | ™ DI
10~18 14~27 5 5 mg 11 R o S PELIR]
19~37 28~50 10 10 mg 11 R D S PELIR]
38~55 51~75 15 7.5 mg 2 il 5 oo S PEL a3 o
56~74 7600 L 20 10 mg 21 il oD S PEL [ 3o
S IE H [ Z2 &1 AT E H )
T EANLEERE 12 AR CTAPARERICKERENREG Lzt 2ot (H
ER7ZR L)
it At LMW OFNT TR MR REN (SAS : REBIEZ 1 L ES I - 8E) 2R
i1 o 72 HEHFELRIZ MedDRA version 20.1 ZFHWwTa— F{b L. #¥HERE5ERICE
D7,
a) BEER
5 mg 10 mg 15 mg 20 mg “at
UNEE & (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)
7k 7(77.8) 26 (48.1) | 31(67.4) | 25(46.3) | 89 (54.6)
R S (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)
BAFAIITZVART A 1(11.1) 7 (13.0) 4 (8.7) 4 (7.4) 16 (9.8)
N
TYTA 1(11.1) 3(5.6) 0 (0.0) 0 (0.0) 4 (2.5)
ANTAFERE I Z oM 0 (0.0) 0 (0.0) 1(2.2) 4(7.4) 5(3.1)
DY SBE PN
Z DAt 0 (0.0) 2(3.7) 1(2.2) 1(1.9) 4 (2.5)
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5mg 10 mg 15 mg 20 mg Al
IR O IR (N=9) (N = 54) (N = 46) (N = 54) (N =163)
n (%) n (%) n (%) n (%) n (%)
W | 6 7 1k 1(ILD 3(5.6) 2(43) 3(5.6) 9 (5.5)
A BT CE R 4.(7.0) 7(15.2) 70300 | 213129
12 7 AL 5 (55.6) 47 (87.0) 37 (80.4) 44 (81.5) | 133 (81.6)
BEEE | 1~2 [ 4 (44.4) 8 (14.8) 3(6.5) 8 (14.8) 23 (14.1)
3~10 i 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 [ 2 (22.2) 11 (20.4) 10 (21.7) 12 (22.2) 35 (21.5)
40 [A]E 2(22.2) 9(16.7) 7(15.2) 13 (24.1) 31 (19.0)
S Eﬁifﬂmz 4 (44.4) 25 (46.3) | 24(52.2) | 33(61.1) | 86(528)

b) AR E H

BITEF O FHE S 13, 18.4% (B041/16301]) TH o7z, 1%L EICHSNZEIWEAIZ, SRk
& (106, 6.1%). S8 (41, 2.5%). S, WRE G K OMEIR (#5361, 1.8%). WK, S,
SR, R, AR, SR L O ST (B2l 1.2%) TH o7, EEGEIER. &5 hikic
B o 2EIWER M OFETICE - 2RIVERIZEED S in b o 72,

AT /a3 (DIAZ.001.0838k) ®
H 2 2~5 i DINE NN T AN ALEBF ZNRICY T €8 L 8l % BRSNS L 72 &
2DV T L DIEYEIRE & G 5,
VT NN SR BRRPENEE S L b E ROCRHIRKESENZ G Lz &0V T84
DREWNEFHET 2, EIXEW)
BT YA v FE/aM, JFER. EHES, EZYHE, RUTarxRR
TR 2~5 W DIENNRT AP ABRE (BHROLH) 35
1. TADPAZEIZZTTEY, TADPARED Y ba—LDEDIIRY VYV TEY
v RIEHIOFERA R LE LW B B
2. CEBIGE LIRS 2 5 AT R T 5
TRy 1. #la AN OEREL6 kgki 1333 kg M2 T\ 5 BF
2. A2 Y —=vZHi30HBICKE 2 sME. TSI VIBEROWIE 26T 5 BH
3. RBEOWEISHI4AH MM, VT ¥ S AEEHAORE %2\ 72 B
Al 7 ik HARIRE G ¢ B RSP G 6] & T & 7 S A % E
A EFAIHARE (180 HIFE) : AHI 0 FefF X ix A KR BTG L TL A ¥ 2 —
WL LM, YT NLERMK 2 BHOKE X, #ES 25 4~12 Kk THEIC
JGUCTHEE Lz, H7n 2 IR Gk I FIREAS e > & HRBRIE 2 PE AT 23K L 7=
BAICIE. BB IR ORI AIRE & L7z, TRBRIE 2 [ o 7 K OV TR BRRE % o 7K
BTk D, BERE A 6 KI5 £ TITHBRIK T £ CTHEFIR SR & L CRkBERTRE S L
770

BERIIFEH - AEICESZI TRROEXD LB Y LENRET 5,
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FEii /R EN oK S E %5
2~57%
M= SN TR O
(0.5 mg/kg) \ M55 [ 45
(mg) DAL
k& (kg)
6~11 5 5 mg 11 A7 & ELR
12~22 10 10 mg 11 A7 0 & ELR
23~33 15 7.5 mg 21 M7 O & ELE 3D

W15 5T 14 H LA B OFRBRIIRE i, U o0 BB EE S 13 25 2 o SR CEIRE SR (CYP-
P450, &/ 7 I VLIRS HEASOLFHEH (EEE &) offiHES L 72,

Version 5.0 % F > THEXME CEF L 72,

a2 H (i @)ae] SYBIEE <5 £ — % (Cmaxfi FAUCoc7s &)
(e 4 MEaTAIE H ) 224t SRR S Ok £ 53R o Ze 4ot (RIVER 72 &)
AT SHAIBRE DFRNT 1X. HABIRE < T 2 — X RN RER] CEMBIBEMNTE Ic X > <. +5

ICEHAT T RE Zn MBI HE T A — 2 DF — 2 % 1oL FET 2 L x -85 2xRic
o720 REW ORI IZ RSN RER (SAS : REREES 1 DL LS5 2 iz B
#) xR, HEERITMedDRA version 25.1% FivwC 2 — F{t L. EAEEEIZCTCAE

a) BEHER

5 mg 10 mg 15 mg At
(N=3) (N =28) (N=4) (N = 35)
UNEE D n (%) n (%) n (%) n (%)
PRI 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)
BRI 45 (SD) 2.73 3.91 5.03 3.93
(0.945) (0.907) (0.263) (0.990)
SERRIX 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-#3 (SD) 16.3(3.21) 17.1(5.77) 23.8(5.32) 17.8(5.86)
PN HA 3 (100.0) 20 (71.4) 2 (50.0) 25 (71.4)
BAFAEIT 7V A% 0 (0.0) 4(14.3) 0 (0.0) 4(11.4)
TAYHA
B 0 (0.0) 2(7.1) 1(25.0) 3(8.6)
Z D 0 (0.0) 2(7.1) 1(25.0) 3(8.6)

b) ZatEHiiEE

BIEHA O FBHEIL, 20.0% (761/35(61) TH -7z, BIFFHDOMNRIZ, SAERRE, SI7E, SR,
IRAE oS, MErE, #5500, RMetEih 2. MR (F161. 2.9%) TH o7, EELEIEMH. &5
HIEICE 5 ZEWER KX OFECICE - 2 EWERIZREZ® b L7e 2> o 72,

28



o) FHPENTE
VII. 1. mPREOHSE QBRKARTHERIAOFRE] OHSMH,

®)

(6)
D

2)

M

BE - FEHGR
B R L

AR

ERRERE (—REARERE, BEEARERE, EARELERE), RERS%T
—5A—RHE REFRRBRERONE

A ER L

ARBEFHEELELTEREFTEOARXIIEREL-AE - HBROBE
ML R

T Dtk
L
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VI EEEIZEY HEE

1. EEP2HNICEEHDILEMITILEMEH
RYVITEEVRIEEY c = F SN L, JuFERA, FuNFL, IXSSTL. BT

YL
EE BE OB 2 LAY DIIRE - MERFL, RHTOBNLEEZSMT 25 2 &,

2. EE¢ER
(1) {ERERML - {ERER
FY I Win vitroiki 22 &, YT NLDB y -7 2 JEE (GABA) 1AM DM ELER %N
LCHEZIHIT 2 X5 1@ 2 EARBREINT WS, PHERRICE T 2 T A INHIM: R
RIEVE TH 2GABAIX Z OZAMBIHEA LYY, EF v AL ZHAT 2 LIC X VIERA 4V
FHRAENICRAZ 5, HEA L v oRAIMGIEEMN 25 R LY, Zhic X 0 iGHE)
B AL 57D ICHE R BIMEEN £ Ml 2 Bt it 3 2 88 2 KT ¢ 5, #fEHIAE
D 1B R I B B I RIEDO R KL NIAR D IS L CTnwd, ¥ TE¥NAIZGABA%Z GABAAVRH
RE X VMHEAIEE LIk, GABAOIEH 2R T 3 L £z b T3,

(2) EHEENITZHBRME

PUREEEE

- GABANX AR
VTHRLIEDRY VTR v RIEANL, CNSO MM IC[ET 24 4 v F v 4
NRIDEEER & v X 7 CTH 5 GABANZ AR L K5HT 517,

CMEFRAAVF AL
CNSIZ B 1F 2 FE R INGIEMRARIEYE ©H 5 GABAIZGABANZ AMRITIEH L., KT+
FNERFAOT 2 2 I X D EFEA 4 v 2RI IC A &2 5, IR sEYE <
H5HCGABAXZARLIEAT 2 ICX Y WHEAL VY F DT — 2RO L, #If]
MHEREEL 2,

- N EE R
Ry VTRV REANIGABARE AR L 13 B A ML TRAKRLE TR R T Y v 2
fBaLl. F¥Aaror—FoOMEZHECTCICIVERERAL VY F A rDa vy &0
52 VR 7&%@ 5 19),20),21)O

Q) fERFRHERERA - FrE
FE N EEAREAER (NRL-1J02 3% : HARNNREF 206 R) Y CRAID KRS Stz 16flic B,
FOWNAFIEHK T CORFE O FRfEIX1.55) [95% CI: 1.0, 7.0] TH o7z, AHI%Z #5110
G AP FEIE D3I R L 721561 5 5 24K LA I F 58 L 7= 9B 12861 (53.3%) TH v, FAF
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BT coRfMohIfEi£1107.05 [95% CI : 14.0, #EARHE] TH o7,

104 -
ITOWNAREEALZ TR (Part 1. FAS)
90 4
B0 -
f=]
=
E=EE
]
o
E 60 4
8 R B 6
D s UML), no(%) 15 (93.8)
& TTEUID B (%) 1463
I Feffiol 2 ol it 95% 4 L[]
;; —k A 1.0 [0.0,1.0]
-3 30 e B [1.0,7.0]
& — A A 7 [1.0,-]
204 (115238 = Al G i v d o S i
10 4
0 d
1; ; ; ; : ; ; IID 1.l 1‘! '.Ii ].-1 ]‘S ]111 l‘? lIS llg !II] !1I _‘I: 2.! 2‘-: 2.‘.- 2‘6 ZIT 2.3 2‘9 !rD !'l 3._‘ 3‘! !I-l 3“ 3‘6 3"‘ !‘! !‘i -llﬂ -1‘1 -112
Time (minutes)
AtFisk 16 13 7 5 4 4 4 221111111 111141 1 14 1 1 1 i1 1 i1 1 1 1 o
100 -
TONAREBFR L TOEEME (Part 1. FAS)
80 -
70
fa]
g
§ o
[~
(=}
Z s
C—
S t
= —
= e 15
= UL n (%) 81533)
=l (e 746T)
TR 7 L 5 95% {7 B R
20 25ai— e v a2 A 21 [1.0, 60.01
il 1107 140, -]
10 15—y & A - [1107.0,-]
[1ERE T AL A SRR 2 24P LU .
o
€ 1 2 3 5 L] 7 13 ? 10 11 12 13 14 L3 16 7 18 19 20 2 23 24
Time )
At Risk [ 9 8 8 B 8 &8 B8 a 8 8 8 8 8 8 8 8 8 7 7 T T 7
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VIIL. EYEREIZEY 5EE

1. mPBREOHD
(1) BREEDHLGOLDRE
INFEFTICMEIN TV ImXFICHE IS L, VTN L0EMIMPREE X150~
500 ng/mLEHEE SN D, —F. CA»ABRE COMFPIRE L IFEFOMBBROEE S,
YL e PORHICENT, BRI TEANLBRINT TICREIN T2 HMIMFREE LD
DI E P IEVIRE TR CTAPAREZE LA 2 LI, 2 b 2ERET 5 LF30~
500 ng/mL & \» 5 A WAMAIRE B HEE TN 5,
L Lads s, HE 72 & TolMhiElE & EEEH oMt 5. B 6 2 A HBIRIR LR S
T AL CH 2 2 L D FZ 5 & HEEN R AMMHIREORE ZH L WwEE 2 5,

@ BFRMRTEBShimhRE
<HU >
1)t
3 INIGEVN
HA KRR SR AFA (5, 10, 20 mg) % HIELKERIER 5 L 7250 2 7 45 1%
CIRHPIT 2 A F 03T 25 L OB ST A — 2 & A F ISR,

B S PENI GRE D 2 7 €8 L D IEYEFE T X — &

Chnax Tmax AUC, T

(ng/mL) (h) (ng-h/mL) (h)
5mg 135.08 £ 1.500 5096.6 = 56.23+
(30f51) 52.818 [0.75, 4.00] 1610.49 21.142
10 mg 225.85+ 2.000 10389.0t 54.82+
2761) 88.078 [0.75, 8.00] 3109.79 20.916
20 mg 418.13+ 2.000 18982.1t 55.92+
(301) 139.559 [0.50, 8.00] 5420.69 22.413

I BRI 22 Toas (X OE [P ]

HA| S PENE SR D T AR F AL T XN L OEYFE T X — &

Crnax Tnax AUCiy¢ T2

(ng/mL) (h) (ng-h/mL) (h)
Gomp | P2 | pyo o | ssrost0 | 100030
e [ | b, | omer | s
Gony | BB | pagonaon | 1uisante | 107se0

PG R S Toae (X HPOAE [P ]
a) 27§, b) 19, ¢) 23
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* 7 BN LHEREME SEOMTHREER

R SENCBEE

(ng/mlL)

5001
4501 ¥
400 .
3501
3001
250
20011
150+
100+
50-

(ng/mL)

120 1

i 5, et 10MG =t 20mMg
(n=30) (n=27) (n=30)
Y@ HRERE
—_——————————
so 100 150 200 o %é?
h
B5R8 ‘
* 7 ENLABERZEAESEDT AXFILYT 2/ LOMFFRE#ES
T 5mg 10mg 20mg
T T (n=30) (n=27) (n=30)
SRR REE

R D SRS W N NHEEEE

100 1

80 -

60

40 -

20 A
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(3= L VNUCINE DN
RIS 2 7 28 L s b (5, 10, 20mg) % HLEIEPEN LG L 7= R 3 AR5 IR ©
2 BN G L 720D O T XS L R OREY T A X F DT o8 L DI B RE X 5 X
— 2 LA TR 3,

Hia] B ENIE GRED & T X8 L DFEYFHE T X — &

Crax Tinax AUCins Tis2
(ng/mL) (h) (ng+h/mL) (h)
o] SN i 5
5mg
85.6+57.5 1.50 [0.33, 8 2411+1164 2 70430
(32 ) [0.33,8]
10:mg 133.6+85.7 1.50 [0.75,36] | 4505+2528 71432
(31 f51) ’
20 mg
235.3+138.0 1.38 [0.50, 8 9168 +5055 © 74+36 0
(32 ) [0.50, 8]
4 BEEEIRE © 2 B &N % 5
10 mg/[H]
180.2+122.1 5.25 [0.50, 12 7936 +4535 o) 744339
(29 i) [0.50,12]

S EEEEE RS . T (X O{E [P ]
a) 25 . b) 27 Fl. c) 26 Hl

BRI BPENHE GO T ZAXF LY TN L OYEHEN T X — &

Crnax Thnax AUCins T2
(ng/mL) (h) (ng-h/mL) (h)
B[l &N S
5mg n 96 4 a) +46 2
(32 i) 11.7£5.6 (8, 240] 3229+1626 91+46
10 mg + 96 + " +on 8
(31 i) 19.3£11.8 (12, 240] 4503+1651 68120
20 mg + 96 + B) +o7b)
(32 ) 36.6%£20.8 36, 240] 8838£5219 8527
4 IRfEERE < 2 MRS
10 mg/[7] N 144 + o +1509
(29 fil) 32.1+17.8 (24, 240] 108402446 69+15

SEIE £ MR 7S . Tone (X0l [
a) 5%, b) 7HI. c) 4%l

2) CTAPAEHE
- 6 LA ED/NE R SR A DT AR AERE GHEAN)
65k LA b D /N T U655 A i D BN T A A BRE % X RIT D T &% L 5 B0 % i O
REICIG U 7= A& (5~20 mg® ) % HEIEMENTLG L 72KF0 ¥ 7 8 L DY B FE < 7
A — Z I TR L IERAERECHLLL T e BHEAT — %) 9,
) 6ikA E115% A 130.3 mg/kg, 125% LA £130.2 mg/kg®k HRZ & L TRE S iz,
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Mg 2T X L DY ENE T X — £

Cmax Tmax AUCO*éh
(ng/mL) (h) (ng+h/mL)
LN 4 2.00 4
(47 i) 189+110 [0.47, 12.00] 615368
10 mg + 2.05 +
(11 #) 213£145 [0.78, 6.00] 719%£519
FEFEAEIRE e 58
mg L . "
(14 ) 176 106 [0.47, 5.23] 570340
20 mg + 2.00 +
(22 ) 185£95 [0.75. 12.00] 592+297
£ i 2.17 N
(47 ) 164£88 [0.50, 12.3] 532+313
10 mg 4 1.77 4
(11 ) 163£84 [1.00, 3.18] 534+352
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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—Z b7V T DI

H sl S FE
F—Z 7V T DA C (20254E5 H I 15)

% RO

A—A b+ 7V 7 D534 (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.

) MNRFIZEAT HEHE
A BT 2 HACE [9.7 NEE] ORBIZUTO LB TH Y, KEOHRMHLHEL TR
%
[0. BEDEREHIHBEICET HEE]

9.7 MNR%ZE
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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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