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ALP Alkaline phosphatase TINHVRAT 7 H2—F

ALT Alanine aminotransferase TI=VT X)) R TURT 2T

ASA American Society of Anesthesiologists KE IR

AST Aspartate aminotransferase TANRGX BT I ) VT AT =

77—t

AUCo-inf | Area Under The Concentration-Time MERR KRR 3 C oD LA H R — R
Curve from Time Zero to Infinity AL N s

AUCo+ Area Under the Concentration-Time Curve | t W [H] 5 T oD e op i B — B R iR
from Time Zero to Time t T s

CI Confidence Interval 15 HE X [

CLtot Apparent Total Body Clearance EnFoeg s )7 A

Crmax Maximum Plasma Concentration T e I R

CNS Central nervous system FRRX AR R

CYp Cytochrome P450 v 7 v P450

1 First filial generation 1R

FAS Full Analysis Set R DT R SAE

GABA Gamma-Amino Butyric Acid vy -7 2 BRI

v -GTP v -glutamyl transpeptidase Y- TIWE IV RT AT FH—

+

ICH International Council for Harmonisation | [Z3&5h 8L 0 F0E RS
of Technical Requirements
for Pharmaceuticals for Human Use

kel Elimination Rate Constant EESENEY =4

LDH Lactate dehydrogenase FLER K Bl &

MedDRA | Medical Dictionary for Regulatory ICH [ BE = 3 H s
Activities Terminology

PPS Per Protocol Set YRR I e & 118 S5 5 A

SpO2 Percutaneous Oxygen Saturation 15 Fiz PP Eh R . e 2 i i

SS Safety Set LA R G

tie Elimination Half-Life SRt

TEAE Treatment Emergent Adverse Events REBRIGE FICB I 28 EHR

Trmax Time to Maximum Plasma Concentration | fi 5 MLAE 7 B 2l 2= R

Vd Volume of Distribution Sy AT A

Vdss Apparent Volume of Distribution during | #&KAHIZI 1T D WLT O34 A58
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( OEE 1ML =FISL2mg BF 'IOmL M

ORE FEET

S Ry wmm =] |
ZARid wammE @I'll.l-.’:ll.\.;n'y:lzmslmL é-

BAGHEAASH I ——
Dadeaal] A (EHY5Lv0v7) o—

il E——
20mg/10mL ==
(2) 2%

10mL X5 A& [t 7 AjH]
(3) FiRBE
BARRNA
(4) RBDOME
o T A
Fyv 7 AR Tob L
i RV x=FL o, A7y

Rl IRI S 1 5 BHE
AR L

12. ZDits

R L7

ARICEY SIEE

. PIEEXITHR

FREA AR SR
DEEXIHRICEET HFE

5. MREXHRICEET HEE

A 6 o ARG O/NRIZE T 28R O L EMEFHESL L T 7R,

(i)

5. AAIDOBGRAER (MR19A13A-2 3AER) 134:4% 6 » H LLL 16 A 2t RIC M L7272

(Tv. 5. (1) BIRT =2y r—v ] OHESHR)

RERUVAE
M)ﬁ%&Uﬁgwhm

wWE . ANRIIZI A YA LT 1 A 0.25~1.0mgkg (e K& 20mg) % BREEBRLERT

ARG 5,
(2) FH&&ZQZﬁFH;gOD;xiEﬁﬁﬁﬁ - 1R

ARIZBWTER L7ZENE IV fAEEERRE (MR19A13A-2) (¥ U TR E LT,




MR19A13A-2 BERTI3A% 6 » AL E 16 Rl 2 k5 e LizZ &b, /NRIZET 5 ik
FOHBEOHRDOREE LIz,
MR19A13A-2 #kBR ClIAA| 0.25mg/kg. 0.5mg/kg XIE 1.0mg/kg (e K& 20mg) % 1Al
DOMRHATRIE L U CHEb e A I 7 THEREO#E G L, &5 T71% 30 2Ll EfGEZIC~ A
JEANETo T, EEADMEFMEE TH D TARFIE G TH% 30 0 LINICBEFHE A 2773 3
PLRIZEE Lo gRE OFIE ) 1T, 3 G- L2 0FA L7 2tk < 97.2% (70/72 f5]) Th -7,
BHEEZ L TIL, 0.25mg/kg #f, 0.5mg/kg #f. 1.0mg/kg # TEAZE4L 95.56% (21/22 fi) |
100% (24/24 f51) . 96.2% (25/26 ) TH Y, BHHEE TREREWNIA LN ST, F
WBEZ & Tk, £k 6 » ALLE 2R O 2R Tk 94.4% (17/18 #)  (0.25mglkg B :
80.0% (4/5 f3), 0.5mg/kg #f : 100% (6/6 ). 1.0mg/kg & : 100% (7/7 %)), 2%LLE 6
TR A D YR TIE 100% (36/36 1) (0.25mglkg B : 100% (11/11 #1). 0.5mg/kg #F :
100% (12/12 1) . 1.0mg/kg £ : 100% (13/13 1)) | 6 kLA E 16 e O 2a5RE Tk 94.4%
(17/18 f51) (0.25mg/kg A% : 100% (6/6 $1), 0.5mg/kg & : 100% (6/6 fil), 1.0mg/kg & :
83.3% (5/6 f5l)) THV |, HHHEL OHERBER CREREWVIA LN -T2 b, W
NOEREEZB W TY 0.25~1.0mgkg DHAETHIMENGOND Z & BRI,
(TV. 5. (4) WEERRER] DHESM)

4. HERUVHECEET HIE

1. BERUVAEICEET 53FE

1.1 KB OBGEX, KRG, RFTOENTA RT7 A V%5252, BE OFERBOIRREICIES
TW|RTHZ L, [17.1.1 BE]

1.2 BRSO/ NEBE T, EEEEICESWIREEZEHT L2 L,

1.3 XXV T MIRTHROSIMEAENSH VO, BEOFH, B, 2HREROOHHIESEEZE
LT, mEOHEFARET DX EHEEEZRET H 2 L, KT, BIEE, LAEBE, T
HEPEE B L OVRRIREE . SR 3 (RRIRPE S OJEREEMESAIR 3E) | R ARIEE . T RS R il
WELZHT 25613, BEEZW LS Z &, IEABELS Hobiod vy, [9.1.83 -9.1.5, 9.3,
10.2, 16.6.1, 16.6.3 & ]

1.4 RKENOBG24 7%, BKREE, RFTOENTA RIA4 V0 EE2SBIRETDHZ &,
[17.1.1 B ]

(fiF7n)

7.1 EARHER (MR19A13A-2 #lR) O EEAMERHMEE BB W TIE, W OFEEIZB W
TH 0.25~1.0mgkg DHETHIMENE LI D T & DR I NN, EEORH- B ORI
DWW, A RIAVEITRENTWS Z Ehbid# Lz, (V. 5. (4) KEEARER] ©
HZW)

7.2 KEWF SCEICHET T2,

7.3 Fl—HZKSr CThH DI F Y T LEFHROTEHEHICHE U, JFHERERE R IO T, O
BEEDNSA FT XA TEY T 4N 2RISR 2200, TAFSREEERE ] 2B LT,
(TVIl. 6. (1) BPHE - EFEREZEDOH 5B (9.1.3-9.1.5) | IVII. 6. (3) AFHEREREBE (9.3) )
VL. 7. (2) PEHEE L Fo#E (10.2.)) [VIL 10. (1) DHEREEERE . (3) fFHRERSE
B OHEBMR)

7.4 FEARRER (MR19A13A-2 3ABR) 2RV TlE, AFIE G T 30 oLL Efkmigc, ~ A 7 & A
ZE i L=, EROBREG X A I T OBIRIZONWTIR, HA RIA VEITRSNLTWS D
Ebi#k L-, (TV. 5. (4) MEErgERER] OESMR)



5. ERPRALIR

(1) BRERT—%2 1\ 7—%

R4 Y M *5/ Bh& &Rk
(A& =) FHA H H Rk ¥ 5071k Xy
=] N 3K B BE R BR FEEMR el | A% e » ALLE 16 % 0.5mg/kg AT
(MR19A13A-1) IEIRE | RN O & BT T HREIFE O &5
TOTETFIHNEE, (KA E 20mg)
15 f
[E N5 TI/ITL FA K EAE21b bt | A% 6 » ALLE 165 0.25, 0.5, 1.0mg/kg FEA
B FEM LM | KO~ A7 EAC L BRI O 5
(MR19A13A-2) A AT R b 5 R H REMIEIT N TO (e K £ 20mg)
FE T A
0.25mg/kg : 22 #l
0.5mg/kg : 24 {3
1.0mg/kg : 26 {31
WS BN ERER | Arm T HAFE | E% 6 n AL 165% Arm I b =
(NR15323) ERAL e | REOHEFFEVE ST 0.25, 0.5, 1.0mg/kg
BEHEMR IERE | 5 day-stay U/ Hi[mlig O 5
WA THER Hig DN R (KA & 40mg)
Arm 11 (ArmIT TIX 2 BIFH A 1T
et 2T HH) S 0.5mg/kg HilElHE [
2 way 7 1 A Arm 1 : 85 fl 5.} Y 0.15mglkg H
F—— Arm IT : 10 {3 B IR N 42 5
Arm 111 Arm IIT : 16 £ Arm 111
G 0.15mg/kg ¥ [RIFFIRPY
5
WESN 5 TUTIT A HIERL Hohk | A% 6 » HULE 16 5% 0.25. 0.5, 1.0mg/kg 5%
KB “HER LA | Ko~ A7 EAC L A ymEi
(NR15345) NiEprEdinlia 5 RH REMIEIT N TO (Fe K& 20mg)
TE TR
0.25mg/kg : 132 4l
0.5mg/kg : 132 fi
1.0mg/kg : 133 #i
(2) ERERFIRHAER
MM ER L
(3) HERICIERAER
MU ER L
(Tv. 3. (2) HIEROHEORERME - BHL TV. 5. (4) KEEHIRER] OEZMH)

(4) #REERVEAER
1) BMHERIIAER
EIN G /IR R 3SR (MR19A13A-2 76R)
INREBFEZRGE LI KAV I Ay a7 2mg/mL (LT, ARAI) OF DML O 2
ZRETT 25 T /ARG R 35 8

HAY

FTHRY : NEBREZS L LT, AH 0.25mg/kg. 0.5mg/kg X1T 1.0mg/kg
(B AR 20mg) ZH[EIFR ARG Uiz & & OBE LS 2 314 L 7=,

RIR BHY /NS 255 & LT, AHl 0.25mg/kg., 0.5mg/kg X% 1.0mg/kg
(B KB 20mg) & HE[EIRE O35 L7z & & OLUT DA RE K OV i % 3F
fili U7z,

- PUREIEA
s AT EANICKTT A IE

PRI AR - NI T DA OB OS2 A 2 51t L7,




N Lk LFE, HIEAL, HERE, EER
THA
],
Py :
Citaw | mew | e
ARG V== 28 A - EERPEEETA
Fé&%%:ﬁ&%%?s%&iﬁm, abenmmam || Noonayy | HmE iiifgﬂmng
- Sp0; OF B S - BER
- luﬁ!u!@g;.ﬂldrete?\j »
B 50505 - IRRTORREERTEIR & UCHFRT (= XA 7 3E A 30 4rLh BRI 12, 0.25mglkg,
0.5mg/kg X% 1.0mg/kg (R AARE 20mg) # HERO&E Lz, "HERIRY 1 EO
WETCHRETH L L, BHEICETDRAMNMIT 1~25L LT,
PO ~ A7 BN LD EH BT N TOTETITESE 72 4
iR GAE
EHR X5 0.25mg/kg 0.5mg/kg 1.0mg/kg
A% 6 1 H LA E 2 sfkin 5 51 6 #l 751
2 UL E 6 R 11 12 131 13 f3l
6 %L b 16 M 6 #l 6 #l 6 B
it 22 5 24 5 26 il
RRILUE
1) RIEREREOFERSAERL 6 » HLLE 16 RO BARNEE (THEUN
DOBEN T XTHARAN, MHHIARRH)
2)K%%@ﬁm ZHENEG | i 0% IERIREE O CEIZ K A REN
Bonl-BE, 2B, T LOBEFEOLA, ARV EZARAANLIY T
/b%ﬁﬁ?é ENREFE LY,
3) KEMEFS (ASA) ¥ 1~ OEE
4) TR AIRE 72 L ME DA IR XUTIENR L CW B Al REMED 72 <, AL T
AN
J5ik AFH 0.25mg/kg. om@mgXilomyg(%k%%2Mg)%%@ﬁ&%
& LTClrAT (v A 278 A 30 43 LA BRI ICHEIRR A S Lz & & DGR,
BHEMERE OZ M, WO/ M2 7 L,
T RTOBRINEREZL 72 L, BRAMEIEICHESL U 2oV ERFNZ)T LT, Xy
(% 6 » AU E 2R, 2Rl b 6 meARil. 6 bl b 16 ki) #=/Ehl
K+ & L= EIrEEZ VLT, 3% 58 (0.25me/kg Ei 0.5mg/kg B 1%
1.0mg/kg BE) DR 1:1: 112725 K D ITEESITEID (HiT 7=,
AR 5T Rt OHLERE SIS HéﬁﬁVZ:T&UTﬁVX:T\ﬁw
WZ~ AT EARFOWIIEAR 27 OFHHIC LY . BIMEOFMEEIT -2, Z%
PEOFAL & Uik, AFIBGHMGH% OO RBBEERE IR LA ESR
GO, AKFNF LRI TOMKRMRE, A XA 2 SpO2 K OFER D
BE K D EX OFLERE 5 Lo, Fio. RFIBGK TERZRICAF OO
BYEDORHI Z2AT o 72,
A I B AR
(A MR E B ]
ARHN G4 T % 30 0 LAWNIZBEERE X 227 28 3 DL EIZEE L= 9s o ElS
LRIV A 20 MR Am I ]

1) AR GHE T 30 3 LIRS L EA 27 78 3 LRI L7 RE RIS
2) PR L OGBERFIZBIT D ALEA AT 08 3 UL TH » e fRE OFIG

3) ~ A7 ARFIC ﬁé%ﬁfx:7#3uif&otW%%®%
4)%ﬂaﬁm féﬁ%fx:7m3uif&ot%%%®%
5) BBUEKICBIT A RELEA TN 3L ETH > - irE &S
G)Eﬁﬁxﬂ7ﬁ3uimﬁ%TéiT®%%

7) REEAa T 3L EICRIET 5 £ TORERH




DRERBYRT AT TH H

WRDZ RN AS 2 DL ETh - -9k oF G

2 Va5 H

1) AHEHEZL ORI

2) MR

3) NA ZNAA 2 (RGN E, JEsRBIm T, IRfE0
4) SpO2. MHEEL

5) LEX
PR A a7

FEYE Bz =V
By LT\ 5/ | BB, BT d, BRI N CTREIOEL A F 4 1
IREI 72 % (REXIIEE Thil)
L TWD/ | DLNTWD, BR#EE 0 LB 2
JHLEE
HHHE N Ao, R—o & LI, R il &SI K 3

RS

2oL LT KHICREET 5, BRI S OIS KIET 5 4
RT3 HEE L2V, R ES0 RHIIC RS LA 5
TNREERAaT

FEYE Bk =V
5 Witdd > T D, BFHR, MEWATHD, FREINTND 1
i DERZE D 72, PEEORRE 2
I HUDEZE D78, REALBATHEHICHEHE L, M4SN 3

ISESAAA

FEFEIT L R DR Z R S 70 4
UL BFEIIETCWD —
WhEAa T

FHE B =
R+5 NANEBLIERT D 1
fopti MANT DD 0 OB BB 2
o Pex M ANEZTAND 3
FEFIZ I KB NEZITAND 4
ML BEITETND —
RO SR EREM

Bk =y
SERIIEST S, HEHT 1
Rz g 2 BIRAT 5 2
Hax L CRATS 3
RGN DO5H ZERRATS 4
A BN E AL IR B

AT R SEE NN T I R OFRNT R REM (FAS) & L7, MR & L CIRBR
Fhi et EWEAEM (PPS) XI5 L LI 217\, i R o 2 et
L7,

[(EEAZhMEREmE B ]

SEGREENA LI agrE Ik T 5, [RAIE G T 30 7y LINICEERE
A a7 3L EICE LIRS | OFIE K OEIEG O] 95% (5 X (CD)
ZEMH L, 2ok x, Wil 95%CI O TIRME & AhESORIE L L THRE
L72 65%% i L, 95%CI O FEREN A 2hEI A FE (65%) % kA% Z &I
X oaEBh L HE L,

T, BEREZ LD TR G TH 30 0 LINICHEERE A 2728 3 BLEIC
ELI-WERE ] OEIEKROEIEOMmMA 95%CI 2R Uiz, 58N O4ES
BEZLIZOWTHEF L (77—,

[RIVKRA Zh iR E ]

BAHMEE EICOWTIE 3 EHEAZ RS L7283 E oFIE L OEIE Ol
95%CI R M Lz, FHEGRELOFEREEZ L ICOWTHER L (77
JL— TR o
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BRARLGE
FENTRIREERNT FAS & L7z, 3 BHBEAZOFG Lo 2E ek 5, ko
ZRMERHE 2 LA ETH - 72 E | OFIE L OEIE O 95%CI % H H
Lz, £, BEHZLICOWTHER LI (7 7 —7MH),
AR TE B

FERT S SR IX L REMNT X 46 (SS) & L7, AEFRI
BT 5AEFES (TEAE)

TRBRIAIE T

&L ERBHHFRAERSHE (ICH) EERESR
MR (MedDRA) | 12—74 Y7 LT AERERAITAE IR H (SOC)
FOEAGE (PT) ZEICHM L, &G 2 L ICRIVAE 25T Lz, BITEA
IZOWTHRBRIAT o 72, BERAEFFRIIFMEZRLE T 5 & L, BRR
HOXBE ORI, A >V T2 AV TRERT L

WCER L, 72, HEMREOY 7 N T —T NV a2 &G L
PNA BN A 0, BERE N O GR/0 5 DL EIZHOW T, BEHT LI
mimﬁg%mmf%ﬁbtﬁwmﬁvﬁw@@:Mmﬁ&w&ﬁmw%®
BALEIZOWT, &G LI H &2V CEH Lz, L&
DEMIZONT, FEHT L ICRABIBLOZDREEEFEH L,

WZAERR LT,

S%F 301

B
- 0.25mg/kg #f | 0.5mg/kg #f 1.0mg/kg & AN
(n=22) (n=24) (n=26) (n="172)
Bk 11 14 17 42
PR 2otk 11 10 9 30
- fip SERE MR 22 4.90+3.13 4.45+2.66 4.31+3.08 4.54+2.93
(%) (Fe/IME, e K AH) (0.8,11.6) (0.8,10.9) (0.7,13.9) (0.7,13.9)
%6 » ALLE 2 R 5 6 7 18
i 2w LA 6 i 11 12 13 36
6 kLA b 16 mR AR 6 6 6 18
55 S = AR A2 102.8+23.1 101.8+18.4 99.9+21.3 101.8+20.7
(cm) (e IME, e KA (65,151) (73,139) (69,157) (65,157)
K SERE R 22 17.37+7.53 17.15+6.53 17.83+9.44 17.46+7.88
(kg) e/ Ml f KA (7.0,36.4) (8.6,34.4) (7.7,49.1) (7.0,49.1)
[FEAZEFHmSE B K O 7 7 v — T fiffr ]
AANE G T % 30 43 ANICEERE X 27 53 3 UL BRI L7 E oFIE
PEFREA a7 3 L (FHABE W, 9&2L L, IRoTWD) 1T LI#ERE O

EIE K OEIE O 95%CI 1, 3 HHREAZ S L2 T 97.2% (70/72 )

(95%CI : 90.3-99.7) TH V. #ifl 9
wrﬁ@%A@%ﬁ&Lf RELT- 6

95%CI @ FERME (90.3%) 13
65%% k]~ 7= (Clopper-Pearson

TRBR I fE B = 2B
L HEE),

BeHRED & TIE, 0.25mglkg B, 0.5mg/kg BE. 1.0mg/kg B CTENEI 95.5% (21/22

). 100% (24/24 %), 96.2% (25/26 ffl) TH -7,
(%) | (903997 | (77.2-99.9) (55%80‘0) (80.4-99.9) (727 9 (72.7-99.9)
E B
T &
rtE
EZ e
a7
G) N
% 3 40
5 Ll 20
IZ
0
ey 0.25mg/kg 0.5mg/kg  1.0mg/kg i%%’f%’u ggié 16'5%1%
(n=72) m=22) =24  (n=26) 18 (38 [ne18)
BSEF SR FEE R

# o EEAMERHEEE

- 11 -

() ADHEIEI5%CI : Clopper-PearsonlZ KHHITE



. 0.25mg/kg #f | 0.5mg/kg #¥ | 1.0mg/kg #¥ AR
BT (n=22) (n=24) (n=26) (n="172)
P 21/22 24/24 25/26 70/72
e (95.5) (100) (96.2) (97.2)
A% 6 5 AU E 4/5 6/6 77 17/18
2 sk A (80.0) (100) (100) (94.4)

2 Lk b 11/11 12/12 13/13 36/36

6 % ATl (100) (100) (100) (100)

6 i Lk 6/6 6/6 5/6 17/18
16 JF A il (100) (100) (83.3) (94.4)

%A BRI R (%)

[BIVRA ZIWEFAMGIE H e O 7 7 L — 7 i ]

1) AFFGHE T % 30 43 LANICARLE A 27 58 3 LU EICE LT #RE oE4&
REEA TN 3 LLEICE LT HBREOESIITHOMEY THY . 3 BEREZA L
7= 2R T 97.2% (70/72 i) TH -7,

| ©3997 | 72009 400 60499 | G27.909 35609 101000

100 972 95.5 96.2 94.4
80
60
40
20
1 SHerAE 2mIE  RIME

#4
21F 0.25mg/kg  0.5mg/kg  1.0mg/Kg Pk Pt e

b S MRS i C Mt
T2 co N>

(n=72) (n=22) (n=24) (n=26) =18) (n=38) (n=18)
’E5ER| 2 FEEA
## : BIRADEARE A ( )YRDO#UEIF95%C : Clopper-Pearson|C & HE

2) TRilHE L OOBERFICIR T D ARLER AT W 3 L EThH - I 0BG
TR & OoHERsIC féT;rf“X 270 3 ULETH > eHREDORIGIT TR D@
THY., 3 i’ﬁffﬁi%f:{#/\ L 72 R T 83.3% (60/72 ) T o7z,

(%)

100 — (72.7-91.1)
833 86.4 87.5  (56.4-91.0)

P 1  (65.3-986) |
(586 96 4" (64.0-91.9) 88.9

BE : 3.3 80.6
SR 80 53
TLE
£2 &
|
27
%g‘ 40
o Y
t 20
t\\
0

2% | 025mgkg 05mgkg  1.0mgrkg E%%’f%ﬁ ggig 156%%%

(n=72) (n=22) (n=24) (n=26) (n=18) (=36 fn=18)
"5ER| SEEEEER
##  BIRAZMERHEE A () ROHUEIFI5%CI : Clopper-Pearson|CRUIEE
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3) v ARZEARIHBITAHIEAR TN 3L ETH - - HEREOE S
VAV EARFIBIT AWM NEAT TN 3 U ETH T HBREDOEEIITRO®EY ThH
D, 3EEGREEIE L= 2RE T 76.4% (55/72 ) Th -7z,

. (%) (72.7-99.9)
?'532’@ 100 (649-856) | (54.6-92.2)  (57.8:929) (0 o0y s7aare A4
LE gy Jo4 7.3 792 73.1 @57-827) 75,

B2 o 61.1

&7

DhH 40

&l 3

Gy 20

£ o |
20 025mgkg 05mgkg 10mghkg | SASEAE 2B GEBL
(n=72) (=22)  [=24)  (n=26) 18] 38  (mei®)
®w5ER| EEFITT 5

## : BIRA NIRRT H

() IOEEIO5%CI Clopper-Pearson|c &+ H#EE

4) BB RICB T LR a7 N 3 UL ETh - 7 HRE OHIE
BB EICB T AHEBER TN 3 U LETH - HREDESIZITEDEY Tho
7o 3 BEHREZ OFA LT 2B 12 B W) TRAIBE 544 T 10,20 43 DI T 84.7% (61/72
). 93.1% (67/72 f5l) OB CHFREZ 27 3 VL AR L., 5#H L OB LY
JRIENERTClE 95.8% (69/72 ). 86.1% (62/72 f3)) Th -7z,

0.25mg/kg 0.5mg/kg 1.0mg/kg RN
BeG8 (n=22) (n=24) (n=26) (n=72)
(%) [95% CI] (%) [95%CT] (%) [95% CI] (%) [95% CI]
AH 17/22(77.3) 16/ 24 (66.7) 13/ 26 (50.0) 46 /72 (63.9)
551 [54.6 - 92.2] [44.7 - 84.4] [29.9 - 70.1] [51.7 - 74.9]
04y 17/22(77.3) 14/ 24 (58.3) 11/ 26 (42.3) 42 /72 (58.3)
[54.6 - 92.2] [36.6 - 77.9] [23.4 - 63.1] [46.1 - 69.8]
10 45 20 /22 (90.9) 21/24 (87.5) 20/ 26 (76.9) 61/72 (84.7)
[70.8 - 98.9] [67.6 - 97.3] [56.4 - 91.0] [74.3 - 92.1]
20 45 20/ 22 (90.9) 23/ 24 (95.8) 24 /26 (92.3) 67/72(93.1)
[70.8 - 98.9] [78.9 - 99.9] [74.9 - 99.1] [84.5 - 97.7]
30 %y 20/ 22 (90.9) 24 /24 (100) 25/ 26 (96.2) 69/ 172 (95.8)
[70.8 - 98.9] [85.8 - 100.0] [80.4 - 99.9] [88.3 - 99.1]
454y 9/9(100) 6/8(75.0) 5/5 (100) 20/ 22 (90.9)
[66.4 - 100.0] [34.9 - 96.8] [47.8 - 100.0] [70.8 - 98.9]
RigEE LD 21/ 22 (95.5) 23724 (95.8) 25/ 26 (96.2) 69/ 172 (95.8)
Sy BJERE @ [77.2 - 99.9] [78.9 - 99.9] [80.4 - 99.9] [88.3 - 99.1]
JERIPE A 17/22(77.3) 22124 (91.7) 23/ 26 (88.5) 62/ 172 (86.1)
EGIR [54.6 - 92.2] [73.0 - 99.0] [69.8 - 97.6] [75.9 - 93.1]

) ARH B 54 R DO IE - 35 43

BRI (%) . CI={E#EXH Clopper-Pearson (2 & ¥ #E7E
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(FEPH : 16~59 53) . D)AHI 55 KR OFHIME : 40 23

(#GPH - 28~66 43)



5) BB RICBIT D RZE AT RN 3 LU LETH - 2 RE D& S
BRI SICB T ARLEA TN 3 U ETHATWBREDE ST TERDEY TH -
oo 3 BHREA OIS LT 2RE CIRBRIEHR 54 T 10, 20 DK T 75.0% (54/72
). 83.3% (60/72 ) DOHERFE CARLZEA 2T 3 LLEE/RL, R#EH L O 5y BERE K Y
RIS N ECRT ClE 83.3% (60/72 f3) . 79.2% (57/72 ) Th -7,

0.25mg/kg 0.5mg/kg 1.0mg/kg EEIN
BeERE (n=22) (n=24) (n=26) (n=72)
(%) [95% CII (%) [95%CI] (%) [95% CII (%) [95% CII
AH 13/22(59.1) 15/ 24 (62.5) 10/ 26 (38.5) 38/172 (52.8)
E il [36.4 - 79.3] [40.6 - 81.2] [20.2 - 59.4] [40.7 - 64.7]
0%y 14 /22 (63.6) 13 /24 (54.2) 11/26 (42.3) 38/ 172 (52.8)
[40.7 - 82.8] [32.8 - 74.4] [23.4 - 63.1] [40.7 - 64.7]
10 %3 19/ 22 (86.4) 19 /24 (79.2) 16 /26 (61.5) 54 /72 (75.0)
[65.1-97.1] [57.8 - 92.9] [40.6 - 79.8] [63.4 - 84.5]
20 %y 17722 (77.3) 22/ 24 (91.7) 21 /26 (80.8) 60/ 72 (83.3)
[54.6 - 92.2] [73.0 - 99.0] [60.6 - 93.4] [72.7 - 91.1]
30 4y 19/ 22 (86.4) 22/ 24 (91.7) 21726 (80.8) 62 /72 (86.1)
[65.1-97.1] [73.0 - 99.0] [60.6 - 93.4] [75.9 - 93.1]
45 4y 8/9(88.9) 6/8(75.0) 3/5(60.0) 17/22 (77.3)
[51.8 - 99.7] [34.9 - 96.8] [14.7 - 94.7] [54.6 - 92.2]
REFH LD 19/ 22 (86.4) 21/24 (87.5) 20/ 26 (76.9) 60/ 72 (83.3)
Sy BfER @ [65.1 - 97.1] [67.6 - 97.3] [56.4 - 91.0] [72.7 - 91.1]
R A 17/22(77.3) 21/24 (87.5) 19/ 26 (73.1) 571172 (79.2)
EGIR [54.6 - 92.2] (67.6 - 97.3] [52.2 - 88.4] [68.0 - 87.8]

B4 RIS (%) . CI=E#EX M Clopper-Pearson |2 & Y HiE
AARFNE G OFEIE : 354y (FiPH : 15~59 43) . bIARAIE G R OEHIE « 40 47 (FEPH : 28~66 47)

6) SHEHER a7 )N 3 LU EICRET D £ TORRE

7) REEA T ) 3 LA EICHEES D F TORM
KA GRIOEEE IR LEDEZE AT 2 LT Thol-HRENPIDOTAaT
3 DL ERICHE UL, 3 BERAZ A Li-aWiiE <, AFEREKTH 10 5T
B o - BB D b 227 o 1= (BEERIE - 50.0% (13/26 f5])  ARZEHE - 38.2% (13/34 14]) ) o
F o AFIER G T 30 43 £ TICHEEREIT 92.3% (24/26 #1]) . R ETX 94.1% (32/34
) OWERE TAa T BWH T 3LLEICBEIEL,

[RSRAFHG I B L O 7 7 L — T g ]

DROZ MRS 2 BAECdh o 7= g oElIG

URODZ MR R 2775 2 L ETh - 7ol OFIG 1% 3 B b-ff 2 0F 6 Lo 2iRE
T 98.6% (71/72 ), #4582 L T, 0.25mglkg #f. 0.5mg/kg #f, 1.0mg/kg T
ZREI 100% (22/22 ). 100% (24/24 #1). 96.2% (25/26 ffi)) TH Y, WTFHo
BREHTOROZAMIIRE TH Tz,

-

| (925-100.0) | (846-100.0) (85.8-100.0) }
2E | o 100 100 ogo
== 100 :
Ha g
=
%% 60
D 3
ﬂg 40
(] N
2 20
Bl
% £ 025mg/kg 0.5mg/kg  1.0mgrkg
(h=72) (n=22) (n=24) (n=26)
KR53

-

mag g iian () PIOEEIF95%Cl : Clopper-PearsonlCKHHERE
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—

(e MEREnE A ]

BEEL L OFEIEH

AEEZROREIERORBFLIT TROBEY ThH o7, AFEFRIL,0.5me/kg FED 20.8%
(5/24 ) & 1.0mg/kg BED 3.8% (1/26 fi) I[Z78H HiL, D H LEWEMIX 0.5mg/kg
HED 8.3% (2/24 ) 12D BTz, ARBRIZBW LI E - A EFG, TOMERE
A EEG R ORFEGEOPILICE > THEFELRITRBO N2> T,

. 0.256mg/kg #t | 0.5mg/kg #f 1.0mg/kg & &t
Re5w (n=22) (n=24) (n=26) (n=72)
FEBLBIE GEBLER) 0 (0) 5 (20.8) 1 (3.8) 6 (8.3)
AR L OB E 0 (0) 2 (8.3) 0 (0) 2 (2.8
E AU U AIE 0 (0) 1 (4.2) 0 (0) 1 (1.4)
H R 0 (0) 1 (4.2) 0 (0) 1 (1.4)
g2 | MEORER MERES L ORI 0 (0) 1 (4.2) 0 (0) 1 (1.4)
%= Ik 0 (0) 1 (4.2) 0 (0) 1 (1.4)
% | BkmE 0 (0) 1 (4.2 1 (3.8 2 (2.8
EFERNEL Y 0 (0) 1 (4.2) 1 (3.8) 2 (2.8
g iR L OMLE A DHE 0 (0) 1 (4.2) 0 (0) 1 (1.4)
JERER > & O TR 0 (0) 1 (4.2) 0 (0) 1 (1.4)
FEBRGIE GEBE) 0 (0) 2 (8.3) 0 (0) 2 (2.8)
Bl | REHERE L O RE 0 (0) 1 (4.2) 0 (0) 1 (1.4)
1E SN 0 (0) 1 (4.2) 0 (0) 1 (1.4)
A | BE PEB XL OES OHE 0 (0) 1 (4.2) 0 (0) 1 (1.4)
JRIED> © O T HERIE 0 (0) 1 (4.2) 0 (0) 1 (1.4)
MedDRA Version 26.0
2) TEMAER
MU EER L
(5) BHE - WAERIEER
LR L

(6) AEENEA
1) ERBUERE (— ﬁxﬁﬁlﬁ%a;ﬂﬁ HESEABERE. FARELERATR) . BiERTER
T /)7’\ XEHE $_z Tﬁﬁuuﬁ%ﬂﬁ@lﬂ%‘-
LR
2) EARBEFHELTEBRFEOARRIEERELZAE - RBROME
YL
(7) ZDith
BRI L

. BHFEEICEHT SHIER

. REZHICEESH HILEMXITILEME

N OT R RLAD

—fL DT ERA, TA= R TERL L

TR B & DAL B OIRESUINRFIL, BHOBFRLESZMT 5 L,

. EIBEA

(1) {ERERGL - 1EFA%RF
I TIEMEAL & i & OB 2B BEAER THLD 3L - T Y . I 2 FHEI T 5 K OB EY
BH1X GABA (y-7 X JE&lR) To b, GABA TR S SN, ZOZRIRITHEAT
HEAFTUTF X RNEN LT A F IR L, FPHIE o Bl P 23K T
T %, GABA ###1X GABA Z &Ik, XUV OTVBEUSRIEKR N a)vA 2 F v R )LD
HEEKREER L T D, AT UT B SRFIRICEHE, XU UTEBEUSEIKE
GABA = & O AMEHIC LV GABA 5K TO GABA BlFnfhEZH# L, I GABA
DIERZHRT 5 & ST b 45,
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(2)

(3)

& AT T B AERAE
PEER - BEAR - BREMESR - e IE
KREEMER (v TR, Ty b, B=7A4PL) IZBWT, RIEDHEIFHARNIE 512 X 0 o
R VT P REH L FREOIEB LA AL T L (B - TEIR - BRI TR - 7k e
M) R LTz, SO OERORETITR L ORI MIZE T2, B, AT 788
LOR)2{EDR ) T RE VR FEA~OBRNEZ /R L2 20, 72, T v MTBW TR
B[R] ER R NP -0 & [RIRE I R FRGEEE 510 k- C b B F I 72 BEEE R 2 385 L 7=, AR3E
Dz TR G X A 8EEEAIL 2 B o S IEE—ED LUV THB L2 7,
e FAFIRER - RS
VEFRZEIER] - TV, 5. (4) WEFAIER
EIN S /IR EE AR FRER (MR19A13A-2 #ER)
[RIR A 2 St T8 E ]
4) FBIERE IR D 8EHE AR 2T N 3 LU ETH - 7 #RE OEIA
5) FBIZRERICBI A RLZEARAaT N LU ETH > I-rE OBE
DIALR
(2) FEARBR CHER S Nz | DIEEBMR)

TR Rrs ] - 28k L (TVIL 1.

VI. EYEREICEYT HIER
1. MFREDOHRS

(1)
(2)

AERLEMGLPRE

BEEREM - 50~150ng/mL (IL#E) (SMEATF—%) ©

ERREER CHER SN M EE

A% 6 » A LLE~16 1Rl 02 1T F T HARANTEFIHERE 14 HlIIZAA] 0.5mg/kg
(K 20mg) Z FREEBRAARTICHARE OG5 L, Mg < 2 T A OREHER K O H)
HERT A —H HFHi LT- 9,

AFVHRERE OB 5% O I XY T 2O MEFERYREHER CEPIEHEERZS) 1ZLLFO@ Y
Thotz, MIEHF I XV T LNRED Trmax (FRAE (F/h—&HK)) 13 0.33 (0.30—1.50) M
Thol-, 77, tue CEFHEEEHERZE) 13 2.13+0.84 B TH Y . NI R LT
DI EDIRIEINT,

(ng/ml)

160
140
%1%
£ 1001
2 oINT e
i 60 I (A5 + )
g 4 T
20 I 1 T =
00 @ s 130 160 200 200 280 30 30 400 40 430 (o
e
Cmax AUCO’inf Vdss CLtot
(ng/mL) Tex () tue (h) (ng + h/mL) (L/kg) (L/h/kg)
85.44+56.17 0 38:?350) 2.13+0.84 150.0+70.5 12.86+8.22 4.08+1.88
(n=14) (‘n=1'4) (n=11) (n=11) (n=11) (n=11)

- 16 -
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2.

(3)
(4)

FEETER O ARFIHEIRE D i 5% D X 2T Lo MEH SR E OHER K Oy EiiE 7 A —
ZIILUTOEY Th-oTe,

(ng/mL)
160

140 F 2%%&)25}%1;\_’
;E% s (ns)
S 804 AL (n=7)
= -
I, 604 —— 1 2ELLE
2ol NN AL w
20 vl @ \ﬁ;________— - - (T )
% i ; : ] ; 6 ; s
WS
Cmax AUCO-inf Vdss CLtot
LE/\ IN
FIPCT | (omry | Tmes (Dt () 1) | (k) | (k)
B 0.32
1% 84.94 (0.30- 2.56 122.6 17.45 4.54
6% HLLE | +59.14 0 3‘7) +1.14 +54.4 +9.83 +1.42
2 IR AT (n=5) (525) (n=4) (n=4) (n=4) (n=4)
0.32
. 90.27 ) 1.62 166.9 8.33 3.80
2 fuk +66.29 (0.30 +0.36 +79.5 +3.95 +2.34
6 kA 0.33)
" (n=7) qy | @D (n=5) (n=5) (n=5)
69.80 0.92 2.57 162.5 15.02 3.87
166”*%?&% 19,40 1(05'3’)3' +0.38 +104.0 +11.29 192,48
> (n=2) (r'1=2) (n=2) (n=2) (n=2) (n=2)
CEE EAEYERZE . Tmax (X RE R/ —8K))
i
BA)- L A
BRE - fiRAROZE
BRI L

[VI. 7. FHAEVEA] TVII. 5. (5) EE/ARAWEELZOHE (8.4)] ODIEEM

<H#EZ>

REV T AOFERIOBHR G TITHE TR LB LTI Z Y T LD Thax 1 ZIELE L, Cmax X
WAUC IHE T L72 & OHENH 5 10,

EMEERAI/NS A —4

(1)

(2)
(3)

(4)

R A&
Y ENARE X T A —# %, Phoenix WinNonlin # T/ > R%— k A 2 MENTIZ L 0 B
L7,

MR U3 FE E 3%
MU ER L
HEREEH®
AR Sy ke (h1)
1% 6 n ALLE 2 AT 0.31+0.11
2w LA I 6 R 0.45+0.10
6 Ll I 16 R 0.27+0.04
(CER)E = AR 22)
DVT7S5VR

TVIL 1. BRAGABR CRERS S 7o i iE ) DIHS

- 17 -



(5) ST
AANRLEE (11 1) (A 0.5melkg (A& 20me) % FRIHBIAARIC HE e 11 5 L
1 b EOSAERE (Vdw) 13 12.9Lkg Tdoo e ¥, (VL 1. BPRAER CRER S hr i
| DB

6) Z DA
BB L

. BEE GKEaL—s3>) i
(1) BHiAE
DR L
(2) 135 A— 5 EHER
TR L

. IRIR
INEEBE 6 FIiCI Y T A a7 0.5melkg ZHERAOFKS Lz & & OGRS A T T _A 5
YT ¢ CESEHFEREFEE) 1 86+224% Th o7 10 FNEAT—H),

Xl
(1) Mm% — BxRE @B
<Z7v k>
HetE SD 7w M XY T A 50mglkg & JEMEPNICHRIER G U= & & 0PN i /1 8 e
EelX 2.52. MMPNTREE/ s R IERS S TR T X 83.91 (& free fraction : 0.074) Tdh -
7=
12,
(2) mik—EEEEMEBM
i FUIBARF I RIS A 2 B B9 & U CHEPEMS IS ERIRN B 5 L 72 3BR 0 & e mia e & ORI
PEERE~DOBATHHER SN 1819 ULEANT—%), V. 6. (5) i (9.5.1)] HBM
() Eitr~nFiTHE
RN G514 ORI O TIc # Y 7 anmiiani= 19, VL. 6. (6) 3L (9.6) |
HE M
(4) BEHR~DFBITH
<A X>
E— 27V R 6 BHIZ ¥ T A 1.5mglkg & HREIFFIRNE S L7z & & IMESERTIRET 5 5
#% 97.41+18.4ng/mL. 10 /3% 84.4+9.Tng/mL Th ¥ . BER~DBATNRD HiL7- 16,
(5) ZDHOMBEE~DIBITHE
<Z7v k>
T MTUC-I XY T L% 2.5mglkg HEIFFIRNE G- L7z & & | BERBRITES) T L, #&
5.4% 30 7 ClINFE. /M. 8. BB R ORIEIZ SR E Tofi Lz, £ O%BEHEITECIZ
KT L, #5% 24 R IR, /NMELR OB Z R < Z OO CTIEREGED 1 %L T O
B REZ R LTz,
(6) MPERMEE
YT ADOMEEAKEERITN 6% ThH-7-17 FHEAT—4),

1) ARNOEREINZHEROCHEIR., NNRICEIFY 728 LT 1H 0.25~1.0mgkg (B XA&E 20mg) %k
MBRMARTICR O & 545, THD,

. R

(1) RBIFLLER O BEHRR
v MR Z = in vitro fUHERBRICEB W T, 1-E Fa XAk N4t RaF i Ro 2
SORBIDBER S, WT ORI GIZ S CYP3A4 N+ 5 Z L3R Sy~ 1®
NEANT—%), V. 7. FHEAEH) HEBR
<HE>
YT MIE T CYP3A4, CYP3AS I > T 1-t Xy I 4V I A4, 4-E Faex3
BT MR ENDIENT N7 v U BAIC X AR =T 5 19,

- 18 -



b MZBITAIFY T LAOHERFHRE 2 TRt

IV T hOHEERHIR Y
Midazolam

CYP3A4
CYP3AS5

OH N

UGTI1A4
CH3
N N NG CHs
SO
N

CYP3A4
CYP3AS

1-OH midazolam

UGT2B4, UGTI1A4
UGT2B7

1-OIT midazolam
O-glucuronide

4-OIT midazolam

UGT2B4, UGTI1A4
UGT2B7

4-OIT midazolam
O-glucuronide
(2 isomers)

Midazolam-N-glucuronide

4-OTI midazolam
N-glucuronide

1-OIT midazolam
N-glucuronide

(2) R#IZEAE5T 8% (CYPE) OHFE. FEXR
TVIL 6. (1) fREHEBALME OCHHRE) DOIESMR

(3) MEEBSNRENDEERVZNEE
HMER L
(TVIL 4. WUL] OIEZMR)

4) REVOFHEDEERVEMEL., FELE
1% 6 # H LLE~16 5l 02 BEAT T To AN FETFiTEE 14 B2 AHK] 0.5mg/kg
(e KH B 20mg) Z FRFEBHARRTIC BRI iR G L2, miEh I &4 I 468 1-8 Frfy
AT AOEYFNEENRT A —H T FROBEY THH129,

Cmax AUCo-8n AUCo-inf AUCo-inf
(ng/mL) Tmax (h) tie (h) (ng . h/mL) (ng . h/mL) Ratio
s 0.33
IHEYT A .44+56.1 2.13+0.84 133.5+63. 150.0£70. —
g7 85 56.17 (0.30-1.50) 3+0.8 33.5+63.5 50.0£70.5
1-t Fe X% 0.64
s 98.47+88.03 1.41+0.68 157.9+£75.5 172.5+78.5 1.28+0.84
EY TN (0.30-3.95)

CEHIE + AR 7S, Tanax [EH0E B/ — 5 K))
<BE> (Tv b, vTRA) 20
Z v MZERW T, rotarod EIC X A AEER 2 Mt L7 R, BRI 1-8 Faxo I 4y
FZAOERIZ, IX YV TLD128 Thoto, Flo, v~V RZBWT, AU Z—LED
PFRIC X D IELEEIER QEGFMRAE KRR ZIER) 2 L7 2 A, 1" Fe® o I 4
VI LADOERIZ. XY T LD 18 ThHh-oT-,

. BE

flpER N B 6 Bl (FFARPY 0.3mglkg DA 3 Bil) (2 ¥ Y F L& HEIFIRN (0.1, 0.2,
0.3mg/kg) ™ HDHWIEFHAN (0.2mgkg) P BH L7z L &, 5% 24 B E Tl 580 66.1
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~87.8%M 1-t R ¥ A F /LKL L CRPICHEH &z 20,
1) ARF O BRI IR O AR AR, /NRIIEIF Y 74 LT 1H 0.25~1.0mgkg (e KAE 20mg) % B
BltARTICR OB G535, Thab.

bSO RAR—2—(2BET H1ER

REV T HFEH T AR = — DI TIE A 22720

BIEICKBBREE

MIEZEHT

et migozATiEE (CHDF) MifTHa 7 FIlc I 4> 7 A 0.03~0.45mg/kg/h % FRiF RN £ 5+
L& &, MEENTIZ LD ¥ Y T AR NEERBVORERIZITEO LB Thoiz 29,

MEGENIC L % 35 Y 5 AR OEMEREIOR £5

FREE (%)
PMMA PS
(RUAZ 7))L — K (BY ALK E)
NE AN 1.3 5.0
1-b Faxs I 450 3.0 4.8
1-t Fef v I XY T AasiR 13.4 74.4

¥/, Blo> CHDF KA 7 HIlC S Y 5 B Bl 570 Uiz & & | MigBHric k5 3 4
V5 LR OTEER B OB EFRIL FRO L H) Thol- 20,

MBI £ B S 5V 5 AR IEEABI OB £

PREE (%)
PMMA PS
(RYRAZ 7 U L— ) (R ALk V)
IHV TN 2.1 —6
1-t FrXs I 2V J 4 4.0 7.0
1-t Fuxi 4T Lubik 6.3 55.3

1E) ARNOERINEZHEROCHRER, NNEICEIFA Y 728 LT 1EH 0.25~1.0mgkg (kK& 20mg) %k
MEBRMARTICRR O & 545, TH D,

10. HENDERZAYT HEE

11.

(1) DPEREREE B

5 S IMPELREBEITHIIREL ORI E LTI F Y T4 bmg #§IRNEED Li-Lxn
MEHEAI TR R AT OR) 2 % (6.5 vs 2.8 If[H]) IZFER L., CL I3 b 57 0-7= (0.48 vs
0.37L/hr/kg) 27 (SMNEAT—4), (V. 4. FEROHARICE#ETEE (7.3)) VI 6. (1)
AOHE « BRSO H 5 HEE (9.1.3)] HHEMR
(2) BHEREREERE

RN OB R A R 15 B2 I 4 T 4 0.2mglkg & ARG Lz & x| (kR E
BRI L CREDTHIERS AR O CL KON VA 1 2 fRI2BN L7228, BN 2 iz b
oty —J5. EREATREY O CL KO VA IXERERETE L b biehotz 28 BEAT
— %),
(3) FFHEREREE B

N DEBVERFRB (IFEZE) BE 762 4 T A 7.5mg 25 RNEE G Lz & & R
FRECH LT, CLITME T L (8.34 vs 5.63mL/min/kg) . FEHIIAER L7 (7.36 vs 3.80 FEH)
F7-. FUHFEZRE 6B XY T L 15mg AR O#&FGD Uiz b &, @EMEBREREICR LT
NAFTR_RAFEYT 4 B3 EmhoT- (76 vs 38%) 29 SNEATF—%), [V. 4. HIEKOHE
WCREH7EE (7.3)) VI 6. (3) JFHkfErEERE (9.3)) HEM

1) ARH| O BRI IR OARAREIL, /NRIIZIF Y 74 LT 11H 0.25~1.0mgkg (e KAE 20mg) % Rl
BRtARICR O 532, Th D,

Z0H
B L
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I. &% (ERLOEESF) (CEAYHEB
1. BEENBLZTOEH

1. &

MR EUBEIRBEDERMGEENTELEFEEA L. RARICH N GHEENTRGHERICH
WT., AFOEEERZEL CEFEL, MNEOREBIRECOEFFICHETLEEETEICRREL
EFEMDLETHEAYT S &, FRINFHRUHREFIEZSIESECTEAHY . EONTINE

BETHR AN =8 S I T R L IE BRI (2 - B HIARE SR TS, [8.1. 8.2, 9.1.1,
9.1.2. 11.1.1 8]

(fifa)

1. A=A THDIFY T LEFROFHEICHE T 7=, (V. 5. EHERFEARAEER & F0H
B (8.1, 82) V. 6. APHE - BEFESEOH HHEE (9.1.1, 9.1.2)] IVI. 8. (1) EK7A
BIVER & HIER (11.1.1) ] OESM)

2. ERRB L ZDEH

2. BE (ROBHIZIZHBELEWLI L)

2.1 KBNSk UIBBUE DBEFERED & 5 BE

2.2 ZMEPAZEBARENEORSE (Hia ) UAEAIC X VIRES EH L, ERZENASELZ2E21H
5, ]

2.3 HIEMREIEDH 5 HBE [EIEREIEDIERZ B I EI2B8EZ001H 5, ]

2.4 HIV 7u 77 —EEA] (VU N FEALEZEAET LA, mRAT L Fen, XuFhens

BAHTOEAD, A ALy FEEAT LA, =~ bre s ) e kTS
Ty V=T RSP ORE [10.1 &MK]

2.5 vav oA, BEOBE, A XA L OMEINA LN LE2MET Vv a— L hEoBRE
(RN EAR F ORI S BZNRH 5, ]

(fiL)

2. A—ABS To%H 2 T DEFHEROFLHIHE L7z,

2.4 FHNOPIFARKL OBGEH LIRSS i zir-7-, (V. 7. (1) PRz LEZO
Ml (10.1) ] oHEZH)

3. MEEXIIHMRICEET DT L TDER
(V. 2. EESUIBRICEET LR 25

4. AERUVA=ICEET 538 EZTDERA
(V. 4. HEROHEICEET S 25

5. EERERMNEE L ZDERA

8. EELEKRKEE

8.1 MENENL . BEUEAMM, EHRIL T, MERTERHLNDZ N D, NEO AL
FEE R L EMOBEHE T ¢, BENERICEIE T 5 £ TV ALF U A —& —l 75
ZHAWT, BE O R OPFEREINE 2k ic @izt 52 &, [1., 9.1.1-9.1.3, 9.1.6, 9.1.7.
11.1.1 &)

8.2 AAIE G RN MO S U R WAL, WOl aRE, fERESEONTIFROTE 54
BROFEASEORARFERZTH LICHER LT 2L, £/, KBS T T A~E =L
(R T BEUZFEETAD) 2 TFH EICHEHFL TE ZENREE L, [1., 13.2 BH]

8. 3 TR 1T 2 EIRFEICIEE U, JEARNES) - SPHHEEEORIEE IS IRERREL M cXx 5 &
THRELZEHETICEL Z L, £, HEFFORENZRITHIT 5 F TIIERZ 1E 5 BERIEIC
HEFELLWEY, BEICEET DL Z L,

8.4 AFNEGIZHT->Tix, FHIE LTHLM LD SETEL Z &,

(fiF7n)

8.1, 8.2, 83 R AWK THDIXY T LFEFHEOFEHICHE T 7,

8.1 IVII. 1. ZHNE L Z0HE | VI 6. AUHE - S0 H 5 HEE (9.1.1-9.1.3, 9.1.6.
9.1.7)) Tvil. 8. (1) ERZAENWEM &FMIER (11.1.1) ] 0HZMR
8.2 V. 1. #ENKLZ0HM) ) VI 10. WEHE (13.2)] OHEEM
8.4 B FHANIIIMBENVLETHDHTZORE LT,

- 21 -




6. HENDERZAT VBEEICHIT HEE
(1) afHE - BERZFDOHLEE

9.1 AHHE - IFREFDHHEE

9.1.1 FERikEEIZEENHHEE
MERfAFIEZE=%— L, BBREWRALR., WA, HEREFEONTIFROTE a2
OFEANZE ORI IEFN 2R L2 2 CHERTHZ &, AFIOFREIZXL D | M
RENET LI BZNRH D, (1., 8.1, 11.1.1 B ]

9.1.2 L5ERAEICEEYT 5%E (SEDQIERAE. /NEAE. KHKAEXK, RERFFEITIRE ZE
%) BT HEE
SOEPAZEA L Z L9 <, JEIE . PRIRANG], SARIE FENREBL LGS, v A7 HAS
KEHEICL DKEMEROBIENRNIETH D Z D, KRB OB G D4 2[5 58 (12 W
52 &, [1.. 8.1, 11.1.1 ]

I3 EELDFLEEDNVEEDHHESE
VT ENIRE R VLB & =2 — L, FEAISE OfFA I LT 72 385 & Hef U7 5 2 Tl
T 5L AR O L JER OB T AWM IR T2k 03 H 5, [7.3. 8.1,
16.6.1 ]

9.1 AKICRENEZTDHLEE
TERRm Hobh o BENRH S, [7.3 5]

9.1.5 =5EE
TERD RS IR bbb BENAH D, [7.3 5]

D16 EEDKNRIIEREREZTDHSI2HHESE
53 IR AR - BN TN D £ TARA O G2 1Then & BAKEIZ XL D IREDI AR L
TWAHEETIE, AFoOFEIZL Y MERTZR LT, [8.1 BR]

9.1. 7T FiPICZLENHEMA TR INIEE., ZEOMAEETVLELTIEE
MR T L OVDER R E 2k LT, [8.1 2]

9.1.8 ZIa—IILXIFEYERADOERFOH S EE

(fig3n)

9.1.1 F—FA%ES TH D I F YV T DIEFHIE TIL R « R3S O FER 2R R RIVER 2N &
HZEMBRE L, (VI 1. BENEEZOME ] VL 5. EIEARIEARKEELEZD
BA (8.1)) Mvl. 8. (1) HERZREIEA & AIHER (11.1.1) 1 OHEZH)

9.1.2 MERESRBIWVERRBRF OME NN & 22 5 [ REtERN H D - 0% E LTz, (VI 1. %
ENEEFOHEMB ] VI 5. EEAREARMEZ EZOHEME (8.1)) VI 8. (1) EXRZRH|
YER & FIHER (11.1.1) ] DIESMR)

9.1.3-9.1.8 [Al—ARR TH D I XV T LEFHROTEHEITHE L 7=,

9.1.3 V. 4. HEROHEICEEST HER (7.3)) VI 5. \EEARLEREE L Z O
(8.1 IVIL 10. (1) OMEREREERSE ] OESMH

9.1.4, 915 V. 4. HELAOHEICEHETHEERE (7.3)] OEZMR

9.1.6, 9.1.7 [IVI. 5. EEQILANEELEZOHEE (8.1)] ODIEZAMR

(2) BHaeEERE

9.2 BHREEERE
R - PEEDSERE L, TEA B TR OO DRI BENDEH D,

()
9.2 Al —HMKI THDIFY T LIEFROTLHICHE LT,
(3) HHeEIEERA

9.3 MirelEERE
A - PR ERE L, EHDVES IR H O SBENNH D, (7.3, 16.6.3 5]

(fiE)
9.3 M—HBKD THDHIFX YT LEMNEROTHICHE U2, (TV. 4. HIELKOHEIZEHE
THEE (7.3)) VI 10. (3) IFHREREERE | OESM)
(4) £HERezHT 5F
RE ST
(5) T4

9.5 1%

9.5.1 1B LOFRMENERMEZ B2 ¥ SN DGR ICORK G5 2 &, iR oOR
HizBEL, RO X > 72@ENH 5, [16.3.3 2]

D) HRTICH O DT U RER OB 2% 7 WA LR ARICHEZR (0

i

%
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(6)

(7)

(8)

RESD b DEETe) SERKREE L iR L THBEIZZ V) & OEFRITRERE N D 5,

Q) FIERMDOIEGE A~ 53N b o BEICEHELZRE Lz L, BRICOHEEOR
AR T, LA, AR, FERIHIN S Db E OWRER D D, 7ok,
R TR RERTH AL, R, SEENMEK T, AR, EERE,
RERR., HHR, PRS- EAEL . T —8 . SRigrE, ehRalEE. R, ISR, AR
AT ZENREISNTEY ., 2O 0IERIT, BERIERH 5V ITFERIE S L
THEINAEELH D, o, N YO T B REKCHAERICEE O A K =
T ERMEINTWD,

3) AN EA L= 6a, HPERSARICBERUERS H bbb Z N, XUy U7
VRIAITHE STV D,

(g 3n)

9.5 A—HAZKD T D I ¥V T LEFHROTHRICHE L1z,
9.5.1 [VI. 5. (2) Imik—kEMEEIME@iEME] DIES R
2203

9.6 =3I
ALV EREFE LY, B MRFAP~OBITABO LN TS, [16.3.4 ZH]

(figin)
9.6 FI—AZID TH D IFY T LEHKOTHICHE Uiz, (IVIL 5. (3) AIT~DBATIE)
DIAZM)
INR
9.7 INRZFH

9.7.1 &% 6 » ARO/NR 25 & U BERRBRIZ S L TV 7w,

9.7.2 /NREIZBWT, Wbk, RiEEER) GREM:/ RS, iRk A2 & de) . EB T,
BOE. LWRY | BeseiE | SRR, BT EOWEEILINE Z D 09 W & O D
H5D,

(fifaH)
9.7.1 A% 6 » ARG O/NEZE RS & U BRRBRILSEN L TRt L7,
9.7.2 F—HRKDTHDIZY T LEFHEOFLHITHE LT,

=EnE

RE STV

. HEEA

10.

HEER

AFNE, £& LTCYP3A CREtEN %, [16.4 2]

(fEs0)
VI 6. (1) fREFHBAL L ORI ] DIESR

(1)

HRZEEFDER
10.1 $tREE (BHALAZWC &)
FRAN 4 5 BERIELR - FEE 715 - - fEkRIk -
HIV 7 a7 7 —E[HEA 8 O FEER-CIER N | Z v B DA L D

U M FEAEERT DA BEZITEBZENLRH D, |CYP3A Tk B FLEE
(/—¥7, hLb7) I X0 ARHF O i e
RAT T LFENL ENERTDHZEnE
(v2vor) ZBHILTWD,
KN eV E AT 5 A

(FVoRE, FLyavys
A A —H)
OB VAKX v M EEAT 5 EA
(ForRAY, 7vyary 7 A,
T —H)
=)< hlLt U NFEL
(RFrbty KXw7)
oF 7=

(V¥ 0)
(2.4 /]
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(fin)

Rl — BN CTH DI XV T AEFHROFLHENUE U=, AN OB AT O e F k12 5
HONEFEZFOHE (2.4)] OESMR

DX, AT o, VL 2.
(2) HIRAFELZNDER

10.2 BtREFE (BIRISEETSHC L)

FHAF

BEAEIR - HEETIA

bR - fabRIA

HH A AR 1 75

7 x ) FT I UEER
2L Y — USSR E R
JERFE M B A 5

[7.350]
T 7R U bR EA
T a—L (fKiE)

P« BRERE ] 25 5 58
Sy U RS G
W = | GRS MR | P
IR K OO H B
PETTL2BENNH
24

FRINEZ FAR AR 3
(B - JRRIRPEI, PR B OF
TRERBYRE~DIEM) & 1458
THAREMERD D,

£

(ZCYP3A T S 41 2 A
TN

A= VAL AN

FET~— 55

KREN T Z 005 DO FH
OERAMNEmRIND B
FINRBH D,

NS OHAEOHFRIC X
0. REIILE S L, ASA
K ONZ S OFEH| o i, i
ERERTLHZLENEZDL
TWBD,

CYP3A % [HE 4 % 35

H VT MG
TR VIR
DIVFT Y LERRE

7=V RPTEE A
rhaty—i
) aF ) —)u
A NTaty— 5

VATV

T RAa~w Ay

g7 VA~ AT

RARY B H o MR

s 7T A RNAF)V
EITF AT

TV MLIILVEN TR
ANJLE A D)L A VTR
BB LFT
TL—T T N— Y o0 — R

AR S A 1 FH 723 1
MINDBENNH
60

Zh b oA X HCYP3A
WX D HEERICL D,
AHNOMPHREN LA LTz
EOWREND D,

PV

v LIV E IEA R
VAR &

BB ORI ER Y
W 5 B2 b
%)o

AHIDY CYP3A Z[HEL., =
oA ORBEZFLE L
MP RN FH4 25 2 &R
ZEZ2HNTW5H,

TaRT g —)v

SRR - SHEFVE ] 25 958

FHEAZAEH OpRIR - SRR

TN
UYL IR

HTT7T 2=

R v

T AFAEI

a7 F=7

A T B R KR

[7.35/] Ehio v IHERIIE, | MEAR FER) &R s
JroRHmE, CPIEIAR| S, £72. CYP3A IZXT 5
JER OV B AME T | BB EANC X 0 L AFlo
THIENDD, IREED R LT & oA
b2,
CYP3AZ #5595 JKH ARANOVEH 208535 S & | CYP3A 23aFE S 4u, AHD
V77 revs LT ENHD, Rt SN D,
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TJrx= AV

7 ) N)LE X —)L

A a7 A RFXY V7 (St
John’s Wort, &> b« Vg —
X U— 1K) GARLSE

(figin)
CF—BRES TH D IFY T LRFN O, BIMNRTCEEES B ITRE L,
 HPAXARREIEIA, R T = TV 4 EROHEICEES 7R (7.3)) OHEM

8. ElER
11. BlEH
WORWERNH D Z ENHHDOT, BEEHDITITV., BENRD NG IZITERS
IR 57 CEO i AEETT Y Z &,
(1) EXAEEAR & MERERK
1.1 EXAEER
1111 FEOR NG (BEEEAS)
HEREDG . PR R PRI IR, ERILTER D b ABENRH S, [1.. 8.1, 9.1.1,
9.1.2 &[]
(fig3n)
11.1.1 VL. 1. ZENEEZFOFB] VI 5. BEEARLEKRNEE L Z0#A (8.1)] VI
6. AOHE - BEEREZEOH 58 (9.1.1, 9.1.2) ] OIHSMH
(2) ZDHDEIEH

11.2 ZoH#DEIER
0.1~5%Aii AE R B
I 25 Lo 0, %, FEIE
TEER e AEENR, WRAR, SR, OEMEY, e, fmE
. M EEE
FEth it R | BT B OFEV, R, AR, BE, 55, REEE
HE), R TAR
Hib & L, MR, RS
i ik AST b5, ALT EH. ALTIEF. y-GTP k&
weyrey kA, LDH E&H., Al-P EH
W HEUE FLBE, =ERRZ, 8B, £ 9 FEK
Z D U v A IE wgk%ﬁ\%ﬁﬁﬁ\%ﬁﬁT\Em%ﬁhﬁ\
CK k5
) [FE—AhESEA ORANBNTERD BV TN EIWEH O 72 D AR,
(fif)

8 B | X PN SR B RERABR K OGS T/IIT AH BRIR SRR D RO 1T 5D 45T L7z, 7pds, BRIR
ARERRFIIIRILL 2o T2 b DD, R—HRD ThH DI XY T LEFHRIZFEH D & 2 F
VBRI & BHEE AR REdk L 72,
O GIEHIBE — R
V. 5. (4) 1) AzhERRRERAER]
E NS I/IAHEG AR R B (MR19A13A-2 35 [ZaMEFEEE ] OESMR

9. BRRREBRICREIHE
BE STV

10. BEEE

13. BEERE
13.1 fEIR
HERGICE Y SR, SR, SEEL, FEESINE Z DRSS D,
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13.2 W&

AFI O EFE G BH A XX bN - 5A812iE, LEIL LTI A= (R UTERE
SZRBEETAD) OBGEFRETHZ &, B, 7~ BV OERFHERFIIAF L v <
HEEEDOARIOIERNHEL bbb BFNRH 5, [8.2 BH]

(figan)

13. [Al—AS Th DI XV T AEFHROFTLHEICHE U 7= (13.2 THEFIL 15. 1 THICGEH#H L12),
13.2 [VIl. 5. EERIEAVEFE EZOHE (8.2)] OHEEMR

" BRLDEE
14 BREDIE
14. 1 ZRFRAREFDTE

14. 1.1 B IXI5YBh1E D 7=, A OHEE LT HER LRIECTRETDH Z &,
14.2 EFIIREBOEE
14.2.1 AFNTROBGOHRHER L, EHLRZN &
(figa)
14.1.1 AFNIBIRZIC —IF RS LB OIKIC OV T HEHEOFE 2 ME L TWD - dit#E
L7, (IV. 6. WAIOKFEM T T HLZEME] OESMH)
Mﬁ1$ﬁmﬁ?xﬁmﬁﬁénf%0\&%ﬂ&%ﬁéhéﬂ%@ﬁ&é:am%\&ﬁ@
LE{To 7,

(MV. 10. (1) EEPLERARL - 0L, SMBL R s - TR D16 Hy OEZM)
12. ZOMDEE
(1) BREREEAIZED {IEH
16,1 EREREEAICE D C1F#

B HE SN EEREINE T SNAAVWEFIC TN~ oL 28 SN BE T B ICAR &
B4 588, ARIOESERNEL, BIETL2B8EFN0H 5,

(fiE7)
15.1.1 [A—HIRD TH DI XY 7 LFEFROBFHRIL [13.2 WERS ] OEZ O
Z ARTE|CFE# LT,
(2) FEBGPREABRICE D < 1B
FRE ST R
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X. JRERPRERERICEII HIEE

1.

FEIRER
(1) FExhEBHER
[VI. SEFEBRICEET A2THE | OHESWR
(2) REMEREHER O
BYFE/ R .
HBRFR PRI O &ggg B R X TR
EULYEd s
HRARE | ~ 7 Z/ICR FrlRN BRI S TIE. 0.3mglkg BLET, L ADEHT,
1 0.1, 0.3, 1. 3. | fisthiz. SHFRK& OSEBYEJRD 23580 b7,
8~10/Rf 10, 30mg/kg NS TliX, 0.3mgkg UL ETE A®H X BT,
AN Img/kg VL ECHAE, $E & ONEBH R 23780 6
0.1, 0.3. 1. 3. | 7=
10mg/kg
Z v ~SD FrlRN RN 5 TlE. 0.1lmgkg DL Tk A8 X #5147,
i3 0.1. 03. 1. | 0.3mgkg Ll ETHMEE, 1mgkg DL THEE K OE
6~T/HE 3mg/kg R B b7z,
AN AR S TiE, 0.1mgkg ML ETEADEHITRO
0.1, 0.3, 1. 3. | ith#Z. 3me/kg LLE THE K OSER) B 035860 5
10mg/kg iz,
Y= A4 | FRIRN 0.1mg/kg LA bz & OB, 1mg/kg LI ETHR
HE 0.03, 0.1, 0.3, 1, | KM OEWIEIRGED bhTz,
4~6/T 3mg/kg
i A SR A R HERE ERA (BREET) | 0.1mg/kg Tik, ME (RS, JRIRM R ONES) | 0
eI 0.1, 0.3, Imgkg | #E K OUHEREIZ B E RIS o T,
4~5/F 0.3~1mg/kg TiL, ME, Lk, AOENTEORKK
b FEE N O D NE AR IR T S8 A
EPOREHIE I BEIRD b o T,
IRES A X HEFE EIRA (BRERT) | MR A~ ORI O e o T2
i i3 0.1, 0.3, lmg/kg
4~5/1f
(3) ZDihFEEHER
MU ER L
SR

(1) BE&ESEEHER
1) vUA, Ty bROA XTI % HE G- d P 08y

e G- PRI R O o
i e s KRt AT R
ICR~v & F .| # - 10 =256mg/kg : HFEEEA, LA D XBT, BATREE
0. 256, 320, | M : 10 REESAR T . AN O BUSHAR T . RN BEEN R L
400, 500mg/kg RRg. (RERADEEINEH
=320mg/kg : FEARKRINAE, IR
500mg/kg : K 5 B R OME 4 FIFET
RIS DS R : 500mg/kg (M)
FRRPA HE - 10 =100mg/kg: & A X BT, SITREE, B RES) B,
0. 100, 200 I : 10 REWESAR T . MRS A O BUSTEAR T . IEEABEEN T 1
mg/kg 7N
200mg/kg : MEIRERIRAE, WEIR
MG DESEE: : >200mg/kg (M)
AN #E : 10 =25mglkg : AFGETA, LA DX BT, SRR~
0. 25, 50mg/kg | Wk : 10 DB TR, JEENBEEA S LR AR, PR T
ViR
RIS DO ESEE: : >50mg/kg (i)
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SD 7 v b i qm M 10 =131mg/kg : BFEBE, LA D ZBT, BATREE,
0. 131, 164, |10 MR FAK T . SRS~ O SOSPEIR T, BEENAREN 1k
205. 256, 320, Rue, MEIRERIRRE, (RERD BN, B R
400, 500mg/kg g OB S - 164mglkg  (MEHE)
RN HE - 10 =60mg/kg : BIEILD . L ADXBT, SITIREE,
0. 60, 100mg/kg | M : 10 REMLEAR N . AR O SOSTHAR T, BEEA,REERER 1
REE, MEARBRIRER, MR, (RERCD NG, AR
B
100mg/kg : W 1 FiIZET
WS DOESE B : >100mg/kg (M), 100mg/kg ()
ikl #E - 10 =25mglkg : HREBRAD . L AHD X BT, FELEIR T,
0. 25. 50mg/kg | M : 10 SR ~O BSOS T, JEEN/BEENER (KRS, WRiR
50mgrkg : AEEE NN
MG DEFEE: : >50mglkg (MEHE)
v—7 e (WA | MR NI | =Z8mg/kg : RM:, KHEE, 7 La—2KTF, AST E&
A X 3. 10, 30, 100 | #il¥ : NI = 10mg/kg : T, FIAsRIE R, BoIREE, JiRE,
mg/kg H F&IE B
100mg/kg : HILER (ZEEZEAMERKL VY > RER) Fib
. ALT %O ALP & |5
RS DESE &R : >100mg/kg
Be (FtE) MBI NI 100 }2 Of 800mgrkg : EEKF, ALP L7 MiERHE
100, 300mg/kg | #i¥% : 4 BFEKLOALT O 5
300mg/kg : #5141, 5 L8 HIZ 4 fflH 3 FIFE T
B O EFE & : 300mglkg
FRARAN CRAE) | MR : NI | #hotdg, SFEkd 7970 | W, EEVREH, K7 AHE. Kbk
10mg/kg W% NI | EhE BSAE D SO, olaREE, R RYFRENME, TR

M, $HE
BEWG OISR : >10mg/kg

NI : RHH
2) W7 v MCB T D HERE OG- m e,
B TR R B5HE o
- 1e | Gasrew) | 0S| PO BrET xR
DEWEL 5

% FREIRE O 40mg/kg 60mg/kg FRAR AR R DN — BT 5 —BIRBE D A
(2 ) (vmvy7) EB.FTRTOIFX T L% T v NTH
7 b 0. 10, 20. 40, 60 RaIntc, —MREOCELOFEEITHE
/Crl:CD®BR | mg/kg OEIMZ NI L 7=,
eI 10, 20, 40mg/kg : %5 1 H#&IZ, I &Y
# 5 15l 7 LOVERNBEIE Lz,

60mg/kg (30 mL/kg) : X &V T LBEN QA
B BBED M 7 TR GERIZ Y L e h—
NOREFRGIZEAPAIETHY , EHIZ,
RFY T AOBEEHERIC LV EY) 225 AT
R ENLENSTZ EIEDBDEEZD
ni,

IR RFEEFER: © 40mg/kg (20mL/kg)
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(2) REHRSEHEHER
D 7 v b ROA XIZB D A RN 5 7R 8288

P 5% % .
R 2 51T %5; HrRAT R
55
SD 7 v b FRIRN I - 16 =2.5mg/kg/day : LA D EHAT, HFGEENED, MEIR
(%9 5 W) 13 E [ - 16 BRIRAE K OB AR TED
0. 2.5. 5. 10, | (5 @M\ | =5mg/kg/day : EEERALDRIEMEZAL
20mg/kg/day EHEREBR D | 20mg/kg/day FFIRNIE G OEE (RETREEIZ LY ##
EMERES | IRNIR G- SRS 2R - 272 %) LIRS OB D
6 Bl & & | B LB 2 DD EE SO OIE 2 F & O 1 5
ir) FELC, ARE MG, BT R | IR R K O
WRAELFRREICBIT 8L (~ESrEY ~v b
U~ MCHC K URMEREL DA (Bl m) | i)
WE R A MR OEM, A7 I ) _XTFH—
B, REALKOT VT I oD IRE &R LD
fouliEE N (B3 2 PR X OYREEAT 772 L)
EERIE B A ORIRE I [H1E
MR : 2.5mg/kg/day (MEHE)
v—7 FRIRAY M 4 =2.5mg/kg/day : BRI, L ADEHBIT, BRIED)
A X 13 JE [ Wt - 4 WD, BERNSUIARERAEE LR R
(# 15 » At | 0, 2.5, 5, 10 (5 WM | =Zb5mg/kg/day : RIFTHIEME & & % b G (7]
mg/kg/day BHRBO | BRIk oFIEMEZ b AESINEH ., ALP L&
FMERES | 10me/kg/day : ML/ INREOHEIN. BTl B 5 o H M 6]
1 #l 2 & | B iE 5 B ORIEZ I EE
i) MR : 2.5mg/kg/day (MEHE)

2) EZy MZBIFAIFXFY TAhvury 7 (IF4Y T L5%5E 0, 5 KO 10mg/kg/day)

D 2 WHIAERE D5 m R Tl CNS IIfl—8T 5 —BAIREEO LN I XY T A
HRECBIZE SN, MIRAEILFIREICBON T L AT B —/LOBRERBN, SEEET
IIHFEEEMNAIZ Y T LABEGHTRD N, ZhbDEEED, HE5ICEET S &
EZONDHIBEPT AL W EMEE ST RITBE I olz, ML HIT
10mg/kg/day D& FE CEREITIRGF TH -T2,

(3) EinEMHAER

A 2 VT (R SRS BARBR  EFLAEN (F v A =— X~ 12 & — [N F S V79 il
Saccharomyces cerevisiae D7 #ilfil, & kU L /3ER) . WONT/IMERBRICEBWT b idfnmtt %
R B RIAE BN 1 9,

(4) BNARMHEHER

U L

(5) EEREFERER

1) TRUERT K ORI A 4% G-k Bk
Ty MIBITDHIXY T (BehH&E: 0, 2.5, 5 KO 10mg/kg/day) OFFIRNE 512 K 5 4%
BRET M ORI 5382 T, 2.5me/kg/day VL L CHUZE, LA DX BT, MiohkE. B3
R B SUTNERNE A T O S5 SO XMEIRIRRE (1) . SNSRI %42 B DR &
OMEAR () . BRI TEI EO—HREED I Z . (REIEININHICIEEE B O ()
DIHHNTz, —J7 . REEKOZIRE~DEEIINVTIUOHBETHLALNT, RIE~DFE
(BOEIER. BEMSIWER R OMEFIEER) R oo Tz, BlEW O —kEIEFT
MR 2.5mglkg/day A, HEREOBEMW O AEFEREL O Fu AR (IR 1oxh3 2 M5
PEET 10mg/kg/day & & 2 BTz 34,
2) #xB A B 53R
DT v MIBITFTHIFY T L (580, 2.5, 5, 10 X1 20mg/kg/day) DEIRAHEE 512
X B MR OSBRI 535 T, 2.5me/kg/day DL T X A X 44T | IEBEHD
BEHEITER EO—BREOZE I 2, IREHININE, Smg/kg/day LA ETHEETE O
| 20mg/kg/day TILEEFRIRAE, BEARIREE & 4 H L7z, 20mg/kg/day THrIE~D 2 (K
RE, W5 OREEERRE) 2RO = NIREBSEIER R OMEFTAEERIZ A B2 0>
Too Fio, [FHED Frfef (HZAEN) CTEREHMIEHE K O E 2 (L) OFIEZ
BT, R O — ket R NE B 2.5mg/kg/day AN, REEN O AETEREI 65
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(6)

(7)

IEFVE R 20mg/kg/day, Fiif (Y, HAN) (254 2 EHEME &I 10mg/kg/day &
Ez bz 3,
QUYFIZBITHILY T A (BEE 0, 1.25. 2.5 X bmg/kg/day) D#FARNIEEEIZ X
5RO E R 5786 Tix, 1.25mg/kg/day LA b CEEFIRAE, fhithiE. FMAORIIEL~
DFIEVEDIR T 722 EO—RIRFEDEAITIN A T, RE L OB & DD A3 LTz,
2.5mg/kg/day Pl ETHEKEILLE FHCEBIFETIR) ROBMEZRBO T, FEEHHIEM
KOMEFEEERIZE DO N2>, BB O — % TSR EEMEEIT
1.256mg/kg/day A, FEEV) O EFHEE LK O Fi A (JRIE) (x4 2 BEdE &
1.25mg/kg/day &%z Hiiz 36,
3) JEPEM] J Oz AL P -5k
Ty MIBITLHIXY T L (FE5E:0, 2.5, 5, 10 X1 20mg/kg/day) OERNFER 512 &
2 JE PER R O L 538k ©lX. 2.5mg/kg/day UL E TR Ao AT, HIREEERED, #
BERATEN 2 & O—BREEDOZE I 2, (REEINNHIE R & OB S\ ME M 23 A H a7z,
5mg/kg/day UL ECREMWOMBEITEIO R (BF) NH LN, ZTHUEWAERK 4B ETO
Fi A (HER) OAFERNMET L7, 20mg/ke/day Tl Fi Ao RERININEH, E 5
& (RIeBAZ) K OMbE OBRIENFED Hivlz, AR Tld, Fi & HARER ) b B
(10 8#R) FTHLLTCIXY 720N 20 LTEEELBRE L720, BEWOWERRIKT
IR L2 b (BRI X D AEFAROMKT, BILEED K X 2 IRERImE, 501t
DL &) ZFRONT, BITEERE, MEo b, THEMM:, FHRe, AR SITkt4 2 8RR
OO0 1o, BEW) O — ik EEME BT 2.5me/kg/day AT, REENM) O AFEREIC
%45 MEVERIT 2.5mg/kg/day, Fifibft (HAVD) 1292 MEHEME 1T 2.5mg/kg/day &
EZ Bz 8T,
BRI ER R
IEVT ATy TOYNET v N VT EERE O R & O 2 R RERE Db e
BRCld, BEENLTH D H %2 o et b R JLHR 5 Fr S35 BRARLR RO M TR 52 B L 7=
ZEALITRRO Hivie o Tz,
FDMOEHEN
1) Bl tEain
EEY MIIFY T AIR= Y v (BGEXTRR) 25 TG L, seEheg %7 -7 4
FXxv—ili (ASA L) &, U RIIIXY T AIN=v U v (BrERR) 2 EEN
Bh L, SEEET 7 0 75— (PCA XIG) #5FEfE L7z, TORE, WTho
RERICBWTH I XY T AiEEE, =2 VEBETholZ b, I XY T AICH
FEMEIZ R EEZ BT 88,
2) ARAEMRER
YN I Z Y T B XEIAY b e s — b (GEIR) 25k G- L, 2 FEO RS R A7
MR (R e — L E O EEY) H B BGUER &K OEEY) B B BB AARERER) IF Y
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s A
KEOWRA SCE INDICATIONS AND USAGE
(Midazolam HCl Syrup | Midazolam HCI syrup is indicated for use in pediatric patients for
2mg/mL CIV sedation, anxiolysis and amnesia prior to diagnostic, therapeutic or
- Padagis US LLC, endoscopic procedures or before induction of anesthesia.

2022 4212 ) Midazolam HCI syrup is intended for use in monitored settings only

and not for chronic or home use /[see WARNINGS]/.

DOSAGE AND ADMINISTRATION

Midazolam HCI syrup is indicated for use as a single dose (0.25 to 1.0
mg/kg with a maximum dose of 20mg) for preprocedural sedation and
anxiolysis in pediatric patients.

Midazolam HCI syrup is not intended for chronic administration.
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Monitoring

Midazolam HCI syrup should only be used in hospital or ambulatory
care settings, including physicians’ and dentists’ offices that can
provide for continuous monitoring of respiratory and cardiac function.
Immediate availability of resuscitative drugs and age and size-
appropriate equipment for bag/valve/mask ventilation and
intubation, and personnel trained in their use and skilled in airway
management should be assured [see WARNINGS/. For deeply
sedated patients, a dedicated individual whose sole responsibility it
is to observe the patient, other than the practitioner performing the
procedure, should monitor the patient throughout the procedure.
Continuous monitoring of respiratory and cardiac function is
required.

Midazolam HCI syrup must be given only to patients if they will be
monitored by direct visual observation by a health care professional.
Midazolam HCI syrup should only be administered by persons
specifically trained in the use of anesthetic drugs and the
management of respiratory effects of anesthetic drugs, including
respiratory and cardiac resuscitation of patients in the age group
being treated.

Patient response to sedative agents, and resultant respiratory status,
is variable. Regardless of the intended level of sedation or route of
administration, sedation is a continuum; a patient may move easily
from light to deep sedation, with potential loss of protective reflexes,
particularly when coadministered with anesthetic agents, other CNS
depressants, and concomitant medications which may potentially
cause a more intense and prolonged sedation /see PRECAUTIONS:
Drug Interactions/. This is especially true in pediatric patients. The
health care practitioner who uses this medication in pediatric
patients should be aware of and follow accepted professional
guidelines for pediatric sedation appropriate to their situation.

Sedation guidelines recommend a careful presedation history to
determine how a patient’s underlying medical conditions or
concomitant medications might affect their response to
sedation/analgesia as well as a physical examination including a
focused examination of the airway for abnormalities. Further
recommendations include appropriate presedation fasting.

Intravenous access is not thought to be necessary for all pediatric
patients sedated for a diagnostic or therapeutic procedure because in
some cases the difficulty of gaining IV access would defeat the
purpose of sedating the child; rather, emphasis should be placed upon
having the intravenous equipment available and a practitioner
skilled in establishing vascular access in pediatric patients
immediately available.

Midazolam HCI syrup must never be used without individualization
of dosage, particularly when used with other medications capable of
producing CNS depression. Younger (<6 years of age) pediatric
patients may require higher dosages (mg/kg) than older pediatric
patients, and may require close monitoring.

When midazolam HCI syrup is given in conjunction with opioids or
other sedatives, the potential for respiratory depression, airway
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obstruction, or hypoventilation is increased. For appropriate patient
monitoring, see WARNINGS and DOSAGE AND
ADMINISTRATION: Monitoring. The health care practitioner who
uses this medication in pediatric patients should be aware of and
follow accepted professional guidelines for pediatric sedation
appropriate to their situation.

The recommended dose for pediatric patients is a single dose of 0.25
to 0.56mg/kg, depending on the status of the patient and desired effect,
up to a maximum dose of 20mg. In general, it is recommended that
the dose be individualized and modified based on patient age, level of
anxiety, concomitant medications, and medical need /see WARNINGS
and PRECAUTIONS]/. The younger (6 months to <6 years of age) and
less cooperative patients may require a higher than usual dose up to
1.0mg/kg. A dose of

0.25mg/kg may suffice for older (6 to <16 years of age) or cooperative
patients, especially if the anticipated intensity and duration of
sedation is less critical. For all pediatric patients, a dose of 0.25mg/kg
should be considered when midazolam HCI syrup is administered to
patients with cardiac or respiratory compromise, other higher risk
surgical patients, and patients who have received concomitant
narcotics or other CNS depressants. As with any potential respiratory
depressant, these patients must be monitored for signs of
cardiorespiratory depression after receiving midazolam HCI syrup. In
obese pediatric patients, the dose should be calculated based on ideal
body weight. Midazolam HCI syrup has not been studied, nor is it
intended for chronic use.

HE[E D SPC

(Miprosed 5mg/mL
Oral Solution

: Thame Laboratories,
2024 4210 )

4. Clinical particulars

4.1 Therapeutic indications

Miprosed is indicated in children aged 6 months to 14 years for:
-Sedation and anxiolysis prior to diagnostic, surgical, therapeutic or
endoscopic procedures.

-Premedication before induction of general anaesthesia.

4.2 Posology and method of administration

Sedation and anxiolysis prior to diagnostic, surgical, therapeutic or
endoscopic procedures:

Children (6 months to 14 years): 0.25mg/kg to 0.5mg/kg administered
15-30 minutes before the intervention. Maximum per dose: 20mg.
Premedication before induction of general anaesthesia’

Children (6 months to 14 years): 0.25mg/kg to 0.5mg/kg administered
15-30 minutes before the induction of anaesthesia. Maximum per
dose: 20mg.

The dose should be adapted to the patient's weight and administered
rounded to the nearest syringe graduation in millilitres. The
maximum dose should not exceed 20mg of midazolam even for
children weighing more than 80kg (0.25mg/kg) or 40kg (0.5mg/kg). In
obese children the dose should be given according to the actual body
weight up to the maximum limit of 20mg. General fasting guidelines
should be respected before sedation with Miprosed.

Special populations

Renal impairment

No dose adjustment is required; however, midazolam should be used
with caution in patients with chronic renal failure as elimination of
midazolam may be delayed and the effects prolonged (see section 4.4).
Hepatic impairment

Hepatic impairment reduces the clearance of midazolam with a
subsequent increase in terminal half-life. Therefore, the clinical
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effects may be stronger and prolonged, hence careful monitoring of
the clinical effects and vital signs is recommended following
administration of midazolam in patients with hepatic impairment
(see section 4.4).

Miprosed i1s contraindicated in patients with severe hepatic
impairment (see section 4.3).

Children under 6 months

The safety and efficacy of midazolam in children aged 0 to 6 months
for the indications listed above has not been established. Miprosed
should not be used in children under 6 months of age.

Method of administration

For oral administration only.

The oral solution should be administered using the oral syringes
provided.

Miprosed may be mixed with and administered in apple juice and
diluted blackcurrant cordial.

Please refer to section 6.6 for any special precautions related to the
manipulation or administration of the product.
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H gl RLAEN A
KE DO SE POPULATIONS
(Midazolam HC1 Syrup | Pregnancy
2mg/mL CIV Advise pregnant females that use of midazolam HCI syrup late
: Padagis US LLC, in pregnancy can result in sedation (respiratory depression,
2022 412 A) lethargy,  hypotonia)  and/or  withdrawal  symptoms

(hyperreflexia, irritability, restlessness, tremors, inconsolable
crying, and feeding difficulties) in newborns (see WARNINGS:
Neonatal Sedation and Withdrawal Syndrome and
PRECAUTIONS: Pregnancy).

Instruct patients to inform their healthcare provider if they are
pregnant.

Advise patients that there is a pregnancy exposure registry that
monitors pregnancy outcomes in women exposed to midazolam
HCI syrup during pregnancy (see Precautions, Pregnancy).
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Nursing

Instruct patients to notify their healthcare provider if they are
breastfeeding or intend to breastfeed. Instruct breastfeeding
patients receiving midazolam to monitor infants for excessive
sedation, poor feeding, and poor weight gain, and to seek medical
attention if they notice these signs. A lactating woman may
consider pumping and discarding breastmilk for at least 4 to 8
hours after receiving midazolam for sedation or anesthesia to
minimize drug exposure to a breastfed infant (see Precautions,
Nursing Mothers).

Pregnancy

Pregnancy Exposure Registry

There 1s a pregnancy registry that monitors pregnancy outcomes
in women exposed to psychiatric medications, including
midazolam HCI syrup, during pregnancy. Healthcare providers
are encouraged to register patients by calling the National
Pregnancy Registry for Psychiatric Medications at 1-866-961-
2388 or visiting online at
https://womensmentalhealth.org/pregnancyregistry/.

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:
Neonatal Sedation and Withdrawal Syndrome and Clinical
Considerations). Available data from published observational
studies of pregnant women exposed to benzodiazepines do not
report a clear association with benzodiazepines and major birth
defects (see 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 risk of major birth
defects and of 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 midazolam HCl syrup during
pregnancy and labor for signs of sedation, respiratory
depression, hypotonia, and feeding problems. Monitor neonates
exposed to midazolam HCI syrup during pregnancy for signs of
withdrawal. Manage these neonates accordingly (see

WARNINGS: Neonatal Sedation and Withdrawal Syndrome).

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.
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Animal Data
Pregnant rats were treated with midazolam using intravenous
doses of 0.2, 1, and 4mg/kg/day (0.09, 0.46, and 1.85 times the
human induction dose of 0.35mg/kg based on body surface area
comparisons) during the period of organogenesis (Gestation Day
7 through 15). Midazolam did not cause adverse effects to the
fetus at doses of up to 1.85 times the human induction dose. All
doses produced slight to moderate ataxia. The high dose
produced a 5% decrease in maternal body weight gain compared
to control.
Pregnant rabbits were treated with midazolam using
intravenous doses of 0.2, 0.6, and 2mg/kg/day (0.09, 0.46, and
1.85 times the human induction dose of 0.35mg/kg based on body
surface area comparisons) during the period of organogenesis
(Gestation Day 7 to 18). Midazolam did not cause adverse effects
to the fetus at doses of up to 1.85 times the human induction
dose. The high dose was associated with findings of ataxia and
sedation but no evidence of maternal toxicity.
Pregnant rats were administered midazolam using intravenous
doses of 0.2, 1, and 4mg/kg/day (0.09, 0.46, and 1.85 times the
human induction dose of 0.35mg/kg based on body surface area
comparisons) during late gestation and through lactation
(Gestation Day 15 through Lactation Day 21). All doses
produced ataxia. The high dose produced a slight decrease in
maternal body weight gain compared to control. There were no
clear adverse effects noted in the offspring. The study included
no functional assessments of the pups, such as learning and
memory testing or reproductive capacity.
In a published study in primates, administration of an
anesthetic dose of ketamine for 24 hours on Gestation Day 122
increased neuronal apoptosis in the developing brain of the
fetus. In other published studies, administration of either
isoflurane or propofol for 5 hours on Gestation Day 120 resulted
in increased neuronal and oligodendrocyte apoptosis in the
developing brain of the offspring. With respect to brain
development, this time period corresponds to the third trimester
of gestation in the human. The clinical significance of these
findings is not clear; however, studies in juvenile animals
suggest neuroapoptosis correlates with long-term cognitive
deficits (see WARNINGS, Pediatric Neurotoxicity,
PRECAUTIONS, Pediatric Use, and ANIMAL
PHARMACOLOGY AND/OR TOXICOLOGY).

Nursing Mothers

Risk Summary

There are reports of sedation, poor feeding, and poor weight gain
in infants exposed to benzodiazepines through breast milk. The
developmental and health benefits of breastfeeding should be
considered along with the mother’s clinical need for midazolam
HCI syrup and any potential adverse effects on the breastfed
infant from midazolam HCl syrup or from the underlying
maternal condition.

Clinical Considerations

Infants exposed to midazolam HCI syrup through breast milk
should be monitored for sedation, poor feeding and poor weight
gain. A lactating woman may consider interrupting
breastfeeding and pumping and discarding breast milk during
treatment for a range of at least 4 to 8 hours after midazolam
administration in order to minimize drug exposure to a breastfed
infant.
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A —A N7 U7 D53FE (An Australian categorisation of risk of drug use in pregnancy)
midazolam : Category 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. (2025 #- 9 HHITE)
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HH R LN
KE OB SCE PRECAUTIONS
(Midazolam HCI1 Syrup | Pediatric Use
2mg/mL CIV Published juvenile animal studies demonstrate that the
: Padagis US LLC, administration of anesthetic and sedation drugs, such as
2022 4F 12 H) Midazolam Hydrochloride Syrup 2mg/mL, that either block

NMDA receptors or potentiate the activity of GABA during the
period of rapid brain growth or synaptogenesis, results in
widespread neuronal and oligodendrocyte cell loss in the
developing brain and alterations in synaptic morphology and
neurogenesis. Based on comparisons across species, the window
of vulnerability to these changes is believed to correlate with
exposures in the third trimester of gestation through the first
several months of life, but may extend out to approximately 3
years of age in humans.

In primates, exposure to 3 hours of ketamine that produced a
light surgical plane of anesthesia did not increase neuronal cell
loss, however, treatment regimens of 5 hours or longer of
isoflurane increased neuronal cell loss. Data from isoflurane-
treated rodents and ketamine-treated primates suggest that the
neuronal and oligodendrocyte cell losses are associated with
prolonged cognitive deficits in learning and memory. The
clinical significance of these nonclinical findings is not known,
and healthcare providers should balance the benefits of
appropriate anesthesia in pregnant women, neonates, and
young children who require procedures with the potential risks
suggested by the nonclinical data. /[See WARNINGS: Pediatric
Neurotoxicity, PRECAUTIONS: Pregnancy, and Pediatric Use,
and ANIMAL PHARMACOLOGY AND/OR TOXICOLOGY].

#[E D SPC 4. Clinical particulars

(Miprosed 5mg/mL 4.4 Special warnings and precautions for use

Oral Solution Paediatric patients aged less than 6 months

: Thame Laboratories, Given the higher metabolite to parent drug ratio in younger
2024 £ 10 A) children, a delayed respiratory depression as a result of high

active metabolite concentrations in the children under 6 months
age group cannot be excluded. Therefore, Midazolam Oral
solution should not be used in children under 6 months of age.
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