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(2) *4 (@4E
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DT B RLFHEA] ;- azepam(x)

3. BEAXITEHEX
H3C N
\E/ /
Cl I —N
r
4 HFRRUSTE

52 CisH13Cl1FNs
4FH& : 325.77

5 tZF4 (MfE) XIEIAE
{b.2#4, : 8-Chloro-6-(2-fluorophenyl)-1-methyl-4 H-imidazo[1,5-al[1,4]benzodiazepine (IUPAC)

6. EF%4. 4. BE., E5ES
—f4 I XY T A BAREEE  MR19A13A

. /EDICET SEE
1. ME{PHEE
(1) shER - 4R
FADRRBIEOMKRTH D,
(2) BfRiE
T by, mF = (95) ITEFRT L ALY IR L KITE LAY
IR AN

(3) WiETH
25 CHAXHIEEE 75% K& ) 30°CHAEXHEEE 90% 12T 3 » H{RELI- L 2 A, WiEtIIZmd b
Mol

4) MR (PfER). #R. BES
Bl s 161~164°C

(5) ERIEE MR EL
MMER L



(6) HEFH
AT L

(7) ZOMDEHTIEE
LT L

2. BHSDEEEHTICEITAREN
AKinFRE R R T o L&, BIRT3FHLETH D,

i RAFERM B DR AT RAFTERE it
B %;$ﬁ€§§{ R mT LA TSRS il
PRI e RV =F Lol (K (Z{k72 L)
40°Cx£2C,/~ - e
o . A A TF LA T :g/ HUHS
JNEABR 'mAjozuﬂL FY LA () (k72 L)

AETEE VR, PR (K - HRWE) . R, ERL

3- ’ﬁx)]ﬁk \a)ﬁﬁm.u't%ﬁff\ E%;
Tl R AR 1A
PRINBIL A~ S VRIER « RO AT RV E B AR FVIEFE—EE O & Z AIZFEEED
%P@&W% 1 D,
%m%ﬁiﬁ

V. ®%I|ZB8d HIEH
1. &f
1) Fro X5
Ty 7
(2) BEDONE R UMK
Hk5e4 NV Ay a w7 2mg/mL
AN A 7 Ak
PR MAEHOY ey 7T, A XY —(DIcE \ﬂ%é
(TvV. 10. (1) FEEPMLELREL - ik MR RS - QEICET 2 EHR OEBR)
(3) #A—F
BAROANA
(4) EFDYE
Y LR
(5) =0t
BAROANA

2. HE|DOHERK
(1) By CEMRS) DE=RUHRME
Hk5e4 FLrIhLvey 7 2mg/mL
By | 1lmL A I XY T A 2mg
D-Vve b=k, 7Y VUBBTAKEFT NI U LK, ZE
AN HieF MY A =7 MNigF MU U LAKF, A7 T a—A, pH AL
HEk
(2) ERBEZEDERE
MU ER L
(3) #=
ZHEE R L

3. iﬂ‘hﬁﬁ#:&@ﬁ"ﬂﬁi& %
Y L7
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- BAT RN D B 5 I

%2 HIEHER

L
. BB BEETICEBITARENR
40°C+2°C,/~ .
sy | e ) BT AW B
UEETE 7&“?:%““L EU S L ME o 7 THie (REZ7 L)
25C+£2°C/~ FOR
RWIRAE | 60%RH*+5%RH, w7 A, éﬁéi%mégﬁﬁi
HEp 24 % H RY Fr Loy v 7Ttk ﬁ“ﬂf“&;é L)
(BBRfkiE ) #E =
. e A
BN T 2 Y= 4t
. NS Ry etk (HEL, EHgwEo
é%;? 120 F 1k e |0 D EVIREN VTR | s onre.)
e (D65 T ) *s Bt T AN, BN
R 7oL ol vy 7 Clhite ({72 L)
1. 4¢ =y %éﬁﬁ;{#ﬁ/
£2ﬂ§4 ﬁ@fé;ﬁq R T L ld v v 7 Tk (5%@?)
) (NEIREREUS ., Fike) %5 =
X1 WEHEB - MRk, #ERdibe, pH. MR HaWwE., SAEMRE, ZEEFBRT M) U LAEGE,
T ek

CPRIR, MEREEBR, pH. MERER MHEBWE. KEERT N vV LAEGE, ERE

3 KRR L LT 120 /7 Ix + hr LB R OSRITERAM iU = % L % —200W - h/m2 Ll _E

¥4 JIEHEE MR, pH. MUERER HewE., REERT N UV AEE, EEE

5 BRMANE. 2RI%. 4 BRIBICHNER 3mL F> %28 L, Bra1T-o7-, % IEEE (KY 7o
Loy v ) O CERETCRELE,

EE B BIIEYS o=, RO ELTER LR TRETHZ L&,
(v, 11. #H EoEE (14.1.1)] OIEZRR)

<ZE>FHEM = E LI Er:

B A7 S R OVRAZ B RAFRE R
S
e e HE P
sezrpam | o DOSOEOT P NS TN
(EFHTD éb@%%ﬁ/ (RY 7L H)
fifi Fl 2 480E) 35%&@7%% SNT —F T B BN
i : * (ZEfb72 L)

HETE - MR, MeRBaliR, pH, MAERER HgWE, KEAMT M) v AEE, EEik
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. frFlEDEER KL (MEIEFEHEIL)

U B L

. A
M LA




CBH- A%
VD EALELSE - AE. ARNEREEE - DECHT HHE
AL B O AT 5 720, IR0 2 B LK & LT

« T [ EETE S

A 2R R_rLTWS, (1T, 3. S ORFIZHEME ] OESH)
— ;‘-“::;‘44 = =~ T=
’b‘g‘g —_—
A% g 10mL x5
%ﬂELE&E‘J
e ‘”I'JD~1JL\.JD“172mg/mL
Dormicum’ Syrup 2mg/mL
(SIS LoO9T)
Do OnENERTRY @
]
r l LG s |
ot =251 |07 I Bk
=~ :ﬁﬁ;g:;::u ®|'"J-..’Jb.dﬂ w3 2mg/mL e E % S
S Np 22 sl (THYSLYOYT) EE '"gi
20mg/10mL E——] é‘ ul £
(2) 8%
10mL X5 A& [t 7 AjH]
() FREE=E
A% LR
(4) BHEOME
o T A
R AR R = B i PV
i RV =F L, R ey
1. AR INLEME
B e
12. ZDih
R L7
V. REICEAT 5I1EH
1. BEEXIIZHE
FREZRITIR 2
2. REXIIHRICEET HFE
5. MEENHRICEET HFE
1% 6 o ARG O/NRIZIS 1T 590 e OV PRI TN L TURuy,
(fig7n)
5. AFNOEARRER (MR19A13A-2 #BR) 13E% 6 » HLLE 16 Mok 2 M RICEm L7-7-9
(Iv. 5. (1) BKRT—% v r— ] OHEZBR)
3.%%&6%%
M)ﬁ%&Uﬁgwm&
wWE . NRICIZIF Y T4 LT 1H0.25~1.0mgkg (R AAE 20mg) % FRELEEAEHTIC R
D&ﬁfé
(2) AERUVHAEDHRERE - 1B
AFRZ BV CENE L= EANG IV FMERZREBR (MR19A13A-2 #BR) T CHRE L,




MR19A13A-2 3BRTIE4EM% 6 » ALLE 16 ekliia kg L L Z &t /NRIZEIT 5 ik
FROHEOHDOHREE L,
MR19A13A-2 #kBR ClIAA| 0.25mg/kg. 0.5mg/kg XIE 1.0mg/kg (e K& 20mg) % 1Al
DORBEFTREE L LT & A I 7 CTHERR D& S L, &5 7% 30 72U Efa#is~ A
B NEAT o T, EEAMETEE Th 25 TARFIER G4 T 30 53 ANICEEE X 27 78 3
VA RIZE L7 ORIG ) 1%, 3 BEREZ DFE Lo 2kl T 97.2% (70/72 i) Th -7z,
BHEEZ L TIL, 0.25mg/kg #f, 0.5mg/kg #f. 1.0mg/kg # TEAZE4L 95.56% (21/22 fi) |
100% (24/24 ). 96.2% (25/26 ffil) ThH VY, FEHM TRERBEBWVIIALNRN ST, F
BEEZ & Clid, A% 6 » ALLE 2 AR O2HBRE Tlix 94.4% (17/18 #) (0.25mg/kg B :
80.0% (4/5 f3) . 0.5mg/kg £ : 100% (6/6 #), 1.0mg/kg #f : 100% (7/7 #1)). 2s%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 %)) | 6 ik LAk 16 mA O 2R E Tld 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 f)) THV ., HEHKUHFMEEH CREXDEWVTIA DN NoToZ Enb,
THOEMEEIZBW TS 0.25~1.0mg/kg DHABETHEN G LD Z & DR Sz,
(TV. 5. (4) WEFAIRER] DOEBR)

4. BERUVHECEET HIE

1. AERUVAZICEET 53E

1.1 ARFN OB GE1X, WREGE, KBTOENTA N7 A VS5 BE 2, BEOFERB-DIREBICHES
THERTHZ L, [17.1.1 BHE]

1.2 JES O/NREBEE T, EEEREICESWTREEZEHTHZ L,

1.3 XY 7 LN THINIMENENH Y | BEOFE, Btt, 2FIRELOOFHIEELS
LT, MEOHEZETOISNSEGEZRET DI L, FlC, ZRE, LARESE., Tk
HERE R B S OVRRIEE S0 3E (RREEME )L OERREEME SR 3E) . TR, R e R 4
HELHT25GE1E BGEZW LS Z & EANERS Hobhod vy, [9.1.8 - 9.1.5, 9.3,
10.2. 16.6.1, 16.6.3 ZH]

1.4 KEOEGZ2A I 70, KRR, BTOENTA RT7A4 LV EEZSEBIRETHI L,
[17.1.1 Z0&]

(fiF7n)

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

7.2 KEWF SCEICHET T2,

7.3 [FM—BRES THDHIFZY T AEFEROTRHEICHE U 7=, IFEREREERE BT, &O
BHRFDNSAFT XA TEUT 408 252D 2 Lnh, TIFHEREREERE | 2B LT,
(TVIL. 6. (1) APHE - BEERES 0 H 5 B (9.1.3-9.1.5) | [VII. 6. (3) ATHEREREEHRE (9.3)
VI 7. (2) PEAEE L Z0HEEB (10.2.)) VI 10. (1) DHfEEERE . (3) ITHfERESE
B OHEBMR)

7.4 FEERER (MR19A13A-2 #kBR) 2B W TiL, AFEEGKTH 30 Ll ER@Eg, ~A7E
ANZEh L7z, EEORREGZ A T OBRIZONTIE, A RIA VEITRESRLTWD
ZEmbaE L, (TV. 5. (4) WiErAgER ] OESMR)



5. ERPRALIR

(1) BERT—2/1\vo7—o
R4 AR AT x5/ &h & Bkt
(FREpE =) FPA HH BERE S ¥ 5 071k X5y
(= N 3L B RERK FEEM e | A% 6 » AU k16 Ak 0.5mg/kg M
B WEe | WOy T R T HERE O % 5
(MR19A13A-1) DT EFIEE (K HAE 20mg)
15 f
[E P55 TI/IIT AR G EAE2{b HWE | A% 6 » AU L 16K 0.25, 0.5, 1.0mg/kg A
KB IFEER et | Wo~AZEAICLD B AR 1% 5
(MR19A13A-2) A AT R b B REAT FTOT (F K 20mg)
TE T
0.25mg/kg : 22 #l
0.5mg/kg : 24 {3
1.0mg/kg : 26
WSV ENER | Arm T e | Bk 6 » AL E16AR | Arm 1 5%
B MEAEL AL et | WMOERENELE TS 0.25, 0.5, 1.0mg/kg
(NR15323) Bl Em HEhie | day-stay SUT/NFHTO CAEI uE s
A TRER] b INRBRE (B KM & 40mg)
Arm 11 (ArmlI T 2 [\ Fifi % Arm 11
HE B =i oH#) 0.5mg/kg H[liE 114
2 way 7 1 A Arm 1 : 85 fl 5.} Y 0.15mg/kg HilA]
e Arm IT : 10 {7 R 5
Arm 111 Arm IIT : 16 £ Arm 111
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5
WESN 5 TUITT A B HIERL Hohk | A% 6 » ALl 16K | 0.25, 0.5, 1.0mg/kg 5%
Rl “HEEM zZaett | WMo~As8ANCLD AR OB 5
(NR15345) NiEprEdinlia B REMAT FTOT (K& 20mg)
TR,
0.25mg/kg : 132 fl
0.5mg/kg : 132 fi
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(2) ERERFIRHAER
MM ER L
(3) HERICIERAER
MU ER L
(Tv. 3. (2) HIEROHEORERKE - BHL TV. 5. (4) KEEIRER] DOEZMH)
(4) HREIRIEAER

1) BMHERIIAER
W& I/ILFR SR 3R (MR19A13A-2 7lR)
INREBFEZRGE LI KAV I Ay a7 2mg/mL (LT, ARAI) OF DML O 2
ZRETT 25 T /ARG R 35 8

EE:D

FHA  NEEEZLE LT, AF 0.26me/kg. 0.5mg/kg XIT 1.0mg/kg
(AR 20mg) ZHERRAOEE Lz L & OSSR 2301 L7,

R B/ NREREE 25t g & LT ARAl 0.25mg/kg., 0.5mg/kg X% 1.0mg/kg
(B KT & 20mg) Z Hi[alRE A% 5 L7z & & OLUT OA MR OV 2k 2 5F
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- FIANZAERA
s A7 BT A SE
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AR Zliax L, WIEAL, HEERE, IEEMR
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- EBEEE
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4) SpO2. FEEK
5) LEX
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TEEH 72 % (REXIIEE Thil)
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SRS
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REERAaT
L ] =V
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%
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BHITH 65 Z e RATS

fi

Hr

paill

8]
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L7,

[FEE ARG IE H ]

SEGREEIE Lo aBrE 1B 5, [RAIB G T# 30 0 ANIC $aFR
AT RN 3L EICELWERE ] OFIG K OEIG O 95% (5 XM (CD)
ZEHLE, 2oL x, Wil 95%CI O FIRE & AEEOBIE L L THRE
L7z 66% % tiz L, 95%CI @ FIRMEAHRhEISBE (656%) % EA5Z &
kAR EHE L,

T, BEREZ LD TRBIE G T4 30 0 UNICBEFHE A 27 2% 3 LLEIC
BELT-BRE ] OEIA KR OEIE O 95%CI 2R U=, 58Kk O4EH
BETLICOWTHEE L (7 A —T ).

[RIR A MRt TE A )
BEHMEEEIZOWTIE 3 BHREZ RS L 25E OFIE L OEIA O il
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PRERIREAT T H
ENTXGEERIX FAS & L7z, 3 EMEZIFE LIl icBirs, %o
ZARVERHE S 2 L ETh o TR | OFIE K OEIG Ol 95%CI % H H
L7z, £/, BERILIZOWTHER LI (BT 70—,

A ERHM A H
FEHT X SR NI X L RMEMNT X 4L M (SS) & L7e, AEFRITHBRIFETIC
BirsHE%5% (TEAE) & L., ERLAHFMERSE (ICH) EERER
FAE4E (MedDRA) (2 T:r—74 N Ltoﬁﬂﬁ$§é% 135E BIRS3¥E (SOC)
KLOFEARGE (PT) ZEICHEL, &5 2 L IORBUBE 285 Lz, RITEH
IZOWTHRBRIZ T o 70, EERAEFRITFEMAZ LRI 2 & Lz, EIKRKR
BEORE S OBEMT. EEAEKIC O W aEREHE4 AV CRERED L
WCEHI LT, Fo. WERIBEOY 7 N T —T N AR ERE T LB LT,
XA BN A i, EE R O G-Ri0 5 DL EICOWT, BEREZ LI
FRIRHFHEEZ AW TEN L7, SpO2 M OWENEL, HIEME O 55105

DEALEIZHOWNT, BT LICREnHEtE2 AW TEN L, LDEROR
WHOFMWIZOWNWT, GRS LISRUBIER O OEIGEHE N L,
B
- 0.25mg/kg B 0.5mg/kg #f 1.0mg/kg B EXUN
(n=22) (n=24) (n=26) (n="172)
Bk 11 14 17 42
Pl Lo 11 10 9 30
AF i i R YRR A 4.90+3.13 4.45+2.66 4.31+3.08 4.54+2.93
(%) (hpe/ ML, Fpe KA (0.8,11.6) (0.8,10.9) (0.7,13.9) (0.7,13.9)
A 6 1 ALLE 2 AR 5 6 7 18
P 2w L 6 B 11 12 13 36
6 Ll b 16 R 6 6 6 18
g I AR 2 102.8+23.1 101.8+18.4 99.9+21.3 101.83+20.7
(cm) (/ML F KA (65,151) (73,139) (69,157) (65,157)
(LN SERME IR = 17.37+17.53 17.15+6.53 17.83+9.44 17.46+7.88
(kg) EGUN RSN (7.0,36.4) (8.6,34.4) (7.7,49.1) (7.0,49.1)
[EEHEFHLIE B L O 7 7 v — T kT ]
ARG T 1% 30 /3 ANICEERE X 27 5 3 UL kI i%buﬂx’%ﬁ%‘@il
PEFREA a7 3 L (BEHABE N, 9&9L Lz, IRoTW5D) I LI#ERE O

EIE K OEIE O 95%CI 1%, 3 HHHAZUFE LI-2iiiE T 97.2% (70/72 #1)

(95%CI : 90.3-99.7) T&H V. [l
u\fﬁfbiv\@ﬁﬂﬁk LTREL

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

TRBR I fE B = 2B
L HEE),

5D & TiE, 0.25mglkg B, 0.5mg/kg BE. 1.0mg/kg B CTENEI 95.5% (21/22

). 100% (24/24 1) .

DB S ISR C T
2 o NILI Rk

3

96.2% (25/26 i) TH 7=,

%) 903997 | 72909 SFI0D ga099) 727359 (72.7-09.9)
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60
40
20
0

ey 0.25mg/kg 0.5mg/kg  1.0mg/kg iﬁﬁ”ﬁ‘ui ZEL‘{L SEL’U;:

i I Y7 v R Y7

(h=72) (h=22) (h=24) (n=26) (n=18) (n=36) (n=18)

HESER SEEIREER
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. 0.25mg/kg #f | 0.5mg/kg #¥ | 1.0mg/kg ¥ AR
e (n=22) (n=24) (n=26) (n=172)
21/22 24/24 25/26 70/72

A (95.5) (100) (96.2) (97.2)
%6 » ALLE 4/5 6/6 717 17/18
2 ek AT (80.0) (100) (100) (94.4)

2 Ak 11/11 12/12 13/13 36/36

6 i ATl (100) (100) (100) (100)

6 kLl bk 6/6 6/6 5/6 17/18

16 ik A (100) (100) (83.3) (94.4)

Y IR AR IR (%)
LENRA ZWPERHNIE B & O 7 7 v — T i hT

1) AFIEGHET % 30 S LANICARLE 2 2778 3 LL RIS LT- s 0 EIE
REFEZ TN 3 L FIGE LR EOESIZITHOEY Thh ., 3 HEREIE L
T~ 2R E T 97.2% (70/72 f5]) T -7~

(%) | (90.3-99.7) (77.2-99.9) (80.4-99.9)
100 972 95.5 96.2

80
60
40
20

0

(85. a 100 0 (85 5 99 9 (8. 5 100 0

IE

£#6nALE 2mbit  6mbklE

(72.7-99.9)
94.4

b S MRS i C Mt
T2 co N>

ES N 0.25mg/kg 0.5mg/kg  1.0mg/kg : " s
(n=72) (n=22] (n=24) (n=26 ﬁfﬁ ﬁn:ﬁjf 1??3;%
’E5ER| 2 FEEA

Bl U A R TATIZE H

2) PRl L DoBERRIC

() OEUEIL95%CI : Clopper-Pearson(C & HHERE

B OARZEA AT ) 3 ULTH > 72 #E OEIE

PRiEE & Oy BERRIZ féfﬁf“x:ﬁ’# 3 LLETh -7 #E OEIGIT T O
Thyv., 3 &5#%{#/\ L 7= < 83.3% (60/72 f5) TH-7=,
Nt (65.3-98.6) |
100 (79 7.91 1y (651-97.1) _(67.6-97.3) |
- (72873.931'1) 86.4 875 (56.4-91.0) ‘536 95 9640918 (54800% 8 88.9
2% 80 169
e B
£2 &
=7
a 7 o4
B
ﬁ 20
t\‘
0
S%60EHE 2mLIE  emLIE
n= n= n= n= n=18) =36  [(n=18)
BS5ER DAFEEER

##  BIRA R A () RDEIEFIS%CI : Clopper-Pearson|C kU H#E
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3) v AZEARHIEBITDWIEA TN 3 LU LETH - -H8RE OIS
~ A BARFZBIT LM IIEARAaT N 3 UL ETH - HREFEDOHEIAEILITHOEY Th
v, 3 &“Ekﬁi%@‘{cé} L 7= 4B C 76.4% (55/72 f5) ThH -7z,
- (%) ‘ (7297492.9)
%100 - (649-856) | (546-92.2)  (57.8-62.9) . s-879) o4 |
7:3 fjﬁj 80 64796?26 7.3 (52'723.618'4) (35.7-82.7) (5778 .87 !
% 2 61.1
*“% = 60
g‘Dj o 40
& ﬁ 20
£ 0
d HgerAME 2mIE  6ELIE
SNy 0.25mg/kg 0.5mg/kg  1.0mg/kg . : .
(n=72) (h=22) (n=24) (n=26) fjﬁ Gfié\]ﬁ 1??;’;]\%
LERR SR FIRER
() IO%IfBEIF95%CI : Clopper-Pearson|C &HUHTE
4) BBEMRICBT DHEEHE A TN 3L ETH - - RE OEIS
BRI U ?Z)fﬁ FREZ 2T D 3 LLETH oo flRF OFIGIZLL T O@mY) Th o

7Zo 3 &Efﬁi%ﬁ/\btiﬁzﬁﬁ%

BOWTAAIE G T 10, 20 53

TOWRFRT 84.7%

(MHZW)93ws%W&W)@W%%TE%VZ:73M£%TL\%X%&@A
HHERT S OVFREL AN ELRTCUX 95.8% (69/72 f31]) . 86.1% (62/72 i) Tdh -7,
BIRFF L KBRS 2HEEFE A 2T N 3L ETH - 2iRE 0E &
100
x o1 i
2 1 958 _ss.a f
5 8 831 [88.3-90.1] 68.3-99,1]
b7f 70 o [84,5-97.71 . i
[ + (7438211 e [75.9-93.11
ﬁ 07 e
2 wlerme se3
Ed [46.1-69.8]
g 30
4 =
@ 10
‘ &%iﬂ U;:r 10Iii 2IJI$:‘ 30:5_? 455:? EEIE?:CD BEA:!!J\
EE (5) oy R
PSRBT
EMEAOTILLEIC 4672 42/72 61/72 67/72 69/72 20/22 69/72 B82/72
FFELIRERE (n)

PR 0.25mg/kg 0.5mg/kg 1.0mg/kg i
Fer= (n=22) (n=24) (n=26) (n=72)
[E (%) [95% CI] (%) [95%CI] (%) [95% CI] (%) [95% CI]

AH 17/22(77.3) 16/ 24 (66.7) 13/26 (50.0) 46/ 72 (63.9)
B 5 [54.6 - 92.2] [44.7 - 84.4] [29.9 - 70.1] [51.7 - 74.9]
0%y 17/22(77.3) 14/ 24 (58.3) 11/ 26 (42.3) 42 /172 (58.3)
[54.6 - 92.2] [36.6 - 77.9] [23.4 - 63.1] [46.1 - 69.8]
10 %y 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 4y 20 /22 (90.9) 23 /24 (95.8) 24 /26 (92.3) 67/172(93.1)
[70.8 - 98.9] [78.9 - 99.9] [74.9 - 99.1] [84.5 - 97.7]
30 4y 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]
45 4y 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]
fRiEHE L D 21/22 (95.5) 23 /24 (95.8) 25 /26 (96.2) 69 /172 (95.8)
4y B @ [77.2 - 99.9] [78.9 - 99.9] [80.4 - 99.9] [88.3 - 99.1]
PRI A 17/22(77.3) 22724 (91.7) 23/ 26 (88.5) 62/ 72 (86.1)
ENCTR [54.6 - 92.2] [73.0 - 99.0] [69.8 - 97.6] [75.9 - 93.1]
%4 IR IS (%) . CI={E#EIX ] Clopper-Pearson (2 & ¥ #EE
)ARKNE GBI OSEYIE - 35 4y (#FH : 15~59 43) . b)ARAIF 55 KEM O FHME - 40 4 (FEFH : 29~66 47)
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5) HBIEIEICBIT A RLER TN 3L LETH - -irEDE S

KRG SICBITAARLEA TN 3 L ETH=HERE DEGIZLLTO®EY TH-o
tw3&5%%%Abtiﬁ%ﬁfﬁ%1&5%7%1020(mﬁﬁf%O%wym
#). 83.3% (60/72 fl) DOWIERE TRLE AT 3 L EER L, (Ri#EH L O BERE K

OVREE A BRI CIX 83.3% (60/72 #1]) . 79.2% (57/72 #l) TH -7z,
BIRFF L KBRS BIT DR LZEA TN 3L ETH - 2iE oE &
100+
F
= 90
-4
3 80 { I E
% 7 86.
g o0 [727391 p 7588311 [72.873-'931.11 y
H 750
zT 50 } + [63:4-84.5] 73
2 [54.6:02.2]
= 404 -
E 528 52.8
g 30 - [40.7-64.71 - [40.7-64.7]
a8 20
@ 104
o s we @ P —
SBER
EHRERICHNT
AEERIPILLLEIC 3872 38/72 5472 60/72 17/22 60/72
BELHEES ()

e 0.25mg/kg 0.5mg/kg 1.0mg/kg ARFE
ek (n=22) (n=24) (n=26) (n=72)
I (%) [95% CI] (%) [95%CI] (%) [95% CI] (%) [95% CI]

AHA 13/22 (59.1) 15/ 24 (62.5) 10/ 26 (38.5) 38/ 172 (52.8)
Bl [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 %y 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 4y 17/22(77.3) 22724 (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 %y 19/ 22 (86.4) 22724 (91.7) 21/ 26 (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]

PRiEE & D 19/ 22 (86.4) 21/ 24 (87.5) 20/ 26 (76.9) 60/ 72 (83.3)
SRR @ [65.1-97.1] [67.6 - 97.3] [56.4 - 91.0] [72.7 - 91.1]
FRIFME A 17/22(77.3) 21/ 24 (87.5) 19/26 (73.1) 57172 (79.2)
B [54.6 - 92.2] [67.6 - 97.3] [52.2 - 88.4] [68.0 - 87.8]

) ARHI B 54RO - 35 43 (Rl : 16~59 4y

AL BB (%)

CI={#X[# Clopper-Pearson (Z
)+ DIARFN I HAZ MR O SEHE - 40 5y (iPH : 29~66 4
s BB uﬂrthEH

otV)?ff”E

6) $EFRE A a7 2N 3 UL EICEET D £ TOREY

7) REEA 3T ) 3 LLEICRIES 5 £ TORRH
AKFN B GRTOBEEE IR LEDEZE A AT 2 T Thol-HBRENIDTAaT
3ULEICHEIE LR 3 R G HE A RS LT 2E C ARG TH 105 T 5
ST WERE DN b o T (BEEREE : 50.0% (13/26 ) . ~Z2JE : 38.2% (13/34 1)),
F 7o AFIER G T % 30 43 £ TICHEEREIT 92.3% (24/26 #1]) . AT 94.1% (32/34
) OWEHRE TAa T BWH T 3LLEICEIELR,

[RZR A IE H K O 7 7 L — T fihir ]

WROZJFMEIEMN 2 L ETH - 7-95E 0OEI S
%@i@ﬁ$ﬁxn7#2uif%otW%ﬁ®% % 3 WHEREA S LT 2piihE
T 98.6% (71/72 #)), ¥eHREZ L TiE, 0.25mg/kg BE. 0.5mg/kg Bf. 1.0mg/kg #ET
ZNZEN 100% (22/22 ). 100% (24/24 1)) . 96.2% (25/26 f5]) THH . WD
BHEHTHROZ IR TH T,
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-

[ (9251000) | (846-1000) (85.8-100.0)

o (80.4-99.9)
el 1‘5& 98.6 100 100 565
%%
%
%% 80
D 7 o
%5—’ 40
N
7520
Bl g
%\ £ 025mg/kg 0.5mg/kg  1.0mgrkg
[n=72] (n=22) [(n=24) (n=26]
SRR
() OEHEFI5%CI : Clopper-Pearsonlc K HHEE
(22 MERHIIE A ]
HEHRG L ORIWEAH

HEFEG K ORIERORBMEEILTFEROMEY Tho /o, AEFLIL, 0.56mg/kg BED 20.8%
(5/24 ) J}O* 1.0mglkg #ED 3.8% (1/26 f3]) (258D AL, £ D 5 HLEIWEMIL 0.5mg/kg
BED 8.3% (2/24 1)) 1RO BT, RFEBRICBWTHEICE-T-HEFLR, TOMEE
BRHEER L OARFEGOFIEICE > T-HAEFERIIRD LN 1o T,

\ 0.25mg/kg # | 0.5mg/kg #f 1.0mg/kg #¥ AFt
B (n=22) (n=24) (n=26) (n=72)
FEELGI GEEBLE) 0 (0) 5 (20.8) 1 (3.8) 6 (8.3)
AR L Ok E 0 (0) 2 (8.3) 0 (0) 2 (2.8)
Eh U U AIMSE 0 (0) 1 (4.2) 0 (0) 1 (1.4)
A A i 0 (0) 1 (4.2) 0 (0) 1 (1.4)
g2 | ERRR, BERES K OMEiRRE 0 (0) 1 (4.2) 0 (0) 1 (1.4)
3 Ik 0 (0) 1 (4.2) 0 (0) 1 (1.4)
% | kHE 0 (0) 1 (4.2 1 (3.8) 2 (2.8)
PR AR T 0 (0) 1 (4.2) 1 (3.8) 2 (2.8)
EE, PR X O E S BHE 0 (0) 1 (4.2) 0 (0) 1 (1.4)
WRERD> B O B AT 0 (0) 1 (4.2) 0 (0) 1 (1.4)
FEHRBIE GEHRE) 0 (0) 2 (8.3) 0 (0) 2 (2.8)
gl | AR L Ok E 0 (0) 1 (4.2) 0 (0) 1 (1.4)
g &Y U AE 0 (0) 1 (4.2) 0 (0) 1 (1.4
M| B hEB L ORESIHE 0 (0) 1 (4.2) 0 (0) 1 (1.4)
WRERD> B O B AT 0 (0) 1 (4.2) 0 (0) 1 (1.4)
MedDRA Version 26.0
2) REMRAER
LR L
(5) BE - WAERIEER
MM ER L
(6) ;AEmIfER

1) FERARERE (—REARERE. BECRARERE. ERARBLERRAE) . RERTHR
7_:—’5‘ N—RHE. RERTRERABROART
LR

2) ARBEHELTERFPEODABIIERL-AE - RBROME
A=A
(7) D
P - L A
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VI. EMEE(ICEi T HIER

EFZHICEHEH DL EMXITILEYEE

RS TEEURIEED

—RL T ENRL, T RTERA R

HE  BEO®H 2{LAEMDOHEX T RE L, KIOETRXESRTHZ L,

1.

RIEER
(1) YER&RLL - YERAMER

(2)

(3)

MIZIEMEAL & 0 & OB R FEBEAEF TR Y S TE Y . Il 2R84 2 R KOsz
Bix GABA (y-7 3 VEslE) Th 5, GABA ITHBEKN S SN, FOZERKRITHS
THE, AT TF X RN EI LT abA F 2 DNHINICHEA L, R o B PE MK
T4 %, GABA ¥k 13 GABA K, RV TP USZRIERNY oA F o F ¥ o FL
DBEAEREE L TWE, KEFR Y OTPEUVSEERIEX, X7 P S/IK
& GABAZEIR E O EERAIZ L Y GABA Z K TO GABA B %2 1 L, [WH20912 GABA
DOVERZHERT 5 & SN TW5D 45,

RETTENR Y UTBE UREREAISKE S L, I GABA OEH 2R T 5 Z 1T
K OEIR, #5F. MARZEREZRTEEZLN TN D,

THEER

g GABAZEETD
%) ! :—b
GABA© o © ‘ jOf; GABAZRAIMENEND
o o
GABAEEE X /_ E l

o,
s Ot . .
e ! AEER. 2.
Q"El}b»ff'vﬁl ~RyvUPErvEsE | IARER

/

R EROREENET

ENE BT 1T HHBRAAE
P - R - JPRIEIE R - A5t E
HFHEEBMER (TR, Ty b, A=IAP) ZBWT, AEROHEFRN 512 X0 i
DR DT R RIEA L FRROIILE A N T A (BEFE - BEIR - FREMEE5R - 556
M%) 2R Liz, 2RO OEMOREBUTIR S, oI E -T2, ks, ARV
TENLDK) 2 DR VTR URERA~OBRMEEZ R L2 6, £/, Ty MIBWT
AT T B AR e 505 & [ARRIC R FRERER G-I & > T HRIK R SR 2 383 L 72,
AIED B TR 5 X 2 SEEERNIL 2 B OB G LM PIEE—ED LV THER LT 7,
YERFEIREFR - FriirfE
TERZHRE - TV, 5. (4) BRAEARAER

=P 26 IL/ AR B AR (MR19A13A-2 7liR)

(RN RA 2 ERTAf 2 H

4) FESRFRICET DR A 27 75 3 LLETH - 7o e ol

5) BBERFICEIT D RZEZ 2T N 3L ETh - 7 DF

DIAZ M

TEMERERFR - ARz L (TVIL 1. (2) ERRHUBR CHERR S iz hiRee | DEEM)

AN
=

AN
=

VI. EYEREICEYT HIER
I R E D HERS

1.

(1)
(2)

ARLANGMAPRE

ERER © 50~150ng/mL (I4E) GEAT—X) 9

PR ER CTHR SN -MRRE

A% 6 5 LLE~16 FoAim O 5 IRAT T T BARNTIE FirdE 14 FlISAH] 0.5mg/kg
(K& 20mg) 2 FREMBRARHTICHEEIRE O 5 L. MiEh X 2 7 AOREHER k O3 E)
BB/ T A —H ZFH LT 9,
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ARKNEERE O 5%O I XY T AOMBERIEYREHER CEOEHERFEZ) XL T o@»
Tholz, MFEHIZ YT ARED Thax (PR (F/h—&HKK)) 1L 0.33 (0.30—1.50) FF
M ThoTe, £7o, tue CPIEERERE) 13 2.13£0.84 FiH TH Y | BLITHRDTHEK
TBHIENREINT,

(ng/mL)

160
140
120
© 100
7 o1y R
z 60 I (FASHE R
540 T
T §
20 . -
00 @ B0 130 160 0 200 280 %0 30 400 40 430 (o
33544059
Cmax AUCO-inf Vdss CLtot
(ng/mL) Tosx () tuz (h) (ng * h/mL) (L/kg) (L/h/kg)
+
85.44+56.17 0.33 2.13£0.8 150.0£70.5 12.86t8.22 4.08+1.88
(n=14) (0.30-1.50) 4 (n=11) (n=11) (n=11)
(n=14) (n=11)

CPEME EARAER S, Tmax IR (RN —8K))

FERRRERI O ARFI IR N 5% D 2 7Y T A O MR SRR E OHER K OSSR EhRE (T A —
ZIZLUT D@y Th-oiz,

(ng/mL)
160
140 0oL
t_% 120 g
nm] 1 mc\):
S 80— (n=7)
= u
L 60 —— 12.?&LA£
- T ] e
20 <. T T (FEEHEE )
— —— T
0 : ‘ : % : L
0 ] 2 3 4 5 6 7 8
S
Cmax AUCO-inf Vdss CLtot
1E/ IN
FIED | (ngmpy | Tee e B ) | Wk | (Whikg)
1% 84.94 0.32 2.56 122.6 17.45 4.54
6% AL +59.14 (0.30-0.37) +1.14 +54.4 +9.83 +1.42
2 A (n=5) (n=5) (n=4) (n=4) (n=4) (n=4)
N 90.27 0.32 1.62 166.9 8.33 3.80
1‘2@?&% +66.29 (0.30-0.33) +0.36 +79.5 +3.95 +2.34
A (n=7) (n=7) (n=5) (n=5) (n=5) (n=5)
TN 69.80 0.92 2.57 162.5 15.02 3.87
12 Eji% +2.40 | (0.33-1.50) | +0.38 +104.0 +11.29 | +248
A (n=2) (n=2) (n=2) (n=2) (n=2) (n=2)

CPAMEEARAER S, Tma [ FHRAE O/ —K))
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(3) sl
Pt A
(4) BE - HREOEE
[VI. 7. FAAEMEM) VIl 5. (5) BHEEAQRFLAEE L ZOHE (8.4)] DIAZRMR
<HBE>
SHEY T ADOEROBHKG TITHE THRE LB LTI XY T LD Thax 1TEIE L., Cmax
KOAUC TR T L7z & OG0 8 % 10

. RYMEEGRE/ NS A —F

(1) fRAE
HMERE X T A —Z L, Phoenix WinNonlin Z#fWT / »a L /R— kX v MEFTIZI D EH

L7,

(2) RILEETEH
MU ER L
(3) HREETEH
T I B e sk @

X 5y ke (h1)

£1% 6 » ALLE 2 iR 0.31+0.11

2 LA b 12 BoR 0.45+0.10

12 LA E 16 5 oR T 0.27+0.04

(CEIE = AR 22)

4) 2IVF7I A
VI 1. FRARERER CHEGR S Nz HPIRE ] DIRERR

(5) NHRIE
HANNEEBE (11 6])) 12AAK] 0.5mg/kg (KR 20mg) % FREEBIAARTIC IR D5 L
7= & XDOSMEFE (Vdss) 1% 12.9L/kg THo72 9, (IVIL 1. FERERER CHER Sz b
| OIEZHR)

(6) ZDith
MR L

. BEH REaL—Tay) f@#m
(1) BRiAE
U ERR L
(2) NS A= EHER
ZEER e L

. RIR
INREEGHICI Z Y T L v w7 0.5mglkg & HARE OG- L= & O, 4T X4 T8
VT ¢ CESE - FEAERE) 13236124% Tho7- 1V SEAT—H),

il

(1) Ik —xREPS @@
<Z7v k>
HEVESD 7w MZ 2 YT A 50mglkg & IEEPNICHAIF G- U7z & & RPN EE /LTS i B b
1T 2.52. MMPNEEE/MLIG TP IERE ARSI 38.91 (LI free fraction : 0.074) Tk -
712,

(2) mi%—RRiEBEIFT @A
# FOIBHREI RIS A% B9 & U CHEPER I ERAIRIN B 570 L7238 h O BRAR @ M & OB I
PEERA~DOBITHAMER SNz 1819 (SAEAT—%), V. 6. (5) i (9.5.1)) THEMH

(3) EHiA~DFITHE
RN G OAIFOAI I Z Y T a3 s/ 19, V. 6. (6) #3LiF (9.6)
TH 5 R

(4) BERE~DOBITH
<A X >
E—27VRK 6 BHIZI XY T L 1.bmglkg & HEIFRNT G- L2 & & | INEREK IR 5 9
% 97.41+18.4ng/mL. 10 %% 84.4+9.7ng/mL T& V) . BEK~DBATNRD Hiiz 16,

- 18 -



(5) ZDHDMEH~DIBITHE
<Z7wv k>
7w MZUC-I ¥V 7 A% 2.5mglkg HRIFFIRNE G L7z & & | ORI NS00 L, #
5% 30 4y CIEIATg. /DG, B, BB OIS SR Cofi Lz, £ OB SR
KT L. 5% 24 BRI TIIRIG., /MG X O Z bR < Z O ofGE T3R5 850 1 %L o
e E R LTz,

(6) MPERKEAE
IV T ADMBEEAKERITN 6% Th-7-17 FEAT—4),

) AROAERINIZMEROAEZ, DRITIEIFY 7 2L LT 11 0.25~1.0mgkg (F A& 20mg) %k
WEBHAARTIC R A G35, Th D,

. B

(1) RBHERALE VA BHRER
v M/ MaEZ = in vitro REFERBRICB W T, 1-E FeXF U fEE N4t Fa XKD 2
SORBIDER S, WTNOKEBBLEISIZES CYP3A4 MRRE5-3 5 2 LR s 19
AEAT—%), V. 7. FHEEH) EHEHR
<HBE>
XV T AT CYP3A4, CYP3ASIZE»T1-E REXFUIX Y I A, 4 Rex
2T DR ENDIENT VT v U RIAIC L DR L =T 5 19,

b MBI L IFY T AOHEERBREZ TRLISRT,

LY T K OHEERHIR K

Midazolam
Cl
CYP3A4 CYP3A4 UGT1A4
CYP3AS CYP3AS
HO O
HO
OH N 3
\7/ CHs

1-OH midazolz o i
tazoam 4-OlIl midazolam Midazolam-N-glucuronide
UGT2B4, UGT1A4 UGT2B4, UGT1A4
UGT2B7 UGT2B7
1-OTT midazolam 1-OIT midazolam 4-OIT midazolam 4-OTT midazolam
O-glucuronide N-glucuronide O-glucuronide N-glucuronide
(2 isomers)

(2) R#HI-EAET HBE (CYPE) OHhFE, FEXR
[VIL 6. (1) fRHRBAL L UMK OES MR
) YEEBMEDEERVZDEE
mMERe L
(TVIL 4. WU OIEZM)
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(4) REYOFEHEOEERVEEL., FELSE
1% 6 1 A UL E~16 Rl O 28 MELiE T T T BARNTETFINEE 14 HlIIZAH] 0.5mg/kg

(Wﬁ%%Z%@)%%W%%W
XXV T LOIEY)ELE

ICHEROBE Lo, MgEPIZFYy o488 1-8 Kexy
ENRTA—HITTFTEDOFEY THH-T-9,

AUCo sh AUCo-inf AUCo-inf
Cuax (ng/mL) Tmax (h) ti2 (h) (ng . h/mL) (ng . h/mL) Ratio
. 0.33
VTN 4456, 13£0. 5263, 0£70. —
T 85.44156.17 (0.30-1.50) 2.13£0.84 133.5£63.5 150.0£70.5
1-t Re¥%v 0.64
e .47+88. 1.41=£0. 157.9£75. 172.5+78. 1.284+0.84
T E5 98.47+88.03 (0.30-3.95) 0.68 57.9+75.5 72.5+78.5 8*0.8

CE¥E S AEHER S, Tmax 1P RE (/h—5K))
<BE> (T b, vUR) 0

Z v MZEUWT, rotarod EIZ K D AFMFREIER 2 MGt L7/ R, 2R 1-8 Fasv I ¥y
FADERIZ, XY T 2508 1/28 Tholz, 2. v T AZBWT, AR Z—L LD
PERIC X 2 IR ER GEA M RTE R AL R) e L7722 A, 1B Fe¥ o3
27T LAOERIZ, IX VT LD 18 ThoT-,

7. et

8. FIUARKR—

R A BN 6 B (FARKN 0.3mgkg D& 3 H]) 2 XY 7 A% HEEFIKAN (0.1, 0.2,

0.3mg/kg) ™ B DHWIEFHAN (0.2mgkg) ™ HEH LIz &, B5#% 24 Bl E Tl 58D 66.1

~87.8%/° 1-t Ku I A F /LR E L CIRPICHEH iz 20,

) AHI ORISR O A AR, NRICIZI Y T AL LT 1[E 0.25~1.0mgkg (KR 20mg) % fE:
BRAGRTICIR O 59 5. CTh b,

2—IZBY 515
SHEVTANIEEK T U AR—E—D I Tl Aoy 21723

. ENEICLBBRER

MiEEHT

Frfe i izdrigis (CHDF) fifTHE 7 B2 % F A 0.03~0.45mg/kg/h % Fifseid RN 5-%
Lzt &, MEEHicL s &/7A&U&ﬁﬁ%%@%f$@?ﬁ@kﬁ@@@otﬂk

MBI £ 5 S 5 5 AR NGRS OB £

BREFE (%)
PMMA PS
GRY AZ 7 Y L— FE) (B Y Z LR L)
S 1.3 5.0
-t Faxi I ¥V F 3.0 4.8
1"k FaxIFy T L abik 13.4 74.4

S, B> CHDF AT THIC S 4 5 K% BRI 55 Uiz b & | MiggBhnc k5 < &
V5 LR OEER B OB ERIL FRO L B0 Thot- 2,

MEENTIZ L D &Y T AR ONEERE OBREE

PREE (%)
PMMA PS
(RY AZ 7))L L— hE) (R Y AL fE)
IHV TN 2.1 —6
1t FEF IV T4 4.0 7.0
-k FaxIF Y7 Lm0 6.3 55.3

) AROERENZHAELOCHEIX
FeBRtARTIC R OB 595, TH D,

AR A Y T AL LT 1 E 0.25~1.0mgkg (kK& 20mg) &k
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10. BHENDEREZHIT HEE

(1) DFEREREE B

I o PR EBEIHEEIIREE ORTHRIE E LTI ¥V T L bmg #8kRNKE G Lz & p
TBHN TR R E R ORI 2 % (6.5 vs 2.8 BFff]) ITIEE L. CL 130570 o7= (0.48 vs
0.37L/hr/kg) 260 (AMNEAT—4), [V. 4. FAEROHRICEBET 23E (7.3)) VI 6. (1)
EOHE - BHEREOH 5 B3 (9.1.3) ] HEMHR
(2) PXBEREREE B

i N DB R A B 15 2 2 4 T A 0.2me/kg & HEIFARNE LD Uiz & & | (@EgERE
FEICXR U CREATI4FERE SR O CL L O VA 1X 2 528N L7223, FEc 2 bidgio b
RinoTz, —J. EREARIIEY O CL KO VA ITEEEBRERE L B b o7 20 BEAT
‘——&)O
(3) FPHERERESE BB

BN OEMERTRE (FFEZ) B3 7RIS &Y T A 7.5mg ZH kNS L7z & & | fFigkb
FRET6 LT, CLIZME T L (3.34 vs 5.63mL/min/kg) . “FITEE L7- (7.36 vs 3.80 HE[),
F7-. RUNFEERE 6 I XY T A 15mg R A&REY Lzt &, fEERERICH LT
NAFTRAFGEY T 4 B3 @EmhoT- (76 vs 38%) 28 (SNEATF—%), [V. 4. REKOHE
WCEE57ER (7.3)) VI 6. (3) FHkAEREEBE (9.3)) HEM

1) AR OFRERTEREOAB AL, NRIIZIF Y Z724L LT 1[H 0.25~1.0mgkg (B AMAE 20mg) % KE:
BAGRTICROZ G35, ThD,

1. 20
B L

I. &¢M (ERALDOIFESE) ICEHTSHIER
1. BERELZTOER
|, mx

R R OERIEOEGHGRENATELIRHEEA L. RRBFICH R LBENARELERICH
WT. REIOFEBERAZELCEEL, NEOHEAIIRETCDESFICH ITAEESEICREL
EEDH ETHEAT S L& BRI R VOFREILEZSIZEI T ENHY . BOHLLGLE
NN N EOICHRERISBEBREREICE S -EHINRESNTINVS, [8.1, 8.2, 9.1.1,
9.1.2. 11.1. 1 B8]

(figan)

1. F—BRKSTHDI XY T LEFHROFEEICHE U 7=, (VI 5. BEREAMER L ZD
FIE (8.1, 8.2)) IVI. 6. AOHE - BEFREEOH HHAE (9.1.1, 9.1.2)) V. 8. (1) EKX
7REWER & HTEIR (11.1.1) ) DHEBH)

2. EZABRLEZTDER

22 (ROBHEIZIFEELGEWNI E)

1 AAFNORLSTTx LisBUE OREERE O & 5 B3

2 2MEPAZEMARENIED B [(Fia ) AERIC K VIREN B L, EREZEL S 2201 H

5. ]

3 ESERRIEIED S BB [EIEMEIEOERZ BT B8ZNNH 5, ]

2.4 HIV a7 7 —EHEA (U N Ferzaga 3 5384, SAT7 7Ll en, ¥urhen
BEATOHIAD), av v ALy NEGHTLHEL, =~ L EL U MFEALKEDR T
Ty =T EkEFRoRE [10.1 ]

2.5 vav 7 oRE, BEOBRE, SA Z VT A L OMGINAE SN L8MET Vv a— LD BRE
[RE NSO EAR FEOIER B S5 BZNRH 5, ]

(fiF7n)

2. FM—AIESTHDIFY T AEFIKROTEICHE T -,

2.4 IANIOFIRAGE L OIRGEFIRIC S &, i a21T-o72, (V. 7. (1) AR LEZO
i (10.1) ] OHEEM)

L

N

3. PEXIIHMRICHAET 5FE L ZTNDER
(V. 2. ZhRE XTI RICBEE T 2 1EE ) 2 2R
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4. FBERUVAEICEET 538 T DERA
(V. 4. FELXOHEICEBET S 231

5. EELERMIE L ZNEH

8. BEELEKXNIE

8.1 MERENL . BRG], TR T, MIEIS FERNH LD Z ENRNH D720, NEOFEARNERAE
FEIEE L EMOBR T ¢ BENERICEET 5 F TRV AFF U A —F —EFHE
ZHWT, BEOMR N OFEERENE 2 ke @igg4 52 &, [1., 9.1.1-9.1.3, 9.1.6, 9.1.7,
11.1.1 & ]

8.2 AAEGRNTFROMIEITIS U BB W AR, Wolas B, EHREEON TR O TE 585
BROFERSGEORERFERZFH LICHHE L TR 2L, £2, LEUSLTIL~E =L
(R DT B UZREEGA) 2F6 L ICHFLTHE ZEREE LV, [1.. 13.2 B8]

8. 3 MR ITEHIREBICEE L, EANED) - \PHEHEORIEEICE ST IREARE LM cXx 5 F
THEZEHTICELS 2L, 2, #EFFORENZR2ITIEET D F TIHERZ 1E O BB
HEFEL2WE Y, BFICEETDHZ L,

8.4 AFGITHT->Tix, FHIE L THLMLUDHAEISETEL Z &,

(figa)

8.1, 8.2, 83 [A—HBMNY TH DI X VT LEFHRDFLHIZHE T 7=,

8.1 IVIl. 1. =HNE L ZoHEE | VI 6. AOHE « LS DH 5 HEE (9.1.1-9.1.3, 9.1.6.
9.1.7)) Tvil. 8. (1) ERZAENWEM &FMIER (11.1.1) ] DHEZSR

8.2 IVIl. 1. BENRLEZOHA) ) VI 10. WERES (13.2)] OIEZBMK

8.4 B FHNZITEBENNETH DT ORE LT,

6. HENERZAT VBHICHT HFEE
(1) &6 - BERFOHLBE

9.1 &HHE - IFEZDHHEE

0.1. 1 FEIRHkEEICEEDH D EE
MFEffMELZE=4— L, BEWALR, WolamE, FHESEEDONTMROTE 525K
OFEAIHE DS AEIZLERIEFN A L2 ) 2 CHERTHZ &, KFIOEGIZXD | Wk
RENET LI BZENLNH D, [1.. 8.1, 11.1.1 B

9.1.2 L5EREICEHAEYT 52%E (BEDEMGAE. /NSEE. RHUIEX., FEIRFEIFIRE R
%) E5IHEFE
SOBPAZEZ L Z Lo <, MERRL PEIRHNH] . FARIE FEN BB L7256, ~ A 7 RS0
LERE I L D RIEMIREDOBENRIETH D Z LD  AK| OG-0 ] 17 2 {5 8 (s
5k, [1.. 81, 11.1.1 /]

V1.3 EFEDTFEEDVEREDHSHEE
T EIIRIE R VD ENR A = — L, FIEAIEE ORI B 7388 2 HEif L7- 9 2 THEH
T 5 &, ARNOEEGIZ LV IEROBAL T AR EIE T2k Z 223 5, [7.3. 8.1,
16.6.1 ]

9. 1. AMICSHRENEENDH S ESE
TERMNELS HobhdBENNH 5, [7.3 5]

9.1.5=5EHE
TERD R IR bbb o BENRH 5, [7.3 5]

1.6 EFEDKNRIIERERZTDHSISHHESE
+53 7o R - R DM TN D E TARBNOP G- 2772 & BiAKZEIZ LV IRENRAE L
TWHHEE T, AFOHGICE Y MERTFEZR LTV, [8.1 5]

9. 1.TFMPICZEOHMOAFEINLIEE, ZENHRREZVELTILHIEE
MJEE T LD EX R 2R LT, [8.1 ]
9.1.8 ZIa—ILXIIEMEADODBREFDHSEHE

(fE30)

9.1.1 [l —HZS TH D I X T LIS CII B, « FE A2 O REL 25 R BIVEH 23 &
HZENBRE L, (VI 1. ZERNREZOHEB] VI 5. EEREANEREZD
A (8.1)) MVl 8. (1) ERZAREIEM & MHER (11.1.1) ] OEZH)

9.1.2 MR ESREIVEF R BRE OLE NN L 72 D ATREMEN H DT 0K E LTz, ([VIL 1. %
ENREZOEHB] VI, 5. EEALILAWEEEZOEHE (8.1)) VIl 8. (1) HKA
RIVER & ATHER (11.1.1) ) DIHZM)
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9.1.3-9.1.8 [A—HZKHD TH D I F VT AFEFROFLHEHICHE L 7=,
9.1.3 V. 4. HIEKOHEICBEET 2ERE (7.3)) VI 5. EHERLARWEE L ZOH
(8.1 IVIL 10. (1) OMEREREERE] OESH
9.1.4, 9.1.5 V. 4. FAELOHEICEET HEERE (7.3)] OEZH
9.1.6, 9.1.7
(2) BHEEE

VL 5. EEAAMIEE L 208N (8.1)) OESM
TmE
0.2 BlgREBERE

CE - PENEE L, (RS IR bbb BENLH D,
(fifin)
(3)

9.2 FI—HMHD THDIHFY T LEFHROGHICHE LT,
RS RE
9.3 FFimElEEEE

RE - PRI EIE L, fEANHRS NFRELSHobhdBENNH S, [7.3. 16.6.3 &R ]
(fgs)
9.3 R—HBKD THDHIF YT LFEMEROTHICHE U=, (V. 4. HIELOH®IZBE
T HEE (7.3)) [VIL 10. (3) AFfRERERE ] OHEBMR)
(4) *MERexHETHE
BRE I TV
(5) WEiw
9.5 1FiF
9.5. 1 {BIE LR MG E LD EHE SN A GAICORBEET 5 2 & RO
HIZEL, ROX D 7e@EDRH 5, [16.3.3 S

(1) HRFICho R TP REA ORE 22, A LEHERICDER (0%
EPED b D EETe) SRR L i L THEICS W E OEZHHEREN D 5,
) HRRM O s~ 5 3ot o BFICEAEL RS Lz s &, RRICOHEOR
B OFrAERIARIE, LR, AR, RSN S b b L OHRER D D, 7P,
RV VTR RERTH AN EE, TR, TEEMK T, AERIRKT, W EE,
RER, AR, PEUATEH] - L T —Y ., BRI, ehRsm, RER. (RIAIR.
BRE&EZE T2 ENMESNTEY ., ZhbDIERIE, BEBER D 2\ x4 R e &
LTHEINAEE LD D, F1-. Ny T B REH CTHAEIRICEE OB R A

T EnHEINTHS,

(3) i RTE L2sa.
VRERITHE SN TWD,
(fiF7)

HPER A VICEERER N b s Z &5, Xy oTEy

9.5 Fl—AHZKS THDH I XY T AFFKOTEHIZUE U T,
9.5.1 [IVI. 5. (2) Ifnik—EMEEIM@ErE] DIES R
(6) RELIZ

9.6 =F.iw
BALZWZ ENREFE LY, & FREAF~OBITRRO LN TS, [16.3.4 &[]
(fgz0)
9.6 [Al—HZKSTHDIFZ YT LEFHROZTZHICHE T 7=, ([VIL 5. (3) FLit~DOBITE]
DIEZ )
(7) INRE
9.7 /MR

9.7.1 £f& 6 » AR DO/NE 2GR & LT BRRERIZE M L TWh7au,
JL

9.7.2 /NRFIZIWT, P, FREEES) (GRIEM:/ H AR
b5,

. IR A S Te) | BB T,
HOE, TLWESD | BORME, SEAEVEBLUE . 24770 L OWHBUISHEE 2 0 090 & O3
(Fiin)

9.7.1 A% 6 » ARmO/NRZRS L U BRRERIZSEE L Tzt L7z,
9.7.2 H—FRWITH DI ZY T LEFHROFLHUITHE L 7=,
(8) =#knE

BXE SAL TV
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7. HEEA

10. ¥8E/EHA
AFNL, £& LTCYP3A CR#EtEN D, [16.4 2]

(fign)
(VIL 6. (1) AREHBAL K OMREREES ) DIES M
(1) GIREEEZNER

10.1 SRS (BFRALBWLC L)

AN

RAREIR - HEE 1A

B&FF - fERRIN 1

HIV 7 17 7 —E [ EH
U M FENLEERT DA
(/—E7, BV F7)

(FVoRAH, FLyavy s
AL VAV =)
A VAL y b EREHT D EA
(FoRA ¥, TLyatey s X,
LY =)
=)< hLJLENL U FFEIL
(RFnobey KXy 7)
nr7y =7

(¥ 4)
(2.4 2]

ERITEBINDRD D

RAT T LN FENREHTHZENE
(v7yvJ7) 26N TWD,
HNF N E/T 5 EA

i i 0D BRSO - W 471 71

o

N6 OEANZ XD
CYP3A iZx3 B EME
FIZ L0 ARH O i H

(fERL)

Wl — BN CTHDH I XY T AEFHROZLHENUE U=, FHN OB AT K O e f 1k 12 5
D&, WHEE ATz, VI 2. BSNELZOHE (2.4)] OESMH

(2) HIRFELZDER

10.2 StREE (BRISEET S L)

T x ) FTVUFHEK
2L B — U E R

T a— L ()

SN0 R, U
RN A T = NN AE

AL ERPRAEAR - HE BT i BT - EIRIR T
PRI CH + AR F 55038 L IN0L SRR B (T

(P - JREMPEFD, PPOR B OY
TRERBNEE~DEH]) Z 50

IR SRR 771 45 EEJEIARE K OV | D FTREMEDY & 5.
(7.3 /] ENETI 28R
T/ T UIRALRE SRR EA H%,

FIZCYP3A TG S 4 2 FEHAl
IR
7 a YL
FET~—

ARHFNNE Z A4 5 DOFEFH
DIERAHEBEN DB
TNDRH D,

B OHEAIE OPEHIC X
0 AREASBEE S v, ANH K
B OFF| O R RE
NERTHZEREZON
T\,

TaF S —

A NT ) —
VAFT
Ty RERTA T
ANV == VA4
HRARY E & N CIEIRIE

CYP3AZ I 9~ % HAl AR A AR BT VR 288 | 20 S O FEANT L 5 CYPSA
TV T DA MENDBETNN S| IHTHIEEMCEY A
TSIV R % AlOMFHRED EF- Lz s
UNTF T B LG DWENRD 5.,

T =R RA
Fhaty—n

- 24 -




IaT 7T ANAFI

I TFAET

Ty MNUILEIL T Ll
AYLE A D)V R VIR
AT
TL—TTN— a0 — R

ARSI

B BEHN ) 5 o0 BIE 23

AHFIH CYPSA Z#PHEL., =

v LIV UIEA R T 282NN & |0 OEAOMRHZLEL
VAR = S %, MARREN EH3 252 &2
EzonTn5,
TR F—)b JRRIZE - BEERAE DS HE9R | FH SR ORRIVE - BEER1EA .
[7.350] SN0 WHERIE ., | ER FER) A2 8is S8
o, SEHENR| 5, £72. CYP3A IZXfT %
JE R ONVDMAHENME T [FLEERIC L Y ARA| o1
THEZEND D, BENEALEZEOREN
H5,
CYP3AZFHE7 % 3A AFNONET 258 S8 | CYP3A WNiFE S, AHK|D
V77 B HZENHD, R EEN S,
Vol S il

UYL E IR

HTT5T ="

I hEY

T AFTAE)L

VT F=7

A T H R KR
TJx=hkA v

7 /)N )LE X —)L
A3 A RFXY VT (St
John’s Wort, > bk« oa—u
R T— 1) GARM
RPVRF T 7

(figan)

s [Fl—BRE T D I XY 7 LB OFRH., WM CESEE BB ICHE LT,

s FRARRIEF, Ta R T r— [V, 4. HAEROCHEICEETSEE (7.3)) OHE
2R

« LI LEFEHK 10mg OB TIRLEDEENEZK D2, ~NVAF 77 &iBit LT,
(2026 46 AfF MEH EoEE] &ET)

. BlfEH

11. BlEH

WORWERNRS Lo d Z ERHDHDOT, BIEEHITITY., BEPRD ONT-HEITI3#
HAwikd 57 Py R AE AT 2 L

(1) EXLEER & MEERK

1.1 EXAEER

11,11 iEORANGH]  (BEFERAA)

MENEDY R RIS MR I BRI TSR Db dBENNH D, [1..
9.1.2 /]

(fig)

11.1.1 TV 1. BENK L FOME) VI. 5. EEAREAMES L ZF0OMEH (8.1))
V. 6. AOHE - BEEREEZOH 5 HE (9.1.1, 9.1.2) ] DIEZRMR

8.1, 9.1.1,
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(2) ZothoEIER

11.2 20D EI{ER
0.1~5%Ai HE R B

R E Lo D, B, g

PEER AER, R, SR, OIS, MEK T, fE -
S I EZE B

MR R | REERIE B OFEV, B, MR BB, 550x2, AHE
HE), GRRE, TAZE

Hib A= L, MR TS

JHFh AST E5H-. ALT EH-. ALTIXF. v-GTP L&, #
vyrry kA, LDH E&H. AI-P EH

W BUE ALBE, ZRRZ, B, £ 9 R

Z DAt mA Y v A fE %@L%ﬁ\%ﬁﬁE\WEﬁT\Emﬁﬁiﬁ\
CK L&

) [FE—H2hEyEH ORANZIB N TERD HALTW D EIVER O 7= D BEE A,

(fifin)
FESUSHE (3 E NS B B S OV TUIIL AR ERIRRUBR ORI IS & S LT, 7nds, BRIR
ARBREHZIIRI L 2T b DD, A—FKT TH D I F Y 7 LEFHRICTEE O H % El
TR Z BRI R LT,

& GRS — R

V. 5. (4) 1) HRhMEMGEERER
E PN /ARG R R (MR19A13A-2 ikBh) [ MIHMiEE] OESW

g

i

I

9. BRBRERKRICKRIZT =4
BRIE I TR

10. BEES
13. BEKRE

13.1 fE4K
R G LY | ESEE, BIR, BHEL. BRESENE Z 5 FREMED D D,
13.2 W&

AFN OB 5 H A X TN HEI2E, BEIIE LTI~ =r (R o7 E
SREIEEGAD) ORGEBRETHZ L, B, 7~ BV OEMAFHRFRIIARI L v <,
PEEOAROIERNHED bbb BTN H 5, [8.2 5]

(figan)

13. [A—AD TH DI XV T AEFHROFTHEICHE T 7- (13.2TBELHIX 15 1 HAIZFEEH LT2),
13.2 V. 5. EERERNER EZOME (8.2)] DIESMH

1. BALDEE

14, BRLEDIEE

14.1 EZFRARBFOFE

14. 1.1 BAIMRRBITIBYLSIE D 7= i OFRE LT HR LRI TIRGFET S 2 L,

14. 2 EE|IRERHDOFE

14.2.1 AANTRAOBGOHRERH L, EHLRN &,

(figan)

14.1.1 AFNIBIRZIC—IHRE LB OFIKIZOW T HERBIOMFHZAE L T\ A 7Dt
L7z, (TIV. 6. BAIOKFESEM FIZB I 2L EM] OESH)

14.2.1 AFNIH T AEICFHE I N TEY | ERA ERRREINDAEERSH D Z Eonh, EELR
EEITo T,
(TIV. 10. (1) EENSLBERRE - A% MR - LB T 23 OHESHR)
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12. ZOHOIE
(1) EREREEAIZE D IEH

(2)

15,1 BREREMAICE D < 1F3R
B SNEERDEBESNARNVERIC IV~ 2L 28G5 SN BE T T ICARA 2%
54256 AROSEFERNNE, BETL2BE001H 5,

(fERA)

15.1 R—HRES THH I XY T LEFIKOEFRT [13.2 BEES ) OHEE O

AR

FoE L7,

JEEEPRERERIZE D < B4R
RESIN TN

X. JRERPRERERICEEI HIEE

1.

IR ER
(1) FExhEBHER
[VI. FEFEBCEET 2HE | OHESR
(2) REMEBHR
EULZE e ;
SHBRFR PERI R OF &gﬁg RS R XA
B RE N
iR % | <~ Z/ICR HRARPY RN 5T, 0.3mglkg L ET, X ADE BT,
HE 0.1, 0.3, 1. 3, | #isthfE, SHERK OSESEJVD D b7z,
8~ 107k 10, 30mglkg TN S TiE, 0.3mgkg L ETX 50X BT,
il 1mg/kg DL B CRENAE, SEEH R ONET B 2RO &
0.1, 0.3, 1. 3. | Ivie,
10mg/kg
Z v MSD FrARPY RN S TiE. 0.1mg/kg LL ETXE A& 1T,
1 0.1, 03, 1. | 0.3mgkg LA ETHMFE, 1mgke DL ETHERKL ONE
6~T7/Tt 3mg/kg B EFAD RO BT,
AN AN ST, 0.1mg/kg LA E T ADEHRITEN
0.1. 0.3, 1. 3. | frsthkE,. 3me/kg LA b CHER & ONES) B 23580 5
10mg/kg i,
Y= A4 | BARH 0.1mg/kg LA TR K& O8EH ., 1mg/kg LI TR
i3 0.03, 0.1, 0.3, 1, | [EEWIERARD b,
4~6/Rf 3mg/kg
D SR A X [HERE RN OBRERT) | 0.1mg/kg Tid, it OMGE, TRaRHI R ONES)) | o
WA 0.1, 0.3, Img/kg | K OHEREIZE A RIS o T=,
4~5/Ff 0.3~1mg/kg <Ti, ME, LAk, AOLERNTEORK
K EFHEE R O LENTE R T SN A
DEJSERHECTREIRD b o,
SRS A X IR RN OFRERT) | MR~ D B IFED DR Do 72
IR 0.1, 0.3, 1Img/kg
A~5/Rf
(3) ZDihDFEEHER
MM ER L
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2. SMHHER

(1)

HE¥ESMHRAER
1) 7 A, 7 MRS XITBIT 5 H[# 5 i5 M ER 29.30
B 5% PERI RO L
B 1 bt Bl B Fraept
ICR v &  qul HE 10 =256mg/kg : AFEERRD . LA D BT, BATHREE,
0. 256, 320, | MfE: 10 MEDR AR T SN~ O BSPER T, BEREN,BEEA S 1E
400, 500mg/kg e, IRERADHE ]
=320mg/kg : MEARRINAE, FEIR
500mg/kg : K 5 ] OV 4 BT
WS DL - 500mg/kg  (MEHE)
FARN I 10 =100mg/kg : LA &AAT, SATIREE, B 3ESE) B,
0. 100, 200 i : 10 MEEAR T, SRS~ O SOSHAR T, BN BRIk
mg/kg e
200mg/kg : MEIRERIRRE, WRIR
Wil DEFER: - >200mg/kg (MEHE)
AP e - 10 =25mg/kg : BRI . LA D EBIT, SR~
0. 25, 50mg/kg | M : 10 OSSR N, IEEFRENE R AE, PRIREUR
TR
WM D EFE R © >50mg/kg (MEHE)
SD 7 v k o 7 - 10 =131mg/kg : AFEEEA, LA D XBAT, SATHREE,
0. 131, 164, | it : 10 MEBUR T . AR~ O SOGHAR T, BEEA BRI
205, 256. 320, KNG, MEARBCIRRE, (REWCD BEnmGl, EeH B
400, 500mg/kg e DOBBER: :© 164mglkg (MEHE)
FRARPY e - 10 =60mg/kg : AAEZEA, LADIHRIT, BRITREE.,
0. 60, 100mg/kg | M : 10 RE AR T AR A~ O SOSHAR T, BEEA BRIk
WRE, BEIRGEIREE, WU, RERCD g, EE R
B
100mg/kg : M 1 FIFET
WM DEFER: © >100mglkg (). 100mg/kg (M)
sl HE - 10 =25mg/kg : BIEIA . L AHD X BRT, FEREK T,
0. 25, 50mg/kg | M : 10 SRR A~D BOGHEAR T . BEEABEENER R WiER
50mg/kg : (RPN
WM D EFE R © >50mg/kg  (MERE)
=7 o (WiEAE) | HER: NI =3mg/kg : M-, FEEE, 73— KT, AST L5
A X 3. 10, 30. 100 | fl¥ : NI = 10mg/kg : FEEHCFH, FIARIE AR, BOIRAE, PiREE,
mg/kg ER e %Y
100mg/kg : BB (ZEZRMERKL TNY > /NERK) oY
. ALT XN ALP @ 5
WIS DS >100mg/kg
e (BUEE) PRI 2 NI 100 J O 800mg/kg : #EBKFH, ALP L5 MiER%E
100, 300mg/kg | %%k : 4 EFHKROALT O 5
300mg/kg : #5514 1. 5 XUV 8 HIZ 4 f5il+ 3 FisE1
W OFIFE & . 300mg/kg
FRARPY CERATE) | MERI - NI | o, SEkd 370 | R, SEBIRGH, B RRE. Kbk
10mg/kg Bil% . NI | R BEAE D SORTE A, BolIREE, KA YSIRENE, &

M, gHfE
iSO EFE R © >10mglkg

NI : R~
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(2)

2) WFT v MIBT D HERE O G RER,

B FRIRHE e 551k . RS O
MR- 1BED | (R 52 RE) ST B HOF B KRR & ET R
EIILZE=N 55
Y SRR O 40mg/kg | 60mg/kg FRAR RS R OHNHNC — BT 5 — IR RE D 28
(2 W) 2= RN . T _RCTOIFZY T 2HET v FTH
7> bk 0. 10, 20, 40, 60 Banl-, —REOE(LOEIEEIIHE
/Crl:CD®*BR | mg/ke DR AEEIIN L 7=,
HfERE 10, 20, 40mg/kg : &5 1 H#EIZ, I &Y
&5 1 Z LOERNGEIE LT,
60mg/kg (30 mL/kg) : I &V F LARELD
RIS REE O 7 CHETE GERIZ Y L E b
—IVDORKEBFEGIZEIDOPKIETHY, &5
W2, XY T LOEBIERIZL Y EY) 7%t
AT E N o T2 LIc kDb D EE
Z b)),
W ARIEEIEE : 40mg/kg (20mL/kg)
REHESHEHER
1) 7 v FROA XITBIT 2 EFRIRN B G- 3kl 3182
B HRE .
B #5901 Egég TR
55
SD 7 v b FRAY e ;16 =2.5mg/kg/day : £ AHEBAT, HFEBD . MER
(%9 5 i) 13 8 - 16 FRARHE K OB R RRATE
0. 2.5, 5, 10, | (5 WM [E | =5mglkg/day : BEHALDIIEMELAL
20mg/kg/day BHRBRO | 20mg/kg/day FIRNEEGE»OET (BFTEEICL Y §
FMERES | RN G REEIZ 72 o 72 728) L7 ERENES- DD
6 Bl & & | BN LB X DN DBERAE OO 2 5 L O 1 41
Te) T, RERINIE], BEEERD . MRFEIHRE L)
MEAECERREIZBT 280 (~EZ vy, ~
k2 U vk, MCHC R OJRMERS DA (& mfEA) .
/S R YA LEREE DI, v A > o7 X ) R_RTF
A=Y MEANOT VT I ORUY) . Mol ERkED
KOs & (B4 2 IR & OYRERET 772 L)
RE I 5 A ORIEE I IRE
IR R 2.5mg/kg/day (MERE)
v — 7L FEARPY 4 =2.5mg/kg/day: BEMLT), X A X BT, HRER) 5
S X 13 3 W 4 o IEEN IR ER 1K AE
(%115 » Am) | 0. 2.5, 5, 10 (5 MM | =5mg/kg/day : RFTHIEM: & & 2 D& 536 (Fi
mg/kg/day RO | BEEIR) OREMEEL., fRESMIMHE ., ALP LA
B RES | 10mg/kg/day @ M/ INMRE O BN R EE & o> B4 )
1 Bl % & | B2 kid 5 BB oREZ I 81E
ie) MEIEVER : 2.5mg/kg/day (MERE)

(3)

(4)

2) Ty MZBITFLIFXY Thimy S (I4Y T L%ERE 0, 5 KU 10mg/kg/day)
O 2 B AERE N5 EMERERCIL, CNS Il —%3 2 —IREBOEN I ¥ T Ak
HEcHZ I, MWRAEMFEIBREICBWTa L AT a— LORE RN, WEEET
IEHFEEEMNNA I XY T LB TR N, ZhbDEEED, FE5ICEET S &
BEZONDHWIBMET L W EEE T I E S olz, ML HIZ
10mg/kg/day D& FE CREMIIRLF TH -T2,

BinEMER

AHER 22 N T2 A8 22 R 28 SR LB (T v A =— A A R & — it H ok V79 iR

Saccharomyces cerevisiae D7 i, & kU L /RER) . WON/IMERBRIZEB W T b B mw %

RIRT B RERISE S e ot 30,

M hRIERER
B L
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(5) HEHEFKAZMAER
1) FRUERT K QIR % 53k Bk

Ty MIBTFAIXY T (FE5E:0, 25, 5 X1 10mg/kg/day) DOEHRNEEGIZ XL S

TEUR BT M O IR W) 3 5380k Tl 2.5mg/kg/day DL CTHUE, L ADXAH1T, Mg, B

SEEE D . AR ST IEEANREA T OSEER SO TMEIRRAE  (HE) . SNSRI 53 5 SRR R

e OEEAR () | FERERATEN 2 & O—BIRRED 2N 2 R EEFE AN HICHE A & ) (M)

DI, —FH, REEXOZHEE~OEZEINTNOAETLALNLT, BIE~DF

B (BOEEH. BEMGIER R OMEFEEIER) bl bhihotc, BlEo—

TR RIL 2.5mg/kg/day A, WEREO BB O ATHEE X O F1 AR (IBIR) 1235

HEFMEEIT 10mg/kg/day & & 2 Sl 39,

2) #x B AR 53R

DT v MBI IFYT75 (BEH5E 0, 2.5, 5, 10 X 20mg/kg/day) DEARNES-
2k DRI O E TR 53R Tix, 2.5mg/kg/day LI ETX A EHIT, HIEIESH
D EEITEN Y EO—BIRIEOZ(LITIN 2, REHINIH, 5mg/kg/day LA TEETE
DL, 20mg/kg/day TIFEFHIRAE, MEARIRAE © A B 72, 20mg/kg/day TheIE~D5
B (RIAE, WEOREEEKA L) 2RO NIRESEVER K e EMEER T2 b
ot £io. [FREO Fofief (HAER) CIRESINIH R OB E S (EFHH) o
BEAEA RO T, FEW) O — S FA RV BT 2.5mg/kg/day A, REEI O AL FEREIC
*3 5 METEME B 20mg/kg/day ., F1 AR (BE V2, (AR 12k 2 I3 ME &1 10mg/kg/day
LEZ BN 3,

QUHFICBITDHIF Y T4 (BE5E 0, 1.25, 2.5 X1 5mg/kg/day) DOFRIRNE 512K
LR R OB E TR 5358 Tlx, 1.25mg/kg/day DL L CEEERIREE, fhohiz. SMMIG
~OFUSPEDAL T 72 & O — R BE D2V 2 T, A E K OB BRI R b,
2.5mg/kg/day LA CTHRKILLE FRCEHBETIR) KROBIMNZFRDT=08, FEEMHIEH
FOMEFEEER IR bR o7, B o — ik 3 i 8 5 8
1.25mg/kg/day AR, BEEVM O EFERE KLY Fr A (BBIR) o6+ 2 EEMEE T
1.25mg/kg/day &5z HiLiz 39,

3) JEPEM K Oz sL % 5k

Ty MBI IXY T (BE5&E 0, 2.5, 5, 10 X 20mg/kg/day) DOEAIRNE 512

& % JEPES R O Il 5B TlE, 2.56mglkg/day LA E TR A X AT, H IS EEE .

BEFEITEZR EO—IRREO LI %, (R E NN HME ) K OME EH B D ME 7 23 2 5 4

72 bmg/kg/day LA L CREM O EITEIORE (B%) NALIL, TIUEVAER 4 HE

ToO Fritft (WAR) OEFEMET Lz, 20mg/kg/day Tid Fi RO MKREH NI,

FKEMME (IRBHHZD) ROMEE ORBIENRZED -, KRB TIL, Fi A2 HAESRNS

REAH (10 Bl FOBELTIFY T L0 AN LB 2 ma L2, RE o

B TICER L2210 (BRI L 2 EGFROMK T, BZALBEED KU X 2 RE N,

HEMEDEIER L) ZFRVT, EREHEE. ok, fFEiE, =868, ASfee/r Sloxt4

5 EEITERD bR o Tz, BEMO— R ENEEIT 2.5mg/kg/day A, REENY

DOEFEREIC X9 2 MY 2.5mg/kg/day. Fi A (HAEWR) 1ok4 2 EHME X

2.5mg/kg/day & &z HiLiz 36,

(6) BRTHIHEAER
AT ARy O T v b E AW HEER O BB L O 2 8 R E R OG- E R
BRCIL, G TH D H 2 a8 Mk o H R 105 PR PR A T 5B L 7=
ZALITRO Hivie o Tz,

(7) ZOthnE%EM
1) FRPERER

ENLNEY MIIZYTAXFN=T > (BGERIIR) 2R &5 L, sEEegrtr -+~

4 TR —RBR (ASA JE) &, v TRIZIZY TLAIAL=2 U v (BMER) % Ehe

WG L, ZERET 7 0 77X 0 —ilBk (PCA &) #FEM LT, TO/RE, WIh

DREBICIBNTEH IX Y T AT, =Y U V3BECho-2 e n, IXY T AT

PURMEIZ 2V & & 2 Bl 37,

2) KA

PIZIZ Y T AT b e —)b (BExR) 28RN S L, 2 FEO SR

B (X bV E X —)L L O ERY) B CAEEGRER K O B BB BRARERBR) O

2 2 FEOHIRIEAFHERER (R b LB X — )L & ORZFEE IR AT RER & OB (R K T K

HERBR) ZEM LT, FOFEE. XY T AORMRIENE R O RIEAEE TS hr e

Z—nE g, NI TYIALERERE, LXLVTFNEDTHHT- 38,
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X. EEMEIHEICEYSEAB

1. RHERX5

B - kSRS (55 =R RS )

BHRPEIE SRR : L — B D

TGRS B EMEOLGEICLVERTL L

HEhESy
2. AR

HRNEAR : 36 & A

3. BERETORA
SR RAT

4. BIRWVEDEE
RESN TN

5 BERITEM

AN xRS

BAMERELTA R HY

<TOHLDOLEY : HY

6. E—m5 - RBHE

[ —R 3 RV AR 10mg
RIS« U7X A () Y oA FERA)

7. EfEERHE
198249 A 10 H

8. BLERFTARFABRVARES, RMBELNKFAB. RTHBFAR

2mg/mL

- R e KGR SER, S FLHEI [rondic L
e FA A ARES FA A
NI A w7
RASTLT YT osmal 19 30700AMX00240 | 20254E11H 12H 20254£11H 27H

9. MREREMBEM, FERVAREELNEOEABRVTONE

R LR

10. AEERR. BMERARFEABRVEOARE

M LA

1. BEEHM

6 fF : 2025429 H 19 H~2031 49 H 18 H
HREEMRIC OV TR, A0k, FEHRERMICHK YT 560 L LT 10 » AOMFE S

R LA, SMTHE9H 19 AfFE
TRHMlE S ==, 6 EMICIERE S,

12. IREHAREHIRICES T 515K
AFNTEFERKLTH D0, JBAEMEE SRF 107 5 CERL 184 3 H 6 A) (23, & 8

FI11HARKHBETITLIE 14 BZRELE L TRETHZ L,

TN e ey

919 % 4 Sl ANC IS & | B GREERS & L

7ok, ARFNIAEHIEDO T, FEAEFEEERE 975 (P 20443 H 19 H) 1ZHS%, 11
14 B 2B 2 D BEITFRO IV TV,
SERFNDZIRE ST RIT TR EE ] DA TH 5.,
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Xi. sE&E&H
1. EHENETOHRTIKR
AR H T D2 ST R, HIELAUHEIZU TO LB TH Y ( AETORGIRIL & 137725,
ENDOAGBNEOFH TAANZHEHT 5 Z &,
4. NEEX (TR
FREFRIIREE
5. EEX I RICBHET 5T E
1% 6 1 H AR MO 16 m L EoBEIZBIT AR K O M TR L TV 7R,
6. BiZRUHA=
. NRIIZI Y T AL LT 1100.25~1.0mg/kg (KM 20mg) % FRELBRAARTIZRE
A543 2,
KV Ay m vy 7 2mgimL & [Rl—ORENIHEI TEB SN TR0,
XY T LR RSO RRPERTHREERIC BT AR EE 6 o [HICB T 2 KGRIRMIIUL TO LB TH B,

%3]
R4 W 24 e | EREADBEL RO LR
K Midazolam HCI Syrup Padagis US H NI AW, TERE. NILBEALE
2mg/mL CIV LLC AT IRIEEAHT O FFH L OFUR %L
eS| Miprosed 5mg/mL Thame H Ht% 6 n A0S 14 5% E TONRBFIC
Oral Solution Laboratories x4 5
- W, FAN. TR O RBEALE RO
[N VRO N'S
* BHRPBE A ORI
OZALIN 2mg/mL Primex H Et 6 n AND 1T E TONRICI T
Oral Solution Pharmaceuticals ZIRME T2 WAl O & L SER . 3R
[GIERE S
K4 | Midazolam-ratiopharm | ratiopharm H NSNS QO T PN E b
2 mg/ml orale Losung < SMBLFITET O FTEE, SR DM X
VIR O B
- MEARRESE (RRIC ARRBES) ORHNEE
75 A | OZALIN 2mg/mL, Primex H A% 6 1 AND 1T E CTOHLLIE, /h
solution buvable en Pharmaceticals REOEFRIKT D
récipient unidose TR XX ALE O RO TP EE D
BEER R OMLEIZPE S AR, B9 K OE)
FLOFE
- RO HiT PR
d — — I —
=2 k — - i3 -
797
(2025 4 11 A Hi1E)
FERANETOREEXITR,. HELAVCHEIFLTO LB TH D,
HH B LA
KE O SCE INDICATIONS AND USAGE
(Midazolam HCI 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 /1) Midazolam HCI syrup is intended for use in monitored settings only

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

(Ghig - R

IEV T LEREE Ty L, W, 1R, NRSELE ., SUIMEME A
B, 8, PIAEROMESRE B E L TONREFITHERT 5,
SEAY T AERE Y I, F= XY TSN RETOHEHOLE
EHLTEY, HEMUIFEETOMEMITHERE LT (M)
E5M),)
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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.
(- &

XY T LNERBE ey R NS D FITET O EEE L OHR
LD T O DOH[E# S (0.25~1.0mg/kg, AT 20 mg) DO EA
T 5, IFYTLERE Yy FIRMEGEEM L2 OTIERNY,)

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
1s 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, 1s 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

- 35 -




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
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 0.5mg/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 1is 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.

F[E D SPC

(Miprosed 5mg/mL
Oral Solution

: Thame Laboratories,
2024 410 A)

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.

(4.1 )

Miprosed |&, 4% 6 # A6 14 E TO/NRICLLTO B THEHA S U
b,
- W, Fiv. TR &K O N HEIALE RO SR &K OHUR %L
- B FRIEE A O FITHRHE)

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
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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.

(4.2 Mt - &

2, FIN. 1B M O HREEALE AT O $F f CR%

N (E% 6 5 AD D 147%) ¢ 0.25~0.50mg/kg % ALiE D 15~30 47 fii
W55, (RK#ES = 20 mg)

EX =N IEEYNDLEERE S

N (EH 6 5 ADS 14 57%) @ 0.25~0.50mglkg % FRIFHE A D 15~30
SENCR T 5, (RKEGE : 20mg)

BEOEREICGDE, EHRHBOBEED THRLITWI VY v MVHALIZAR
HEONBHEANLES TS, (KB 80kg ik 40kg ##B 2 H/hRIZH W
Th, IXY T AL LTHRK 20mg (80kg DA 1L 0.25mg/kg, 40kg
DAL 0.6mglkg) #2722 & B O /N3 L TiE, oK 20mg
EFCOMEZEREOKREILCTHETHZ L 2HELET 5, Miprosed
WX DERFOFNC, —RNRIEEDOTA RT7A 2B RT5,)

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
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 is 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.

2. BNCEITHERKRIEER

IHIZ B A UEsME SR (FDA, A—2 F 5 U 745%H)

HADEAHRILD 195 i), 9.6 =347 OHEOZLHIILL FTOLEEBY THY ., FDA CKE
WACE), A=A TV TSRS,
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(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 H) 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
HC1 syrup during pregnancy (see Precautions, Pregnancy).
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 is 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
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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 HCIl 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.

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
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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.

F—A N7 U7 O4% (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. (2026 4 6 HBLE)
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KE OGS SCE PRECAUTIONS

(Midazolam HCI 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 AH) Midazolam Hydrochloride Syrup 2mg/mlL, 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
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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].

BE[E o SPC
(Miprosed 5mg/mL
Oral Solution

: Thame Laboratories,
2024 4210 A)

4. Clinical particulars

4.4 Special warnings and precautions for use

Paediatric patients aged less than 6 months

Given the higher metabolite to parent drug ratio in younger
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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