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BEE—EX

W& FE - HER ES

ACR TNT I,/ LT F = (albumin-creatinine ratio)

AUC VR EE-RER A AR T fE (area under the concentration time curve)

AUC. t RER & COREE-FERT AR N iEFE (area under the concentration time curve
from time 0 to t)

AUCq.» HERRRER] £ COPRE-FEREI# 4 T fE (area under the concentration time
curve from time 0 to infinity)

Cinax B MAE R (maximum plasma concentration)

CPZ Hifk 7 v 7 v~ (chlorpromazine hydrochloride)

DMSO VAF IV AR F TR (dimethyl sulfoxide)

DNA 7 4% U R (Deoxyribonucleic acid)

ECG 3R] (electrocardiogram)

EDso 50% A& (50% effective concentration)

EMS A B AR EETF )L (methanesulfonic acid ethyl ester)

GLP =S ORI T 5 R R O EhE O % (Good Laboratory
Practice)

ICH =3RRI TR E B2 (The International Conference on Harmonisation of
Technical Requirements for Registration of Pharmaceuticals for Human Use)

Lp. JEfENF$E G- (intraperitoneal)

iv. RN $E S (intravenous)

LDH FLEENL K FB%#%  (lactase dehydrogenase)

LOEL B/ N (lowest observed effect level)

LRR EMRE R (loss of righting reflex)

MFD B 5. " fEfcrm H B (maximum feasible dose)

MNIE NG EA T B IRINER (micronucleusimmature erythrocyte)

MTD I KMt & (maximum trelate dose)

MPE SEH)/ER (Mean Photo Effect)

NOAEL MM & (no observed adverse effect level)

NOEL LR (no observed effect level)

NZW —a—U—F 2 RHEYUA kb (New Zealand White)

PCE/NCE ZYPEIRIMER & IEYePEIRMER D L (ratio of polychromatic erythrocytes and
normochromatic erythrocytes)

PE Mfuo 2o =—%E (plating efficiency)

PEG ARV =F L7 a—i (polyethylene glycol)

p.o. BO#5E (oral)

RS X ATFES (relative survival rate)

RS2 IR B BLIAR % O X EF#E  (Relative survival)

RSG FE P AR B (relative suspension growth)

RTG FAXRHESEZE (relative total growth)

S.D. FE#E(R 7= (standard deviation)

SD Sprague Dawley

S-MF IRl on =—@ORBHEE  (mutation frequency of small colony)

tin T (elimination half-life)

% tail DNA Tail |25 £45 DNA OFIS (% tail DNA)

TK F I V¥ F—1 (Timidine kinase)

T-MF KRZEIRAE BB (total mutation frequency)
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26.6 HHERBROBMEX
2.6.6.1 FEH
LIV FARVAEE (CITF, LI~V I ALER) I3 MEREA K ORI AV 24
BERVET G, BRI SA L LTSN TCVAEHRN Y OT PV RERTH S,

TR, B oligk CRLUE SN AR 7 1 7 7 A VDA — 728 % DN o F i
HL7-.

— i EEPERER (HE R OSSO EFIRN R G5BR) 121X, TolfEE LTT7 v RERO~ D 2 FET
SHWHEELTHARONI =T X &AL,

ATERATMERBRIT T v RO YR WO BETRERBRIL T » b, UY X T X RO
NEMHALTEELE, TOMORBRTIE, okl (ELEy b)) LA LE,

BRI SRR ITFIRNIE G- Ch D Z L, FEREERRCIL. SRYWEITHIRNEE (&
W ST E N R ) L, B ClEm DT RBE R L ENR T A 00, AR K E
REOERGER (EWfE, FROFEE, W ONI R U TFFIRN i G- 78 E& 57 EOENIC
£V 1~10mg/mL ORI THE) 2&5 Lz, BIRNERRiR 58 Tld, 1 B oORGRH % K& 24
Reffl E TIER L, BRI HFR SN o GE /W VTG Lz, 2o X5z, #HERBR T
PR E 2R T RE e e IR IR R TG LTz, TP 58 (Bo& 5., BEENEE X
FRRE ) 1T, BEATRER RS EEEICE L TR B GRE TIE e nZ LAV LT,

LI~V T ACEELZEERBRO—EE2HK 2.6.6-1 |27,
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LEITYSLOEHRAR—E

Study type and duration

| Route of administration

Species

Single-dose toxicity

i.v., bolus

Rat; Mouse

i.v., infusion (6 h)

Cynomolgus monkey

i.v., infusion (24 h)

Cynomolgus monkey

p.o. (gavage) Rat; Rabbit

Repeat-dose toxicity
4 weeks i.v., bolus Rat
2 weeks i.v., infusion (9 h/day) Cynomolgus monkey
4 weeks i.v., infusion (12 h/day) Cynomolgus monkey
4 weeks i.v., infusion (2 h/day; 1x/week) Cynomolgus monkey
4 weeks i.v., bolus Cynomolgus monkey
4 weeks i.v., infusion (6h/day) Gottingen minipig
4 days intranasal Rat
Genotoxicity
Ames test In vitro S. typhimurium; E. coli
In vitro Lymphoma Assay In vitro Mouse lymphoma cells

. . i.v. bolus
In vivo Micronucleus Assay twice within 24 h Rat
In vivo Micronucleus Assay in i.v., infusion Rat
combination with Comet Assay | once daily for 3 days
Reproductive Toxicity
Fertility and early embryonic i.v.. bolus Rat
development
Reproductive and - i.v., short term infusion Rat; Rabbit
Developmental Toxicity
Pre-and Postnatal development | i.v., bolus Rat
Extended Fertility/Mating Study | - (initial bolus, followed by an Rabbit

infusion up to 4 hours)

Local Tolerance

Local (Vascular) Toxicity

i.v. paravenous, intranasal

Rat, Cynomolgus monkey,
Rabbit, Pig, Minipig

Other Toxicity Studies

Hemocompatibility In vitro Human, Pig, Rabbit
Phototoxicity In vitro Balb/c 3T3 Cells
Active systemic anaphylaxis i.p./i.v. Guinea Pig
Abuse liability dependence L Rat, Rhesus monkey,
. ip., iv.
potential Cynomolgus monkey
Metabolites i.v. Rat, Cynomolgus monkey
Ames Test, Mouse Lymphoma Assay, Combination of Rat micronucleus and
Impurities Comet assay; 4-weeks toxicity study in Cynomolgus monkey. Single dose
toxicity study in rat
4-weeks toxicity study in rat, Toxicity study of dextran in rats with impaired
Excipients kidney function, Extended Fertility/Mating Study in rabbit, 4-weeks toxicity

study in minipig

7 v NOHEEGEERBR FIRNES) TOEEZEIT 90~100 mgkg ThHo7o, ¥ T ADA
WEEORKME (MTD) X 125 mg/kg THh-o72, P T, 6 RrlEHER 5 Thim 150 mg/kg,
24 R FFER 5 Chem 120 mglkg £ CHEFIRNEE G L=, ZORR, I TL I~V T A
DOEEFERICBE T D EERIERNFED L2, FECHNIFRD e noTz,

4 R E RS FHERBR T, VT 20 mgkg, 7 v T 30 mgkg £ TOFRIRN (BuEEE)
WENARETH » 72, VL ZE AW EE 4 B OFIRNEHEER GRBRTIX, 1 B 12 K E Tof

ARNFFRER G2 K0 |

Beid 60 mg/kg DGR, Fiz, I =7 X T 120 mgkg DG AIRET
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bolo, Yo 2 EEFIRNER R 538 (HERERER) CHBRWE OSFERICER 3 581
R EERIER SR HALD MTD DRFE Shiz, B o 4 HEEFIRNERR S omHE (30
K TN60 mg/kg) Tik, AL, WONIMHIR LK OVERIRENBIZ I, Los L, 5 IEIE
IR THNT e o T, BEWRBMEFT ROFHBIZIB W T, LI~ Y T LAOFEMHEMN TH L #HF
A EIT R L T Lo T,

A G BR Tl E OB MEEAMSEIIHA O TR o7z, LI~V T A1F, KEHRSICX
DR REMER 2R S o Tz, lx ORBRTIX, 7 v b TR LORFEAORM, Y
THRMEEL, MEaFEEL P~ 7 VU v MEORD W NTHIRIRMERDOEE 7 & #7221k
23 B CREITRLEL S U= S RIEME DN TR BTz,

LD 4 E R RER TOAB OB OV ER (ECG) D2 bR bitlz, ECG 7 —# I
DWTCI LMK OHEICFHH L TELE L (2.624 HSM),

by axxT ¢ 7 ZRBRICE D DR E ICRE SN2 LR S L, T v FTCIE
LISV TLA0RBDELLEHNZ LD, 7y MIZOWEOBEERRICHED) Z2€7 /1L Cld
WeEBZOND, LIV IATIE, 7y NCHELNET—F2 L0, FTomEHORBRTH LN
T =B DORLENRENEEZ BN,

t N OREE L OB TIL, L OSEERERER O i & 5 &2 2 W O & & i iR
JE (Cmad) 1. REHZREEARRER & LT 5.9~72 fi%, BEE-REREMAR Fimfd (AUC) 1349 4.7~
S8 EMEIETH -7z, MEMHERE (NOAEL) TiE Cmax T 2.0~2.4 %, AUC T 1.2~1.5 FOIEFERT
HoT,

L~V T LAEEIRNEG RS LA, h=7 A4 P ofkE#& 5 8% O NOAEL (2817
5 HEBERL D Copax 1. FHE T2 E R D Cpax D 0.5~72 5 TH o 72, /LD AUC IZE hD 42~145
fFmmnole, =72 ORIERRRYE (6 KfH]) TiX, REARERKRER & A~ THERER O Cru
28 2.5~6.8 1%, AUC 78 9.1~212 @il T > 7=,

RiE# G- mMERBRICEIT 5 NOAEL 1%, VA KOT v Mo 4 BREIRN  (GudFRE) B3R
TENLN S K20 mgkg Th o7z, PILVOFENRNEHi# 555> NOAEL 1%, 22.5~50 mg/kg
DOHIPHTH 7=, I =7 %D NOAEL IZ 120 mgkg TH - 7=,

BB EMASDE THEME L/EE, LI~y T 208 EEEITRO Do Tz,

LIV T AT, Ty NOZBREROERE TOMBREA, L IIIE - JRIERAICEES
FAFE 2o T, MEDOZRRBER OWIHIIRIE A, I N HEDZ MEREIZ B35 NOAEL (% 30 mg/kg #
ThHoT,

ARV DT NOEMETHIR - BIEREICEBIIA N2 -T2, T v PO - JBIRIC
B9 % NOAEL 1% 10 mg/kg Tdh o7, 30 mgkg T, B 7023 &4 B 22 W1 K ORI IR 0> 55 B4R
FEESEIMMABIER SN2y, T — X OFPANTH W HHEFHERIIZ LW EE XN, ¥
DO - JRIEFAICBIT 23 BR Cld, 5.0 mg/kg CREEWY) OFEAH & K& OMRE GNP 2 B L 7= iR 2
REN OB EREOBD N HZ LD, LI~V T A0 - JRIZICE % NOAEL 1% 2.5 mg/kg
ThHol,

AR R O AR OFAEN N RHEOREICE T 23R CTL X~V 7 A OEBIIER O H L
-7,

Y X OPLEZIRRE / AZELBR TlE, B 2 BRI SR G 2B LEELE T 1 B 1A, &
= 30 mg/kg TEARNE 5 (BUREE TG, £ DkEE 4 R OFiE5) Lz, ARBRoOREE)
W R OWE - BEVEIZ RS9 5 NOAEL (3, &% 5-WifH TR 5-AIRE Ch » o fm i 5- 8 20 mg/kg TH

10
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277,
FIREORGREZMEHT 5 Z L1k BEHAICMAEREEOMIRE, NEORE B &
OVEMED AT AR & RFTREPESOG 3B BTz, 2 OFTRITZEREALIC IR E S i,
WFTIORERTH Z OFEOFRER TH O S BMAVIEE & XBIN TE 2o To, T b OPTRIE,
FIREDO L I <Y 7 AIEWAHREIC L 5 RPTEE LM L, Frei 52 X0 J/RrEE N S
b E ORI —E LT,

7 v F RO IVOERFERBR TIE, VI~ Y T AR U7 B RIS THE D LKA E
EHET DI ENRENT,

26.62  HERSHMHE
LI~y T AOHEEGHEERBRO—EERE (F 2.6.6:2) [TRT,

& 266-2 LIXVSLDEMAKRSEMEHE

Maximum
Species/ Method of Administration Non-Lethal
Strain (Vehicle/ Formulation) Doses (mg/kg) Dose Study Number
(mg/kg)
Intravenous (bolus) . 40/50/65/
Mouse CD-1 25.86% w/v B-Cyclodextrin > 125 [
U ® 100/125
(Captisol®)
i.v. bolus 0/1/2/5/10/
Rat SD Physiological saline, pH 3.3 20/50/100 >0  —
i.v. bolus
Rat SD Physiological saline, pH 3.3 0/1/2/5/10/20/50/100 50 ]
i.v. bolus 0/0.5/1/2/5/10/20
Rat SD Physiological saline, pH 3.3 /40/60/80/90/100 80  —
Oral (gavage)
Rat SD Water for injection 0/3/10/30 > 30 [
. Oral (gavage)
Rabbit NZW Water for injection 0/3/10/30 > 30 [
Monkey i.v. (6h infusion)
Cynomolgus Physiological saline 6/18/60/150 > 150  —
Monkey i.v. (24h infusion)
Cynomolgus Physiological saline 0/30/60/120 > 120  ——

2.6.6.2.1 (oD BRI 2R IEHAER
AR I GHmEeh) . ST - 42310
REES I (G355 . oiET 42119
HEES R (G556, HEERT 421110
RS I (S 5ER) . RRiERT 42302
L=V T h0aMRFEEIZHOWNT, =7 & (CD-1) Z AW CHEZEGEIC L W RFT L [
K:p-vruarxably (W7F—n1®) 2586% (wv)] (. HE%EBRicsn
T MTD 28 125 mglkg CTh o722 Linn, B CIIERES 5 ICo~ 7 X (CD-1) IZVI~vY T
2125 mglkg GEEBEMRHATE) Z AR5 L, 14 BRBE L7, B OEE L R REEIZE, K
B BEREE, W ONSHI R A FEE LT,
BRI IR CTHNI A DR Do T, BLE ST ERARSER  (JE - IRV, HEROT 0 | 17E)
i, S2E. SRR R O TRE . M 0L, MEENAL, ATEMIM] LB, SRR, REEREIR K

11
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LR )LERIE

J o
UBATRT) 13, V=Y 7 A0EBEMICERT S 52 oz, REINENRED Lz (]
= G %ﬁf b 65 mg/kg UL ETHIZ S 70) 28 B O 238 B TH 5 e BHE 2B iz,
TR IC RE AT LI DR o T2,

HEZ ~ I [Sprague Dawley (SD) 1 O#FRINEEE-CTlE, HEEFIICERZE R 8FREH D BIE
v, BFEE (9710 B1)) 1% 100 mg/kg, M AE (NOEL) X2 &FHOEMAED 50 mgkg Th o7,
WATL TR AT 7R 7 4+ — N I XY T AROERT 7 A AT IV O/ EI
ZHZ1L 10 mg/kg (1/10 £1) . 100 mg/kg (4/10 1) }T* 0.5 mg/kg (2/10 1) T - 7= (I EEIEGN -
FeAT L CHEMm LA (D <. 100 mgkg 245 L7=B#ASE L. 50 mgkeg Tl
FENALNTREEORERNE LN, 7 BAR 7 4 —/L Tl 20 mgkg T 4/10 B, 50 mg/kg T 9/9
BN Lz, SEAY TARRT I A A IV Oi/NBERIL. £ 100 mg/kg (9/10
) KTr0.2mgkg (2/10 ) ThH o7,

LI~y 7 208 EMICET 23S uil ) <b. FERofERGEL, LIvY
T LD/ NESEEIE 90 mg/kg (2/12 1)) . 100 mg/kg Tl 4/12 FI235E1C U (ELH - MEFET-F72 L) |
RARIEBOEEIL 80 mgkg Th o7 (WL HIFREARER), F/hBstE (90 mgkg) & HED
D 50% A% & (EDsp) i (4.32 mgkg) & DL 208 5 Th -7z,

2.6.6.2.2 v FRUDHYFORERZOKREGSHAR
RES R GHMTERD . FoRET - 42313
RES R GHUERD . FCRET - 42314
7w b (SD) oHER O GEERR () <% &FFMEES 150 T Y Mo, LIv Y
T L0 (BEAR) . 3. 10 O30 mghkg (WS LERHE & L C) THAEIFRHIRE Q%G Lz, *THBREED
IR A e G U, SRR 10 B2 538 H Q BHE) IS5 L, &Y OX MRS S
VBiE 15 H BIZHIBE LT, B D4R O —CIRIEBIZE . (KHE - BEERNE, MRPIMmA, ik
AR, SREEEIE, IR ORISR AEZ Ei L7z, WTho&5RETH, #
BRYVEICEER T 2 B RITER D b ie oo, ARSI T T, LI+ Y F A0 NOEL IE 30 mg/kg
lEEEZ BN,

UHF [Za—V—F 2 RATA b (NZW)] oHERR DG HEERR (D <. SR
B 5PE, LI=Y T 5% 0, 3, 10 KO 30 mgkg (I Lfgtg b LC) CHEFRHIR D#E L
7o RHPBREICIZBARZ 5 Uz, SHEMERES 3 B2 & 538 H (Day2) ([ZHIMR L, 750 O BEERE
% 2 VCid Day 15 1250 L7z, W OASE R Ok ig@iss, (RE - B ERE, MR SR,
ML ZRRES ., 25 B EE&HE ., FRE OREMR SR E L R L, WThoEEETH,
PR E R 5 233 %ﬂ’bfoﬁﬂotozﬁaﬁtﬁﬁ?ﬂqﬁTf\ L 2 <5 LM NOEL IZ 30 mg/kg
lEEEZ BT,

2.6.6.2.3 HILOEEFRAFRSE4EER (6 HEEFRRS)
ARBRES I GVimE R . R - 42315
BRE2ICDMED =7 A P, LI~V T 56, 18, 60 KT 150 mg/kg & 6 FEfEHi S (f
R AR 12K BEFIRNE G U, #h1% 2 BB L, AR ROk, K

12
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o EEENE, MRFPORE, MEAE PR, ST N G50 O R B PR A 4
Fhe L7,

LI~ 7 LO8EFEEMICEE UIZBRARER (AT, BIR, BIEENE T R OEEAD) 25,
ERECHERFICBIE SN, 60 KT 150 mg/kg B TIE EFELIAMTAEIR, BEEME K OVE i) 8]
LIz, 6, 60 TN 150 mg/kg BEOA 1 BI TGRS A2 BTz, 5% 2 RICRFEHTAITERD 5
R o7-,

I ORI, R ERE CIIRR R G RAEZN DAL, BHKTH 1 R E TRl I
7o mAERETIX, HIROTERNE 544 T 14 9 el & Tl S ivie, BB IC B CHlIE 720
277,

MR AL F IR A CIE, 150 mg/kg BED 2 B CTHE4% 0 HIZ T U 7 AJREEOIK T3 H BT A3,
T BREOETH Y FH% 1 BIZIXEIE L,

Day 13 (25 L 72358 TlE. 60 mg/kg FED 1 ] TGO OEAREEDILENBEZE 4, 18 LD
6 mg/kg BEOF 1 B CTHEEEA OFRARNIZ IR AL O H AW R D Hivlz, 150 mg/kg B CTREFT
FIZH BN T,

B G O BERERR F RO TIE, A NIRO IR, M8 BEDSHE L K O (R IEE A3 <
ONOEHRETH LI, ML OMEBEORENERGRETALNT, LhL, Znb0Ek:
P 5.8 ST IEANIR B O N W AR A BRI A B e v o Ty MARIZ RIS 7 — T L Of&EEE T
R B GENLML, 6/8 B) . BT —T NAKIREBNHK 1 em OEAL AL TEESZ00
28 FIDENM DI T > T, I T —T NS O ML, A & R TEE TH - 7= GEACM -
R, AR B, MEREDRIE O K ORRE I Xmte L Rk CTh o7, Len- T, i
BV RINCPE 5 ZIRI72 286 Th 0 | BEBRWEIC L 2 RFTREYE O FTRENVED & 2 23, TRIE
HTIERnWeEEZ NS,

2.6.6.2.4 HILOHEEFRRAFRRSEHRER (24 BEFREES)
AREES i GHnER . FERERT - 4.23.1.6

HA R & U C R HERES 3 ICOh =7 A P L I~ T L% 24 R IRIN FRe
PG L=, WHRWE 2% RKEIROBEDT—FT VA28 LT, 30, 60 X 120 mgkg % 125, 2.5
KO 5 mg/kg/h OFGIEE TR LTz, #ERWE %2 AP RERICEM LT, TR ERE 1.25,
1.25 O 2.5 mg/mL O Gk #= TR Uiz, #5% 14 AEE L, EX L O fRIRERZ, (KE -
BEERERE, JRRE, MIRFRE, MRACERE, F, 285 EEHE I O R EE T
B & Hhts L7z,

BN/ o Tz, REGETHBWE OBEBRER & —B Lz, —REOEIRA LT,
Thebb, KT, PR, SEERIREE, ALK OV E FEEB O A 30 mg/kg FELL EOHERE TR0
bivlc, oMz, HIR (30 mgkg BEOMED ) . HHR (30 mg/kg #EDOME & Y 60 mg/kg #ELL B
MERE) . BEENGL (60 mg/kg BELL EoDMERE) . ATEMY. (60 mg/kg REDBED A) | FlE (120 mg/kg FED
MEDTR) TR BTz, WTN bR G4 2 HH (G T1% 24 K DIBERF I 6085 T,
(KE - HBEE, RRAE, REORE, MR PR, SR LAOSREERIC, LIV
T LB EICEE U 72 BRI IR D e o T,

PeBRE LN 5 WIRAIET BIT 2 S e o To, RERAER AR ClI IRl 2 & 0 - 2R
OENY)TEG AL (B RKER) 12, BEONBEIEENRD bz, ZOZLIXmEREOHIE, M
BRI Z DT, R COLBE SN DT —T VOYBERIRIBRIC L DB E 6
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2.6.6 EHHEBROMEX
LETVJSLANYIEE

BB BN DN T2, 120 mg/kg BECTIXEEE DD EEE O M A NEIEE RS Sz 2 &b,
ZORECEG Lot E OWRE (2.5 mg/mL 124 U TR &RET 1.25 mg/mL) ORI E T
SR AN

120 mg/kg DE5-ETHEA L= 9B ERE 2.5 mg/mL 1%, RFTEIERS 2 B b3 2 arRedE:
DD NS, RFTHEMEICBI 4% NOAEL 13 60 mg/kg (5 : 1.25 mg/mL) &5 S
7=

L2~ T KAV 24 BERIER RN FRGER 5 L 72356 28 e m 2 i@t s hik o,
A E R B U 7o e B D L3 FR O BTz,

L IvY 7 A 120 mgkg HFGRFO MAETIREE T, ) Corax KT AUCo48 23 3LE F1 2540 ng/mL
S TR 52000 ngeh/mL (23 L7z,
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2.6.6 EtABOBEX

LEITYISLRYIEEE
2.6.6.3 RE®RESMHR
7y P R=TEZROCIALENNT, LI~ Y T AORERGFEMEREBRZ E L7z (£ 2.6.6-3),
% 266-3 LIVYSLORERSEHRAR
Species - .
(Study Duration) Mode of administration Doses (mg/kg) Study Number

SD Rat (28-days) i.v., bolus 0/0/10/20/30 [ .
SD Rat (7-days) i.v., bolus 0/15/30/50 [ .
Cynomolgus monkey P,
(5-days) i.v., infusion (4 h/day) 1.6/3.2/6.4 [
Cynomolgus monkey . 1/5/7.5/10/12.5/
(7-days) I.v., bolus 15/17.5/20  —
Cynomolgus monkey . .
(2 weeks) i.v., infusion (9 h/day) 0/6.75/9.0/11.25/22.5 [

i.v. infusion (12 h/day) 0/12/30/60 [ .
Cynomolgus monkey Lo . 0/12.5/25/50
(4 weeks) I.v.,. infusion (2 h/day) ** treatment once per week  ——

i.v., bolus 0/5/10/20 [ .

Gattingen Minipig Lo . 21/24/27/30/37.5/
(2 weeks) i.v., infusion (4 h/day) 45/90/120 [
Gottingen Minipig Lo .
(4 weeks) i.v., infusion (6 h/day) 0/12/40/120 [
SD Rat Intranasal 0/2/4/8/16 [
SD Rat Intranasal 2/4/8/16 I

For Repeat-Dose Toxicity, the highest NOAEL (No Observed Adverse-Effect Level) is underlined.

* In study , a remimazolam batch containing eight synthetic impurities/degradants and the principal metabolite
CNS 7054 was used (impurity batch, Lot no. | -

** note non-standard design; detailed in section 2.6.6.3.6 Supporting toxicity studies

2.6.6.3.1 v b0 4 BERRERETIREEMRER
RRES I GHERD . s - 42322
#HEs I (SEER) . RRE 42321
7wk (SD) ICVI~Y T A% 1 H 1B 4BEBEEEEL, 2 8MOREHIM AR T, KIE

ghEEEZRH L (. VX~ 7 2 100 20 XU 30 mgkg GERERILERD) BbRE, ¥
e HEAE [25.86% (w/V) B-> 7/ uaFXARNY v (BTFV—1®) % pH3.8 D 25 mmol/L 7 = i
TRERIZAME] . W ONC AP RO BRI 2 55 7o, A BEERE 10 PE2 ) L, BIl&R, xtRREEL OY
i F iﬁtﬁﬁ&% 5VCIZ 2 M OEIE IR Z5%0E Lz, B OAEKR O —ReRB@gE, (KE - 8
SHEE, IRFHEARA, MIRFROmAe, MRAIFRRE, RRE, X axxT 7 X,
A ””EE@EUE\ A ONZ S BRAR A 2 O 2 50 L 7=,
BB GRBRORGRIT, 7> b (SD) @ 7 AfEIRNE S AEREAR (R
72% ICRRE LT, AERERRICBNT, LI~V 750 15 mgkg HARNEEGI2L 0, A%
EENIK T AT, RREA S OVREE R & R & 3 28R O B EREH 23380 H 7=, 30 mg/kg
TG TREUI R GERIC, BIREBZ S S HICHBRREFERN NS bR, ZO)E
WRiZ 15 mg/kg BEO BN & LA TRFEFIFRHE L7, & OMOERRIER T, #EWE O SR EH
WCERT 2 EB 2 Bz, 50mgkg Tlik, 2 HEOEGERZIZ 1 FINKT Lz, FERITEN
PHERIZAE © B e MR & HEER S L7z, AEAFE CTIIFFIE BN D257 & W< DD Dl
RIER RO BITe, O OIERK O TN A LN Z &b, ZO®%FEwRTHT v b
(SD) WL I~V T L0 4 BMEGHAERTIL, e/ E% 30 mgkg &i%E LT,

15



2.6.6 EHHEBROMEX
LETVJSLANYIEE

FRBR I, FERD (BERWE OFEFEANC B L 7o) TROEEF L ORI S R S D
MERED 1 flabrE ., HRYEICREET 2 TIXA LR 2T,

EREREOMERECREEN, AEEREL, JCFRAMT L OV E RIEENK T 72 &, #ERE O $EEER & X
B U 72 BR RS N B BlE STz, W OSER b B G HREIRFE D 5 BITER Lz, #&5ICERA
THEMFEHERO D DIERITRD SN h-o Tz, BEEBETIERIZBR SR o7,

R, REA(E, BHER MK FHIREICED DB IR 2A B 2O B2 )
DOTXBEETHRRICA LN DT, FEIFHAEERH -T2 L THEREOFHANIZH
ST,

30 mg/kg G- REOMERE T, SEHERE & bole U IRl A8 OB 2SN L 72, 30 mg/kg &5
FEOMET, JRE A OFBUHE OBNINFRO G, *FREER QMO F 58 TR O A h ik i %
R LTZDIZKE L, 30 mg/kg #EOMETIT 4/15 Fl CHlA~EEALZ R LI, ZALSNDNT A =2
LIV T ADBIIL N2 T,

HIRRET I, Wb ARBRCHER L7277 v MR b5 MBI AR AT R Th - 7=,

WRIEEHRBE O M OVm FH EREOIEC, FEEHEMICH B2 BB EE&OMBFEO b, &
ﬁﬁ%%@ﬁfm\:@%kﬁ@@%%%?ﬁﬁ%mw%htoammﬁéiwﬁm_%@bt
B P CIE A DR D S T RFTRIZ L R v Y 7 2O GICEEN W LR ST,

B GO ST EER (%8 & PR MERIE OB & OV T &8 12 3810 5 NI O IN) 1%
IvYTLERG LB TIVBEETHY, R (MxREEOBMY & ik LC) & H &R Tl
FECThotz, MEMRKTE, & ER T NI OB N 22X EIE L s - 7=,

Mg DRI~ 7 v 7 7 — 2 OFEBUEFEEE NI \mZﬂﬁwmygﬁEW’%ﬁﬂ%ﬁﬁﬁﬁ
ST, LEER-T, ZOFTRITMIEERICEE L KT AERR TRV EZ 2 b, 2 BHEO
[ IR 2 5E I RIE LT,

LI=Y T AR O 7T — VR 5 (REExHIREE) OB T, Wil oo il SR E
TOFEAMEDOZE L (FEx OV A XOPECHEOMIENZER) D58 b, 2RO
TAERTRBE R NV I~ T AOEHEF CHE CTh o7, AP RIZEIEHIRE TR [EE
DHHIL, LIV 7 AREICGERTAEITITRWnWEE I bl

LIV Y T AERGICRNT 22507282300 L2k R, ARBRIZIH I 5 NOAEL 11X
20 mg/kg & HEE STz,

REHEGIZED GHBD) FFvafxxs 4y 737 A—2 T, 10mgkg H5HERE L
I YT LEEG% S AT 10 0 F TIER ORI S e, — 05 B CNS 7054 138 5-1% 12
] & CIf PR E S RIE ATRECTH - 7=,

LIV Y T ALKNCNS 7054 D ¥ ax 7 4 v 7 /NT A—F2kE (£ 2.6.6-4) IT77,
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LETVJSLAYIEEE

2.6.6 EtABOBEX

& 266-4 SvIrD4BERBFEFIICE TS, LITVYITLRUKEMCNS 7054 D ¥ 3
FRT 4w RTA—4 (HERES RVMN1018, F#F1YfE)

. Dose Co Cmax AUCo-12 A2 tie
Time Analyte mg/kg Sex ng/mL ng/mL | (ngeh/mL) | (1/h) | (h)
Day 1 Remimazolam 10 Female NC? 0 0 NC? | NC®

10 Male NC? 0 0 NC? | NC*?

20 Female 17.2 6.83 0.698 © NCP | NCP

20 Male 4.97 3.90 0.350°¢ NCP | NCP

30 Female 46.1 194 1.67°¢ NCP | NCP

30 Male 131 27.6 3.57¢ NCP | NCP

CNS 7054 10 Female - 20000 14100 NCP | NCP
10 Male - 22800 | 9370 [ 2.9970.232

f

20 Female - 44800 32400 0.522 | 1.33

20 Male - 49700 46600 0.456 | 1.52

30 Female - 66000 75000 0549 | 1.26

30 Male - 67900 82900 0.300 | 2.31

Week 4 Remimazolam 10 Female 9.24¢ 9.24 0.633°¢ NCP | NC"
10 Male 2.49¢ 2.54 0.208°¢ NCP | NC"

20 Female 950 16.9 24.5° NCP | NC"

20 Male NC¢ 19.1 NC¢ NC® | NC°

30 Female 119 4.19 3.65° NCP | NC"

30 Male 167 15.0 4.13° NCP | NC"

CNS 7054 10 Female - 22900 22500 0574 | 1.21°¢
10 Male - 22500 28700 0.545 | 1.27°¢

20 Female - 51800 43000 0.546 | 1.27°¢

20 Male - 50000 77800 0.518 | 1.34¢

30 Female - 70200 85400 0571 ]1.21°¢

30 Male - 77700 144000 0.582 | 1.19°¢

Data from .

PK parameters were derived from the mean plasma concentration-time profiles obtained on Day 1 and Week 4. Plasma

concentrations were determined by 2 rats/sex/group.

NC?: Not calculated; all remimazolam plasma concentrations were below the LLQ on Day 1.

NCP: Not calculated; a mono-exponential terminal decline could not be unambiguously identified.

NC¢: Not calculated; only one measurable remimazolam plasma concentration.

d: Co could not be calculated by back-extrapolation of the first two data points therefore set to the first observed plasma
concentration.

¢ AUC estimates based on < 3 measurable concentrations therefore considered unreliable.

f: This ti/2 estimate should be treated with caution as plasma concentrations were only measurable up to 1 h post-dose.

g t12 estimate based on data up to 12 h only.

2.6.6.3.2 LD 4 B REREEEMRAER
REES I GHUErs) . SoHET 42327
RRES I (356 . SO 42323

A= AFMIVL I~V T A% 1 H 1A 4 BERZERERS L, 2 @ OREIR 28800 T,
gE#EEEE T L7 (R -

LI~V T A5, 10 KO 20 mgkg # 58, W ONZIABERE [25.86% (w/iv) B-> 7 27 % A k
VY (B7FY—A®) % pH38 D 25 mmol/L 7 T RIREHRICIAMR] Zi%kiTT-, *REEN O
PRI HEERES S DT, (K EHE (Smgke) KROHHERE (10 mgke) 1FAFEMEMES 3LE L
7o B OEE R O BOIRIEBLEE, R - A ENE, IRBIAIOMAE, ECG M, Mk FiIMA,
MEAALFHIRAE, JRRE, by axxT 47 A2, flHR, SEREREIE., WONRERRETM
WMt FEhe L, BEEEh=27 A4 i Auvic 14 AESEFERS (D > MTD
ZEITERE LT,
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2.6.6 EHHEBROMEX
LETVJSLANYIEE

Z O EFERER CITMERES 1 JEic LV I~ 7 A% (1, 5. 7.5, 10, 12.5, 15, 17.5 &
20 mg/kg) 5 L7z, 20 mg/kg CRRMENRBO SN2 &b, mngm%¥%n4aﬁ
MER L5 LT, IHEE LT, 25.86% (W) B->Z7 0 Fx X h U v (B FFY—/1%) % pH3.8
@ 25 mmol/L 7 = AR E R I Vsl L CHEH L7z,

WG EER TIE 17.5 mg/kg £ T, #EH (BEEN) K OVKRFRAATA &2 R & 3 2 BRI IR 23 7
Hiv, MEWTIRIEE BB I, THLSMIESE CRIZ SR & LT, BREEK
T, FER 0 RO AL, A NCIE 72 7 — 2 BT TEI S A DT,

14 AMRERE LZ 20 mgkg TiX, #EF BIEA) LK OKHFHATHAR G T EABZE SN
7oo TOMOFER E LT, MECTHRER, IELOMEMABIER I, SELUINO T TORER
3 G-1% 2 IReRILLNIZEIFE L7,

FAERTRBROLMETICBIT DL I~ 7 A0 MID 1% 20 mgkg & #EE Sz,

R TIE, BEFBRNCEYEZ L I~ 7 LICEHET 2729, 10 mgkg & GHEOBEMIT
Day 4~—1 £ TL I~ 7 A 5mgkg &85, 20 mgkg B HREZIZ LV 2~ 7 A% Day —14~-10
% T 5 mg/kg, Day —9~-5 F£ T 10 mg/kg, Day 4~—1 £ T 15mgkg &5 L7,

4 AE OGRS CTHNL R o T, R GEOMEClFBIE SN OERE LT,
RERNGL « IREAMDL, JERCE, IR & ORI TR A BT, 20D OIERITHEBRYE OFRBER (84
§) BT 5 LB X b, BRI PICEETIERO S DIERITBIE IR o7,

LI Y T AEEIZEET 5 LB 2 LN D EREA~OEEIIRB R ITEED bive o 72,

4 B AR B G- O F)aBG-Ai R OB G- B O 581 &L OG- 15 31%12, 2FIZ2O0WT 6 5
ECG # gtk L7z, [AIE I TREC b L 2RI DWW TR URERIC ECG Z ik L 7o, BEVERL R E 1,
IT e OV, W ONC BRI %3 aVR, aVL &Y aVF 2 W T ECG Zitdk L7-, fodk L7=8 1 i
ECG JIEIZ DWW T ECG faE ~ == 7 VT LTz, T7ebb, FEMOFHERA > b GRER
BALAERT R N4 H O 5-15 731%) T, ECG RIFROMENT (5 Hfkei iz THIE L7 RR A&, PR [H
. QRS KL N QT M@ 2EhiL7z, LI~V 7 LAOHFEAORKRE L L T2 HED
B NBE X728, HIE L7245 QT [#lF % Bazett (QTcB) . Fridericia (QTcF) } OF Van de Water
(QTcV) DIFIEITHE > TUHAEL CTHIIE L7z,

ECG & X—RA T A » XITxH I & g L7556, &3 BR#EC RR, PR, QRS XU QT [MEDZE
ksl Sz, RBRBRATOM & Ol Tk, HEIFEONT 5, 10 KT 20 mg/kg BEDOMET, 48 H
O G-HI R OB 5% OFIEMIE QT MR ERE T 2HMICH -7, Lo, kbELIEBEI LD
QT MiIE (QTeB) %45 &, RERBIAARTE 4 8 B OEICE L CRIFLE DO ZAL S IREETH
HINDH I EDND, HBRWEIZEE L mERIEROS DL TIE W EE X b,

R BREOMER OV 10 O 20 mg/kg BEORET, FAEMKRFH 2 ILEEIKFEREFE (LDH) DR
NS, LDH BEIXZOEEOIEF#@M I VIR T Lz, LI~y 7 A0 20 mgkg &5
U 7o MEREEN Y C i, BRI TREC G IEF A% TlRlo7-, UL, xtREEOMETY 4 8H &
118 A ORERF S CTESE) (LDH EEDNK S0%IK T L) BNALNLDZ 2, ZOHBIEIZSW
TOHEMEFIERIIAATH D,

20 mg/kg FEDLE THER K OGFHRRER N LT=2%, EERHANOZELTH » JBHEERIT RN
LEZ BN,

RPN L I =Y T AEREICERT 2 LB 2 6ND ., BRRE SUIIRRERT RITH S e
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2.6.6 EMEHEBROBMEX
LETVJSLAYIEEE

-7,

HIRIEFICEEFNEROD 2P RITRD DR > T2,

RE5- B O RE TR & OFR AT B g E B3 BN L 7=28, [P HIRE TRIC IR o Tz, —H8D
IRECHER IR EEICEAEN A SN0, EF&SEANOSE BE CHERISIER 2, 7
HTHLRBROZEDHADND Z &0, twEREEOZ(LICHEEFIERITRVWEZ 2 b,

JRBRALRR RS CIE, 2R CEIRIC IR RME ST Btk O JRABE 22 b 358 H vz, Bhigo
BAVIT VAR FBRECHAFE L 722, 10 mglkg VA E&2 5 L8 ThdMcnnizbniz, =
DZEAkIT2 EFHEJ@E@E;@F%;E (CRREEASBRL U 7223 SE R R B IE A B A2 D22 72,10 & TR 20 mg/kg
REDMED i THIIVE RSB STz, Z DX 5 RBAbIZgD 7' ) a—47 v ERICHT 5
REIOEZRE L TERY, LI~y T LAOFMER LEEST D EENRBZAbND, ZOEMZ
EEHIRE TRRICITA DR o T,

BRGREO B T2 R RIEMZ(E R O IR A BT, U R~ T AF G CIIpE
RPHRRE & b LT, RETZ LIRS v o To, EHEHIRE 7%, ZIoBEsnid
Do, ZEOBY), FRIETERY VEICBEEAT LI/ a7 U REH LI, IO
ZACITEGEAL O ML & DBENE 2 bivlz, BREOEBMED D720 T &0 B PR TIZ/R WD,
LI~V T AEGRETH O RIS Lo Tz,

VAR GRE CIEE I O 55O ZERRD bz, LI~V 7 A0 10 K120 mgkg £ T
%, BIOZLORENDT ML, MOFROBMARZ AR D O, YLD, 13
<V T DEY IV 4 BREEERHE L7285E O NOAEL 1% 5mgkg & &2 bz, 7 v bd 4 HH
BHERBRTIIZOL IR T TFY =V EHEICL D2 BMELOMEIBEIN T 6T, BFiKE L
THTFY =N OO0V ICAERBERAZER L2 oRSE (i) < » B WoZ(bixsl
BN oTz,

LI~V T AEIRNEGHO N aX 3T 4 v 77— Tlx 5% 6 3 12 B £ T
i AN E FTRE Td o 72, ARHM CNS 7054 O MAE 8 B | 3R ER I AR A o b (B 5% 12 BRRR)
FT, TRTOWER R TRIEARETH - 7=,

LIV Y T LD Crax i3, AIORIMAA > b (51 55%) TREINWLBHRICH T2,

LI~ T AKON CNS 7054 OMAEFHRE L, FEERMER R (1) BENET 0.620
~1.02 Ref] e OV 1.32~1.57 [l Tl L7z, S G- Cld, 4 1 H D CNS 7054 D t1/20-24 % 3.70
~3.80 Bl T, RWKKRMBZER LT,

LIV Y T AD 5~20mgkg &G EHMICHOIEY,. 1 HEEXWY 4 BHOLV I~V 7 LKW
CNS 7054 D45z B AUCo2 13, IZITHEIZHA L THInL 7=,

LI~V 7 LK CNS 7054 OEYEREIL, ML R L, ERIEAONT, REGREEIZH
DN EZEITRO b o Tz,

N¥TaxxTr 4 v I RTA—=FOERNER 26651777,
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2.6.6 EtABOBEX
LETVJSLAYIEEE

& 2665 W=V AFILD4BRRERRIICE TS, LITIUSLRUHKHY CNS 7054 D +

FUOAXRT AV NSA—4 (HRES N B THE  EEREE)

Sex Male Female
Dose
5 10 20 5 10 20
(mg/kg)
Remimazolam (CNS 7056)
Day 1
E:r%a;ml_) 3660 + 87.2 6567 + 1230 12402 + 1920 3497 + 299 6287 + 1510 12230 + 2640
ﬁg-ch(}?ﬁu 3247 + 783 6460 + 1480 15316 + 9100 3457 + 337 5697 + 1070 13542 + 4320
1.06°¢ d d a
twz (h) 0.684 + 0.046 (133, 0.788) 0.620 0.911+0.392 | 0.811 NC
Week 4
agjxmL) 3833 + 473 6813 + 1190 10156 + 1690 4123 + 1090 6713 + 2000 11948 + 2440
g‘;ﬁ](}'lnfl_) 2900 + 1030 5853 + 1390 12880 + 1750 3523 + 989 4930 + 460 11322 + 2540
tw2 () 0.700 + 0.061 | 0.821+0.056 | 1.01 +0.237 0.923+0.510 | 0.797 + 0.069 0.904 + 0.264
CNS 7054
Day 1
(Cn";/*ml_) 9150 + 6490 12403 + 3110 | 30120 + 13500 7270 + 1750 14367 + 4820 33380 + 17500
AUCo12 | 216831890 | y0667 4 9340 | 58540 £17500 | 12767 £4100 | 32233+9730 | 85800 + 44300
(ngeh/mL) | O
157¢ d a d a
twz (h) (151, 1.62) 1.41 +0.04 1.33 NC 1.35 NC
Week 4
(Cn";/*ml_) 7277 + 1170 14417 + 4100 | 28240 + 6860 7773 £ 1570 18033 + 7790 31180 + 11400
g‘;ﬁ}‘}*ﬁi) 15600 + 1470 | 21633+ 7560 | 58640 + 16300 | 18200 + 7450 | 37733 +15600 | 79120 + 29700
1.32¢

a b a b, e
tuz (h) NC 1.56 +0.15 2.54 NC (128, 1.35) 3.73+0.62
Data from_

PK parameters were derived from the individual plasma concentration-time profiles obtained on Day 1 and during Week 4. 5
males and 5 females are assigned in 20 mg/kg group, and 3 males and 3 females are assigned in 5 and 10 mg/kg group.
NC: Not calculated
a: mono-exponential terminal decline could not be unambiguously identified

b: ti20-24

c: n =2, Individual values were shown in parentheses.

d:n=1

een=3

2.6.6.3.3 HIIL0 2 BARREFRIRNFEESEEHER (1 8 9 HEFERERS)

REAES il GrinE e
REES il (Z 4k .

AT - 42324
SCEkfE AT - 42328

EREBERICEMR LTV I~ Y T 5% 4~6 WD =27 A4 ¥LiZ, 675, 9.0, 11.25 KX
22.5 mgkg DA (0.5 XX 1.0 mg/mL Z i G- & CHEH) T, RREIROEE D 7 —7 /L% 8
LT, 1 H9REH, 2 BEEEIRNERES L. (il - 7550 PR A s R i & e -
U7, AREMERES 3 PCAfH L, xPREEE, 11.25 KON 22.5 mg/kg G- HE121% 2 8 i R1E MR
7= OITHERES 2 TCZ B8N LT-, B DS R ORIk REfI 22, (KT - {BATEE, AR « MR
. IRFHEAMRE, BECG ME, MRFMIRE, MiRALFIORE, RRE, FSvaxx7 47
A, HlR, fE EEHE NSRBI A 2 S Lo, RS EE S B REIKE RN (4 1
Free) B5HEER Gl = 5 cE L,

5 A BAEEIRP (4 B Rre) £ G- (il < /4% 5 & 6.4 mg/kg (1.6 mg/mL)
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2.6.6 EHHEBROMEX
LETVJSLANYIEE

O 4 FERIF RS C. BEEAL CIE KIS OFT AR bz, —F, 52 3.2mgkg
(0.8 mg/mL) DFErfe#x G- TlE, FEOFTRIFBE S Rho7c, FRBRClIRemERG &L
22.5 mg/kg (1.0 mg/mL) @ 9 KRG G-IZRE L1z, T OHED 14 A B& G rTRE7R s

HaELt&EEzx b,

FTRBR T, LI~V T ARERETREEDE(L L LTETIZ, IR, FIR, HISESHK
T, 8EER, HIREOKFASRIT e EOBERBE STz, b OB kIL, #BRWE OSEHERIC
Bl g5 & &2 bilc, 6.75 KN 9.0 mg/kg HHEEOEALITHR G/ T 2 Fel £ ClcEE L, —
F. 11.25 KON 22.5 mg/kg # G5 REOFT IR A OB GBMGE CICmE Lz, SECHiXRh -7,

(R, EEFE, R, mE. RAFARE, ECG (QT XU QTe Z&te) . RME., MiKFHIH
&, MRALTFRRER O EEEIC, HRYEICEE L 2B TREREOH 2 E TR O b il
2o T,

P SRR TR OFIR TlE, S REED 2 6], 6.75, 9.0 K T*22.5 mg/kg #GRHEDOE 1 T, #5
A (BES T — 7 VRO EF) (2 AR EOERE AR b, [BIEHIRK TR,
22.5 mg/kg BHRED 1 Bl CEREEMNT (BED T —T Vo EM) ([cetlimsgissne, o
NS DOBACITIZTHBEKRIFEN 2K . BB T —T VEROEH THALNIZZ NS, BT —T /L
2 L D IMEBEDOWEREICERT 2B E B X bz,

W& 7 —7 WA D 2 em WA O MAEEEA Z L C, 55807 O B 7 A 2 5=
i U7, X ZE L 2REOEM T, T —T VAl O N N T — T Vel 6 2 em AR
DFRAL T, M NI DR | iiAg STl A2 RE 0D SAE ANBLES S 4L72, [BIE BIRTHE TIRFIZIE, 22.5 mg/kg
B GREOTE 1 BICRIBEDFRENR I BT, RO RRBEEOEHY CTHLALNL Z L, I
PR E B HRE CEL DR B K OFREN A BKFHTIE RN &b B O 2 ki
BRI T 20T — T VOMEREICERNT 5 L& x b,

ZHRUSAOIRE AR, BRI BE T S FEIIBE SN0 o T,

L72id> T, VI~V T L&Y 2 BMEFHIRN (Fie) &5 L72FD NOAEL 1%, Mk
E B2 22.5mgkg (1 H 9 BFR2NT T 1 mg/mL &R % 2.5 mL/kg/h THRE) EHEE Sz,

Fevadxr g 7 2RI, EFO L I~ 7 A ROERBEY CNS 7054 D) Crax J2
O AUC o4 DG EITIZITHSI L TN L7z, KIEHRGOREIALNT, ML RhoTz,

T aXRxT 1w 7 NTGA—=FERE (£ 2.6.66) [T7-7,
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2.6.6 EtABOBEX
LETVJSLAYIEEE

+ 2666 h=—OAHFILDOLITYTL14 BEBIRNEHRRSIZETS, LEIYIS LRV
CNS7054 O b2 aFxRT4voNZ+—4% (HRES . 7THE

Sex Male Female
Dose (mg/kg/day) 675 | 9.0 | 1125 | 225 675 | 90 | 1125 | 225
Remimazolam
Day 1
Cmax (ng/mL) 406 507 591 1290 340 435 582 1270
AUCo-24 (ngeh/mL) 3500 4370 5510 10900 2800 3550 4980 10800
Day 13
Cmax (ng/mL) 422 574 609 1240 280 433 560 1170
AUCo-24 (ngeh/mL) 3670 4840 5350 10400 2680 3730 4770 10400
CNS 7054
Day 1
Cmax (ng/mL) 1020 1310 1850 3990 919 1050 1730 3310
AUCo-24 (ngeh/mL) 11100 13700 18200 | 39700 8680 10500 16600 31500
Day 13
Cmax (ng/mL) 1290 1940 2200 5420 1060 1460 1700 4170
AUCo-24 (ngeh/mL) 13300 19300 22900 | 53500 | 11200 14300 17700 42100
Data from |

2.6.6.3.4 YLD 4 BRI REFRIRAFRESSHRAER (1 B 12 BEFRRS)
REE S i GEhEED . RRRERT - 42325

AR ) <. 9 oMY, SEERM K OTEEREM AT AT OLITY T
LDy F (R N F Lot no.YMK110831, DEfmmtE) &Y [Zofo @il omEd
M) A LT,

PERE & B REMERER- 4 TCD T =27 A P, 1 H 12 ke, 4 8 REFIRNFHER 5 L7,
BHEEIILV I~ T A0 0 G ABEAEIR) . 12, 30 X060 mg/kg & L7z, 0, 30 2 OF 60 mg/kg
B G REOMERES 2 B1E, BHEELOREEM A BREFTT 27290 4 BREIKRE L7, $OEFER O —iK
WHEBIZE, R - BATERNE, KR - ERE, IRFFPROMRAE, ECG A, RIRA. Mk 7FrIMR
EoR JI[LMQ@E{K%E’J@&E\ Mo axxs g7 A, Hifa, wE E R E W QN B SR A 2
FEhiti L7z,

Z0 4 B GRBOESRERIE, V=7 AV A0 2 BEEFEIRNEHER G5 (.
2.6.6.3.32.6.6.3.3 TH) ODOFERAILICERE Lz, 2 HEKGRBR L LT, 20 4 HERGRBR T
Frfoot G-I 2 12 RERICIER U, $REE O R TRt RSB 2 ATRetE R & 5 b DO D EH &
Z 60 mg/kg IZEXE LT (LI~ T AOPRE 2mg/mL % 2.5 mL/kg/h O#EET 1 H 12 R 5,

4 HMOZEG MBS, 2L I~V T AEGRECERGGHN 2 RN OEEKRTERZ E T, K
FIHAT, B IEIME T R OCEIRDM B S, 30 KT 60 mg/kg #E5-8ETld, HGBIA%K 2 B
M2 D8R, BN, EIRE OVRIERENBIZR SN, 2O OZALITHERY E O K2 FEEIC
BT 5 & &2 bivio, 5K OREEIF IR CEIL e o Tz,

MEFRRA T, RIMEREL, M FRRE K N ~~< b 7 U MEOWEA, WOV KRR L ERE]
B OHMAZED BTz (60 mgkg FG-HE), EIEMMICRFEITRIIA OGN oT,

WO TH G L OEEBM 48 L T, ﬁ-@ B, R, mE, REFERAE,
ECG. RIEAE, MRATFAIMRA, FE EE, FIH & OYR B 7O A I IR B B L
T BT RII A B o T,

P 5507 00 I RR BT L K OV BEAR AR AT WX B RAFIE D 72 < BRI B 2 51 & xHRBEO B
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2.6.6 EtABOBEX
LETVJSLAYIEEE

THRBBEE R ORENFRR T -7z, ZOFTRIZ. BED T —7 VOB E K 3 5 KOG

PEREE LB X bivTe,

IRIMER ST A —Z ~DEH)NG . NOAEL 1% 30 mg/kg & #EE S 7z,

v adxr 4 7 2 LT, LI~V 7 AKOZFOEMRHY CNS 7054 O MAEFIRE (Coax
N AUCo04) 1T, MEREE I G EIZHHI L THIIM U7, Crax 2 N AUCo4 (I KB 5D 228 1T
AT, HEEL oI,

N axxT 4 v 78T A=K ERE (3 2.6.6-7) [TR-7,

& 26.6-7 AZVAFILDOLITISL4EARBEIKA (1 B 12 K@) HREEICEST5. L
RVUSLRUCNS7054 D X2 a%imT 4 v 7/35 =% HRES - 7 T1H916)

Sex Male Female

Dose (mg/kg) 12 | 3 | 60 12 | 3 | 60
Remimazolam

Day 0

Cmax (ng/mL) 364 983 2220 374 1040 2160

AUCo-24 (ngeh/mL) 4040 11200 24400 3920 11500 24800

Day 27

Cmax (ng/mL) 448 1000 1690 343 845 1600

AUCo-24 (ngeh/mL) 4830 11100 19800 4050 10000 19100

CNS 7054

Day 0

Cmax (ng/mL) 1090 3550 7240 1160 4170 7670

AUCo-24 (ngeh/mL) 10700 41100 83000 11300 42600 80700

Day 27

Cmax (ng/mL) 1470 3640 6030 753 2710 4040

AUCo.24 (ngeh/mL) 14800 40100 65500 9800 32500 49500

Data from_

2.6.6.3.5 =740 4 BFFRRNFERSRER (1 B 6 FRFERERS)

wWEES R GHEER) . fCEERT - 42.3.2.10
REES P (S3Ek). HERT 42329
AR5 (D </F. I=7% (Géttingen) 2L I~V T A0, 12, 40 KT 120 mg/kg D JH &
4 FMFIRNEE S Lz (SEEIRNBED 7 —T V&8 L TR G R E 4 mLkg/h T 6 REFFi*
H OV T 7 =2 KT 0.9% K YT F A b T2 40 1.4% % 54T 5 0.9%HLT U 7 L),
B REMERER 3 VCA A Ui, BIE. s BREE R OVF A B i CIMERES: 2 TTIC 4 T8 o [ 1) 2 5%
Hko%%®$%&@e&%%ﬁﬁ (RE - BEENE, SEHEERTM, SR - ERE, RE
TR, TERMRAE, ECG M., R, MK FRIMA, MikEEERRA, mmém%m&ﬁ
k%v:#374ax Hife, s B EERE, WEASFORA, Bl g Hmd 2 %=
B L7-, BEHRITZI =7 X2 14 B 4 U 6 BEEFRIRNERi% G- L 7235k (-) DGR A S
WZRTE LTz,

I=7% (Géttingen) @ 14 A EZREAR (D <%, 4~6 KO LR R Ik
B2k, LIV IS ALIXY T AEHIELE,

AR T, B8, RIHAMT, FRVIEEEL, MEN, BREBK T, AR, HEER), %F%)u
DREE K ONRHEZR & OB E T B L 72 ATEN (LR b Tz, b B ORgis 57T
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2.6.6 EHHEBROMEX
LETVJSLANYIEE

IV T LD 120mgkg BE (NUOVEB E L) CTEEERNRD BV, 360 4y OFFkci 51
I S O 544 T 14 60 43 £ TIER DB Sz,

B G-ERAL D P IRADH B AL C M AT BE DR LA 3 380 v, ZOBIIREL T —T V& i@
L 7= Ffe e G- O BN T BT 5 & B 2 bl

BUEL ST — IR IR O FEFENCBIE S 2 & B 2 DAL dy, Fefsedk G Ok ks
JRFTRARMEC D D HIRIEAT A L TOL I~ T LK ORI - OBWE C& 5k
G ER ORI D, HERERROEmME (120 mgkg) 135 mERkmMETH

ST,

FRERTIL, —RREEZEICBN T, LI~V T ARG LB RITERD S
7o Frgit G- M O 548 T 1% O BEFREH 2 35 & ORI U ~D pinch FIIZ33 2 K
JED A AT L VFMI L2/ R, LS~V T A% #E L= 26 CH B 2 85 235
ST, SEEERIIRGRAE: 5 50 TF T h—ITiE L., 6 B ORH#5- hiflkiss LT. KRR
THEGH T 20 45, TROEHER TR T 70 5 F TR SN, Day 1. 4, 7. 14, 21
o U8 28 \ZFFAM U 7= #% 5B A 350 431 D #EER 2 22 7 O FHAEHEHERE1E, 12, 40 KT8 120 mg/kg
BEORETENZ 1.31£0.63, 1.86+0.21 X 2.46+027 (FITHTHM06) WU 0.22+£0.17,
1.11 £0.40 X T 1.87 +0.55 (pinch BT 6T 5 ) . METENZH 0.75+0.27, 2.21 +£0.14
2.58+0.21 (FITRT 2 58) WONT 0.44 +£0.54, 1.50£0.41 2 (1 2.40 +0.47 (pinch FLIZXF 95
&) Thotz, MBEEOA 27TV E 0.00 = 0.00 TH-T-,

TR Ok R 2 B 2RO — OB ., OB JOIRISERET 285 IIRNO 7 —7 v
Sesmtb O A I RTS8 B vz, DEFICIE, BED 7 —7 VUG R — b~ RIE
BOGHKED SR RS 35880 B L7z,

FERALAR PO CIX, IR R 2 S e 2B, RIS h T —T A COIEGEIR) 12
Tl 4 DRIEESE 2R T HENTES Hivlz, b OZITRki R 5 O 5L (BiEh 7 —
T VA DEOR) 1~2 em B FICERE) SRR U EBREICBET 22 Tldhne Ex b,

REZAL, BEE, MJE, KR, ECG A, IRFHRY,BREHRAN IR RE ST A —2 (L
WA, IR FRORE, IRRA, BRE, B HESMELOR FERER) (23, g
WZBE T 52 2T b o T,

AT IR SN o T,

AR NOAEL 13 120 mg/kg & HEE & 41, Bk o F Rk ok CHERL L 72 1597 & 3% 5. AT Rg
ikEHAE TH T, £lo, RFTUSIERHE G- ORI FEICEK U, #8mE IcBEET 54
LTIz 2R aEnT,

LI=Y T LMOCNS 7054 (L =T AEMREH) (2oWT, hFaxxT 4 7 Al
Fhi Uiz, LI~ 7 LABEITK 030~0.78 BEH D tip TR L7z, AUC Tid, Bn& 58I
JE U THBME IRE SN Z RSz, BEHFTIZ L I <Y T LAOFERBITE D HI20
-7,

LVIVY TLKRNCNS 7054 D X ax 327 4 v 7 /XT A —FDEEFR 2.6.6-8 [ZRT,
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266 BHRROBEX
LITYSLRY)EEE
% 2668 I=TAMLITYSL4ERBIRN (68 BGEREICETE. LIVYSLR
U CONS 7054 O F L a%5T 4 v /854—4 (ARES g BTFHE

Sex Male Female

Dose (mg/kg) 12 40 120 12 40 120
Remimazolam

Day 1

Cmax (ng/mL) 461 3756 12756 1376 1727 4618

AUCo-» (ngeh/mL) 2692 17175 55543 4413 9297 23682

Day 28

Cmax (ng/mL) 497 2286 9879 662 1398 6385

AUCy-» (ngeh/mL) 2587 12583 44618 3419 7915 30013

CNS 7054

Day 1

Cmax (ng/mL) 1944 6044 26486 1872 6198 15735

AUCo-» (ngeh/mL) 7574 32923 308317 8907 34499 77576

Day 28

Cmax (ng/mL) 1315 4892 27306 1432 4258 18716

AUCo-~ (ngeh/mL) 9749 28614 386514 8156 24307 103318

Data from |l
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2.6.6 EMEHEBROBMEX
LETVJSLAYIEEE

2.6.6.3.6 BRI E 1A ER
2.6.6.3.6.1 YLD 4B R E#IKANFRESSHRER GE 16 2BEFRRS)
RRES I (4556, ioRERT - 42326

A5 ulll) <. SRMEES 4 ICoh = A FicHEBRmE il ciiEshio Ly
V745 IR % 125. 25 KOV 50 mglkg (NUOVEREE LC) OB CHIEEIRD 1%
H L7z, Bt U CEEEE2®E Lz, &512, ftho 1 BHCHEEE LT4HY VF Lo FEk

o EEoL I~ 75 R * 25 mgkg DHAETERE Uiz, K TTET DA
BRI DT T, B ~ORGIIER O G 28 AR (F 55 48 mL/kg/h, 5 /7)) K OMWE
Fi) (B 50 FE: 8 mL/kg/h, 2 RE[H) 1040, B 1 [l 4 HEEE Lz (Gt SIS, ok
Hp#EH (Day30) I[CHEBEMELES 2 lCAH L, 7% 0 OB EHE IR TR (Day 43) 1285
L7,

BRI T, RE, IR, IRFHEARAE., MERER. migkEERE, MmiRAE LR & QYRR
BT, AN LB bl s e o iz, BWE 25 LT X CoE <, BFRIE
W (PR OFsthiR) BBl S,

BB 1 R ©, FAIB GBI ITRIBAS T3 A DLz, [RIERICIRABE 50E L s i
L QT MR ER L7 SRR GRED -, AE7R QT MEOIER A WIEl& 5% 4 KfH] £ THIEE
iz, WEHERGRTE TIZiX, ECG /87 A — X IXIEFICR T, EMERTBREOBY CI1X, #5 A
WZBE T RIZRD o7,

BRI I SE BN e o 7o, FIRRAT AL O B B & T, JEANC R L 7= B FT T A b
o Tz, FEIAOFREAME T IMA CIX, mAHER (R5EDRE 2.5mg/mL) T 4 HEHEE
BRTREC, WEGRAE L, ARl NS (8 8 PR 2 3 de) /8 BE oD BAAZHE e 121 R OV HH I 72
&L BREED O P EEE ORITMER S 358 BT, 2 HEEOEEHIRIE TRICIX, &G 5HAL ORI
PEROSIT BB RlEE L,

AN BIE U 72 Z LIS O HR 1T A D e o 7z,

AR D NOAEL (% 50 mg/kg & HEE Sz, ZOEREEICBITAHTRE LT, BARER (FAIR
K Otifg) . AR T, DHERA . QT MIRIER . #BEH-EAL O RISHERZENRD bivlz, Wi
NbEEEOFT R Th o7,

LIV TALKNCNS 7054 D ¥ ax 7 4 v 7 /NT A —=F&kE (£ 2.6.6:9) IT77,
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2.6.6 EHRBOBME
LEITYILRYLEEE
+® 2669 Hh=ZOAHFILDLITYIL4BAEBRAFHEERSICE TS, LEIYSLED
CNS7054 D b ¥ ax 3T 4 w95 A—4 (RRES . THiE)

Sex Male Female

Dose (mg/kg) 125 | 25 | 50 | 25* 125 | 25 | 50 | 25%
Remimazolam

Day 1

Cmax (ng/mL) 4573 8856 21012 8588 3954 6051 14221 6938

AUCo-26.083 (Ngeh/mL) 12533 24646 48622 24594 11586 18474 44447 18967

tuz (h) 0.87 1.01 1.10 0.87 0.95 1.20 1.38 0.96

tmax (h) 0.58 0.08 0.58 0.08 1.08 1.08 0.58 0.58

Day 29

Cmax (ng/mL) 3913 7031 12225 6630 3173 5187 10105 5846

AUCo-26.083 (hgeh/mL) 10018 18784 34428 17421 8083 13406 28100 12715

tuz (h) 0.74 1.06 0.96 1.08 0.94 0.93 1.17 1.00

tmax (h) 0.08 0.58 1.08 0.08 0.58 0.08 0.71 0.08

CNS 7054

Day 1

Cmax (ng/mL) 13049 39126 108107 | 29810 13883 34198 73278 33382

AUCo-26.083 (Ngeh/mL) 46501 131482 | 515384 | 99221 43897 112381 | 286167 | 110711

tu2 (h) 1.37 2.63 2.46 131 2.15 1.97 2.59 1.05

tmax (D) 2.08 2.33 2.58 2.08 2.08 2.08 2.08 2.08

Day 29

Cmax (ng/mL) 7346 27979 67358 25396 9572 24818 45998 23877

AUCo-26.083 (ng*h/mL) 22476 90119 | 266800 | 96242 28436 85257 | 159811 | 83784

tuz (h) 1.78 1.85 2.21 2.11 1.99 2.52 241 1.85

tmax (h) 2.08 2.08 2.08 2.08 2.08 2.08 2.08 2.08

Data from |

* Original reference product

2.6.6.3.6.2 Braiks
Zv hEHWT LI~V T LADOREREERGIZ L DI a2 et Lz (F2.6.6-10),

£ 266-10 LITYISLORERERERER

Species (Study Duration) Mode of administration Doses (mg/kg) Study Number
i.n. 0/4/8/16

SD Rat (4-days) ™ 5 [
i.n. 0/16

SD Rat (3-days) ™ 16 I
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2.6.6 SHHBOBEX

LITYSLRY)EEE

2.6.6.3.6.2.1 SYMDLITYSL4HEREREKREEMHR
Ry [ GHEEE . SoeEnT @ 423212
AR Il (556, ioRERT 423211

AR5 (D & VI~V 7 ABNEASNTSEEEE LT RER GBI 2 R
OFHME R E TORMBRE R ONA 4T XA T YT ¢ ORFHEONS 14 B RIASEE o[alE
OMPERRE LTER L, £/, LIV TLANMEMERZN ST, MREGERAE L CEEE
A ARRSRIC BT 2 I DN T H R L7z,

HEZ ~ R (SD)IZ, L R~ T A 4.8 XiE 16 mg/kg (FEBEAHAE) (CHH24 95 1,2 XiE 4 mg/animal
T4 AL, B L <X 2mgke T4 HREFFIRNE S Lo, GBI TRFICERE 5 LA R
i L. MoOFRE S PL& [EE MK TRICHRAE Lz, £72. BY@EEMir HoRmo-o, Blkh
T—TNERE LW EER Lz, S OAE R O RIEEER, (KE - BEENE, $EE
MFHE, P axxT 4 7 2, S ORI A 2 5 L=, ARBRICB T 5% G
BT v b a2 AR s (D o6 R E S X RE L,

7 v POWRERERR (P2 axx7 7 275 (R ' #7 v Mok
I (S HAKROI, 1%F Mo XA 20%HR ) =F L7 U a—)v (PEG) % & EeiEst K]
L TRERG LA D, LI~V T 50 MID i E e kE /& (MFD) % B
ST D BRTHER Lz, pOMEE G 5RClX, MTD XX MFD ([ZET 5 £ T4 g%
WG L7 (BB EBT3~4 B0+ v 27 7 M2 7). RO EE R &% 5 RER

X, RICIE L RkE % 3 B RRESUTEIRNE S LT,

MFD @ 16 mg/kg % 100 uL/animal (2 x 25 uL per nostril/animal) T#5-L7=, RFTASEL O
NAFTXAZEY T IS E, EEMERGHBR CIIKBREZEMR Lz, LIvY T7L0
b Cld, MEOEBIEANBIEINTD, FHEOBHIRNE G 1ZEONRITED bz
Mol

UbkoXoiz, 7y hofEMRERGRBREZBELTLI 7/7A®%ﬁ&5mﬁzﬁﬁaﬂ
ThO., BIEEEGEEy v a CEOREEN RAFT, FIRFE TESIREBICETITRD bR
Mol

V?vY?Amm%W%&ﬁbtzmﬁﬂﬂ%%F%V%ﬁﬁ?é%%ﬁ%&%bté%f3

H & 5% 2580 DAL W B RO LI D LI EE L B 2 bz, 2Bl EoK
WG E LS otz UL, ZORBRTIXBEIEEOF G Z L T\ 72, EFHKIE
X M2 ® DT PEG % & TRt & ik U CHERRRES B I CREMEDMRVY) TH 0, BN
HEEEDOBRBENG LN, 207D, ZO%RERT 2555 32 BA oy
& U THES AR EY) &OHIW STz,

FBr ik, MBI THI R oTz, LI~V T AERERS LB OITEI T X
— & RE K OB R ISR E (BT 2 2T bie i o 7o, FIRR RO AR A Tl
JRIFTR AT BT 72 2RI TG00 BV o 7o, FFGREE (SIPE, SWHEHR, Else, MeoE, <&
e OViti) @rfﬁn‘\ﬂ%ﬁk%lﬁ/ﬂ*ﬁﬁf\ PERE I BET 2 BT A R0 Tz,

PLEXY ., REEGIZX 5251972 NOEL 1 16 mg/kg LA E LW <, RpTAEMEIZBET %
NOEL /X, 7 v FORPENRmHIELZ 14em? & LT, SFENHEREIZE LT 0.29 mg/em? IZFH4 5
4 mg/animal LA I &l <7,
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2.6.6 HHHBROMEX

LIIYSLRYIERIE

KRR TIE, VI~ Y T AOMEFRETWVTAORETHER FIRAM Th o7z, MR
FIZL I~ Y T AR SN R Do T DlE, Ao kliEn 27 7 —B o L 53k co
REEEDEET D LB 2 6T, Lol > CTUEGREI T L I~ 7 AR S e o 7203,
Y ORMIFRIZBTLEREOL I~V T AREZMMRL TWRWEEZBND, BWOHERY)
B\ X DIRERICB T D HIE, Y CNS 7054 o Mg REN LGN EEZBND,
Day 1 DK, F R OEHEREIZEIT D CNS 7054 D Cuax 13, ZAVEIL 575, 1442 J X 2443 ng/mL
(REFEBIE) CThH oz, KRED AUC 1X, £ 24 10444, 25340 K 1) 47676 ngemin/mL T > 7=,
UbEXY, VI=Y T A0RGEE TR T2 HEEOIT RITRD o7,
ML axxT 4 v 7 T —Z T OFER, BRERS DN RhoTc 2 & L —H L TRARE
WZEDNAFTRAFGEY T A PMENZ ERHLMNERY | BHEO= T T —BIEEL DT v
R O S AR L2 B 5 ATREME S 2 BT,

T, RIBERZ N S 7e\0) BURARE R 208 L7 O TR ~DOIREE C. B SEERER
DOIERITIEHL L e Efim S vz,

2.6.6.3.7 RERGEHHRICE T2HMDIREE

SR 22 BRI IR O R BUC L 0 BERBRIC B T 28 OBREN R I, MRy axxT 47
ALY T —H & U CHE &7, Cnax X OV AUC fE2> 5. NOAEL (Z331F 5 MR DR A3
L& ol 3R 2.6.6-12 LK 2.6.6-13 T B OREELFHAS T 5 FORERE & L,
B ONREE B L 55 1 AESREER (CNS7056-010) THEIZ S/t NOBREENOHE M LI-RE R
AR, YRR CIIkE AR CREMMBR G SN2 LD, (RPN TIELE LT, &
DEFRARR A AEEN ST — & &35, ZRBOBE I U7 Cr XK TVAUC 22 2.6.6-11
W,

* 2.6.6-11 £ || fEEEEKEER CNS7056-010 TERE I hi-E FDOBREEE

Parameter Remimazolam CNS 7054

Mean Cpax (total) 4.951 pg/mL (11.3 pmol/L) 18.4 pg/mL (43.3 pumol/L)
Mean Cpax (free) 0.40 pg/mL (0.91 pmol/L) 1.54 pg/mL (3.6 pmol/L)
Mean AUCo. (total) 6.881 pgeh/mL 65.7 pgeh/mL

Mean AUC (free) 0.557 pgeh/mL 5.52 pgeh/mL
2.6.6.3.7.1 =URFRE

7 v b0 4JEEE G BRI CIE, RUEFHED NOAEL (420 mgkg TH -7 (S -
2.6.6.3.1 IH),

7 v N T, BUEBEEZ O M RE IR G% 5~10 »E TRIERRECH - 7=, —J7, W
CNS 7054 O MR 5% 12 K CTRIEARE Ch o7, 7y MIBITHLITY T AD
Crmax [ X, RAORNE R R TR S 72,

T R TIEL I~V 7 20RO CGHRONZ Enn, ZO(LE Yo iEERBRIC#EY e T 1
TIERWnWeE2 b5, 20D, T owEOFERBR CRONICRRT —F IcEEZ ZEL,

7w MZLI=Y 7 A0 20mgkg (NOAEL) &30 mgkg (mih &) N =27 A HL
L 2= 7 A0 5mgkg (NOAEL) KT 20 mgkg (& 5-8) #XnLh 4 BEEHEHE

(O 26631 HX0 . 26632 H) ROV aXRT v I TS ER
2.6.6-12 | 2R,
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LETYSLRYIEE

2.6.6 EtABOBEX

& 26.6-12 Y FRUVDZVAFILORESEFIHRICETEILITISLDOLEREE

. Dose Dose Level Cmax AUCo-12 Exposure Ratio * Exposure ratio fl;]ee
Species Study Characterization Gender (mg/kg/day) (ng/mL) (ngeh/mL) concentrations
g/kglday g g Comas AUC Cunax AUC
Male 3.9, 19.1 0.35, NC 0.001, 0.00005, 0.003, 0.0002,
NOAEL 20 0.004 NC 0.01 NC
0.001, 0.0001, 0.005, 0.0004,
Rat Zmit Female 6.8,16.9 0.70, 24.5 0.003 0.004 0.01 001
@ Vybolxuls) ! Male 27.6,15.0 3.6,4.1 0.006, 0.0005, 0.02, 0.002,
o Highest dose 30 T T 0.003 0.0006 0.01 0.002
studied ° 0.004, 0.0002, 0.01, 0.001,
Female 194,42 17,37 0.001 0.0005 0.003 0.002
Male 3660, 3810 3180, 2750 0.7,0.8 0.5,04 2.1,2.2 1.3,1.2
I NOAEL 5
- Female 3490, 4020 3450, 3420 0.7,0.8 0.5,0.5 2.0,2.4 1.5,1.4
Monkey 28-day toxicity
(i.v. bolus) Highest dose Male 20 12300, 10000 13800, 12800 2.5,2.0 2.0,1.9 7.2,5.9 5.8,5.4
studied ¢ Female 12000, 11700 12900, 11100 24,24 1.9,1.6 7.0, 6.9 54,4.7
12 mg/kg/h initiation +
Human CNS7056-010 Mean values maintenance infusion at ca. 4,951 6,881* n.a.
1-3 mg/kg/h
Data from | - I - CNS7056-010

Two values, where indicated, denote mean values at first study day (left) and close to study end (right).

AUCo-24: area under the curve from time 0 to 24 hours; NC: not calculated; NOAEL, no observed adverse effect level
a: NOAEL/observed human exposure

b: corrected for differences in free plasma concentration (rat, 29.5%; monkey, 23.5%; human, 8.1%)
c: Findings were an increased incidence of urinary blood pigments (females > males) and protein (females).

d: At this dose level, in single animals minor renal lesions and unspecific liver changes were seen (not associated with changes in laboratory parameters).

* AUCo-t
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H=7 AP TE, LI~V T A ROMREHY CNS 7054 O MR N 5% 6 T 12 B £
THIERRETH - T,

LI~ Y T LD Coax 1, HERRMOWPER S (5% 1) CTBEINL2EHMIZH -7,

IERER S 1Tt OEIEDY 0.620~1.02 R (L 2~ 7 &) KT 1.32~1.57 i (CNS 7054)

T(ﬂi/)\bto EHMRTE Y, S5 B CRE I LT LE, KERG®%ICERED
IREIZ A DL o T, EYENREITRHEICHIE & B 2 bive, EFREEICHEEITA LR
7o

B O MAFEFREICHK S e NOBBERL KT L, V=74 PLOQEFHETIE, RE
B 72 B PR FRBR DI TR 5 & HhXC Conax 1X 7.2 %, AUC 1 5.8 580 > 72, NOAEL TOIRFE &I
RFEW 2 EERRBR OMEER R & X T Cuax T24 %5, AUC TS5 EEMETH- - (F 2.6.6-12)0

2.6.6.3.7.2 FAIRA GRS

H=IAPNVERI =T HEHER LT VI~ T AOFIRNERG R 512 & 2 32 Rt Lz,
Yro 2 18 (S . 2.6-6.3.3 HH) M U 4 [ A F IR e s G- (O . 2-6-6.3 4
IH) T, NOAEL [ZZh 4 22.5 KN30 mgkg THHo 7=,

FARFR RN R 53R Cld, B TRl i mIRBE BN ER SNz, SREDOL I~ Y T A
AT BRI 5 CRPTRIMME A2 R~ 2 L M b TRY . BE#EOBEAND I =
DI KFH5R ) 1 mLkgh, $WT 25ml/kgh THD V2 Eenh, ZORGEEZEZ25Z L1
TER,

2. LI~V T AOHEFHERNC L0 Ry E O RRHE G ITBEEOR D AR L, £
NEM DR IRRBICEEZ T T AN B XA 6D, LR -> T, Rtk 5ROk ERE
RefEliZ 1 B 12 REEICHIBR SN D,

PR E OB I T D 2B NREE B OEH

o EMERBRCHE A FTRE R A G REIT, WL O OHIC L VRRAR S 5, DY A Xz
XV 1 T 2mgmL LV EREDOL I~ T A&k EGTeRHGR GRG0 R ]
B Z R T2 ENM BTV D, B TR AEZRIREITIXRA N H 0 | BTk 5k
N3 2 Z & TR T E R, o, AL OIET I FHIRED D & IEERR BRI
T DR EIIHIBR N H D,

o INEMEEREIII =7 ¥ TEMINT (NOAEL |2 7‘5:&%@”/@“ R ) . FRERY 2
ERIREER (CNS7056-010 3k, 2 2.6.6-11 KU 2.6.6-13 ) (2B 5 M DI
T D L Cox OV AUC TENLEH 4.8 5K TN 15.1 5 VIR R ER ST,

o =AYV NLORBRTT. Nl (266361 H) TRERERPBIZEEINT (Cra
THK 72 1%, AUC Thek 14.51%),

o =AY DKEFIRNFHR #5758 D NOAEL IZ31) 5 Coax 1. BEHERBRICH T 5 &
RO Crax & HHEL T 0.8 fi5, AUC TIT 485D FERTH -T2,

o VILDOREHGEMRBRICBITHL I~V T LD i, 0.620~1.02 B O#PH (Bos
W) IZhoTe, I=T XTI, tip? 0.30~0.78 R OHIPHIZ H - 7=,

o X TVAXIT 47 AT THEEEIRBOON R oT2, LI~V T ARURHY
CNS 7054 O Coax XY AUC 13, $E5-EICHFI L THEM U7, KER 5% ICHEBRYE
IEERNICEE L 2o T,
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2.6.6 EtABOBEX

& 26.6-13 A=ZVAHILRKRUS

Z 7 OREHIRA () BRERRICETSHLITVYSLOEHRESR

- Exposure ratio free
Species Study Chara]c)t(:‘,sr?zation Gender (r'ilos/iL/fivael) Cmax (ng/mL) (;\ Uh(/::nzlt) i concentrations”
gy g Cunax AUC Conax AUC
[ NOAEL Male 1290, 1240 10900, 10400 0.3,03 1.6, 1.5 0.8,0.7 4.6,4.4
14-day toxicity . . 22.5
(9 h/day) (highest dose studied) | Female 1270, 1170 10800, 10400 | 0.3,0.2 1.6, 1.5 0.7,0.7 4.6, 4.4
NOAEL Male 30 983, 1000 11200, 11100 0.2,0.2 1.6, 1.6 0.6, 0.6 4.7,4.7
2my Female 1040, 845 11500,10000 | 02,02 | 1.7,1.5 0.6, 0.5 48,42
Monkey (12 h/day) . , Male 2220, 1690 24400, 19800 0.4,03 3.5,2.9 13,1.0 10.3, 8.3
Highest dose studied 60
Female 2160, 1600 24800, 19100 0.4,03 3.6,2.8 1.3,0.9 10.5, 8.1
[
280y toxielty | NOAEL (highest dose Male “ 12225 34428 2.5 5.0 7.2 14.5
2 h -once per studied) Female 10105 28100 2.0 4.1 5.9 1.8
week***
. NOAEL Male 12756, 9879 | 55543, 44618** | 2.6,2.0 8.1,6.5 6.8,5.2 212,17.1
Minipig 28-day toxicity (highest dose studied) 120
(6 h/day) Female 4618, 6385 | 23682,30013** | 0.9,1.3 3.4,4.4 25,34 9.1,11.5
12 mg/kg/h initiation +
Human CNS7056-010 Mean values maintenance infusion at ca. 4951 6881* n.a
1-3 mg/kg/h
Data from |- .- CNS7056-010

Two values, where indicated, denote mean values at first study day (left) and close to study end (right).
AUCo-24: area under the curve from time 0 to 24 hours; n.a.: not applicable; NOAEL: no observed adverse effect level
a: NOAEL/observed human exposure.
b: corrected for differences in free plasma concentration (monkey, 23.5%, minipig, 21.3% vs. human, 8.1%).
c: At this dose level, changes in erythroid parameters were observed.
*: AUCo-t; **: AUCo-0

***: note non-standard design; detailed in section 2.6.6.3.6
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2.6.6.4 BinEHRAER
EIRZRE AR 2 3B, ~ 7 AV v 73—~z 2 B LT v MEBEE VD in vivo
IERBRE 2R FER L, LI~V T LAOERFEMEZRFI L. (3 2.6.6-14),

& 26.6-14 LITVILOEGEEHER

Type of Study | Doses | Report Number
In vitro tests
Ames assay 39.1 to 5000 ug/plate (Dose I
range finding)
156 to 5000 pg/plate (Main
study)
Ames assay 1.6 to 5000 pg/plate (Dose range | |
finding)
8 to 5000 pg/plate (Main study)
Ames assay (impurity batch) 5 to 5000 pg/plate (Dose range [ ]
finding)
156 to 5000 pg/plate (Main
study)
Mouse lymphoma assay 100 to 2000 pg/mL (3 h [
treatment)
25 to 650 pg/mL (24 h treatment)
Mouse lymphoma assay (impurity 100 to 641 and 50 to 2000 pg/mL | G
batch) (3 h treatment)
25 to 650 pg/mL (24 h
continuous treatment)
In vivo tests
Micronucleus test, rat 0, 10, 20, 30 (40, 50) mg/kg [
iv bolus, twice at 24 h intervals
Rat micronucleus-comet combination | 18.8, 37.5, 75 mg/kg [ ]
assay (impurity batch) 30 min infusion, 3
administrations at 24 or 21 h
intervals
Rat micronucleus-comet combination | 37.5, 70, 150, 300 mg/kg [ ]
assay (impurity batch) 0.2 mL/min intravenous,
3 administrations at 24 or 21 h
intervals

* In studies |- D - < I - 2 rcmimazolam batch containing eight synthetic
impurities/degradants and the principal metabolite CNS 7054 was used (impurity batch, Lot no. | ) -

2.6.6.4.1 MEZAVLEREARAEZESAR
ABRES I (558, i#fEsT 423311
RBRES I GHoEe) . ST - 423312
RSl GTnER . FORUERT - 423313
F A F 7 AL TA98, TA100, TA1535 K& TN TA1537 M ONZ KEGEEE WP2 uwrd % v, 7L
— MEROT LA vFaX— 9 AR E D RENEMHAR (SO mix) OFEFROIFMF(EFT
EIm R B 2 AR L7 (o ) - B 5 C R E = 8~
5000 pg/plate (EEBEMARIAE) DOWEETI AF L ALKRF L F (DMSO) (TIEME LT, B
(5000 pg/plate) TILEWIDILEEDZEH BT,
B C 5 A ERERER & R A BEIC SN U7 i Tl SRBE KA S9 mix
DIFAE FROFHEFEFTT L— MEZHAWZER 1, WRCT LA rFax—ra VIETHRRBRL
7o 920k 2 2920 L7z,
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FHBR TIEL.S9 mix DIFE TR OIFFAET DT L — MEK DT LA o F aX— 3 EIZED
LIV T AONTROAETH TN TOREKECHERTFH XTI FHICERERERE R oo
=—oMmzs sz 7 (D - 57 REERBRR O 2 P2 R Uic, 2 O3B R IX
WFALORBREK T H S9 mix DFEK NIFAFE T T A7 < & bIEBHREED 2 58 Lo IRE
Foon =— 0 ABKAHREMEZ RS ootz RRES i OF s b8 LT,

LI Y T LD N F o IO T IR S8R A iR & F2li LT, S9 mix /AL N M OIEAFAE
T, oA rFa—Ta AR RY SEBREK (X F 7 AHE TA100, TA1535, TA98 &
O TA1537, NS KRIGERE WP2 uvrd) 261 L7 (il - #2524 & O LV | S9 mix
{F1E T R OFEFAE T D 2500 pg/plate LA L CHERWE O IR FER O BTz, [FIERIZ, 48 FEfHEE &%
D7 L— kT S9 mix DIEFE F R OFEFIE F D 2500 pug/plate LA L CTHEBRE OB T8 BTz,

F R 3 A =R 5000 pg/plate THEf L7z, 1 HEXSTZD 3HOTL— M aH Lz, KERER
THIMAHR SN, BRI o2 Y42 R~ L,

FTRTOFRBRICBNT, WFNOEK TS S9 mix DIFFE F L OFETFE T T Bkt FREE & b
LT 20, THERFNRERER 2o =—RoENIsonienoi,

L Iv Y T ATHIEZ AWV IR R CARF M2 R S e EHER ST,

2.6.6.4.2 T IR T+ —< TKHER
RS I GHEEE) . FCRdEAT - 42.33.1.4
AERES i GThERD . ReRiERT - 423315
~ A N L5178Y (Th™) Ml Ze VY, 3 IRFfE O FERFRHIALEE (S9 mix F77E F R OFEAFIET)
XX 24 FEFEEALEE (SO mix EF(ER) T, v~ VAU U 74 —<FIVrFF—€ (TK) #Bx
L. (- VX~ 74% DMSO &L, WTitb o Vs LT 100~
641 pg/mL (S9 mix FEFFAE F ORI | 50~2000 pg/mL (S9 mix {F1E F O AERFEALER) KN
25~650 pg/mL (S9 mix FETEAE T D 24 Wi ALEE) CTREERICHIN L 7=,

FEREEALERCIE, S9mix fFE FTL I <Y T A0 800 &N 900 pg/mL T AL FUFHxHEFE =R

(RTG) 1 10%&% N 18%, S9 mix FE/FE F D 600 KT 610 pg/mL TEIZEIL 20% M N 4% TH -
7o FHRRAEE T, #BRHE D 550 pg/mL T RTG A 13% Tdh -7z, LEER->T, LIV T
LD TR E AR B T D IRE £ TITo 72,

SLPRG UL (R RIALER XL 24 WEETEREALER) KON S9 mix DFHEIMADH T, LIV T LD
WTNORE T b B FERBIBE O EREINIA B IRN-o T2,

S9 mix 7A1E F R OEFEE T, MREERED L <Y 7 AEIZ LY | BRI T—EMn2L
W7 — & P2 EHERZE (S.D.) O#PAT, HFFMICH B2 EE T2 BB BUEE O8N &
O/ X3/ an =—OIMNA LIV, 20K 9 72 228K 78 TS BB O BN IR M iR

(500 pg/mL LA L) IZBWTOARBERINIZZ LD, ZOERIEOERFMEER IR A
W B ORISR & 3%‘7_ Y i

~URAY 7 =l BROFERIL, VIV T ANEET BEAHASRNWZEAERLT
W5,

LISY TADORMM ANy FEMH LT, BMO~Y A 74—~ TK B L7
() - AL EREE[E] A SO mix FA(E T UIIEAAAE T D 3 B, KOS9 mix FEAFAE T 0 24 B
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EmAEE L LT,
EREABROMERICESE, LTNTOREZHVWEER LT,

3 IRp AT IR RTALER < 200, 250, 300, 350, 400, 450 K TX 500 pg/mL (S9 mix FEAFATE F) . TN

450, 500, 550, 600, 650, 700, 750 % OF 800 pg/mL (S9 mix /77E ),

24 BE[EEGEALER 300, 350, 400, 450, 500, 550 & OF 600 ug/mL (S9 mix FE/F4E ),

~ AU 74— TK RO R EiRE I, FERERR T 80%LL EOMIaEMEZ =~ R &
L7,

FIERBR ATV, RO CTHERBR 2 3206 L 7=,

S9 mix f77E F O FLRFHFIALEE THAZEIRA BAEE (T-MF) OF BERBEMMMN A DTz, T ek &
OVl BB 6 | H B AR 70 i8R - R BB E OMEINTEE O v o Tz,

S9 mix FEAFELE T ORERFHLEE T, T-MF DNHERF ORI M LT, L, HEKRF
PEIT TARRERIC O ZG80 B AL, R TIERO Lo Tz, 24 FRREERLEE (S9 mix IEFFAE
T)Tm\ﬁﬁﬁfTMfmﬁ,ﬁ%Mﬂmw%hho%E%f 72T,

PMF@%W&&ﬂ:D:—m%ﬁﬁf(&thwm DFHERINTZEBEZONDN, 20
IRT A =2 O BRI G FRINCAE B Tl o Tz,

%2@@wKTMF@%M%mbkm»ﬁ&&@ﬁ@%@ﬂﬁx—&w%%%%%#éo

& 26.6-15 HMEAZERBBEOEMEZRLRNMNRERVHEEE/ NS A—20EROE

&
Lowest Concentration . . Lowest .
Causing Increase in Relative | Relative Conce.ntratmn
Study Total Mutation Total Ce.ll Causing Cell
Frequency (ng/mL) Growth | Survival Death*
(ug/mL)
First experiment
3 h-short-term Freatment 450 Reduced | Reduced 450
(-S9 mix)
3 h-short-term treatment (+S9 mix) 650 Reduced | Reduced 650
24 h-treatment (-S9 mix) 550 Reduced | Reduced 550
Confirmatory experiment
3 h—short-term. treatment 450 Reduced | Reduced 450
(-S9 mix)
3 h-short-term treatment (+S9 mix) 500 Reduced | Reduced 600
24 h-treatment (-S9 mix) 500 Reduced | Reduced 500

* Lowest Concentration Causing Cell Death to be determined as the one showing inhibition of at least one of the cytotoxic
parameters by more than 50%.

Data from I

W RRER D3 R T OB T, PR EBLE R T AFR (RS) 2 BRI LT, 2
F [ D 229828 B3 B I AH e P i =R (RSG) b IAIER T o 7o, 2898 B B R #&
THOMAEFR (RS2) 1. S9 mix FEAFIE N OMERFMALEE CRE DD B bz, ARBRD
il D RUEE R OV R ekl C FE 0 L 72 PR Tl AAFROBA I b oo 7o, WakER T, RTG 1%
RSG &AL U 7o SR AFR 720800 2 7R LTz,
PLEDT —% 035 S9 mix FEAFA(E FAEFFRIALEE D 450 pg/mL, K O 24 R HEFALEE D 550 pg/mL
TR BT T-MF O¥ANT K 20% 3T Z LN T L2 RTGHE & BT 5 2 L VR STz,
TILE Y ERE TN SER L 7,
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PR E LR E LD 2 B OZRE R BIMIMIAE T £ T, S9mix FEFATE T ALK AL D
500 ug/mL (fliFRER) . S9 mix {F/E FAEREMLEE D 750 pg/mL (fEFEFER CTIX 700 ug/mL) LAk, &
O (S9 mix FEMFAET) 24 Wl ALEL D 600 pg/mL  (FEFRFRER Tl 550 pg/mL) T. 100%D#iE

BHENBlEINT,

S9 mix fA/E NAELRFAALEL Cix, HeRRaliR TR ME DR B 41720 500 pg/mL C T-MF O H E
REMARBO LN, L, KRIZ ﬁw%ﬁf%éﬁo%MLk@ﬁ T-MF O A 7L
<, PIHABRIZH T, T-MF OFBZ2INEEED LT RN Evh | 500 pg/mL TO T-MF
@ﬁﬁﬁ%M@%%ﬁﬁﬁ&wﬁﬁﬁﬁ@<\V:V/7A®££ﬁ$¢%_ié%®11&w
EEBEZBND,

PEXY, LI~V T MIARRBREM FICBW T, BiRdEE RS20 &l L,

2.6.6.4.3 Ty MNEERER
RS I GHnEeh . RoRtEsT - 423321
5~6 MmO Wistar 7 v b (7 TL/AE) 2R L, BEIRICEEEE L C/IMERERZ F2i L7z
) - BRI IIEE S LT, 25.86% (wiv) B- 7 a7 ¥ A R YU % pH 3.8 ® 25 mmol/L
7 T FRARETRC ISR U L, & 5% 5 mLkg ORBE TG Uiz, Sk 50 24 Bk
B A ERIE S H T2,

TR NZ AU FE DN THENE L7283 BR Tl LI~ Y 7 A0 40 mgkg (I LR
L) BAETIREHINA LI, G REECRIERNRD bz 7o, BRI L 72
ABRTIL 0, 10, 20 XTN30 mg/kg # 24 RFEIR T 2 [ 5 L7z, PHABRTIZIL I~V T 4
D 40 mg/kg (R OVEEHE & LC) @ 2 HEEE- T 2 YR ER & IEYLPEARILER @ L (PCE/NCE)

WCH BRI A DN -T2 e D, iR B tE () CTEME L7,

L~ T L& 30 mgkg T2 HEERE L8 <. BV IRRE & il L CREFFERIICE &
72/ IMEFE BB L DENNT A B 7e o 7o, JECTHEEHFRICAHA B 72 PCE/NCE O & & BT,
LIV T LAOEHHEELRD LN T,

BtER I E D~ A "~ A V2 C 2 8L L8 Tk, WExHREEO B & ik U TR/

B B/ INEIE BB O B, REBRDOZ L MEN R ST,

LIV TAET v DTGB E RS o T,

2.6.6.4.4 v MMEEBRED A Y FEHBROBEAEHR
AR i  GVOE R . RCHE AT - 4.23.3.23
ARBRES I (Z5 &R . RCEfET 423322
7w MVEEBR L 3 Ay FRBROMEERER T, LI~ Y T ADORHMM S v F OLRIFME %
iz ) |- AR TR VY T AVE IS ME AR R T DR AL T
faDT A%V REEE (DNA) HEFHREE & LITHRES LT,

R ED OO TSR ([l | <. %5 % 150 mgkg TEELRTFEMEITR (F
fE) . 300 mg/kg THREBIDAONT-, LD -> T, FlBroO i m HEIT 75 mg/kg 23%24 &4
L7,
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TR O T — 2 2HS%, Z v b (SD) (K 5 U 8¢, 8 Hh) (CAMBERICHEMR L
IvY T L% 188, 37.5 KT 75.0 mg/kg THIIRMN G- L7z, W% 20 mL/kg DFEET, 1 H 1[5
3 HER CREARD DR G (BEHRER] 30 49) L7z, S b0 3 BRI IS8 & L3558 S
Wiz, PBRME R GREOMIZ, YT RREE, B2 Moo FRE K OVEEALGE of FRBE 2 % 18 L 72,

/NEEERBR O ERBR Tl A RG-E 75 mgkg £ T/IMER AT DB RIMER (MNIE) OFEIIE
FEHAAMNE I SR o 7o BEPEHIR (A # o Z LR = F L - EMS) BETIX. MNIE OXEEME
B AR TR & L L CHRHEIOI AT (< 0025) (CHIN L1, 75,0 meke BECREAAR I
Bz H 1T 2 SR MERDEFNIG DREFHFRICAH BISHIN L7223, BRYETRBE O 507 — Z O HifH
N CEXIE £3S.D.) (& o7z, [Pkt R & MALE S RRBE D CAIT R0 o T,

a Ay MRBRCIE, @58 E T Tail I8 415 DNA OFIE (% tail DNA) OHNNIEA 54
2o T, BEtEXREEDY% tail DNA (XM RREE & ol U THGHFRIICAE (p<0.025) (ZHEAN
U7z, BalEstBREE & MEALE ST RRBE DR C AT R Do T,

PUbEXv, LIV T LORMM Sy FIiLin vivo T/INEHFERED DNA BIE L RS20 #E
IR DR 4V

2.6.6.4.5 EEEsHEEBROF LD

LI~ T A KORMB S F % V= in vitro 3Bk G % FI N T IR 288K 28 AR BR J Ot~ ™7
2V 7 F—< TK#RBR) KO invivo Bk (5 v MIMERBR KLU A v FlBR & AEDET-T
v MNERER) A EME L7722, DT ORBRICE N T HBEEET RSN oT,
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2.6.6.5 AR ER
BB E DAL FHEE I ZEEEN DR AWE & BIE A 7 < . BB TR OHAL R Y VE T TOHE 0 YR A5 3
RN DD BAFERBRIIER L o7, BREGSHINENZ &bt MIRENAMEE

ATV ZAZIHENEEZ BN D,
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2.6.6.6

ATEREF AR

LI~V T AOENRAERERREZ R 2.6.6-16 IZRT,

& 266-16 LIV LDEBERESMHEHR

Type of Study | Species / Strain A dllr\l/{r(:;dsir(;ftion Du];il)zli(:; of Doses (mg/kg) | Study Number
M: 4 weeks
Effects on prior to tg;ating
fertility and . Rat Intravenous 2 welglisl after
early embryonic Sprague bolus start of mating 0/3/10/30 [
development to Dawley i .
implantation F:2 week; prior
to mating

through day G7
Effects on Rat Intravenous
embryo-fetal Sprague short term G6 - G17 0/3/10/30 [ ]
development Dawley infusion
Effects on Rabbit Intravenous
embryo-fetal Himalavan short term G6 - G20 0/1.25/2.5/5.0 [
development Y infusion
Pre- and
postnatal
development, Rat Intravenous
including Crl:CD(SD) bolus G6-120 0/3/10/30 I
maternal
function

From 2 weeks
Extended Rabbit Intravenous predose during
fertility/mating New Zealand bolus followed mating and 0/12.5/20/30* s
study White by iv-infusion gestation until

end of lactation

* Dose group terminated because of lack of tolerability (loss of all animals within the first 26 days of treatment)

2.6.6.6.1 Sy FOZHBERVERE TOMEREREICET HHER
RE S Il GHEEED . ST 423511

LIV TAh%T vk (SD) @ Fo HARICEIRNEE S L C. SZIRRE R OVE IR £ C ORI £
CRETEEZRH L (D - & RS 20 o8I L I~ T L% 0,3,10 L TV30 mg/kg

(R plE & L) CTRERNRD b 2lEE (B 3 /5% b, 507 12 mL/kg, B 0.9%
BIK) Uiz, B&E5&EIT. 7y FEAWEHERERR (. 2.6.6.625) OfFRICESEHR
E LT, AR T, HMEXARELBHAART 4 0> 3Bk 47 H o5 GRECHIRB A 5/ 2 %)
FTI1H1BEEE Lz, MEIIRELRRMART 2 B SOR7 HE T H 1 BI&RG Lz, HEWZ iR
13 Bz EYIR LT, =Rz sisk L7z,

HHPECHNE 205 T, BRI CHEIPIEN GEBMHR T, #E§, 7 — 2T TE) XX
HS3 AWTEIORN) AARKGFMICEEZ S, RELCEBHRICHEI RN, Zhb
DOVERNTHEE L I1TB 72 S 2o T2,

R OTERE, WONTH R L UNEER EROMEtE R &, EOZIREEfEIEICL I~V T A0
WEIIRD Lo, EHE B0mgkg) DL I~V T ARG LTI, EEE 0|
BT LT,

RBUIZHNEWTRoORGETYH, BIERNL LR E CORRZE, MOZMEEEREIC
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RO LN ol WTNOERERTY, M@E REFEIE K OMTAREN) O 15 S B\ E
0)%7&.“ IO LN holz, MEDDHWVIIRC TR IIBE I ehoTz, TREOR
RATRTlIEX. WINoHGETHLEMOIRE n‘ﬂﬁk W B L 7= IR SR o
7=

UEXD, WTFhoEGETHAENRLITBIEIN o7 2 b, BB O —ikaEtt, i

D RHE K OWIHIIRIE A NI HED Z MG HEIC B 95 NOAEL W34 d 30 mg/kg Th o7,

2.6.6.6.2 v hOE - BBIRFBLEICET HER
R [ GHEEE) . SolieEnT : 423522
KpE S R (SEEk) . SOHdET - 423521
7 > b (SD) FHE25TEICL I~ Y T A% 3, 10 XL 30 mgkg (I VgL LTC) TRE
%W*%ﬁ%&(&5@%3%@5\&5ﬁEUmu@\%ﬁow@ﬁm)L\%-%ﬁ%i
CRETHEEZBRANLE (. SPYOEE6~17 HETHE L, SERERICYT I b
B G IL/ ) &REL, Mrraxx7 47 AFHhZ1To70, EBROBREGEITZT v M2
AEZeAR (D O Rz SCERE Lz,

HAEREABRTIE, LI~ 7403, 10 XL 30mgkg 27 v b Ok 6~17 H £ TR
kA 5 RN E G- L2 (D -

LIwY I AEGI2LY ., 3mgke L EOAEY) CHRELLAERICBE U 72 BRI I3 8
gxhniz, £, PRIAELROEHED 10 XX 30mgkg DV I~V 7 LEEE LW T
MBI S e, 2O OFT RITEBERICEE L TRV AEF LA RIS o, &b
2, FHEAEOREY 1 FIT 1 HOAEE BICHEMERS, sHAEOREM 1 #1T2 HREO AR
B RICIREOBE SN, WTNOEROEGEZNOIRED . 5 4k L,

JRIBOAERETIZ, WTNOEGEOREIW N GHELNBIRICH, SR EICEE L
TEREFLH ST ZE BT b iaino Tz,

PLEX Y. 10 mgkg BEOREMIC RN RS Hiic Z &b RHEMWIZEI 5 NOAEL
X 3mgkg EHEESNTZ, £72. BRI % NOAEL 1% 30 mglkg Tho7-, T DHERER
BRcl bl — & 2ic, ERBRoEEEL 3, 10 X130 mgkg [ZFE LT,

BEY (Fo) CRIFTEE (EHER)

LI~V T AOFRNELGIZLY | 3mgkg UL ETPRE SN2 EHEEZAMER S HEIERFRIZR
B L7z, bbb, EEWEK T2 3 mgkg LA B, BEFRD 30 mg/kg THIZ SNz, 206 OFTRIE
BELEZARRE o, 62, FHHEOREY 1 FILOCEHED 1 41T, 1 HORIZRHR
PE/BREMERE DB S, WTHORER B ESGEZDIE D | 5 Rk Lz,

PLEX Y #5810 mgkg TEEN 1 fIEBIE SN2 L6, BEIO NOAEL 13X 3 mgkg &
Ez bz,

BBIR (F) ICRIFTEE (FHER)

LI~ YT A0 3 XIE 10 mgkg Tl #A%8L ARE. WINIREL M, IBIRARE K O
B, AR WONSE KRR OEREMECRIZE U TR E B L 72 B3GR 0 b
o,

LI~ 7 A0 30 mgkg Tl FHIMIIAE K OFR RN IEL & 75 R EL 0 be s s B & bhiig L C
WP 708 DR FIIICAREIZ (p<0.05) BN L7=, ZOMER, AFR IR E FEREO LN L
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7= (30 mg/kg #ED 0.92 (T LT REEDY 0.97, p<0.05), LA~L. 43t (Kruskal-Wallis 48 7E)
T R UR K O IR O R R EI A ICHEB TORBEZEITRD LT (FREh p=0.30 KO
p=0.15). #7720 ORBINIEE (1.1) 13557 — % O#HAN (0.0~18) Thol, £/,
FHR IR O EPFRBBEE  (6.0%) b RT —Z Q&N (0.0%~17.9%) ([ZdH-72Z &b,
INDDIRNT X=X OEMIFEN L NLRR SR -T2,

H EEBARFCSE TR RIEER D e o 72,

HFe - NI, BRBERONERE TIE, LI~ F20 3, 10 Xt 30 mgkg THBRME
\ZBEE L 7= RE R I B IR S o T, BALEITE I bR E OB 338D b 7g
Mmool

PLEE Y RIEICESL T 30 mg/kg THWI L UKW AR DR FEIEINAN A B AL, FEeHFRIA B AN
BOLNT-Z E0 G, BRIED NOAEL IX 10 mg/kg & HEE S iz, 7. WINIREIIE 7 — % D
FHHEWNICH Y, AT L CER L7-HERERR GRBRES i) <20 L5 REBIAasni
Mmooz,

2.6.6.6.3 DY XD - BREEREICEAT 55
AE S R GHEED . SEsET - 423524
ARES R (Z3Ek) . SRlER 423523
M7 9% (Himalayan) &8£24 JLICL S <Y T A 125, 2.5 V5.0 mgkg D& (N LBk
L LT) TREMOIEIR 6~20 HET1 H 1 BIFFIRNIC 4 oM TS L, I8 - IBIREEZBRE L
7= (. %50 E2mlkg, $HEE 4 5/ 5 THEAROEARICERE RS L (8%
BREAR - TSR, AR - 0.9%BHK), &RE 3 L& X ax T ¢ 7 ZAFHIICERH Lz,
i IRV AR TR OB - BE, vV ¥ A2 AW AR E R (D O R A SRR E LTz,

HERERRTIE, U FOMIR6~20 HETL I~ Y 7 L% 25, 5 XX 7.5 mgkg DH
HECHAFLERIRIC 1 B 1 R RS- L=,

G EG- & 2.5 mgkg L EORFITHEFNBIZE ST, EIRITER M F RN i
HORMME#ZNDIED | < OBFE 1~2 FEEfke L7z, AP RISERERICEEL T A
ELIIBRSTenoTn, G ETHRE, (KEEINELOEEENED Lz, 2.5 mgke DHE
(BT DR 9~12 HIREMINE, 7.5 mgkg O EICBIT 2R 15~23 HOKREI N2
B8 TR 8~19 H D 95 B H OBEEE OB ITH G FHIA BEELZ RO, R E IR
T2 AT RIS 5RO e o Tz, mAE (7.5 mgke) BEOREMYCIL, BEEELD
e E G FREE O & Ebili LT S22 (ED IR IR DR E VD O B HFRIICAE) L
7eo MRIRDOARKONIERAE T, HBRWEIZEE L2 PRBRAERE IERITRD oo To,

PLEXY, 2EEHETHEWOKRE, AEENELOEBEEORDPBO NI LD,
FEIMWIZES9 % NOAEL X 2.5 mg/kg & ¥ L7, BRIEIZ DWW TIE, 7.5 mg/kg BED IR AR E K&
DR E RIS RO bz Z & 225, NOAEL 1Z 5 mg/kg & HIWr L7, FRBRoBHELE L
T, LIV TAD1.25, 2.5 T 5.0mgkg #i% € L7z,

BEY (Fo) [CRIFTEE (FHR)

TR TIE, R GH Tak G BICEFOMER D EKFRICEIZE S, SERIIAE R FEFRHIR
WFffER G OB 5 7 UINICERE Y KA EREO BB T 20~60 77, 1] K O AT O RES)
Wi 2 Ry = CHkRE L7 (D - AP RSB ERNICREE L TRV AE L I3B R Eaholz,
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WBRIVE & ¥ 5 U - AR EM) C URE S AR 11 30T 12 B2 SR 29 B O FUIE F TR
DUl BB ZRE LI AREY T, &5 IS - FEHEAR S A EE ) & E AR
L. m STl IREED 55% % Tl Lo, BKEITREEZZIT 20 o7, %ﬁ%ﬁ,ﬁ;ﬁﬁaﬂqﬂc:ﬁ,ﬁﬁ
FETE 5 ifmwto RRIRE I BRI L B L 7o B P 2 kIR A LT, BRI G5B AL 1S
JRFTR OGRS B e o7z, KL OE A EREOBEM T, HIE= 2 kR \f_%{zliiiz;w
FEEE L LT FRIICHE BIZHD Lz, FEEEICEEII o7,

LbXY, SRS CREW OKE, REMINER OB EORDRRO LNl &b,
B2 B84 % NOAEL 1% 1.25 mg/kg Ais & HEE S iz,

BBIR (F) ICRIFTEE (FHER)

PR AEREL WML, AEAERR R B IR R O IR R =31 N R R oM FR I B L
T, FERNRBREREICHT HIRBIIA LN o7,

B ERECIRIEAE L O EE N Uiz (MR IR R OB IRICEI LT, #atem

’ﬁﬁf&ot)
i EYIBARFIZAE IR RIEERD S iZenno T2, R B &N T 6 XL 24 BRI 0 EfFrEIL. 2R e b
ﬁ%ﬁlﬂﬂf&;oto

HhFE - NEBIRAS, BRI A K OVIR BT ORGSR A C ik, #cBR B B L 72 T B B
/ﬁ;@ iéﬁ XN h o T, FHEFBE OMEEREIC L > T BREITRO bieno Tz, Bkl
B HRIE O BITRD b o T,
uLCt D, Smgkg FECBWTIHREERBELROBREREEORD AR D LN &b, KBIICE
3% NOAEL I3 2.5 mg/kg & HEE S 7z,

[

2.6.6.6.4 v FOEARIRUVEARORE L VICBEOHEEICEEYT 558
ARSI GHEER) . SoRiET - 4.23.53.1

7 v b (SD) fHIEEM) (22 VL BE) 2L 2~ T 4 3, 10 KT 30 mg/kg O & TEIRNIE G-
L. HAERTEROHAERORE, FHEOMIE (TR, #3) WO Fi KO F HAERORAIZKIE

WAL R LT, B ZEN 1.2mL/y (F5EE 12 mLkg) OEET, 1 H 1 BREHIRNICE
H Uz, SRR OEIC AR E S L,

PG MRITAR 6 H~4%3.20 H & L7z, BEMWIIHEL O ETEI 2 BEIZE L, #3212
WZHRR Ui, P HAEVIZ S R E . KO, ITEI R O A B L, ZhRRE L R RO E%
S5 72 10~ 12 @i TSRl L=,

HAERTR O AR OFAEICET 2B O 5 &1L, 7 v bOR- IR IRRE 4B 2 35 (-
2.6.6.62 ) MOV 7 HRE&GHEHRERR (. 26631%) O7F—¥&MICRE LT,
VB ERRE CIL 50 mgkg NEEETH -2, ZOREENG, HAER K O AR OFAEIZE
T HRBO G E G 8% 30 mg/kg [T E LT,

BEY (Fo) ([Cxtd 558 (FHKR)

AR R ORI 208 L ¢, 2GR CHBERK TN, KPHIT, AR K ORERML A3
B S, ZHLSMZ 10 KT 30 mg/kg B TIXIEMT K OEER 2 B 5% 1 IR & Cllgi s T,
MV T 2B ORISR Sz, BB O TCIT 20> 12,

IR OV H B CAER IR P 0%k B ICEBEE &SR FIICA BT L7223, 30 mg/kg B T2
B b nol-, £i2, BAMBTITOWTROBRGHETHRENL S NR) T, (KEICHE
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X723 o 7o, HENRIAR., W OV BITENC B G-I BE T 2 B BITR D b h o 7o, HIRET A
THIRAEF 1T H SN0 o7,

REh) (Fo) O—fkmtE & OVERFEREICRI T2 L I~ 7 A0 NOAEL 13 30 mg/kg &5 2 Hi
7=
HAR (F) IS 588 (FHER)

BERE, AR E, HPER AR BARSUIHAR OIS, ML WTho
BERHEOBTHHLNRERIIBD N1 T, WFNOAFHARIC B A ERE TR S
o,

MERE Fr (AR R OMRER, 4 HAAFR L OMERLR, H R, B4, F AV H &K OIRBERE O E
AN RS (BB, SHEME) BRI, BEICHEET BT biknotz, HA
IBo—fiRee, (KEKORIRAYFEET RIS L T, ®SICHEE LEER IR -T2, H1E
PEE X B USSR, BEILSS. 77 A Y — B R QYIRS O R BT, EEGREO T X TOMERE
Fi AT 100%TH v | HREEE W TN OGO THI b2l o 7o, ITEIBIE
(R, A —7 7 ¢ — L FRBR, SRIFERESUS) T, BEFHERO® 52T H
LR o T, TR B, FEB O, B, T, KEEOMEOTIR, IR T MO EER
JER L OVRE, W ONCHH EYIBRE OB e &, EFBEEOBE THEFRNEROH 5 21T
H Ol B RRICBI LT, BiRE, BRE. AFEREL WONTE RN R O IR % MR K
RITIE, KRR WTHhOBEEROM T ARG bieho Tz,

WA (F) o342 B4 % NOAEL 13 30 mg/kg & 5z bz,

2.6.6.6.5 DY X OILRZREE R ECEER
%S I GHEEERD . fCREsT - 423513
KRES Il (Z5EE) . CRdEST - 423512

A% D = VI~V T7LaEMEYE (NZW) ICRERT DEERL E TR L, TR,
JEEEA R O 3L o BRI QNS i AERT (IR - BRIE) RO S A% 35 B E TORAICKIFETE
BEAFMT 522 HME LTEB L, £/, LIV TLAD MR axxT 17 RO T
LR L7z,

BB K Ot FRIEL % A BE 0 2 BRI R S A B U7e, H G 3QBIM A (BRI XD
Z8h) K OUEHRIAR ke U ATHR 29 B EL s HE Tl L= & 523 6 H DB L,
RAA 30 HETHEFE L7, | BORBEGED I HL I~V 7LD Smgkg (NI VEREE LT,
EIE 2 mL/5y O CRuEEE) T G 2. BUICRERICHIRNE S LTz, Z0E
ANBEGAZHT T, — B OBME TR B 2 RER R G- LT, ARG L O S < K RERH
DR G1T, BEMEEAV AT MR LB =2 — 28 U CREEIRIC RS Lz,

# 2.6.6-17 IZfEH Lic & G5 k%R T,
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2.6.6 EtABOBEX

LETVYITLRYIVERE
& 2.6.6-17 Y X OIIERZMREE REABROEKRSHE
Dose level . . Number of
Group No. (mg/kg) Coa;er/llt:]‘it)mn El l;.:;zit:::ln(ﬁi Females (at start of
Bolus + Infusion & treatment)
1 (Control) Vehicle* 0 2.4 21
2 (low dose) 12.5(5+17.5) 2.5 1.2 26
3 (medium dose) 20 (5 +15) 2.5 2.4 26
4 (high dose) ** 30 (5 +25) 2.5 4 5

* Dextran 40 (3.96%) and Lactose monohydrate (2.64%) in 0.9% sodium chloride
** Dose group terminated because of lack of tolerability (loss of all animals within the first 26 days of treatment)

FRBOEGEIX, VX ORIRNFR G L2 EHEEAERERR (I oF%
IR E LT, HESREARTIE, UFFIEIR 6 H~19 HETLI~VvY 7A4% 15, 20 &
W 25mglkg (NI LR L LC) TEIRAN (4 BERE)) Fiik G L2, ZBMEREEFTH -
7o BfEE, REZE RO T OMBEITE ) OHW LT, @ OIEIRZ MR 57201
1 B 4 KROFH#R GI30E 6T o RERGRH & 2 bhvlc, BRTEARGENER IS AT
REMENH D Z e n, EREBRCITEAR LG CRRICHIRNE S L,

AR T, EIZRYIO 4 BEFISGRREE, K - T ROEAERET. £ 2h 521 il 6/26 fi,
726 51 Je O 5/5 BIO T EANETHINH DTz, HERYEIZBE L7 REBECHIT, (K - RO
MERET, ZhEin 26l 6 Ik 46 TH T,

Q%E%K%LT@\%tn&ﬁ@@ﬁéﬁﬁiﬁﬁﬁémtoﬁ“&¢ﬁ$ﬁ@(%ﬁ i
BRI O) 1, BICHEREHEA, IO OEE/R &, RBRALE T AP 53
% B TR wgmto_@io . RVECBEEY D RIS BT, BRI R e d M EER O K
LTI EB LN, LA, #BWEIC X > THE SN HEFRIRE T, VX OWE 2
R TEL OFNEIC T 20 F e SRR I N E B HLD, RBRLEIC X > TRICHER S
DRI ERISIEL, VX TRy U7 BE ALE ﬂ#éLﬁ%ﬁkafﬂ%MTk
D, TV PTENOBRIFLE IEZROERE L o7 B2 HND,

BH R OWIMNT 4/5 BIRFET LTo72, 30 mgkg O 5 13MkE L7272,

PHERBEER S L X =V T AR ERE GRS S N VBRI R BEIRIEIR TH 0 . FRBE G T 1
~2ﬁ%f@@btowﬁﬁ X DM, GO R TEB VU OREE 72 & OREER LN

RO DTz, THHORERIT, WY OFKIERICBEET 2 LB 2 bz,

REZAGIZI D 7R X @%n&#otome@ﬁ %, BRGHECEERENHRIKF
%Kﬁ&btoﬂ%&0§%%%$ . R RIS i,

#Tmﬂﬁ:ﬁféﬁm%%&k&%%ﬁﬁﬁfi 12.5 J T8 20 mg/kg BEOBMWIZ, BRI
NS IX R 5 OBMEHE S 0 B THEATE T RIS CTh o 72, (EIRMFE T OB Tl
K&y DB DR 5 T £ TN Z R LT, SUlFHESR O BESUGKRERHIX, #5581 & o
i L7z,

RIERE. MTHRER (ZMEER) . ARIRMIR ., BEM 720 ORI RER OUTIRRE /) GEIRMER) (T80T
RO NI o T, EEFE R, ﬁﬁﬁi%&ﬂ&wH@ﬁ@éﬁﬁﬁ&@iﬁ@:%zﬁ&m
ofc, HAERDOKEIZ %@i#%ﬂ@ﬂoto

LI~V 7 ABEGHOMAERIZIZ, KESOITEINT A—2 TEEIIRD bR o7, A
E?%%Lt%%ﬂﬁﬁ§®%%_owfi\#%Tﬁ&@ﬁ@#%ét fEam CE Mol
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AR CIERBR DA W TLLU T O NOAEL 25 iR STz,

o JBREMOVZIREE : 30 mg/kg B, 7272 L, 8D 72T O M RERHINIC DV TR R
DB T D

o IHHRMERF, IR - BRIEREL O : 20 mg/kg, ZNHDT Y KARA 2 hOFHRIZBT %
ERGETHo T,

o L%ﬁF‘%EP@l%b%@ﬂ%ﬁﬁE HEROAELNE - F - ilE 20 mgkg, ZNHDOTY R
AA > FOFHmIZE Hilﬁj&ff%f“%of:o

o H/ERDITHE, %ﬁ%ﬁ%ﬂﬁﬁuﬁ\k@ﬁ%ﬁﬁ :20mg/kg, ZHHDT L RRA > kO
BT DmEGETH 7o, BEMBIERA O RIZOWTIIR R TE 2o Tolewd,
NOAEL |EffgiE T&E 72 o Tz,

2.6.6.6.6 AERESHHARICE TOH8VOREE
AR A TR O B ERBR A O ERR CL I~ Y T A58 L8 Clk, BHE /2K
SRR CREEE RN, BRI ONCIE AT & N ORI ORD) BNEESn-, Zhb
OFFRIL, ARREFBHRBRTL I~ Y 7 AOREKME/ RS SNz L 2R LTV,
FERERAETRIERBR T O F ¥ v a X T 4 7 ZARBROKE RN DB OMRE D R Sz,

7 v FOIR - BBV AEICET 235 (. 2.6.6.62 ) TiX, LI<Y 75D Coxld 3 57
DOFFE G TR 1~2 5 CRIE SNz, LI~ Y 7 LD 4113 0.03~0.10 R OHLFR I &
77
UHXOR - JBIRFEAICEIT 25 (. 2.6.6.63 ) TIE, ColEL I~ Y T ABEHKT
DBICHESNT, VI~V T LD tinld 0.28~0.46 FFH OHFIFHIZ 8> 72,

U X OILREZ IR, QR (. 2.6.6.65 ) TiE. LIVY T AD Con 1T 5HEK
O ERE A (0.033 IFfH]) THIZE 72, %R Tl Cmax 23 20000 ng/mL, AUC 75 10000 ngeh/mL
PLEICEL, BRICB TS NOBREELZ LD LRS- (R 2.6.6-18), AR TiE, VI~
VT B O IHE R AR R A IR R 5 0.75 IR & T L, T OB EHR 5K T £ T &I
MEFF S UC, BRIMAS THFR (Rt G4 T4 3 eff) I3 Lz, LI~ Y T A0 tpld
0.48~0.80 FEH DHFLFHIZH - 7=,

—RIC R X aX T 7 ZARBRTIT. LI~V T LADOEIRNE 5% 11 B /R IRE R
ENdz, KEBRGIZED VI~V 7 A0EEITA LN oT,

VIV T LADOEMBAEFBERBRICBIT D XV axxT 4 v 7 T A =2 Ol % F
2.6.6-18 IZ/R T,
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& 266-18 LITVYILOKE - MEFRESFSURRICETDFFLAXRT AV INRSTA—EDFEED

. E tio f
. Dose Treatment Dose Level Co/max AUCo-t Exposure Ratio ? xposure ra.m l;ee
Species Study Characterization eriod (mg/kg/day) (ng/mL) (ngeh/mL) concentrations
P gg/cay g Conax AUC Comax AUC
Gestation
NOAEL day 6 " 2.9 1.9 0.001 0.0003 0.002 0.001
fetal Gestation 69.4 33 0.014 | 0.0005 | 0.051 0.002
.. day 17
Rat Embryotoxicity Gestation
%
Study Highest dose day 6 0 4490 179 0.9 0.03 33 0.09
studied Gestation 280 41% 0.06 0.006 0.2 0.02
day 17
Gestation sk
NOAEL day 6 ) 2977 1342 0.6 0.2 0.9 0.3
fetal Gestation 3326 1530%% 0.7 0.2 1.0 0.3
.. day 20
Embryotoxicity Gestation
kk
Study Highest dose day 6 . 4319 1767 0.9 0.3 1.3 0.4
Rabbit studied Gestation 5535 2070%% 11 03 17 05
day 20 ) ) ) )
E-dd ) _— Premating 12.5-30 5200-4420 6270-11600 1.1-0.9 0.9-1.7 1.6-1.3 1.4-2.5
xtende ow - Highest dose . } ) ) ) ) }
Fertility/Mating studied (NOAEL) Gestation 12520 4740-4490 5320-8290 1.0-0.9 0.8-1.2 1.4-14 1.2-1.8
Study Lactation 21300-15400 11300-10800 4.3-3.1 1.6-1.6 6.5-4.7 2.5-24
Human | CNS7056-010 Mean values 12 mg/kg/h initiation + 4951 6881 %+ n.a.

maintenance at.1-3 mg/kg/h

Data from . IS - I C\'S7056-010

Two values, where indicated, denote values at first study day and close to study end.
Co: Calculated remimazolam plasma concentration at the end of the short-term infusion; n.a.: not applicable

* AUCo-0.18n; ** AUCo-0; *** AUCo-t

a: reported animal values/observed human exposure
b: corrected for differences in free plasma concentration (rat: 29.5%; rabbit: 12.2%, human: 8.1% respectively)
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2.6.6.6.7 WESTYE RN ER
BB & BT 2R BRI M L T2, Las Ly 3 mELL R o/NE B & Ba R BR IS A
NAFNC, F o R OIET - WEOEB 2 V-2 EfT 5 TETH 5,
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2.6.6.7 & P R34 A BR

LI v Y T ADREGEAIAZRPTRTEME 2 R~ T ER 2. R R OE B G E R VTR
MR L7, £7o. $R BRI O BRI G- 25 B 53 0O 148 12 R E 3 B8 % SR il i
AR CRE L7z, 2o 0B CIX, EPOEEI D o L AR EIZBEE U 7= Kl
DM T R Ch o7z, Z D7D, IR Uz Az B 7 2 Bk = e v
A% HIT, NOEL KU/ ig#& (LOEL) A RE L7,

2.6.6.7.1 T v b DORERFHERATRIEE AR

7w b7 AREIRNEG R EWE (. 2.6.6.3.1%) T, VIvY T A15 30
X% 50 mg/kg % 10 mg/mL OYRFEET 1 H 1[0, 7 B EZOEFHE L7, xFBREEC I [25.86% (W/v)
B-vr/mTxANY Y (BTFV—L®) % pH3.8 ® 25 mmol/L 7 = U ERAREIRIZIEME] % &%
B Lz, VI~V T ANTEEARG LIZIZE A L0 T, BEMAIZEINRBD i,
HEOBAER OO - MARET, RIEMELLOBRENSCOEM LT, WIhoRGETH M
FITRO 6T, MAREEICE U THEERE T 10 mg/mL & & % il

Z v b 4 B REEARP B 5505 (N . 2-6.6.3-1 ) TiX. L I~ T 410,20 KT 30 mg/kg
Z 1 H a4 8 G Uiz, *FREECITEE [25.86% (wv) B-v 7 a7 XA ) v (W7FY
—/L®) % pH 3.8 ® 25 mmol/L 7 = U FRFEEIRICIAME] BeH-RE, W ONC AP oo PR 4 3%
Fice HEWEFOL I~V T AEES 333, 6.67 X 10mg/mL & L. *HREEM O HEREX
MERERS 15 DE, AR K& OV [ SRR X ERE - 10 DEO B 2 (6 L 7=,

LI~ Y T AEGREOHY TIIMEEEL L T, ®2WE, ZOMEORB AL L
B L HA T | B G- C L JE PR SE K OVILAE PN IS 5B oD H N 238152 S 4172, 30 mg/kg
BECERIRPN AR O R BUBEEE 23BN L 72 (30 mg/kg BED 5/18 BINLZAKF LC. 10 mg/kg £ 1/18 fil,
20 mg/kg ¥ 1/20 1], AEPRE RO FREE 1/20 BE, BEEOREEE 0/18 ) . 30 mg/kg HE D[R4 MR
T, SRR IEFRD benodz, LLEXY | MARAICE L CREEER L 6.67 mg/mL,
/N ERIE N 10 mg/mL &35 2 BT,

WeZ > b Ve 4 8RR SOlERE U7z SRR GBS > . 2-6.6.8.3.3 )
ZBW T, FERRR AR L ER L TR0 [T ORI 217 - 72,

BRI LY LI~V T 05% 6mgmL £TCT, 24V 7 L% 3mg/mL £T, 1 H2IEFUCREHFIR
ZEHLTHEE L., 1 H2HOREREGTIE, VLIV 750774 METI12 HHETIZ
JRFTRBAERT R (B ONER) NEE sz, ETRBROB®MIZS BE2 DS 1 H 1 [E#EEIC
GIvEEx7-, 12 B BICERBROEY CHRBEICHERSREI L, BHOBERA LN
RN B o7, WIESHREER NS 25 AR GREOEY T, /TR T bh
ot

INHOREBRNS, Ty MIVI~Y T A% 6mg/mL UL EDORETI B 1 [2EEE L=
HlZix. BHMORRMHBIEIC L AEERRBO N, —FH, 1 B 2 BEETEERREEIL
6 mg/mL i Td > 72,

49



2.6.6 EtABOBEX

LIIYSLRYIERIE

2.6.6.7.2 Z v~ DFEIKAEFRR S BATREB K ER
RE = . FLEUEAT - 4.2.3.6.2
R E = . kAT : 4.2.3.6.5
AR . FLEREET - 4.2.3.6.3
RpE = . LKA - 4.2.3.6.4
AR . FLAREAT - 4.2.3.6.1

HZ v FoTHEAR (Il <% S#H3ECLI~YTL40 2 5 KON 10mg/mL X
VAR (AR ER AR pH 3.2) OV 3.6 mg/mL DX B2 ALK UERVATR & . 6.7 mL/kg/h O
P 5 CERNEie (6 IR 5 L=, LI~ T A0 5 K10 mg/mL BT, #5567 (B
) OEERREMEOTZOTE L 5 AMEELE M TE R ol, MREETRLITA LN
Mholz,

RIREIZOWTHRTTT 5720, &R SEORET v ML I~y I A xkEH®E 6 mgkg (K
miRE 1 mg/mL) £ T, 5 HEEARNFRE (6 K] &=5-L72 (IR - V7T o8 Th,
— RS TG (B OWIRMBIZRIC K 2) I IERD bhvinoT,

Z v M AW TERBR T, F G o BB R BT i Wt L7z (D
T, BRE3EOHET » b (SD) 12, V2~V T A& AHAHIRICAMR (2.5, 5 X1 10 mg/mL)
LT, 1, 2. 4 % 6.7 mL/kgh O HHE T, 5 HREEIRNFRE (6 B #5 L7z, xHIREE
OENITAEBRREER ARG Lc, o, WIICET 25 e LT, a-3 77X A MU U5
W OR Y Y _— | 80 IIRICIAE LT L 2~ T 5D 5Smg/mL EiR % LRt & RERICHET »
N (SD) IZERIRINFREIE G- LTz & & DG (B) OEKIC O W TEIEZ LT,

A (BEIR) ICRRMZEIZZ DA > 20, REAEFORE TIEL I~V T A
D 2.5 mg/mL ¥R & 1 X% 5538 2 mL/kg/h THG U-RECEIRMAR DS ERD bz, 5 (&5
B 2 XUE 4 mL/kg/h) K& TX 10 mg/mL (4 mL/kg/h) BEDORTR.E LT, B OB RE CTEEAE K & .
JEERARIC AR K OESE . WP ONZ R ERAR O JE PRI TR IE, SR L R O R R A B S T,
AP RO FRAE (B 59 6.7 mL/kg/h) Tl JREIRO JE PRI BRAE L B OVHELRZ 21 203 52
W7, 2.5 mg/mL BE (53 E 4 3% 6.7 mL/kg/h) . 5 &8 10 mg/mL BECTlE, &5E00 (&
) oBpefe,/ BeniBo b, FESLEEmAEIC LY, Bio At BelbiT e

XUTRFFIROBEIE, & TR FRRIE P OV Ml OV IR IR 32 2 E R B b e
oz, ULEX Y MR T 2 M ARE IS LN T, S/ ERAEIT 2.5 mg/mL &5 %
Sz, MECRT DIERIC OV TG ITTEE 2N < R LZRNE B8 (12
ODONTHENRRNST,

Al o8 a et Lz Rprligtsls (D <5 S 4E0fT v Morv I~y
7 LOEBREIEREIR % 15, 30 XX 60 mg/kg OHET, HEIXI% 5 HHEIRNEE (6 Keft])
Beh Uiz, $eHEEIT 1 mLkgh & Ls, H5 | < e (s pH33 2 5 A
MERANFe [6 K] #&5) LHAITo7z, Ny U7 BV ROBEBIREL LT,
2T H 12, 12 O30 mg/kg & [RIERICHKR G L=,

LI~ Y 7 L08E&EET, A (BE) (i, WEXIEERRBD LN, LI~
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V' 50 5 mg/mL T, BEIAALFIRLTT Tl E REE BRI S 2SR Y X — K 80, U VR
KFT MY T LR F ) — VA GEITILMAESE OBBITERD bivkeiro T,

XY T LD 12 mgkg LL EAFE L@ T BN OE G JEE UTEE RO i,
1.2 mg/kg #E CHRIIRHIZEAGIZA DR D> 7205, 6 Bl 1 £ 7213 2 Bl O EY) T G- AL E D
MAe, VB & ORRME L e & O BRI 2L 358 8 B ATz,

LIS Y LRI FY T 50 LOEL (X, Z41LFH 15 mgkg KT 1.2 mgkg L& 2 bl
IO L EOREHIREIL, £ 2.5 k102 mg/mL Th o7,

EREOHG#HZ MR (I <3 &% 5 IEoEZ >y - (SD) I, LIvY
7 L% 04, 0.8, 1.2 LT 1.6 mg/kg/h O & CTREFARIZHE 58 1 mL/kgh CTrife (6 FEfH) #
5. LTz, R A HIEISUX S AMEES Lic, AREERAZ RIS Ui, igfRgE e L
T, 2XY T L% 006, 0.18 2 (10.54 mg/kg/h DHABETHRE Lz, WIFNOKGEEL, 1 mL
\ZHEBRE & L E N DIREE TEH LG A2 T,

VIV TAROIZY TLAOWTNOERERETH, AN Uz —eiRig, #5507 &
USHIR AT RO AT F B R o 7z,

BHEAL (REAR) OB RO A Tl #R%E % 1.6 mg/kg/h T HiIRIHE G- IR¢ |2 M ]
PHIZ I % OSI IR 358D B LTz, 5 HM#G-%I2IE, 1.2 mgkg/h BLEO Y T AR
O HAL, 1.6 mgkg/h OB TIE E FICHMREABIE SN, IXY T L2OEAERZH
[ G-RFLT 1 C I JE BEPE O VIR, MR 2 & ONAR TE RS 788 BTz,

LI~ T LD ~ORBIZEIT 5 NOEL 1%, H[H[# 5 T 1.2 mg/kgh, 5 HEHEE T
0.8 mg/kgh TH Y, TNENOIEYIREIL 1.2 K08 mg/mL ThHhoTo, IFY T LD M
L, HEE OKERS TS 0.18 mg/mL Th o7,

Dl

2.6.6.7.3 B D FRARA K U ERAR E B 1% 5 5 PRI B A BR
mEES I GHIEED . SCHERT - 4.2.3.6.6
REES N (550 . & 42367

THE (NZW) OIMIENEARIZ, L~ 7 AOBEKRHARA (5 mg/mL) % HEIFFIRN
5 (0.5mL), UFIREFE# S (03 mL) LT, RFFHEIE 2atemi L (. ®
WIOIKEN 2~3kg ThoT=720, FkNEG OG5 8EIT 1.2~13 mgkg ThHh-o7-, xR
BeHINIZIE, D-Z v a— AR (5% wiv) &85 Lo, BIRNEG1E 8~30 B0, §lik)& P %
FAX 9~23 oA T CTEM L7z, 3 B2 &G4 24 Rz IR L, Vo 36X Ss HE (&5
4 BH%) (B LT-,

VB 5.2 B IR B OERIRIE PHEE 5- O WIS T 5 B0 TR O R FPERLEE
DB STz, JRPTRITRIE O R B X ARE PRI G- O 7 A3 Ry o T, B G- O BRAR R
FIRAETIE, WL LI~V T ATEHE LWERIALNRN- T2, WEERE T SmgmL &5
bz,

T9E (NZW) OEAFIRIC L S~ T 5% B UK E G U C i s & et L7z ot
% i) T'i. 2.5 mgml OWRWEE (EEEEHE 5 90, @EER | mgke) A/
BRI G Ui, SHRY LT, A E MR AP A & 2 5 L7, BYIc HE) (it 2 DL O
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M2 PL) X7 AR (ME2 DL OME2 PL) # 5 Lz, ZHEN (LI~Y T 4) RKOAEEN (Gt
M) OFGENL A, PARBIZE L ORI R C el L7,

WTROEYTH RO ZEALIT A SN o T2, HEFRGRICEENO 14 flkO4HE
I (RIBR) @ 1/4 BT, JRFTEY /e —RPEORLHENREL L=, KERS CIL. £HEAO 3/4 iK%
O HAT D 2/4 51 CRRFTHIZ2ALBED BLE2 S 47z,

HRIE SR O R BT A X, ZROEENMOFMA =2 7R3 0F s 0~2 ThoTo,
FARIE A D ZALAE 5 /D72 O ERIRNBE AR . PN R RSG5 & OVERAIREE IR 72 & D993 28 5338
Do, MRRE 2 floAHE S TEY ., 1 NTAEFEN ROSEES, o 1 BliEEF 5o i
(LU, AHACTHAEEESE, 747V &R ORIEEMRZEAZES i) IZRObh
7o EHGREOFRBHB PR CIX, AENMBE2TRA2T 0lZxt L, ZHEMEA 2T 2~3
Thol, Aa7T 2~3 Ok LT, WNEZAREEESER NmEREIRE 21 HE), N2 9 HH
(Z—EBOMAFEIENFED BT, MARITTBIEE S o T, B RO T IRV & pkiR
WE CTEANZELL L TWen, #HBRWE O FRPOREEOEThH T,

72 BT GENR O R SOS 8— REUCH B RRIR & B R TO TN ER A BN, Z OJRER
R ZALITHBREIZ L > THIEE Z SN2 TEHARLS, BEFEICLI > THEEINZ L
Bz bz, UL, ®ESUIHEBRYE 2 55 LT BN ol TEER A LN Z &, WWONT
B DIy (BSBEMERER 2 D8) Z LD, HEERZREHBIL CTE Do 72,

U X OPBRZIGHE, AR (. 2.6.6.6.5 ¥) TMEFICxT 2REL RN L, &
BHHETLI~Y 74% 25mg/mL Tikh L, Rl 5] (1.2~2.4 i) 28252 &1T
Ko TG EAZ T Uiz, HEMEEFNRE I, WEXTREZ SO oI T —T ik
Sl CLREGEIR) T, kxR RIEVESUS O IMENRD bivie, b OREIL, FHikNE GO
BTk (DEO 1~2em BIHICEE L= T—T ) IZX o> TRELEZELTHY . R
WEICEET 22 TRV EE X b7z, BHIETHIZ OV T O A MLE OFREEFLRE FHI R A
P L7 7o D, BB OB Tilule O RBIHE RO0m o o GHBRED 1721 Bilicxt L T,
PESEBEIL 2/26 I} O) 3/26 f51]) TR & LT, BERSA 7 2D ATREME B HEFR TE 220,

2.6.6.7.4 HILO2EFT BT R ER

A= APV I~V T h%& 1 H 1 IE 4 BRGOESEE L, 2 B8 FOREE I 2 5% 0 TR
L7 (. 266325,

LIV ZAD5, 10 KO 20 mgkg #f (212, 4 KO8 mg/mL 2% 5), W ONI AL
[25.86% (W) B-> 7 0T X% A MY v (B 7F—/L®) % pH3.8 ® 25 mmol/L 7 = > FEiE &R
(TR ] el HRRHE 22 R 0T T, oo FRUEE S OV T 207 (20 mg/kg) (345 FEMIEAEES 5 DT A &7 (5 mg/kg)
KOHHERE (10 mg/kg) 1XAFFMERES 3L E LT,

BREO B G CHNEMEAE R &2 R T D kR &4 R RIEMZ LR OIS A iz iy, L I<
7 LG RECHREMEVEH OBBRIZ A D dro 7o, [EIEBIRK TR, 2o nsEs o
i, ULEX Y, SRR 3B L7 iR 8 mg/mL &5 % Bl
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2.6.6.7.5 HILDOEIRN R 5 BRI R ER
2.6.6.7.5.1 H A% 5HER

BRE2ICOMEN =7 A P2, LI~V T L6, 18, 60 KON 150 mg/kg % 6 REM i 5-1C
K0 HEFIRNZ S L7 (. 26623 %), KFEEETLIVY I72% 1, 3, 10 K%
O 10 mg/mL DL THABR ARSI L oGl 2 Lz,

P 54% 13 BICFEM L7258 Tk, 60 mg/kg BED 1 5] THREIAL O EAREE D ILE RSB S H,
18 O 6 mg/kg HED 1 B CTHE G-I OFFIRNIZ R AR A GEWENRD bivlz, 150 mgkg
FECREFTAIIADN Do T,

FEAR AR RO I, BIRBE TR IS OREE, M BE O BHE L R ORIE, & BE
O ERLAE, WCMRIEENGRD Hitic, LaL, Zivb D%k & 58 S TIEARE
ORI ARAFRER 1T A D72 o o, AR FEIT I T — T )V O &R TRED v G,
6/8 ) , 71 7 — T V&I 2 H A 1 em OFAL AL TEIEE SN DIX 28 FlDHTH > 72,
AT =T RS O Mz lX, AL & e R THEE Ch o7z GEACA: FEEE & fl: 8, i
EREDSIEIL, A R ORI L AR CTh o7z, Liodo T, BRWEIC L 5 RTlig
PEDFREMED B 2 23, MARTE AT AR 5 KB Z b TH Y | IREMTIERWNWEE
26D, B, MBEEEZRE Lo OB R D D\ VIR MNEBERIIEETE 2o
77

HREIRNEHER GBR E LT, h=2 AP I~ T 4 30, 60 LT 120 mgkg % 24
I Frpe G L 72 (S . 2-6.62.4 ), FGET, ThTi 1.25, 1.25 2.5 mg/mL
DGR ZFEH Uiz, WEARR IR Clx, xHREEZ 50 7 2R G- 507 M8 |28 L R =
NFRD B, 120 mg/kg BE (GREGIHEIEFE 2.5 mg/mL) T, SREEX Y EHEECTEILEZ, L,
L. ZOZbiTmZEEEOEE, &R Ttz b3, SR TCLEBESNEZIT—T LD
PR X A L E D DR BRI A DN o7, LLEX Y | AR BT 5 M
i, 2.5 mg/mL O & Fife#x 5- L7 120 mg/kg & HIFr &7z,

2.6.6.7.5.2 REREGHER
RBRES I (Z5 4R . iERT - 4.2.3.6.9

MEFRERSR (O 26633 %) Tid, BRI LoD = AP I~ T
I 4RI R 51T &2 0 BRI R ORAE B ARN $ G- U 7o BRI R R ARIC 4 A IR RCE# G- L.

5 HBICAIREFIRICHERBREG Lz, %58% 1.6, 32 KN 64mgkg L L, LI~V T LD

IREE 0.4, 0.8 KON 1.6 mg/mL ik 25 UTe, WIS LT, [A U o 2 B0 B iR K

OMRTEFIRIC A B IIR & 86 5 Uz, fthod 3 PCIZIRSRER IR & LT, I 4 T A 4B

FZ iR B OMRAEFFARIZ 2.16 mg/kg (0.54 mg/mL) . ZE A0 B2 55 AR A OURTE & ARIC 0.72 mg/kg
(0.18 mg/mL) OHETES LT,

—BAEIR & UL BRI E OB ERNCE R S SEEE IR Bl S s, —iRigglEE T
XA ERE L NS HEREOEZNE 1 FlOEM) T 55 HALTALERE K OER SR O Hiiz,
R ARA T, 4 BRKERGHZRICL I~V 7 A0 6.4 mgkg FEFNZ I 4V T LD
0.72 Y 2.16 mg/kg BED LGB T, B PN O FIBE K ONEIE,/HE5H, A BEDORAE, &
P SE T AR TERE AN ERD LT, L~ T LD 4 HRENER 5% O EEAITHT 5

73
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MR RN T. 32 mg/kg (0.8 mg/mL) &&x iz,

B =7 A Yz Tz AEFG-a R (. 2.6.6.3.3 ) T, 4~6 kiD=
7 A WOLBFEMERES 3 ILIs, ABERRICEM LIV I~ Y 7 A2 B KEIREE Y T —7 v &
FAWTE G Lz, &58% 6.75, 9.0, 11.25 X *22.5mgkg & L, 0.5 X% 1.0 mg/mL (&
m I ERECEER) OFR%E 1| H 9 R ORHER 512 L0 2 BEEG Ulc, BB RRRRIC 1T AR
R ARG LT,

BHHREE THOTIR T, XFBEED 2 6, 6.75, 9.0 X 1¥ 22.5 mg/kg #EDE 1 T, FHHAL
(BN T —T VO5EmOEM) (ZHEIIREOIRENFEO btz BRI TR,
22.5 mg/kg BED 1 Bl CHEGEML (REH T —T Vo @) (B s, Zh
SO A EKAMN 2L . BEIT —T NV ERORAB TALNI-Z b, BT —T )L
2 & B IMEREEO BRI EICERN T 52k E B 2 b,

BiEH 7 —7 VIS 2 em AR O MAEEARZfEH LT & G5-5 0 0 B 7 MR A &
i LT, s Z ST 2O T, BT —T VMO E R O T — T VSRS 2 cm T
N OFAL T, M NBEOARE, Mk XIZ M & BEDORIENBILE ST, BRI TR,
22.5 mg/kg BEOHE 1 5] CRIERDIFZEDN T BV, AR DO ZAL DR REEOEH TH A LN D Z & |
NP ONC PSR B 5 CAAL O R BUEE & O E N A EIKTF TlE e nZ Eonn . BEEMO
FACIXMAERE T2 07— 7 VOMBEREEBICER T B 2o/, UEXD, RRBRIC
BT T 2 M AR X, RBRICHEA Lo RERE |l mgmL &2 bhi,

7 A AEFEIRNEe G- L7235 (il <3 < RERE. 5. 10 MO 20 mg/kg BE (1.25,
2.5 XUV S mg/mL (ZHRY) T GENICHEE R OEIR S BlE Sz, WIRMBIEE TIE, 213
~ T LAEGRECER GO, HREE, S KO 10 mg/kg BECH G5O K TR IR A
LN EE 23y g0y e

FREMRREIRAE T, &L 2~V 7 AREROBR G TR, JOE&R OB LR S h
7o XHHREE. 5. 10 & U020 mg/kg BETIE, BGHAL CHLAE IO JBE, 37 ONT 48 )5 PHEZ T
RORAE, ML R O M AFE O bz, Ziub OZ(bix, WELRRNIZ R 3 2 852 g5k
WMEICL s THMLIZEBZ 6N, LEXY ., MAREARICET S LI~ Y 7 A0/ NEER
FEIX 1.25 mg/mL & & 2 b7,

8 FEDARAKIY /3 e OTEAHY CNS 7054 2 54T 5L I~V T LAORMM N F
ML COEM L7, 4 BEERGHERE (. 26634 ) TSRS 4
VED ) =2 A4 PO BRWE A 1 B 1 EFRIRNERe G- L7, 1 B OB 5-ReE A 12 KR & L,
4 8L LT, EEIZIL I~V T A0 12, 30 KO 60 mgkg & L, SR IS O A B
BERE®RS L=, 1| XU 2mgmL OFGREZFEHA L, @HERIC 2mgmL ERE &5 LT,
7%, 0, 30 XT* 60 mg/kg FEOMERES 2 VLiT, BHZEOBIEMEZBREFTT 2720 4 BRI L
77

P G AR TS 12 mg/kg BEOME 1 1} OV 60 mg/kg BEDOKE 1 6T, [EE AR THRHC
60 mg/kg BEORE 1 17T, #KEFNREFAICIL A AR ARD Sz, L, ST 1 Hlo 8
BN THEY, HREEOME 1 ] TH 5 HME TRICEREIRCABBE A EE I LT\ Z
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EMG ., ZOEITHERWE & BER RN EB X BT,

Joi BEAR AR RO A Tk, B G HIRE TR B AL (R RER) (IC& 5B ClRIZE O 2 )
ROOLNTZ, ZOXHRBle LT, MAEHD 16, | - &HAEBEER O REEOS 2 T
BENBELOIBENGRD DT, %AHIREFE O AR, mEREOIIE, 8 & P ko %
FEVEAZERE, IS NIRARE K QAR BISEE Ch o 72, L~ T AEGRE L B TR
L= bnMBlE s, MBREROFEMEZ T L OD L, FEHRMK TR E OEEHEK TRO
i & G T T REET 2/12 6, 1 mg/mL ¥R F G- (12 KT 30 mg/kg) BET 1/19 1, 2 mg/mL
Wi (60 mg/kg) FET 2/11 BT IMARANFRD BTz,

SFRREE OB T B D2 b L L L 72N B, WBRWE B GRS T DR BLEE
KORENAEERFOTIZARNI LD, b OB ERZ 3T 5 BN T —T L)
HEBEENRREZ 2 b, EXY | mMARAICET 2 B 2R E L 2 mg/mL L& X b
77

Y0 4 BE AT FFIRA e G- AR (- . 2-6.63.6.1 TH) Tk, AR 4
lCoH =7 A4, LI~V 74 (I CRIE) % 12.5, 25 U050 mg/kg (BRI 0.625,
1.25 e U8 2.5 mg/mL) O ETEHARNE G L7z, BYERE U2 %G Lz, o 1 BRI,
MRS LTl CTE LV I~y T 5% 25 mgkg DR ETREG Lz, 8 ~0&KE
X 1 EL 4 AT o7 (BEF S EIEE), BIEERIRD OG- 21T o7,

B EENL OB AR A Tl ST ERE (RGRIRE 2.5 mg/mL) T 4 MR G4& T
(2. PERRHEL, ARk, W ONS (S B PHAE R A 2 de) /8 BE oD BAZ AN IR K OV ifn. 72
EL RN S P EEORIIESOG RO BTz, 2 A OEEHIRE TR, BGEAL ORI
BSOS IZ BB TeREE Lz, @ HEH CIRENIEE THBIHZIZA L NRNWZ L b B
BB EBET D EEX b, LEXY | MARTEAUCEE T 5 B 2RI 1.25 mg/mL, &/
BAERIEIT 2.5 mg/mL B x bz,

2.6.6.7.5.3 Z DD BT R ER
ABRES I G R) . RREERT - 4.2.3.6.10
RS i (25 SR . REREET - 4.2.3.6.11
B =27 A PO BEIFARNFe G- U7z JmprdliEts (il <&, &8 S Itokk
N=T APV 2~ T LDOEEKEFARAZ 3.2, 4.0, 4.8 6.4 mgkg (FR5HBEE 0.8, 1.0,
1.2 2 O8 1.6 mg/mL, V&G APRRIEKR) OM&E T, HEFIRNEHRE (4 ) &5 L7, &5
B H R K O BRI 21T - 72,
B AL O EAHAR TR A T, 4.8 mgkg (HHHEIEE 1.2 mg/mL) DL EOFE Tl & NIED
FHNCARHER R E ORAE . MAENEEEE, = < B O & BESAE F QMR O I AR TR D378 8
iz, BEEALICKTT D NOAEL 1%, 4.0 mg/kg (EGIEIEE 1.0 mg/mL) & &z Hhi-,

D-# A ~— D28 K O IRILE B S A L > T, BEEMO MR A2 TE 508
ERETT 572D E E L2AR (il <. AR 3 IBorE =2 A v (KRi)
W2, LI T A0 CoHIRRE, AEFAER) KON 2.5 mg/mL (5 & 10 mgkg) %, & 5HE
1 mL/kg/h C 4 RERREREEE 512 & o> THARNE G- LT, D-4 A ~ — O Z88) J OVF RIS B85 IR
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OO, #5 2 ARICEZTIR LT-, 7o, 3 IEORED =27 A P4 Fil & OV mifld
2, ENEN LI~ T L0 0 GHIREE, ABEER) XU 2.5 mg/mL (& 5-& 10 mgkg) % .
Be il 1 mL/kgh T 4 R K o CHEIFFIRNE S LTz, BPORBRRE & [F A 21T

S7elz, HE T HRICEMEFR LT,

P52 HIRICHIR L= O R B FIMAE ClX, LI~V 70285 L-2fT, BE
fjr@f'ﬁiﬁﬁi))%ﬁj( 40 mm B2 EAL TR A EIEE Shuio, [R UM CHRIBRATIC . 2 7 SR

w%mtoﬁ%ﬁ@rﬁﬁ%%M@ﬁfi P& 5 ERAL O BE 1B ST S AR AS A B A,
_ﬂ E DL THIRETIZ BH 7o F A2 3500 b7,

b7 AR L8 TiE, v 7/7A&5ﬁ BIOREE R T, LB F RO
HESHER B ORI, 5% 3 A2 BIHRIHE/ N T D m TR G-BIGTERA 4 FFE D D&
5% 7 AETRERENSBD LN, 20 L5 e, Aafikik5ima (hhili) <
éﬁﬁw&ﬁ%®%ﬁ%u21 AES R C LI DNz, ZOREIL, #50omEaGg

IZE o THIEEZ SN eERE "R 52k B b,

B TR TIX, VX~ Y T AREEL (R O/ ESHERD O KK 25 mm B
TN TR 3 BLEL S, MERANHRIEIC Ko Tl & 2 S 7o e 23 B AL S BT
oI, AEEIRE G TR, WEBEIC X > T SR Shomien, 22l
L X Eﬂ%ﬁ%f@%éhkoV¢vfﬁAﬁwiﬁﬁﬁﬁ@thﬁﬁﬁ%ﬁf%\
Fipral (Fe5-7 B#%) OBERMRE CRENRO b ToHAIC MARSFE LT,

DL EDFERD S R TBlg éntmﬁ# F R I OB E AR AT K o Tl
BRI E=F—FT D52 LN TEDLLEEX DI, D-ZXA ~—DZA & MR D I B 72 B8
BITH LN oty THHEDTF—E2nE, LIV T AOFEEICED ST, WEREEE A M
BIEREZFR L, LI~V 7 ABENMRERERET S Z L bRBINn, ARRIZE TS
Bo/NEBRYR R T A L72ME— DR 2.5 mgmL £ Ex bz

2.6.6.7.6 T2 0O2RE IR IIHHEE SRR ER
RS I GHEED . RCdfEnT - 4.23.6.8

%ﬁs@@ﬁf&(?VFV~X&%@)K\éﬁﬁﬁﬁf%ﬁtiivV?Aﬁﬁﬁﬂ
%IJ%%%HJRW&“L—? LC, vtz s L (D 55 1. 3 KOS BRI | RER R 5% 1
EIFEAAN 24&U6ﬁilﬁﬁ_owféﬁ#E(NMm®)%w YHET6mEKE LT
1Tofe, 1RO 2BHIELE, FH3LRV4FHIIFX Y T4 (BGHERR)  HS KO 6TV I~
VT L ERS LT, WS bEHER 513 1.5 mg/kg, KEREERFEIL 1.14 mgkg D& CTHENE
ARICHERG- LTz, L~ T L%&EHR 513 0.5 mg/mL, A20EHEE 1.5 mg/mL TRE- L=, &
WX T 7 b—=A— K, NBRVR R OVESR K TR L AR TR A &
R LT,

I PEAL AR 7 RO M A CRREE D A 25 ME K OB B D RIEDSGR D DTy, IR BT 7
BT END, BEFEEKMR LB EE 2 O, AT ORE, FIH kK OYRETH
MFAIRAEICB N T, WTHORBELHEICEET 5 L EX LN BT A LR > T2, K
HRREMTCLI~Y FL0ABFMEIRGTHY . IFY TLLAELEEZ LN,

WA REFRN R G L7 =7 2 2 V2R (. 2.6.63.5%) Tl I=7%
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(Géttingen) (2L I~ 7 40, 12, 40 2TV 120 mg/kg %, £ 0, 0.5, 1.67 T 5 mg/mL
T4 BMFIRNI G Lo, S REERES 3 TCoEMIC, SFRIRREE D 7 —7 Lz @ LT 6 IFf#
Frfei 5- 217 o 7o WP P ROM A Tk, BB 2 & o 2alBE o F 1T DsER & 7
— 7 VSEE T, ikt GO HE (BIED T —T Vv ZLEOK 1~2 cm BTG ICRE) (12
Ko THFR I, RIEMISFHH E T o84 RIZREFIEDFRD bivlc, MM TR S
NI e LT, EEALCIBME IS 2, g PRYEAT RERIRE ., o AE S B L, Sk e
i, ABE AR E R A M ONILE PN OB TR, I QN OB EEIE C ) oS — AR ERIRTE (04t
) . ek OO . L O FED vz, RS LI~ 7 AR 5RO TR
HENEDEACIZZEDN o T 2 D, AR CTHARIERICET 5 L I~ 7 LD ERIE
Id 5 mg/mL & HIWr S vz,

2.6.6.7.7 B 2155 BRI ER
RES I (GEER) . SOEERT - 423.6.12
LIvY I L%7 v b (SD) KON =7 & (Géttingen) (Z#% &% 5 U RFTRITEME 2 /it L7z,
7 v heAnie ey MR GURES . 2663621 H) TiE, VIvYT

LA TR (EF KO, 1%F 9 XiT 20% PEG 2 & ek AK) 26H L TRk

WH LI, VI~V T AKERZRE LT 1 o ST I <REDOBAT ERbAENBIE S,

o> 1 B¢ <MEDOI EERIENBD iz, LI~ T A0 1%F b KRR E &5

L7cHERBIO BE T, Z <HEREXITREOBIT LRGENBIE ST, 2 HITIZT<EED

M RS 358 bz, L 2~ T LD 20% PEG /KA & #5- L8 Tk, % BRALER 7

RIZALITRE D v o T,

HEZ > K (SD) & FIV 7 it & e 555 (N 2-6.6.3.6.2.1 3H) Tl L' I~ 7 AD 40 mg/mL
YAk % 100 pL (2 x 25 pL/nostril (Z4HY4) 5L 72, 4 mg/animal &£ TH 55O BEMEDFED 5
Nico LIER- T LIV T LhxTy MIRAEKRES LTHE . BEELOJRETIZR % NOEL
I% 4 mg/animal LA b, 7 v b OBIENFRIEAE 14cm? &1 5 & RIENREFEICK LT 0.29 mg/cm?
ZFYS T2,

LI~V T LRAIMEE I =74 (Gottingen) (&G LC, JRFTHIEIE 2 M L7
Wl 3 EOMEICL I~y T A 25mg (LI~ Y 7 A8EE 1.25 mgkg 4, HFEH
ERBIKIR & LTHRI 200 mg) %, A/S—T L& VT A BRI G LT,

Z OFER 1.25 mg/kg T, 3 HIH 1 IR PEOEFHER 27 Loy, — ek, E5E, 540 -
BAKREM MREO RIS AEFET LIZA DR oTo, X, BHMRAETIE, SREICEL
TR Lo T,

AKRBREME T CHBEL I~Y T L2RHAMRKOKRBEL5IZ L D2 TO NOAEL I
1.25mgkg UL EEBx b, ¥ I~ T AAI RO 25 mg & Fr Il SuE o Sopb iR B 1z
RIEHEALL T, SBIRAE SISV THEAM RIS B U720 & B TR IS 2345
AT DB Hivlz, L7eh > T, TGO /PRl EIZBI 9% NOEL /% 25 mg/animal
PEEEZ R,
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2.6.6.7.8 SRR (e i Y

LI~V T LD RFTHBNEICSOWT, ARB2E L CRBMERIT LTl ., 5RO
W I A R R O R 7 ORI SV CRBR A A 0 FE - B LUL FIoE s A
SE LT,

2.6.6.7.8.1 H‘EAFERICHESOERETRE

LI~V T AOHHKRABR CRO SN ZME T AL, HEDT—7 /L& 2Dk T oMk
MR, BRHERE & OFRAEMERLRE - 7« 7 U > &2 710572 EO— KB H 53T 5 B lRIN B 5
REICRR O B D MERE (—RBICMRIERIRE 2) LT TEXLINERS D, FlxiE, £
RIEH 2 ERFFIRICFR G T DL, =0 AP ROA X (HEAHE) D 30~40% TIFE 33
I3, B P CTHRBROEENI SR SN2 ENRMBNTVD GRRED X Rl
LD & BT =T NEEE LT DR C MR ORISR 35~67%2380 HiL s & DL
BH59), Lo T, FEIEEEZ R S RVIKIRORHEE G T COBTFRshb 2 L &5
BT HMERD B,

26.6.782 ARUYITFEEVREDOMERIG

NV VT R RETOMBEFHIRRDOBISIE, DT EBANLRRIFY T L2 BE L L
THLSDPBH BN TNDS 9D, MG B DHIEANZ OV TOIFRRT —Z1TIFL A ERND
T, ZoOE#RITE hoORBOALELNZRETH DL, LIV T A0BYRBICBWTH, T
>~ (. . 26672 KUYV (. 26633 ) THLALE
N, VIRV TAREEEDOIZFY T A LRRRIEREZAT 5 Z LRSS hi, H—7 v b
DREFIRIC 12 HfESE LT 1 H 2 FIERSE LA (. 2.6.6.8.3.3 5) ORIRAFT A
TRENTZE DT, IXY T AEHLEMET THIERT VAR L H D, Lr LR, &
BEOLI~Y T ATHALNMEREIL, XUy U7 RKII®T HERZ KM LT
LOLEZLND,

2.6.6.7.83 MENDERLHFREDER

LI Y T ADMBRMEFIREIL, ZORMBEICI-TEASND ZEBHLNTHD (K
HEW), JFAIE LT, &5 LESEPI3mitic X - CEEICHR - Bl SN D70, O
MFEAEERREER & 725, F-, MRIXME OV A X&GFT 5, BED T — 7 MEmeE
WeZ oy X | BT O 2 B & THEARO AR E T 5,

# 2.6.6-19 L UFE 2.6.6-20 ([ZEMW AR CHEF L2 EFIROEREZ /R L, B T RIICHER S
NDHEIRE I L2, 2D OFRIT, BEES 02~1.4 (1.5) mm OZ7A—71 (7 v MEH
R, UV FEEAR, =27 A PABRKEIR . BEER 1.4 (1.5) mm EOZ7A—72 (2
=78 EREEIR, =27 A4 P FREIR. & FRIBEEIR) O 2 21200605,

2 HEOFIREE & BYAFRERIZ 51T £ MR R O/ NS BRI FE & DL A [X] 2.6.6-1 (27”7,
TN—T 1 OGN, FFZT > b (RGIERE 0.8 XV 1.2 mg/mL) KO =7 A H1 (¥
HHRIRE 0.8 OV 1.0 mg/mL) DOFffei 5 CHREERE DMK o 72 (B3R MR ER K Y
I/ NLR I Z 35 <) ) STRIICEHIRDERND K E W L—7 2 T, EREREE GRBICH
W TR T B/ NIRRT E T E R o 72) N, 2, 25 OV 5mg/mL TH o7,
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2.6.6 EtABOBEX

% 2.6.6-19 E M &EEBREBYOFHIRE

GIL—71 (EE1.5mmUT)

Species Vessel Diameter (mm) Source
Tail vein 0.2-1.0 Bao (1995)
Tail vein, lateral
(proximal, middle and 0.35-0.48 Staszyk et al. (2003)
Rat distal segments)
Tail vein, dorsal
(middle and distal 0.15-0.2 Staszyk et al. (2003)
segments)
Cynomolgus cephalic vein 1.0-1.5 Leonard et al. (2015)
Rabbit Ear veins 1 or<1mm Kargigigdéf ;lt. ?11'9(52)1 D;
Dorsal hand vein 1.1-1.25 Khanlari et al. (2001)
Dorsal hand vein 0.7-0.8 Abdelmawla et al. (2001)
Humans Dorsal hand vein
(Patients with diabetes 1.2-1.3 Da Silva et al. (2010)

mellitus)
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2.6.6 EtABOBEX

% 2.6.6-20 E +&EBREYOFIRE

TJIL—72 (EE 1.4 mmLlL)

Species Vessel Diameter (mm) Source
V. cava inferior (infrarenal) 4-5 Lajvardi et al. (1995)
Rabbit V. cava.superior (for )3 Sun et al. (2011)
comparison)
Cynomolgus V. cava inferior 7 (5.6-10) * Lee et al. (2017)
Minipig V. cava superior (cranialis) 13.9+0.9 Hieb et al. (2009)
(26-29 kg) ) (12 months of age) ** | Miiller (2010) ***
At cubital fossa
Cephalic vein 35+14 Ayez et al. (2012)
At wrist level At 28/43 °C
Cephalic vein 3.0/3.8 Rotella et al. (2017)
Basilic vein 1.721
At wrist At 28/43 °C*
Cephalic vein 2.8/3.4
At cubital fossa Irfan et al. (2016)
Cephalic vein 3.1/3.5
Basilic vein 5.1/5.5
At cubital fossa
Invisible veins 2.6 (1.9-3.6)
Humans At foregrm . Kimori et al. (2015)
(5 cm distal to cubital ’
fossa)
Invisible veins 2.6(2.0-3.2)
1Cephalic vein, antecubital 27 Spivack et al. (2012)
evel
5 cm proximal to Read from Figure 1;
wrist-joint 43-44 °C Van Bemmelen et al.
Cephalic vein 3.8 (2005)
Basilic vein 3.1
Antecubital fossa .
Cephalic vein 4.3, right (no data for Huber and Seeger
Basilic vein . left) (2003)
5.2, right; 4.4, left
At elbow
Cephalic vein 2.95 Mabhapatra et al. (2015)
(end-stage renal disease)
St s
o . 3.0/3.8 Rotella et al. (2007)
Basﬂlc'veln . 15/1.9
Humans: patients with (renal impairment)

severe renal disease

Proximal forearm
Cephalic vein

Basilic vein

Distal forearm

Cephalic vein

Basilic vein

(first-time hemodialysis
access)

African American:
yes/no
2.0/2.5
1.8/2.5

1.7/2.1
1.4/2.1

Ishaque et al. (2012)

* group with body weights < 4.7 kg, conforming to the relevant monkey studies

** As the diameter of the vena cava cranialis increases with age (Miiller, 2010), this is not quite representative of animals
in the relevant minipig study, which were younger (6-8 months old) and lighter (body weight, 9-12 kg)

**% thesis behind the paper by Hieb et al. (2009), offering more details

# According to van Bemmelen et al. (2005), diameters of warmed veins are more likely to resemble the diameter after
distension with arterial pressure.

#£ 26620 R LT-E FOEIRT., B 2.6~% 5 mm NEIRNE G EHEHR I, b
ITERDORKERFIRICYESN D, BEELRBRBOBE TIHAIBEFIRO I/ E < 72 B H|E 2

60



2.6.6 EMEHEBROBMEX
LETVJSLAYIEEE

DN, TNTH 1.4~38 mm DEREEZTRT, LD, 2.5~5.0 mg/mL LU T OFEMRE TId,
B b THARERIRR I LR\ & OFfFR N ZH £ B X 6D, ZAUTHIEL O ORI T4
TIEEY., POFFRCTLRE L EZOND,

26.6.7.84 LIXYSLEBRRELEMEEDER

BHRT OV I~ T NRE L RGEAIZIS T 5 MEREORE & OR%RE K 2.6.6-1 2R
T, SEEH OPREDY 8 mg/mL £ TOER G & R 5-H D 1.0 mg/mL F TOHFLHKRIT,
MARTE R 2 R R & L C. I O BRVEICRFICEEN 22 EAVRENT-,

SR OIERR AR CHEMEREDO L I~ Y T ARERENBREFTHDL Z ENEH I
7oy, —EOIERRABR TIX 1 mg/mL 1V SREOL I~ Y I A& Rtk b2 L2k -T
WA SERT 5 & MRMERIRED Y 27 &ED Z ERWAB DL TR o Tz,

2.6.6.7.85 RAEHEIFARKRICEITIRELFESEHOMARK

VI Y T LAOHERIKFEREZ R L7727 v FORER (. 2.6.6.8.3.3 H) TII#)
WORFMRIZ 1T H 1 REITTEAR< TR 2 [ #e 12 Af&EG L, 6mgmL O LI~ T Azl
ML71 B 2EEES TR, 12 BEOERS TREICHIRMZESFHER S, £ < EikeriRe
L2 bCThotz, —F. Ty by UBFROY O 1 H 1 EEEFHETIE, 8 mg/mL
F CTHIRBIZAL &R B A0 2 AR TR & 38 Lo T,
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X 2.6.6-1 EERBYOAFRFIRUVFHIRNEFRRSICE T 5R5EHMOMAREEFFIREELIC
M9 oEZERE (NOEL) RUR/MFZERE (LOEL)

Intravenous Bolus

L] i 2 3 4 5 & T ] ] 10
Intravenous Infusion
5 L] 5
00 05 10 115 20 25 30 35 40 45 50
SO ST VI LT ST R VT VU ST S ST TR
™ 19
4 ] 4 |
E 18 4 © 18
E 4 ° 7
5 |
< 3 L 3 16 4 < L]
g 154 < L]
= - |
14 4 o 4
2 L ] |2 é
5 134 o 13
s 121 ° X
| e l1 3 ud Y 1
w 1
104 o o 0
94 e o g
a v T T v v aaasenass s s il s s
6 1 2 3 4 5 & T & 9 1o 1 * 9o
74 a
Concenbration of Remimazolam (mg'mil) 64 ° 6
® MNOEL S — SRS, - A— vy~ NI — 4 Rt
00 05 10 5 20 25 30 35 40 45 50
& LOEL 1
Concentration of Rernvmazolam (mg'mi)
Intravenous Infusion, Small-diameter Veins 2 b
Intravenous Infusion, Larger-diameter Veins
0.0 )5 10 1.5 20 2
0 0 20 2.5 00 0 10 15 20 25 30 3 40 4 0
ia s - bttt bttt STV TN SN ety
13 ° 13 8 ® r18
12 < 12
; 1 e o " g 7 ® ¥
5 £
2 10 ° o 10 5
- z
2 9 o ° o 3
& & 1. e 6
8 o o 8
4 o 7
« ° .
6 ° 6
00 03 10 15 20 23 00 05 10 15 20 25 30 35 40 45 50
Concentration of Remwmnazolam (mg/mi) Concentration of Remimazolam (mg'mi)

Key to study numbers:

- 2 T - S I S W inglc infusion;
9 S - ™ tiple infusions; 10 S || SR | | T -
E—— B By S By

Seven studies are not included:

1) B - for the lack of a saline control group, evidence of mechanical injury at all dose levels, and the absence of
dose-dependent effects; 2) Jiill- 2s it was conducted in rabbits showing thrombus formation at sites suggestive of
catheter tip placement more distally than intended (see text). Also, the difference in thrombus incidence between controls
and drug groups was only slight, so that no unequivocal NOEL or LOEL could be identified; 3) | il because of
imprecise definition of site of injection / catheter placement(“rear limb vein™); 4) | S dve to marked
changes in both control and test ears, precluding firm safety conclusions. 5) il due to slight difference between
control and drug groups precluding unequivocal assignment of NOEL/LOEL, doubts about precise location of catheter tip,
and selection bias (only premature deaths investigated); 6) Jiil] due to lack of histopathology data; in vivo
observations at 5 (Day 1-5) and 6 mg/mL (Day 6-28) showed no changes; 7) il due to atypical dosing schedules
(twice a day). 6 mg/mL would have been considered a LOEL.

Vein size diagrams: |l - not included for uncertainties about catheter placement; Jjjjjiij: While pig ear vein
diameter has not been reported, it is known as small and the study has been classified accordingly.

In some cases, only a NOEL (green circles) or a LOEL (red circles) is available. No LOELs were identified in studies
using larger veins for infusion. The concentration range for possible thrombophlebitic changes is highlighted grey.

IED XS, ERED L I~ Y T L% Y E O FIRE TE T ERIRIC SR 2OREHET 2
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EIRFTEHEDY A7 N b, BBERERP MG L5 X2 LTz HE L 10, K&l
FROMAEEFEST 2 1V, EORAMPEMEROHTA RTA U TRDOLNTND, T v METF
PERBR O REETIE, BEIRD 1 B 2 BRGETHF L RFFEERL LS, 1 B 2 [#E51X
BREOLI~Y T AL DMEGEDEKMEERLND,

7 v MORERD X 5 72 IEE T EIRIC RS B 4 22019 2 & —Rp) 72 ML OO 45 5 31Xk b
MEZDRT L, ZORR, GEEZFHET DIREOHEY ~OREN NI 5, BFE N THEM
END XK OEIR GRERAIEIPH 2.7~5.5mm) TiX, b b OBMAR IR CHA 12 ShTun
% £ 9Nl 5 mL/ VIR & e D, Bl 21X, 2.5 mg/mL O A 3.0mL (75kg Db b
T 0.1 mgkg OFELGEIZHY) 1 50T THEAT L L, —FFIZ 7.5 mg/(3+5) mL = 0.93 mg/mL
ERY . ZOREIONTRORBREG THRBOLRNI ERHALNE ol BRI
Lo ThmEBn oL aE2RKICEHAET L. —KIURFEITEET 1.36 mg/mL

[7.5mg/(3+2.5)mL] L7200 FFAFREEEZ L LND,

7S ORI (. 2.6.67.6 H) TIEHEARRE (15mgml) OLI~Y I Lz

ENBARCEE L= =2 — 1 Z@E LT 10 0T 6 [mIKERG LR AR EN R TH

> 7z,

26.6.7.8.6 BEREEREHRIZHTLHARIEHM
7w MR =7 Z 2 Wk EER5 18T 2 /Tl rElX 7 v b T 4 mg/animal £ T,
=7 4 C 25 mg/animal L\ - F TREMEDNFED BT,

141
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2.6.6.8 Z DD HE R
2.6.6.8.1 RMERER A EEHR
ABRES I (5 EF) . RoiEDT - 4.23.7.1
AR YR | %a%;!z’“*ﬁﬁ :4.2.3.7.1.2
ENLEY MIVIVY TAEREEROBELE LT, TH7 40 7 —FRELRFT L
(ol -
ZTORER, LI~V T AD 02 mgkg O 1.0 mgkg ZIEVENEL L CEMZEMELT, L3
~ Y T LEFIRNE S (0.4 mgkg KT 2.0 mgkg) U CHEELEMEER, BTy MIBRDE
KT 27 F T 4 TR USRI R0 T,

FAERGEERBRICS O TH, UERNRREEREE (i, Pk, U o HiROEHE) omEt
FAAR RO, MR M MK AR R T A —=F TV I =Y T LDOGERITE LR
RIFRBO bR T m e Mk L, Tl EoREmEmBRIInE R n & T,

LI+ Y 7 LKONCNS 7054 OYEEMEA BRETT D706, LM (Balb/e 3T3 #lifd) %
FIVN 2 6 3Pk R 4 206 U7 () - O BRI L S~ T A E IR 1000 pg/mL

(N VR L LTC) £T, UVA B H Y /72 LOSKME T CEM L7z, MR E LT

(DMSO) Bttt id & L CHEfE 7 nL 7 a~ 22 (CPZ) Z4E ) L=, fi 5 2 EHER (MPE)
W &0 R L7z,

RERT — 25, LI~V T AN CNS 7054 13, Wb B LUEEM IO EE 2 oR &
2o, LI T AD 1000 ug/mL TIEDNBD L Z &b, LI <Y T A0 400 ug/mL
S OY CNS 7054 @ 1000 pg/mL 23RS 25 O kmiRE Th o7,

2.6.6.8.2 I % & & P R
ApEs Il (58D, LR 423721
ARES I GYErD . foRdET - 4.23.7.2.2
ARES I (S 558, T - 423723
RSl (Z5Ek) . SRR 423724
ARES Il (5ERD. CRERT 423725
AiRES Il (586D, SLBERT 0 423726
LI~ T AOABERAE GEERA] (SmgmL, NI VERE L LC) OWMmAER % FE L7

W - ERERART T 4 T DM E R L, LI~ Y T A GRBRE TR 0.25 mg/mL,
NIV LC) L 4EI237°C T 1RFMA ¥ 2 _— b LTz, atExt iR & LT 0.9% Rk (£
BAHR) . BRI E L O AR = 2 Uis, w00 %I BIE P o @& E s
THIE L, iLAREICHT L2 ESFR (WLiES) TrRLE, LI~ Y T A3ELEEZ RS2
Mmool

b hifiE 2 A LS () <3 B oS R =2 (5 mg/mL) &L T,
LIvY T 5 (B 08, 1.2, 1.6, 2.4 KV 4.8 mg/mL) OEIMAFH Z Mt Liz, R=r
JUBRRE TIX BB CRIE~ PR ORMAREIL L7223, U I~ T LU T I Mk
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4.8 mg/mL F CIRIMAEMITRD bivZeno7z, L L, 4.8 mg/mL B Tl 0o % Oz B
BN BT,

LI~V T A ROERBH CNST054 13, Wb b hRMICEIN L 72856 I RkmiRE
10mg/mL £ T, wlzEZZ22->7 (- ' 2~ 7 2 2&&RE 25mg/mL G
BRICHWTZmmiR ) T U FORIMEREETR IZIIN L 7256 1 i b I BkEESE & 2~ b T,
kORI BE SN TS (R -

b MSEEZHWZHRBRTIL, LI~ Y T AOKRKIERE 1.375 mg/mL UL ETWERFRO b

W) - FEkic. LI~ Y T AT 15 mg/mL AETE MiSEFICIERE A 4 U728, 1.25 mg/mL
TIXILE XA B2 o 72, CNS 7054 Tl BRI W - @R 2.5 mg/mL £ T, LB I3E
gaxnzir-7 (R -

FREDOFER (L2~ T LAORKKIEE 1.25 mg/mL TrhEia2 4 U722 13, 7 2 T 8i5
STy s (-

2.6.6.8.3 R ER
Sy MO ALERNCTL I~V T ADERFEE 2B LT,

2.6.6.8.3.1 7 v b DEYFRIEER
AR I GHnEeh . SeliEnT  42.3.7.4.2
KpES R (G256 . fosET - 4.23.74.1

IETTEAMB LIS T ASNORILOFEEZH ONCT D720, I EREAERKR) &2
27T LOFRRIE S LTzl ~ b (lar:Long-Evans) Z i L7z L oS—EIRIEIC L DY
Frnlakir 20 L7 (D -

JeAT U CERE L7z TR T, LI~ Y T ARG L 5 —REBBIRITI T 2 0 R R Bl &/
MEIX 10 mg/kg EHIET L2 (R -

FREATIX, I4Y T L EREOFRHIERIEEL - LZ 20 OB EEHR LT, I4 V7
LINH VIV T ASORGRIRE T LTz, L A= LEEICHT 2 I 7Y 7 Allo LA
— i LEFOEIG OFHEIL, LI~ Y T L0 E&E 2.5, 5, 10 X 20 mg/kg T, ZiLZEi
125% (n=7). 33.4% (n=19), 40.0% (n=20) &1*80.7% (n=13) Tho7c, LI~V T A
DOFH-E 10 % 20 mg/kg T 20 Bl 18 B b IEHE (FIEIFRIKIZ IS 1T D L S—#1 L EHIC
%D IX T LD L S—I LRI OEIEN 80% LA ETHD Z &) Eiil-LI-Z &b, 2
B TRIVITARE LBz bR, LERS T, LI~V T AOFRBIFRKIER
XXV T LOFRBIRIEER L FEELL TH D ATREMER B 2 bivTz,

2.6.6.8.3.2 HILDOFIRA E 2R 5HER
AR ES I GHoEeD . SCEERT - 423743
TATEAOE CERERBRICE Y, L IxY T ot EemE L (- e
ERBRTIL, LI~V 7 2OHREFEIRNE G L2 5/ RHEIX 0.125mgkg ThoT-, £
DI, HwAIOD 2 R B 2% 53RO F&m % 0.125 mg/kg/infusion 1ZE%E L7z, 2 R &L O}
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24 B A O 5B 2 % 4 VSO T B 7Y % VTR L7z, sk CRBW s it xt R g
(XY b E S —/V) @ 1.0 mg/kg/infusion Z1EFEIZH OG-0, B (AR X
HO®&EG LaWnWZ LRS-,

2 M ECESERBRTIZ. BIWIcL I~V T 40 0125, 006, 003, 0.015 kO
0.008 mg/kg/infusion 2, ZDOFIAT | HE 4 HEToBHAHRG IE, EHERL IV TLD
HOo®EE —%T 5, BifERE L OSESICH R EOITEE (bR A LRZ, 2 b OBRARIC
FEOX, 24 A CEGHBRTIIL I~V 7 A0#F 58 0.06, 0.03 %O 0.015 mg/kg/infusion
ZZOREIETH RS ST,

24 WifE H O 5 5BR OB 22[#1%. 0.06 mg/kg/infusion TiX 9~16 HH. o &L 5 HIH
L, T_RTOMAED 4 Flep<, Bt OML R EEERE (1B 1R EOAD
&5#55%uhﬁﬁﬁé)_ﬁéﬁé\@%&V:7/7A@§E&5mﬁ§éhto@%
FRIE ., GEBEVHH, WL EOTEE (LB Sz, LI~ Y T A0 CHRG I X,
FREE 2 BT D - 02BN E O B O G 2% 7o, Z OB 2 B CRHIEE, 9%1
BHTEEEE L OEEET L RLEZ D, LI~V T A THIRKEEDNTERR S5 aThErE
DR SN, L7eBo T, LI~V T AET 7 PLVOEIRNE & 5E 7L Tk i %
AT5EE2x 7,

2.6.6.8.3.3 Z v b DEKIKFHEAER
RpES R (3 4k . SOHET 423744
AR I GHEERD . SCHiET - 423745
RHEES T (S5E6) . SRk 423746
LI~ T ADIMMMEFHFRE R CNREKIZ L 2 FIRIREHERF R L, Ny U7 B REY
DOIFYIaLELT, 7y P2V 3ER (i Ol <R L

AR5 (D <% =315 (D 70 Ot & O &4 B L,
W ORER b I BRI TR R TR Ui, BEIRO 1 &I 1 B 1 RS & 8 2 &
~O 1 H 2 [E# 5 TOMmE 2 LBE 3 2 72012, mﬁy%(ﬁnanﬁ¥6~6ﬂ/ﬁ)
VIV T A XY T LITEEZEEERGEIC LY 4 BERE0EHE L, 28 HHIC
WG a2k L, £ 0%k 4 HBRSEIER 2 8152 LKOV:7/7Aﬁ\mmMgUhﬂ
~Day 5). 15mg/kg (Day 6~Day 10), 20 mg/kg (Day 11~Day 20). 25 mg/kg (Day 21~Day
25) K O*30mg/kg (Day 26~Day 28) OHETH G L7z, I4 V7 AlX, 2.5mgkg (Day 1
~Day 5). 5mgkg (Day 6~Day 10) K O 10 mg/kg (Day 11~Day28) OHETHE L=,

REY T AORERETIE, VT ENRATHLIDAER & FPL L 78R E OmMEER (2
EEZ LN DERBEOBNN) W ONTIRIEIC L0 B O F RIEAAVEER (FBEE &K O K ED
W BT D ROSMEDM R OB LS NI, LI~ Y 7 A0EREHREM
[FIEMBSR (LRR) TH Y. 4 EEOEARAEGHH I Z OERI T D it o Jk
ITBA DN oT, VIV TAREHTIHOT v RO L2, EWih & 13BN
BRNEEZ b, KERGIZL VKR, BEEROEKEICEZEN B, IRERITITE
fHE N KBS EN oI XY T AL TR LI~V T AIHRGEHTICZh
BONRTA=ZIZAENREERZ LT, IBRERITEKENED LIDOA Th o7, #BR
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YWEZREFHIKIC 1 B 1 B&RS LEGG0ARTEN R Tho722 26 HEE (I
TIELVISYISARRIXY T4 1 H2EEBEEEM LT,

TR (D OFtEE. LIy T A IFXYTAKOERO 3EET, Ty MOl
HETHIOREIKIZ 1 B 2 B4 BESEFET 260 THo7o, Lol (FHEHBRIC 1 EH LT
LCRE L72) IMNBBEEOY T Z 4 FEET, 1 B2 BEEIZEY 12 B B £ TICREHOMER
L7z Rl E OB D720 | FRBRTIZS HE2 O 1 H 1RGO A7 ¥ a2 — /VICER LT,
FRBOBHTH 12 HE ETICRHOMERK MEENRO DN, ZOMRR TR 21TH
Ylote, ZOD, VIV TLAKOIFXY I AE I H2EELET4HM, 1B 1EEE8H
I B 55 CREIRN IR G- &7z, 12 HEICRG 2T L, 20% 7 BT v F OIRIEIER %
BELT,

VIV TARETIHIPE Lz, FIRREHZEFEIRASRBD Do Z &b, FERIT
FHTH-7Z, L2 7/7A®£%ﬁ%ﬁﬁﬁiLm1@ BB THO, 12 HHOFIRN G-
I 2 OFERIC R 2 BRI E O R IT A S e o To, BEGHIEICE Y | BEZRHO
BEESEIME OB OB (R IREEALOEIE) & BB LS ENR O b, H KD
RN RIE SN, 4 YT LAOKERERGTIE, B ZRRFIMIEOMEE, W ONCIRIRIC X v B
E@%W&ﬁ@ﬁﬁﬁ@%éhko:@ﬁ@fi%ﬁﬂlza%fﬁTbttw\v:v/7A
DR O ST B IR AF TR BE & R T 2 13 AR R R BERS R T 2 R ER S 5,
FRER O FH K OFEMC BT D HI592 D 5 A3, it ONBIES O F IRKIFAICEI L T, L~
VT REIF YT N E AR TRIEIREOERZ R LTz,

R TIE, M Wistar 7 R 3 BE B~10 L BE) 12, LIV T A, R
&/7A2iwﬁ%%@%&(2 D) BEH L. B CEEMED 2 R RHeE R 52 Wi 5 G-
ETIToTc, TR TORLGTIARSINDIRKBICBEEZHNSE LD, ZO0&RGELRE
AL,

AR T3 6] (A REED 2 FIR DL R~V T ABED 1) T L, LI~V T A
%K 60 mg/kg (30 mg/kg BUEFRHE + 30 mg/kg 2 BEREIFHAIRINERiR 5) £ T4EMNKERS L
7z & &, LRR K OMEFHER S S HL U723, (REBINGE:, B E L OEKEICRE BT A b e
o, BEKRTHRIZLI~Y T AFEOT v N TIREIERIZA O T2, SHICAERTIE
ROMAE, B EK OEKEORD DB SN, I¥ YT A0 1 BREL & 25 mgkg O
AR 5-Cid, [ UEBR G FC LRR 1A DIV o 7oy, BHE R BFER DR B LTz, I 4
VT AT, FGHRTICEEEROEKEN S H2RERML, £5RICX > UIABEDE
Ooile, XY ITLERELET v FTIEH, HEKTRICAREDRD GNRWAMEE (B
%1 HHDOAR) ROEBEHRERORD . ROEKEOBEMNBGED bz, LLEORBER LY,
I Wistar 7 v B 2 LTRSS T T, VI~V T AKX VT AT XS IR KT
PEZTERCT ke = B 7 o A d e ST E 7z,

2.6.6.8.3.4 YLD B R IKREFEESER
ks I GUAGOR) . LT - 423747
W= AP NLEANTL I~ T LDOHKEKFEREE MG LTz,
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FAERERBTIE, LI~V 72% 7 X310 HIEL 1 B 24 ReflFRskc 5 L 7=, 0.75 mg/kg/h
DOENRNFFE G X0 | 2FCIEBNTH L OCBIERIE 7 & OTE A LBl s, 1 4l
TEEEORDNA LN, 2O O G E% Day4 7°5 0.5 mg/kg/h [ZHE L, FIZ
7 HIEFRIRN RS G- 2 ke L 7o, £ OfR, ITEIA LIS SR &8 by, EEaElX
[ Lz, WTHoETH, 5 HIFEPICiEES TR bk o T,
MERERBROMBRICHESE . FHBROE 1 BoOK5E% 0.75 mgkg/h [CRE LT, Fish e

LT, EBEHEDORDNH L8 1 F11X 0.5 mg/kg/h THEE-ZBLA L7,

FREETIX, HEXERRCHER L 6 IO 2R ER& 7% 1 » AL KSR L, @i
LI~ YT Lk 4 BEEIRNERGR G Lz, Z0%, 1 EBAREL, 8o REREZ B L
Too HEBLEE & bIT, EEVRH, BIERE, BIEEICHT DROME T, BIEE ~DE 2 T
WM DOPHE I TIEsR 7 EOITEV LM BB STz, Los L, 2D O TENE kix i Gfkie &
EBITHR L, SRR bivie, &G &2 LE L, IEEERNR SN GE610,

72o 0.5 mg/kg/h THEZ B L7 1 BIIXE 2 12 0.75 mg/kg/h, 2 4 BT 1 mg/kg/h IZH&E L,
W B RN G Lo, IREEHI IR, 2 6 Bl Cilmf R ls . @ OPITErE, &, AhiE
B, PESOCOIMEM:, Rk 7e & OIRIEM N A DTz, Eo, 4 6 Bl TR K ORI A3
DU 6 Bl 4 I CEETEN D U, IRSERLAY 25 ReflIT, 1 B CEREED & OffHE, 25 MR
1 K O AIIEEA 72 & OB E OIRIEFEENFH O bhvlz, LEXY | LIy T ARy Y
TEEUROAIKIKFIEHEEZ AT 2 & B R DI,

2.6.6.8.3.5 BIMMRIFER R EEICRE T S5

7 v N ORIFERBR Tl BEOHRKGFEREL N XY T & L TR OIRIIER 2
BHBNTZ, T, A=IZAFALTIEL I~V T A0 4 ARTEEGEHIRNE 500 L 0 | BIE%IC
B 70 B AR IKIEPEE R MR S s, T ORBASRAIITHET LT, LI~ Y J A
DY DT REH LRI, RREOFA THML N RIKIFEREEZ AT DL E 20
i,

2.6.6.8.4 KEYOHHERAER

HERBIL I~V T LOFHAROTTHACEHMi SN TS EEBEZbND b, &
R CNS 7054 (2 O\ COHEmMERBRrE i L7z, b FORBEITT T, HHERBRICHEH
L7=EWREIZ L AFTET D,

CNS 7054 OV T 2B 2 £ 2.6.6-21 (/xR L7=, CNS 7054 [%, M TRl &
bole7y FOBETHAR (. 266843 %) AR\, EHERAEZAES RV L
PWREINTND, —EITRLZWTHORBR T HZAER UG SEERCHEIL LT, #
PEAT R BERD SN o Tz,
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& 2.6.6-21 CNS 7054 DEHFHHER. REMREABRRUVEHEHAR

Study Type | Route | Species | Material Used | Study Number

Pharmacokinetics

Toxicokinetics in

dose-finding study iv. Cynomolgus monkey
Protein binding L
(4C-ONO-252) in vitro Rat, monkey, human
Hepatic metabolism in vitro Human
CYP Inhibition in vitro Human
CYP Inhibition in vitro Human
CYP induction in vitro Human
Inhibition of drug
transporters Preliminary in vitro Human
Study
Inhibition of drug in vitro Human
transporters
Interaction at L

in vitro Human

P-Glycoprotein

Primary and safety pharmacology

]
U

GABA receptor binding in vitro Human, rat, pig
Selectivity profile in vitro Various
Selectivity profile in vitro Human and rat
Sedation profile iv. Mouse
Sedation V. Rat
Sedation effects V. Rat
hERG study in vitro Human
Papillary Muscle in vitro Guinea pig
Toxicity
CNS 7054 DRF iv. Rat
CNS 7054 DRF .

. - L.V Rat
reproductive toxicity
CNS 7054 DRF V. Cynomolgus monkey
Phototoxicity in vitro Mouse
Hemocompatibility in vitro Human
Hemocompatibility in vitro Human

T Study conducted to GLP. The remaining studies were exploratory or dose-ranging in nature and not subject to the
GLP regulation, or were in a field exempt from GLP regulations such as pharmacokinetics. Nevertheless, they were all
conducted in the spirit of GLP and by GLP-certified facilities following their Standard Operating Procedures.

2.6.6.8.4.1 CNS 7054 M5 v kZH T B2 EE TRER
ABRES I (Z596) . safEe 423751
KRE3PEDOHET »~ b (SD) (2 CNS 7054 % 100 K O} 200 mg/kg O HET, 2 HMNERES
HE LT, MREEOBICITAEB AR EZ &G Lz, ARBRTIX. CNS 7054 H R SuRERHER O
HE IR ORI 2 s LT, —MelRiE, (RER ORI RICE L T, Wihoikb5&T
LT A BN o T2, 100 KT 200 mgkg (28T 5 AUCo 1E, ZE4LEIL 287000 K Y
441000 ngsh/mL Toh > 7=,

2.6.6.8.4.2 CNS 7054 MDA =9 A4 YILIZE I+ B 8RN EFHRIR 5 HER
ABRES I (2SS, R 0 423753
QUIED T =27 A WL (., 45%#H) 12 CNS 7054 % 120 mg/kg D& T2 HIE. AR (24 Ff
M) Frfei s L7z, 12 BRI, 240 mg/kg T 4 HREEE L7z, &5 PICEY O —RIE
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WEIER, RE - BEENEEZFEM L, P axxT 47 ZAFNE{To72, 2 BIEEGKTHE
IR PRI A, IR TR A &K OSIR 21T - 72,

1 EIE 30T 2 B H BRI THINE R o T2, HEHRTPIcWToE T, —IEER,
HREIIEBHEOZLITB D Diehodz, 2 BIBEGK TORAIC, MEFORE, miksk
LR R A K OV C CNS 7054 (ZBEE L 722 i3580 bz o7z, 1 B H & O 2 [ [ #2515
DRFTaxxT 47 ADOHITE T, CNS 7054 D Cuax M O AUCoo4 135 BT U THIN L 7=,

2.6.6.8.4.3 CNS 7054 D5 v FDRE - FRIRFEEICRITTHE —#IRNX5HR
ER
RRES I (556, CRERT 423752
CNS 7054 DAEMER N NF L axxT 4 7 A& i+ 25720, W7 v~ (SD) ZfEHL
THERERBRA FEi L 72, CNS 7054 O 5.5 200 mgkg 2 1 H 1 [F], 4R 6~10 H £ TEuH
T DM Ch o728, BRBOBMIC LY KRG 2L, HIR7 > b (k6 H) TO
B RN 512 K D g PR BRERR 21T o 7o, *HBBE OB IT A RERZ S Lz,
ABRES I (2668415 L3RRV, KRBRTIEIKRGME (IR 6 H) ORulH:
HT 1 I CNS 7054 WETAHIEM E B 2 b D AREENK T, BRI, S5 & OCRAATT
DB ST, ZOIREIZEIT D Cua 1T 517000 ng/mL & 5 STV 5, BAE 2 BEERHER A
BleasncloE 52 L, R0 OEBWERE 2 IR0 TIE, LIV 740 100 XX
200 mg/kg % 3 S TRERICHARNE G Lz, TORE., —BIREBICEEGED b, &
& (200 mg/kg) BEIZIIT D CNS 7054 D AUCo24 1E 684000 ngeh/mL Toh -7z, Z OG- EDF-
#J Cinax 1% 492000 ng/mL T&H - 7=,

2.6.6.8.4.4 CNS 7054 D REZEGEHHRICE T SBER

# 2.6.6-22 L UF 2.6.6-23 (2.6.6.3.3TH, 2.6.6.3.4 T8, 2.6.6.3.5H) (TR L=k DT, Sl
AN QNS FR AR Fifee 1% 5388k T 140 72 NOAEL 238 & 472, CNS 7054 O BFEER R 12>V TR
AT &, BRRRERICEKIT Db b OBREEE & L@ OBREE R Cua DMK 132 f5 (T
v N OBEEERE) , AUC MK 143 15 (R =7 % OF RN e 5) ICE LTz, 202 kb,
CNS 7054 IFFEHER 2 MR IC B W CTH IR S TV 5,
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*® 26.6-22 RELSHUEHER (RFEFHFIT) (CET5 CNS7054 DEHIREE

Dose Dose Level Exposure Ratio ? Exposure ratio free
Species Study Characterization Gender (mg/kg/day) Cmax (ng/mL) AUCo-12 (ng*h/mL) P concentrations”
glkg/cay Cimax AUC Comax AUC
Male 49700, 50000 46600, 77800 2.7,2.17 0.7,1.2 8.5,8.5 2.2,3.7
NOAEL 20
] Female 44800, 51800 32400, 43000 24,28 | 05,07 | 7.6,8.38 1.5,2.0
Rat 28-day toxicity
(i.v. bolus) Highest dose Male 20 67900, 77700 82900, 43000 37,42 13,22 | 11.6,13.2 4.0,6.9
studied ° Female 66000, 70200 75000, 85400 3.6,3.8 | 1.1,1.3 | 11.3,11.9 | 3.6,4.1
Male 7840, 7220 17100, 15500 04,04 0.3,0.2 0.7,0.7 04,04
I NOAEL 3
- Female 7140, 7670 12300, 17300 04,04 0.2,0.3 0.7,0.7 0.3,04
Monkey 28-day toxicity *
(i.v. bolus) Highest dose Male 20 27900, 27600 56300, 56700 1.5,1.5 0.9,0.9 25,25 14,14
studied ¢ Female 30500, 29700 77100, 74700 * 1.7, 1.6 1.2, 1.1 2.8,2.6 1.9,1.9
Hichest values 12 mg/kg/h initiation +
Human CNS7056-010 g maintenance infusion at 18400 65700 * n.a
observed
ca. 1-3 mg/kg/h
Data from , - CNS7056-010

Two values, where indicated, denote mean values at first study day (left) and close to study end (right).
AUC = area under the curve; AUCo-24 = area under the curve from time 0 to 24 hours; Cmax = maximum plasma concentration; i.v. = intravenous; n.a = not applicable; NOAEL = no observed
adverse effect level.

a: NOAEL/observed human exposure

b: Corrected for differences in free plasma concentration (rat, 26.3%; monkey, 13.8%; human, 8.4%).
c: Findings were an increased incidence of urinary blood pigments (females > males) and protein (females).
d: At this dose level, in single animals minor renal lesions and unspecific liver changes were seen (not associated with changes in laboratory parameters).

* AUCo-+
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* 26.6-23 REZKSSMHHR FHRAEGRRS) CH1T5CNS7054 DEHREE

: Dose Dose Level Cmax AUCo-24 Exposure Ratio * Exposure raflo fl;]ee
Species Study Characterization Sex (mg/kg/day) (ng/mL) (ngeh/mL) concentrations
glgiday & g Cmax | AUC Conax AUC
I Male 3990, 5420 39700, 53500 0.2,0.3 | 0.6,0.8 0.4, 0.5 1.0,1.3
14-day toxicity NOAEL 22.5
(9h/day) Female 3310, 4170 31500, 42100 0.2,0.2 | 0.5,0.6 0.3,0.4 0.8, 1.1
Monkey Male 3550, 3640 41100, 40100 02,02 | 0.6,0.6 0.3,0.3 1.1, 1.0
] NOAEL 30
28-day toxicity Female 4170,2710 42600, 32500 0.2,0.1 | 0.6,0.5 0.4,0.3 1.1, 0.8
(12h/day) Highest dose Male 60 7240, 6030 83000, 65500 04,03 | 1.3,1.0 0.7, 0.6 2.2,1.7
dose studied ° Female 7670, 4040 80700, 49500 04,02 | 1.2,0.8 0.7,0.4 2.1,1.3
[ ] NOAEL Male 26486,27306 |308317,386514 **| 14,15 | 4.7,59 8.3,9.2 29.2,36.6
Minipi 28-days toxicit; Highest d 120
tnipig ("gj d;’;‘)m Y ( e d)ose Female 15735, 18716 | 77576,103318 ** | 09,1.0 | 12,16 | 53,63 | 7.3,9.8
Hichest values 12 mg/kg/h initiation +
Human CNS7056-010 gb d maintenance infusion at ca. 18400 65700 * n.a
observe 1-3 mg/kg/h
Data from I CNS7056-010

Two values, where indicated, denote
AUC = area under the curve; AUCo-24 = area under the curve from time 0 to 12 hours; Cmax = maximum plasma concentration; i.v. = intravenous; n.a. = not applicable; NC = not calculated;

NOAEL = no observed adverse effect level
a: NOAEL/observed human exposure
b: corrected for differences in free plasma concentration (monkey, 13.8%; minipig, 50.4%; human, 8.4% respectively)

c: At this dose level, changes in erythroid parameters were observed.
* AUCo-t; ** AUCo-0
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2.6.6.8.5 Ty D= ER

LIV T A0y FHRIZHRIE D R kO ARy (. Y Ax,
[ N N N 2 aay  )NE
DI E Y R RSt s A o ARY (ol D (2B 2 BB EMRER & OE
PGB 2 i L7z, RBRICIZL 2 <= T DTN D ORI K OV R AR ONZ 4%
B (CNS7054) 275, ANy F1 2RO (£ 2.6.6-24),

® 26.6-24 THPOBHHARICERALEZLEITYILNYTF (Lotno I @
EEyEaSRE

Compound name o Compound name o
(alternative name) Content (%) (alternative name) Content (%)
— | [ ] I
— I - [
| | A A* |
CNS 7054 (ONO-IN-252, the
| | main metabolite) |
— IS I

A S F oA L C OB n R & U TR 282028 54X 5R (O - 26641 ) .
<~V RAV U7+ —~HAR (. 26642 %) KOT >y MMERBRE 2 Ay NREROM
AEER ) 266445 N =7 A Lo 438 RG-SR (O
2.6.6.3.4 ) &3 L7,

RS> F oA L CHEMLIZWThoRBRTH, mIEFTRITERS b o T,

2.6.6.8.5.1 Rty A* DEMERER
R T 0 EBIRASER EXTRWE T H 5 A A* 2OV TIEIFZEIRAE BB )
i) O~ v 27—~ TK AR (il < A A* A UM CCREAR L
776

2.6.6.8.5.1.1 i A DEREREESR
RERE S il GVmE R . RCEERT - 4.23.7.6.1
Ay A* ZRAITFT 7 AR (TA100, TA1535, TA98 M ) TA1537) ., I ONT KA EE
B (WP2uvrd) ZRHWT, S9 mix FE FROFHEFEF T LA v FaX—T a3 ETRER LT
) - 500 DMSO KON 4 FEDOREM O BT % L E FUBRE R R K OV Mt
L Lz,
ﬁHEE&ﬁiﬂnﬁ:%ﬁGC%d%\ FRBR IR mIRE 5000 pg/plate T 2 [BISEHE L7=, W io EiER
BWTH T XTORBREK TSI mix FA7E FROIEFLE T CLRRMs e & g L T2 52
E. XIHEERFNRERER 20 =—8OMMNIBIEIN2) o7, 2 [0 CHBIHE
DR ST,
S9 mix fF/E F M OFETEAE T, TA1535 O TA1537 @ 2500 pg/plate LA b, IFTNZ WP2 uvrd
J N TA98 @ 5000 pg/plate CTEMEDAEBHENBE I, HBRWEORIMZLY S mix {7
TE TR OIEAFET D 5000 pg/plate THERME OILE TR HAVIZHS, 48 K #%Z DO 7 L —

kT
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S9 mix fF1E F XUFIEFAE T D 5000 pg/plate F TIEEITBIEZ S N2 o T,
SR E R A O 2 B0 FERBRIZ I T, M R L OB B O IR A R o =—4¢
I LRER MR O 7 — & OFPAN CEHE £ 3S.D.) [ZH o7, ZOREE., ARBRDZ YD e
RSNTo, AHIIAXT SO mix DFFESUIIEFIEICED 69, MEICEOFEREFHRE L2
& S AL,

2.6.6.8.5.1.2 T A*DIIR 2T +—< TK HER
RRE S Rl GYATEORD . RCHRE T - 4.2.3.7.6.2
Al A* %S9 mix fF(E F R OFEAFAE FORRERM (3 RFfE) B, W ONT S9 mix FEAF
TETF O 24 ReEEEIZ LD, ~ U AU 74—~ TK A5 (il <376 L7
(DMSO) #ZRatExtiR, 7 rHEAT 7 I REOA X AVR ATV EGIERE LT,

FHERERBROMRIZEDE | 80%LL EOMamEEAFEELT 5 1200 pg/mL ZiEHESE L,
402 pg/mL £ CTAk 1.2 T7T HEEZHK T,

S9 mix fF7E N & OFEAFIE T ORI Tl W OHEBRY B ALBRRE T & fa i B & Lo
i LC, T-MF OF B 2HEINIEO SR o72, S9 mix FEFELE F D 24 FEEEGENLER Tl
833 pg/mL (T3 T DA fathst FRE & bl L CHE 7R T-MF OIS BIEE S L7273, rfyiEaJr%El"J
WCHEBZRRAEKRGFETRD bR o Tz,

SHAVERE T, BRI O EA% I BRI 72 RS O [Hifldo 20 =—JEaE (PE)
MOEI] BAHBIL, 2 HFOZERERFEBIMIK TIZ RSG DA BBILE I N, WThOLH
FECH 2 HMDOZEIRE BATIHIMIE THREZ RS O A B2 > 7243, RTG (X RSG & [AlEE
O R EARAFH 22 % m LTz,

BB E PR E AL 2 B 2 B R O ZERZ8 BAEBIHI M T £ T S9 mix FEAATE AL LB D
833 pg/mL LA b A ONZ S9 mix £77E T ALREE]ALER K O 24 e L BE D 1000 pg/mL LA E Tl
ATERIES 0 TH - 72,

%&’%ﬁ%%ﬁ@%ﬂu 2RV BRI O pH AT o T, BRI E DB AE D B T £ T

iR 1200 pg/mL (23T 6 BRI IR E DILBIIRE O b g7z,

EK PEXTRREE Tl W T OMLEL AT % PE O T-MF I, %ﬂ%“i@ 65%~120%}% OY 50 x 10
~170 x 10 OFEPHICH > 7=, BHIERREED T-MF Xk 0 57 — X OfEN (CFE%)
fE+3SD.) IZhHotz, Lo T, AlBrROZYMERMERR S iz,

AR A* X, S9 mix OFFE/ IEFETEREF O BEICEDL 5, ~ v R U Vo3 EHf
(BB TR EREFHIE L2 Liffiam S Lz,

2.6.6.8.5.2 B = AR

RS I (5%, &R 421118
ApES I (25585, SRET : 4.23.7.64
AERES I (S 5548, RSl - 423763
RRES I (=588 . Sl - 423.7.65
ARES I (2556, lERT : 423.7.6.6

SO AR T\ T UL T ORI I LT,

SR LI | &
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Z v b (SD) % H\ 7= E11CS033 T/ i (=R 5 2 8 EH GESGHE - LRR) 2381
LI, 10mgkg UL EOEGETHREFINBILE STz, 20 LT 50 mgkg TIEELUINIIC, K
FARETITOREN THLT Lz, mRIEEIERIT 5mgkg Tho7=, SETHOHIR CThiDOREFR &
bR O AR D JIBE 235588 BTz, ARFTRIZAEFEGI O TIIAR DN AR -T2 2 L BIER
(X0 I BR g~ D S HER S A7,

B R O EOUEH O HERAE R OSBRI 2 REs LTz, &S5 10 ILo Z
v b (SD) 2. #EBmE % 0, 02, 1, 5 K020 mg/kg O A& CHEMAIZMFE, X0, 5 KO
20 mg/kg/h T 1 KT IRNFHGERR 5- Lo, TUlFRHERECIX 5 mg/kg DL EOEGHE TR A2 0
AT B AL, 20 mg/kg D 1/10 i3 B B IR DOV RIER & 43U U TGt 7 43 AN AE
U L7e, S8 & QYR B R A O FE 5. BRI Affa e OV M HH i i QN I IE L & 5 IR
WARETH -T2, EFEFTHRBEORENED bz, —J, RN G T, Wh
DOFEETH BHEERITRD bk o T,

UEEY S 07 > RGBT D IFBSEE K O'NOAEL 132 121 5 mg/kg
KOV 1 mg/kg, 1 REERIRNERGE G- TlIW3ivd 20 mgkg &5 x bz, BHHIEICL DA
RNER2L01T, BBEOEWVNILDEEZ DN,

B O SRR ORI R T 2 — I O ST S 72w, BERET » b (SD) T
I 5% R OWER R I K IET AR L7z (D - 58O Cligs s Rk T 2%
AR Llc, AR5 ICOMES |\ N = 0 1. 5 X% 20 mgkg D& TREHL, &
5N 20 mg/kg T 1 RERI2NT CEIIRINFRGESE G- L. E, OB QIR T A /8T A — 2 %]
E L7,

20 mg/kg DAEFETIL, 3/5 BG4 12~13 3 THLE L1z, Zh b OB Tl 72
I FAR T B OVRBLN 72 DA B D LS BIER STz, 20 mg/kg FEOD AEAFF C I 48 BE 0 B8R 3 7
HAL, 5Smg/kg LA T Tl =& OVAEIZ BN RO LR o7,

I R ERBRTE Cld. 20 mg/kg O RRERE T 3/5 BN EEH-1% 3~11 43 THLE LT, SECHITE)
ARiL pH, BEEDERONNE Y v B o IR AR IR Z R L, R A EXEEE R LT,
A TR E DN A LTz, 5Smgkg LA T CEEIXRO bLRhoTz,

20 mg/kg/h DOFIRNFRRER G- TIETHNL/e <. BIEHM T (EIRNEHHR 564 T1% 1K)
(A R ORI RIS BT b e o T,

LROMET O 20 me/ke 2 ORI R 5 5 B B AL A5, AR
PRI B TR B2 0o 70) 1, GBS (D THER SIS . OV
P 5 % B OUH A M LIRAIC by EREHLRAD T,

B -7 > MoaEEERC R b sER oo BoRE (I <.
B ST E BRI DT (AN AT TT T 4 Tk — (B
B AH I VAR OWLPAF Al 5) SURMREEE RS (L mrEOFHE) OB 51380 67

-7,
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2.6.6.8.6 Ay OEEAER
WIMT X2 LT 40 DT v b ORIEHE GHIERRLOEREE T v b OmMERER % 5 (%
2.6.6-25) L. LZAMR OBAEMZ B Lz, 72V —EOBIERRA AR SN TEY .
52 OEMPEICK T D LEMEHHRICESFHE, 512, VLIV TARHFNCKE T LT XA b
T2 40 DREMETONT, AMEBERAE, MK, 5 - MiEoR4e, HilmvEREE, BERmEK
i M OSSR A8 O i 70> B BFAT L 7=,
& 26625 THERIES 40 DREHRSHSHRAER

Species .. .

(Study Duration) Mode of administration Doses (mg/kg) Study Number
Wistar Rat (28-days) i.v., infusion (4 h/day) 0/200/600/2000 [
Wistar Rat . .

(28-days TK study) i.v., infusion (4 h/day) 0/200/600/2000 ]
Renally impaired

male Wistar rat i.v., infusion (4 h/day) 0/200/2000 [ ]
(7-days)

2.6.6.8.6.1 TXRAMS2A0DT Y MZEITS 4 BREEESERR

AR I 7R . RCRE T - 4.2.3.7.7.1
RS I GHhEE) . RoRERT - 4.23.7.72

TXARNT 40 OFMEITMD THHNEEZEZ BND Z L RO TFEISNLBERE)ND, ICH M3
(R2) A RTAVDRRABEDOEZFITH > TheMELZBIRL T, 4 BEHEGEERR
) %5 EE2HE L, Ml Wistar 7 v MCABEREIRICIEM LT XA~
> 40 % 0, 200, 600 XI% 2000 mg/kg DM &E (FEAE20mLkg) T, WEIT—7T /L& L
T 4 BRI OFIRNFRGER G512 X 0 48RS L, —BIER, (RE - B ENE, miRFmE,
MEAE LRI A, BEERRA, REA., IRFHFAORA ., IR, DEesE SE & OV PR 7
(iR & S L7z, Z0tk, 2 BEOEEMR 2307, V774 Mz AV BT %
YAk T 4 7 ARl A FEM LT,

THRANT 40 OEGITER T 2 THNTA BN h o Tz, —BIRREDOBILE CHE, Ny,
DU S e O FE D — iR PERERR,HIECH O ek oic, 77 4 IR o —RIKEN 2R &
TEHEICRD N, ZOFRIET v MIRFAERIEVRHNTEY D, b MIIXBEEA 7R
WwWeE o,

T XA LT 40 OUBEFEIC XV S HEREOECHRERINGE LK OB RO 13 Hiv, T,
Pl B R OV D FEEAI~DT X2 T 40 EEM O~ r 07 7 —IJHEINO-0, Zh
DOMBEEBENBERI L (600 mgkg #ELL EORED T, 600 mg/kg #ELL DD [ fi,
2000 mg/kg #ELL EOMED g, FIE LK OB, 2O X IR T XA NT 40 OEFEIX, a0
FRETT XA LT 40 OFF(E & BT DR/ ZER LI B S D Z &b BN T
B D, FEEREIRA T, RPTRIE M I RIEEZ LD JREIT A D72 hr o T,

7'a ha v UREHL TEERESY b e AR T T AT R R OV IMRER I 1, )RREE L B 5
HOM THEEFNERO S D 2 RITZRO Do iz, SEH M/ IMUETE O ZITREN N E L
FHEERIZZ LW EEZ SN, 600 &1 2000 mg/kg BT 572 ML A L E AR A E O
BREOES ., FARICEEFHERITIRNEEZ X S,
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600 } U8 2000 mg/kg #£ T, NTIRFEE., BB, M. Wi, Vo ~EROMRIZT 2 57 2 40
A B DR e Ay . B KAE R e B e OV CRled BTz, RIESUTIRAT
PEZEALD X 5 7a, MIINZGITHE S BERBRIMEE JUIRRE R EN A LN o= 2 b Jaik
/2RI AT AL VI U7 o 7o, TPl VRN o 28 (ki [ml 18 Wi i s se 2 a1
L. fifi, Pl e VD > SE IR B 72 I 2558 0 DTz,

HIEE DRI D B 573, 2000 mg/kg i Tldoet FRRE & Ll U CRARZR B EE OGN 78 B 4L
Too AERE L TR OB R ZIREICRT 2 KO EOFPENIZH b | JRENOFRENC
WL B2 D5II/NENEZZ b, BIEBIRE 7RISR E OHINIEA b7,

BHERE~ — 7 — X EEZ RET H A R &2 (IE : 7 LT F=0, 37 kO
TNVT IV, R ZLT7F=0) 2 IE—BIEORWDT 0728800 (g : JRE. IR« &
TNVTIVROTNT Iy /77 F=r (ACR)] Thoto, miME 2000 mgkg FEDOHET
. G HIRFE D ERTE & i LT 21%DOfEHFRICH B A R L7e Ay, 2 O
ELBWT RO 50% 9L FEI-> TR, AfiEEx bk, MET LTIV &
Y ACR OZELICHGEHFRIA EAITA LT, MO T — 2137 v FOBREL L E2DHT
T TIEIDME, Xidt N ORMEBREOHWENE 194 FRISE Th o7, Bl H B
BALIERD LT, BIRERICIT 1 FZBRET IR N7 U REICBET BT L2 -
72o 2000 mg/kg FETHDAVCIRERM 2T RIL, R/NEEELZ RTEEI N, Lho> T,
2000 mg/kg TREMRICHT T2 HENRD L= Z £ D, NOAEL 1% 600 mg/kg &5 % bz,

T v N OEREECICHF A B ZIT e o722, b MIBET 2 ME— 0@ iE T
Hot-, BB TEELILO DN KE Motz Z L BHEHFEHAEZD R LN D - - JRA
EEZEZ B, lx DREBEICHT DRBLENRT L5 LITTERY, LER-T, 7 v MIFFR
7R 7T T 7 4 7 F —kRIENR TEIELOS 2 B2 L Th L 2000 mg/kg THEDIKREIZZEN RO &
H, MECTEIERY 0N S IEEMAE O LN bz Z &6 NOAEL 1Z 600 mg/kg & |l &
i,

YPTF T4 M TEMBLIE X axxT 407 ARBT, YIRS H EREESHIZTXA NS
VA0 DIEFEELZFM LTz, M axxT 4 7 AR T, FICk&EG RO —Ho%T 74
NE) T, TR ORIREREZ SR T SRR RIE D DEDREWVFERNE LT, AR
ZELCTHE DT XA N7 40 OEFELZ R~ T AMEOEE FHEAEEINLTEBY  Fxvax
2T 4 7 ARBROERIIATBROERZ R T LOTIIRNWEEZEX ORI, 2O X RERND,
wERBR A AR — o7 4 Al RERGREEDERERR (R = =C
L7z, MiZakBRClE, 4 HFELE R 5 HMERER & K EReR B CEMWIC T 2 281U B FH
BTHDHI L EHEGRT A0, TERE ORISR 2 I L, GRIR =R bR &)
THXARNT 40 B EIZEET D B b &2 R LT,

MEHED FX T axxT 4y 7 7a 77 A VTERT D52 L0, IO T 74 Mkl kO
BN L CESE L7 BB eI 1T 2 IBE R/ T X — X QMR Z R 2.6.6-26 ITRT,
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& 26626 Y754 b rXLaXRT 40 AHBRRCEMBREYMSRERRICE T LHEE
BN A5 (MHEEE)

Cmax (mg/mL) AUC-24 (mg*h/mL)
Group 2 Group 3 Group 4 Group 2 Group 3 Group 4
200 mg/kg 600 mg/kg 2000 mg/kg 200 mg/kg 600 mg/kg 2000 mg/kg
Satellite TK study 172.351.5266 (males + females)
Day I 237+1.04 | 937+1.02 | 21.1+6.93 18.8 108 312
mean + S.D.
Day 28 11.1+£10.9 6.0 £ 5.37 30.3+£16.9 135 70.6 601
mean + S.D.
Additional repeat TK study 172.521.5589 (males + females)
Day 1 277£029 | 9.65+101 | 286+ 181 175 109 438
mean + S.D.
Day 28 267£089 | 114659 | 649+8.77 20.5 169 1310
mean + S.D.
Data from I 2nd I

FN¥TaXRT 4 v 7T —FERERITRE LIZRER, PR S B I3 G &I E) U7k
BRO b, &G RIS EROEN T OOERRH L, PR Z BN %%
TRBIE I, BHERBRICKE T 57 %A b7 40 R ICBIET 2 B P ROTEIE & | RS
T FFRvaxxrTs 7 ZRBROERPFEFETH D Z LRSI,

2.6.6.8.6.2 THERALIVA0DERES v MIH T H5EHRER
AR I G R . FCEE T - 4.2.3.7.7.3

D TEAREDT XA b7 TBHRICEEL RITTRRERDH Y | FICBEEEOEREFETY
AT LD, VAT TFUFHERMET v NEMEBIETT LA HWT, BHRBIC KT TR A iR
L7, gk 1002 s PR (I <5500 0 Ti R B EE A
YT HVATTF U OEHMHBEEZHRE LT,

ZERR (I -5V C. M Wistar 7> T AT T F D 6.5 mg/kg HEIE
PERP GIC L D EERBEENFR SN, ZOREGRETIE, BiE~— — (L : REXE
FILTF=URORE) KO (R BET VT IV, 7T F=2 KONACR) ([ZHENRR
DBV AT H D M0 0 OFLEOBEEENHERE SN, BRI L CRIFTH -7,
L2l VAT ZF T HREDOEBRRE L, VAT TF 8L 5 B1IC, FRNCHRE
LBl EEOBREICHA LI-OIX— B OA ThoTe, Ok, R TILEY
ZEREEOBEEE IS U CEME L CHEGRER OSHRBEICEI D (1), BEEZREL 208y
N FEBLT D BRI L7z,

IR (10 3% 11 PL/) R ONEEPERRER (5 PL/A) Tk, BREE O BB % 20
T57 v b0 3BT, WS CEBEARIER) T F A K72 40 @O 200 XL 2000 mgkg %, 4
R 5 CU AT T F 8% 5 BnG 7 BHIEEL Uiz, £0tk, 7 HREOBEIE M3
Jize THXARNT 40 O8I, EFT vy NEEH L 4 BEERGEERBREF UG R L
L7c, 51 BEKOEKRIZ, 37 74 MW E W TR 5% 24 R OT XA R 7 40 D
RERA MO L7, AT 7T U RER, &% 3KSH (FXA N7 240 BHBRLART)
Beh5#%TH (VAT TFUEREHS BOT XA KT 040 BEHBIMAR) ROWEH% 12 B (@
OFRED (2, BEERRICEEY S MiE~ —h — 2 WE Lz, EEERBROBYITI AT T T
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D¥E% 19 BT, B#E~ — 0 — %W E Lic, RPBEE~Y—T—IZ2o0ThH, fA—A7 V=
—LCHIE L7z, B 11 HOT XA NT 2 40 5 TH#H, 5 BRI CTERIR L 72 JREVEHCRb
BE AR IE LTz,

VAT T F R, MPRBEER N LT F = RBENRR—2T A MED T~10 5% L
B DMEICE LTz, JRPET VT I VREKL DY ACR 1ZRX—R T A AEDD7e< & 70~100
LN, R 7 LT F=U RRFIFR—RAT A VED 1~2 G Th o7, emDZE I
FH5% 50 (Rp~—HF—) kO'7TH (IE~——) ZBRIhlz, WTho~v—T—b
AT T F R EGRIDONR—AT A AEIZFERIZR D Z LiEa < BREENRBREIE 48 U CHERr
SN Z RS NI, TFART oREHMT GUR 12 B) EEESIR S G 19 B)
IZBlEIh T WTNOBREE~— I —0Z b 7F R b7 240 H58 & xHREEO B T
LLL Tz, JRO pH, JREXKOHEIZIE, *BREEE T X2 T 0 40 HHFEOR CHEZEITR
ORI T,

— AR BLEE T, EEGRET FRAONLE, RICAFEBK TR OEE LSRR EDOV AT
T F BHICEE T 2R EER 9 B E TR SN, TR A T 40 B HIZREET DR &
LTiE, FRBRCTOLHAbNTT v MR O A 72 IEAR O NEAR S BIEE S 47z, [B11E B
[ SIN Y N [ AE N WA/ Y

VAT TFUoHBE% T HET, 2 TCTEERKERL /RO b, £O0%, BIEDOIK LA
HONTe, THANT 40 OFGEHR GHIR R R OENLE, tHBEEE 7% 2 T v 40 B E57
O CHREMINCABRER IR O oT, L L TFA T 40 285 L8 T,
XHREEOEM) (AT T7F o DH$EE) LHSTEREORIEN R0 T7,

VAT T F ORI A R TR & LT, FIRRREIC MR K OV o /N, kG L, R
A B bk, FRCRRIHED RS DT, WEMBZRE TIL, MREETFA T 40
BEHETHU LI AT 7 F B ICBEET 2B OBITHEELNRBD DL, TFA T
40 HHBEO A TRD BN & LT, ZHMEORERM L=k, 2R b FRANE 1Rz s 2
Hivlz, 2000 mgkg & GREODEHIT, BIRO MK LK O EEHMAFED Hiviz, $%E ORI
fHE L CZE fafbitia s dles s vz,

TXARNTY 40 ® Day | KORMEKHO MFaxxT o7 2% 4 EHEE G w3 %ERBR
T &G Ui R EEE A R L, BEEIRN R G- (Day 1) & 7 B
H# o3y EhRE A g U CRli L7255, 7% 2 b7 > 40 OFFIT 2000 mg/kg BEDOHTH D
. 4 BB ERBRE B LR THo T,

TFA LT 40 @ 2000 mg/kg BE5HET 11 B BIZROKGE DB L7223, BIEFIERR
FZLWEEZ b, 7 BHEIRERZIZAN—RZ T 1 EIZETE L7, 200 mg/kg #E TR H 772251k
XA DT hoTz,

PLbEX v, I Wistar 7> MZVATTF 2% 65mgkg DHETEG T2 LiIck-T, 7
XA 7240 OFMEFARICE ) RO B EEAFHKT L LN TEL, TFART 40D
200 KO8 2000 mg/kg % 4 BEMFH& G T 7 HREE &G LR, %2 F 7040 OIERND
BHTHEREIND Ty NMIRFERT 7 4 7% 0 — G TH DM OBEER, 1Y) & OV
DIEIRDFE O b7z,

FXARNT V40 OMREZER A KL T, 2000 mg/kg CTRIGRE RIS L, BN L 7-220
LIRS R MR ST,
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THXARNT 40 ORERGIZ L > T, KmHE 2000 mgkg £ TY AT T F U FRERENE
WAL T D IREII A DN o T, [FRRIC, B REOEIEIZEE 2 KRR IZ & B 72 2 2
IH BN T,

2.6.6.8.6.3 TXFRAISA0DOYFIZEITEH5H

AREGERE YR, 7 BIEAYW. 5% 7 32— A T EFEHE TR L7 10%T % A
kT 2 40 VIR B FEIRINEE - L B G T L7220, T A KT 240 & 2 ghkg D
ETIL 3KU6 » A, 4gkg T1 KU 3 » HR, WONZ 8 ghkg T 1 » HHIFRIRINEriR 5 L
776

TXART 40 DWTHNOREEETH ., M, NEAE, Oif. AjEE. B 5. 5. K
W M VB BB T _RE B IT A LN o T2, 2gkg D 6 » ARG TYH, AFEE OMext
HEK O ERICEEBITGED b o7z, WIRAIRE K OYFRERHAR T Cid, Mk o A mes
BIZT XA NT 40 B 5-ORBIIBD Lo T,

2.6.6.8.6.4 T¥FR bk 5 VA0 DTy B ITEHEREFEESH

FERANTL40% T v MCATRBFEIRNE S U C L MERED ARSI KT 3 B8 2 346 L 7=,
Flo, VX ROI=T X %ﬂ%b\f_aﬁﬁﬁf/@ﬁ%ml’éﬁik LTTXA T 40 285 L, A5H%
FHEICOWTHE LT,

2.6.6.8.6.4.1 TERAMSA40DT Y MZHITS 4 BREEFEIRNESEEAER
HERE Wistar 7 > MIABREIERICIEM LT F A 7240 % 0, 200, 600 X% 2000 mg/kg
DR (FEHRE20mLkg) T, BEHT—1 2@ LT 4 FEMOSIRNEFR G512 X0 4 B
Bh LUz, 2otk 2EEOEEHMZZT 7 (. 2.6.6.8.6.1 1),
MERED ATl as B B (Moxl & ML ER) IC7F A 7240 ORBITA LN ol (R
2.6.6-27, #* 2.6.6-28),
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LITYSTLRYEEE
F* 2.6.6-27 MHABREOMHENEE (9)
Group / Dose Prostate* Testes Epidie(iymid Ovaries Uti:‘:i:;ith
Mean 2.53 3.56 133 0.164 0.75
Vehlicle S.D. 0.42 0.34 0.16 0.027 0.28
N 10 10 10 10 10
) Mean 227 3.80 135 0.147 0.58
Dextran 40 S.D. 0.23 031 0.12 0.013 0.12
200 mg/kg N 10 10 10 10 10
5 Mean 229 3.71 1.34 0.149 0.75
Dextran 40 S.D. 0.51 0.4 0.07 0.019 0.24
600 mg/kg N 10 10 10 10 10
A Mean 234 3.38 135 0.153 0.67
Dextran 40 S.D. 0.35 0.34 0.18 0.018 0.18
2000 mg/kg N 9 8 8 10 10
Data from .

* with seminal vesicles and coagulating glands.

& 2.6.6-28 IHEEREDHEMEE (9/100 g HES)

Group / Dose Prostate* Testes Epidie(iymid Ovaries Util:;iiv;ith

Mean 123.41 173.64 65.09 9.00 40.94

Vehlicle S.D. 18.79 10.74 6.22 1.40 14.82
N 10 10 10 10 10

2 Mean 111.06 185.83 66.17 7.98 31.66

Dextran 40 S.D. 9.43 15.79 6.87 0.81 6.94
200 mg/kg N 10 10 10 10 10

3 Mean 109.41 178.79 64.49 8.14 40.88

Dextran 40 S.D. 20.73 21.85 4.50 1.01 13.42
600 mg/kg N 10 10 10 10 10

4 Mean 114.99 165.72 66.25 8.52 37.07

Dextran 40 S.D. 17.42 19.03 9.90 1.27 9.80
2000 mg/kg N 9 8 8 10 10

Data from |

* with seminal vesicles and coagulating glands.

HEMEAETERRE (RTSERR. R R OUSH HR) ORI FOMAE Tt UK THE O
MIEHIEK THRIZ, TF% A b7 2 40 OG- 2000 mgkg TR T REFTRIZRO bR -

7= (3 2.6.6-29)
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LEITYISLRYIEEE
& 26.6-29 HHEELEEREORERABHFHERE
Day 29 Day 43
Day of necropsy (end of treatment) (end of recovery)
Groups 1 2 3 4 1 4
Oreans and findines Vehicle 200 600 2000 Vehicle | 2000
& & mg/kg mg/kg mg/kg mg/kg
Prostate
No. of examined 10 0 1 9 5 5
Athrophy/ interstitial inflammation 0 0 1 0 0 1
(ventral lobe)
Intersntla.l inflammation/oedema 0 0 0 0 0 1
(coagulating gland)
Lymphocytlc infiltration, focal 0 0 0 0 1 0
(coagulating gland)
Testes
No. of examined 10 0 0 9 5 5
Tubular atrophy/ degeneration
(unilateral, focal/multifocal) 3 0 0 ! 2 2
Dilated oedematous seminiferous tubules 0 0 0 1 1 0
Epididymis
No. of examined 10 0 0 9 5 5
Spermatocele (unilateral) 0 0 0
Interstitial inflammation 0 0 0 1 0 0
Data from I
2.6.6.8.6.4.2 VY XOBHIKAFREGICEIRESHASHTERR

BRE6PCOTHF (NZW) ICL 2~ T 4 0, 15, 20 KT 25 mgkg DAET, ik 6~19
HE CTHRA (4 1Ff) Rt 5- L7 (NI 2.6.6.6.5 )., XIREFICIZEE (FF X hT v
40 D 3.96% K% T 7 b —A—KFIW D 2.64%% L BEBIRIZIEMR) Z FRICEES Uiz, 414 29

BICHR L, BEWEROREABIE L, REEOREY X (FHE3 10 12, BHEXIL I~
VT I 25 mg/kg DET 48, #IRKN (4 KFE) Rk 5 Lz, uTmE.F‘ OV TEH
L7z, —feiRiE, RE, BEE, BRERMME, FXraxi 7 A, KR, #f, WREXOE
IR, BBRFRE OEERBAEDOR) . KA (). FESERTRmA G oZ b,
BIER 72 L),

TXARNT 40 HERE ARG L8 ¢, 23 oninoi,

2.6.6.8.6.4.3 Y X OYRRZIERE KB ER

LY T hEMEY X (NZW) (IZREHT D SBEFLE TR G L, IR, N R Ot o
FE N HAERT (R - IBH) KOMAEN S A% 35 HE TORAIZKITTHEL TN L 72

(. 26.665H), LVI<YTLARWRE (FFA L7240 D 3.96% K% VT 7 b—A—
IKF D 2.64% % L FREHR IR ICIAME) ZAZBe0 2 EET D B 5 Uiz, #5130 h (ﬂﬁl
RIC L 0 58y K OMEIRBIR Ffkioc L. $E0E 29 A2 O8R5 5 B £ THlr L7z, 527
AL L, 34930 BE Tk L7z, 1 HOREGED 9 75 LI<YT LD 5 mgkg (
(T 2 mL/5y OEEE CRIEERE) UTEE GHIREE) %, RO IRICEIRNE G- L, 208
AFE TR T, — il E CEBICR R R 5 LT,

LUR DFRREIZ OV TR L7z, —MeRiE, SEERIER . BEflufli, AR, (RESINE, B,
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RN, WEAREAR . WEITEN, MAEROATE, MAEROKRE, A—70 7 4 —L R, A5
AE. TR EEFHRR F AR,
FTXANT A0 ZE IR AZR S L8 T, ZHITERD b oz,

2.6.6.8.6.4.4 2= TR0 4 BAREEIRAFRE 5 ER

I =7 % (Géttingen) (2L~ T A0, 12, 40 &N 120 mg/kg O A& T 4 HEEFNRNES L
Z . 26635 H), LIV T AIHEFIRNEED T —/L 2 L THRGAE 4 mLkgh
T 6 Wi EH G L, MBEEACIXAE (XA T2 40 D 3.96% M NT 7 F—Z— KD
2.64%% A ER MR\ VA R) e h Uiz, SBEMERES 3 VCAMEA L, tRBER OVE HERECIX
MERER 2 VT2 4 FE O RE#IM 23T 72, LT OREIZOWTRHME Lz, —RE, FELED
(REBINE, BE, HKkE, SHER. ECG Mk, Mm/E, KR, REFEORE, BRMRE,
MEFRIMRAE, MRAECTFRORE, RIRAE, JifR, SEEE. BHRa (., Bkt we
Rk ERORA,

THXARNT 40 ZE OB EZRG L2 ET, 3L M oERERE X OTERBICEEITRD &
iz oT,

DUEDEOIZ, THART 40 DT v MBI D 4 BREFIRNE 5B, 7% A2 87 40
ERIBREOBEHE LTERALZU RO =7 X 0B, WONC 79 X2 Az iR
B2 /KM 2ITIX, TR T2 40 BHERET) O AEFRRRIC RITTRE, H DV ITMEREAE
JHERE KT 2 BITRO bR oTe, £lo. TF A b T 240 O EE PTG E ST
5202207 Lonh REMWICEE L72T F A T 240 BIRRICHE L RITT 2 & 13E 2,
L7zl o> T, T AT 40 BAFH - BAEICEER RITTAHEEITERVNESZS 2 OND,
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2.6.6.9 ERR VSR

%E&ﬁﬂrﬁﬁ\ﬁ@%ﬁﬂrﬁ%(&ﬁ%ﬁm%4rﬂ AR, AR AN
AR (ZIERE R WIS AT BT 23R, I - IR e A BT 23R, HAERT R DN AR o
%Eﬁ@ui@@%%’%?6%%&Uﬁﬁx%%/ﬁﬁﬁﬁ)&U%ﬁ@fﬁ%%%%b\
LI~V T AO@EMEERAIICEHME Lz, 72, 9 ORI, /iRt mit N ER#EY %
GETD, VLIV T AORMY Ny FOBEEERER L O 4 HEE G EERER, IOV REE
DA D 38 73R K OV iR AE R O in vivo TR 2 F40 L 7=,

FE R, EEMLAHRERESZE (ICH) OEELOIFHEARRRICEAT L0 1 &

IZHE EER 2R E IR O LRI BT 2 IEERR SRR O e 0 e (GLP) (L L CFE
BRR R A2 Tl U 7o, ARFEORRIRRE GRS ITFFIRNE G TH D Z L n | EEmM R
PR E & B RN G (Bl E I SUI R IR 5) LT,

LI~V T A CELZEERBRO %4, 2.6.7.1H (FERR %R (R,

LIvY 7 L0 mEITENole, T ol CTliem 125 mgkg, 7 =7 A PL (KK 24 K
M OENRNFHe i 5) Them 150 mgkg £ THG L7 BEIFFIRNE G- 3208, Rl e 388
YERLIAMC B 2 BT RSB v o 7z, /N SEEILT » R T 90~100 mg/kg D,
HLT 150 mg/kg T o7z,

Zv b (BEHE) . V=74V (BEFHERD 12 Kl £ TOFIRNFRiR ) KOS
75 (6 FEEIFRIRNERRLIES) & AV TR G- 5 ﬁ%%%wbtovﬁx&07y%f
LIV T LORMNPELIHNZ L2 n | RIEOFMFAMNICITIET - 1 & b @ v 72 84
FEEZ LN,

LI~y T AOHEFERICE O #EBRWE O AR - REHE G 18 FEBHIK T 72 & ORRRIE
R OB RO 25 R 2 L, 2NN OR T RIEIC %2 KT RN E 2 b b,
7 v b® 50 mg/kg ¥ (BulERE) THRLTHINA LI, =7 AP ILd 30 LT 60 mg/kg %5
(12 REE RN FRc S ) CRIR LK OVBIBRENRD iz, b0 Enb, KE#ELE
PERRER CILAR T RE R I RIS O FFee s 5-C, Alieicm &SR G SN2 LR an b,

LAVEREPEERBR T, Frgif 5 C QT MIBRNMER U722y, BdlFHE CIIIER L olo, #
MARFHE LT, ZOEWNE QT EEDOFNE L THLNARIEMK FIZL V5 & &nizn
RMENEZOND (24332 KD 24.61H), LI<Y 7 A QT IEEFHEREN LWV L1X, &

MESRPREAER CREPRFRBR O A FIREE LV SV RE £ ¢, DIRELE ICHELE KT S 20 o7 2
EMBHEEFFEND, LTER-> T, LI~V T AXIE CNS 7054 OB E 2B 3 2 53R I3
FEipWeEx b,

A B 5T ERBR TR S KRER Sy OB BIFT R, R E o Tl 7 SKFR/E A SRy AT
RETHD,

LI~ T ADOKEFIRNEE 512 L0 E 550 RIT e ksOG 8 5 g Z S ey, £
DY OEAGIT I G- FIEIAE D MAEBE~OEMAIINRICER T 5, BERTOL I~V T AR
FEIZBI LT, & YA R K o THARNFHEE 5 C 1~2 mg/mL, 238§HE T 5~8 mg/mL % I
[F5 LI~y T LAORET, BEFIEITERT 2 RETREIEMAHERT 2 LHRSh D,

ﬁ@&5%¢ﬁ%@ﬁ% NOEL (X7 v kT 20 mg/kg. ﬁ~74%wf5~mmygwﬁ

=7 X T 120 mglkg EHEE S NI, =27 A% /D NOEL (2B} 2 Cux 1TMHET 5L FD
QmLiﬁTQ&WB%T%ot(ﬁ%ﬁ%m&ﬁﬁ%@@%ﬂﬁghﬁ%%@féﬁﬁ%&
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ZABE LT 1 BT 4 8. 5F 5 BIFIRNERR G217 > 72 L OB Tl 5.9~7.2 5D Conax
Tholz, I=T XTI Cox ITEHL T2.5~68 FDREEILEZ R LT,

P LD FAEFIRN #5588 (2355 1F 5 NOAEL T ORI > AUC 1X,F824 95 & b AUC
W2 U CREFRHET 1.2~1.5 15, #IRNERR 5 T 42~48 5 Th o7 (H/r il 1[5 4 JH[H
ML TiX, B D AUC O 11.8~1455Th-72), I =7 X OFIRNFRGiH G T,
KON1HE 28HHEHAZAH L7 AUC T, & h® AUC @ 9.1~212 (GFOHPHIZH 7=, LA ED
Eoz, =T N REOBRBREEZ R LIZ7-0, BlERHMicR bEOREMEE B2 b,

BIREERER (HIRZERERRAR, ~7 2V 73—~ TK &R, a2 v FRBREHELED
72 invivo /NMERER) ZMAGDOETER LR, LI~y 7 A& @A onzno
77

MTD T3 U 7= A hl 6 A= mtEakiip ©  MERE D TR K OVEFHAE /N T A — Z IR BT A b
Molo, Ty RO FOIR « IR AEFBERBRTIZ, IR - BIEOREICEBEIILhoTz,
U Y X OPLIRZ MR R R TlE, RREEK OZIREEICRT 5 5250 NOAEL (X 30 mg/kg T
oY | IR, IR - JRIEFE . otk RAME T ORI OMERE. AR AN - BE -
Rk, AR OITE), Bl LA OITEIRR A 5 5280 NOAEL 1% 20 mg/kg ToH -
77

FH L OGN HON T, BB ERBR L O =7 4 YL 0 4 B G mERR GRUBRE
S = EE L. FORER. WTILORER T b BT RITRO b o, filsh
& LTRSS ARy R Y7 AR TR EAE SR 1
7y NCBBEERR AR LN, L L, B THE SN TV D EHIRE CIIARIENHR < & E
INb,

BMRBICHER L8, & MIFRFR R L I~V 7 20T R 22> Tz, R
HHMILV I~V T LOBHERBRO T THICFHE STV D 2 & 925 CNS 7054 LUA O 253
NN TR TR BRI IEE L TV 720, CNS 7054 2 G e SO R &2 G895 /3 v F
R LI =7 Ao 4 @RS EERRe &, SO - BEREBR T CNS 7054 ©
LMD R ST,

7 v FEOH L ERHWEZRERICEKSEX LI~V T AIMoX Yy U7 B Y LRI L EERIC,
SRR L OB IRKAF T RE 2 35 Z L B3R S,

THRALT L A0IZHOWTHE L2 T v OFMERERTO NOAEL 1% 600 mg/kg Th V| Ak
SNTVL—HOUHXOHEMERBRE A LI, VI~ Y TR INLIHAEERE TR
LIS AEDT XA NT 40 BEEIT 4g KE 60kg DB FT66.7mgkg) THY, Dl &
9 EDLREIDER STV D,

fEame LT, BMERBRICLVIEREKTOL I Y FAOEFMET T 7 7 A4 MEHSICH BT
SN THYERER LRV RS D,
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267 SHHHEBEHMER
2.6.7.1 EHHER . —EBEX

Test Article: Remimazolam

Tyve of Stud Species / Method of Duration of Doses CoﬁLlli)anc Testing Study Number Location
P y Strain Administration Dosing (mg/kg) I:: Facility Y in CTD
. .. CD-1 Intravenous 40/50/65/
Single-Dose Toxicity Mouse (bolus) NA 100/125 Yes 1 [ 423.1.1
Intravenous 0/1/2/5/10/
SD rat (bolus) NA 20/50/100 No 10 [ ] 4.2.1.1.9
Intravenous 0/1/2/5/10/20/
SD rat (bolus) NA 50/100 No 10 [ ] 4.2.1.1.10
Intravenous 0/0.5/1/2/5/10/
SD rat (bolus) NA 20/40/6(())(/)80/90/1 No 8 [ ] 423.1.2
SD rat Oral (gavage) NA 0/3/10/30 Yes 6 [ 4.23.1.3
NZW Rabbit Oral (gavage) NA 0/3/10/30 Yes 6 [ 4.23.14
Monkey Intravenous
Cynomoleus infusion 6h 6/18/60/150 Yes 2 I 42315
Monkey Intravenous
Cynomolgus infusion 24 h 0/30/60/120 Yes 2 I 423.1.6

NA: not applicable.
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2671 HHEHER: —ER ()
Test Article: Remimazolam
. . Method of Duration of Doses GLP Testing Location
Type of Study Species / Strain Administration Dosing (mg/kg) Compliance | Facility Study Number in CTD
Repeat-Dose Rat Intravenous
Toxicity Sprague-Dawley bolus 1 week 0/15/30/50 Yes 1 I 42321
Rat Intravenous
Sprague-Dawley bolus 4 weeks 0/0/10/20/30 Yes 1 I 42322
Monkey Intravenous 2 weeks 1/5/7.5/10/12.5/
Cynomolgus bolus High dose only 15/17.5/20 Yes !  — 4.2.32.3
Monkey Intravenous 0/6.75/9.0
Cynomolgus infusion 2 weeks 11.25/22.5 Yes 2  — 42324
Monkey Intravenous
Cynomolgus infusion 4 weeks 0/12/30/60 Yes 2 I 42325
Monkey Intravenous idvg:ii( . 0/12.5/25/50 Yes 8 4232.6
Cynomolgus infusion £ ' = I I
once/week)
Monkey Intravenous
Cynomolgus bolus 4 weeks 0/5/10/20 Yes 1 [ ] 42327
Monkey Intravenous
Cynomolgus infusion 5 days 1.6/3.2/6.4 No 2 I 42328
L Intravenous 2 weeks 21/24/27/30/37.5/
Minipig infusion (4-6 h) | High dose only 45/90/120 No 6  — 42329
.. Intravenous
Minipig infusion (6 h) 4 weeks 0/12/40/120 Yes 6 [ 4.2.3.2.10
Rat Intranasal and 3 days
Sprague-Dawley intravenous only high dose 2/4/8/16 No ?  — 4.23.2.11
Rat Intranasal and
Sprague-Dawley intravenous 4 days 0/2/4/8/16 Yes 6 [ 423212

For Repeat-Dose Toxicity, the highest NOAEL (No Observed Adverse-Effect Level) is underlined.
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2.6.7.1 SRR —EBER BE)
Test Article: Remimazolam
Type of Study Species / Strain A dl\lill?;l;;.tga(iti‘on Du];z‘s:li(:; of Doses (mg/kg) Con(l;pI;iI‘:mce FT::Z:;:;? Study Number I;::cé‘fl!(]))n
Genotoxicity
0/39.1-5000
pg/plate
Bacterial . (Dose range
cells In vitro NA/48 h finding) No 3 [ ] 4.233.1.1
0/156—5000
pg/plate
(Main study)
1.6 to 5000
23 h (Dose pg/plate (Dose
Ames Test Bacterial . range finding) range finding)
cells In vitro 20min/66 h 0/8-5000 Yes 4 [ 4233.1.2
(Main study) pg/plate (Main
study)
5 to 5000
pg/plate (Dose
Bacterial In vitro 20min/48 h range finding) Yes 2 I 4233.13
cells 0/156-5000 | T | | A | T
pg/plate (Main
study)
L5178Y
mouse In vitro 3h/24 h 023 500 Yes 4 E— 4233.14
Mouse Lymphoma lymphoma cells ng/plate
Assay L5178Y
mouse In vitro 3h/24 h 0/20/01 8t00 Yes 2 I 4233.1.5
lymphoma cells He/piate
Micronucleus Study Rat Intravenous dosed twice 0/10/20/30 Yes 4 — 4233.2.1
Wistar bolus within 24 h

ND: not applicable.
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2.6.7.1 SRR —EBER BE)
Test Article: Remimazolam
. . Method of Duration of GLP Testing Location
Type of Study Species / Strain Administration Dosing Doses (mg/kg) Compliance Facility Study Number in CTD
Genotoxicity
Rat Intravenous
Micronucleus Study Sprague-Dawley infusion 3 days 37.3/75/150/300 No > —— 4.2.33.22
Including Comet Assay Rat Intravenous once daily for 0/0/18.8/
Sprague-Dawley infusion 3 days 37.5/75 Yes > —— 4.2.3.3.2.3
Reproductive and Developmental Toxicity
M: 4 weeks
prior to mating
Effects on fertility and until
early embryonic Rat Intravenous 2 weeks after
development to Sprague-Dawley bolus start of mating 0/3/10/30 Yes 6 L 423511
implantation F: 2 weeks
prior to mating
through day G7
Rabbit Intravenous F: G6 — G19 15/20/25/30/
NZW infusion M: 4 weeks 37.5/45 No ?  — 4.23.3.12
Extended 2 weeks prior
Fertility/Mating study Rabbit Intravenous . . 0+0/5+7.5/
NZW bolus + infusion to matlng until 5115/5425 Yes 9 I 423513
weaning
Rat Intravenous
Spracue-Dawle short term G6 —G17 0/3/10/30 No 6 [ 423521
Effects on embryo-fetal prag Y infusion
development Rat Intravenous
short term G6 - G17 0/3/10/30 Yes 6 [ 423522
Sprague-Dawley . .
infusion

G: Gestation day; L: Lactation day; ND: not applicable.
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2.6.7.1 SRR —EBER BE)
Test Article: Remimazolam
. . Method of Duration of GLP Testing Study Location
Type of Study Species / Strain Administration Dosing Doses (mg/kg) Compliance | Facility Number in CTD
Reproductive and Developmental Toxicity
Rabbit Intravenous
. short term G6 — G20 0/2.5/5.0/7.5 No 6 [ ] 423523
Himalayan . .
Effects on embryo-fetal infusion
development Rabbit Intravenous
. short term G6 — G20 0/1.25/2.5/5.0 Yes 6 [ 423524
Himalayan . .
infusion
Pre- and postnatal Rat Intravenous
development, including G6 — 120 0/3/10/30 Yes 7 [ ] 423531
. Crl:CD(SD) bolus
maternal function

G: Gestation day; L: Lactation day
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2671 HHEHER: —ER ()
Test Article: Remimazolam
. . Method of . . GLP Testing Location
Type of Study Species / Strain Administration Duration of Dosing Doses (mg/kg) Compliance | Facility Study Number in CTD
Single dose
Sora uIS];[)awle infusion or once 6 h 0/(1)1'14//011.18{/11;2;%1'6 No 3 [ 4.2.3.6.1
prag y daily for 5 days & &
Rat L . 4 days
Sprague-Dawley 1.v. infusion (6 h) (5 administrations) 0/80/200/400 No 3 [ 423.6.2
Rat oo . 0/15/30/60/100/
Sprague-Dawley 1.v. infusion 5 days 120/200/240 No 3 [ 423.6.3
Rat . . Single dose 15/30/60
Sprague-Dawley i.v. infusion (6 h) 5 days 30 No 3 [ 42364
Rat . . 0/0.05/0.1/0.2/0.5/1
Sprague-Dawley i.v. infusion (6 h) 5 days me/ke/h No 3 [ 4.2.3.6.5
Rabbit
New Zealand ?;;:X:ﬁg&: g _ 32 222 8; $i Yes 9 [ 423.6.6
Local Tolerance White '
Rabbit Single dose
New Zealand infusion or once 5 min 0/12 mg/kg/h Yes 8 I 423.6.7
White daily for 7 days
. Single dose i.v. 1 h infusion or
Pig infusion or 6 bolus injections at 0/1.5 mg/kg or Yes 9 [ 4.2.3.6.8
Landrace cross o Lt 0/1.14 mg/kg total
6 bolus injections 10 min intervals
Monkey i.v. infusion 7 days 0/5/10/20 No 2 I 423.6.9
Cynomolgus o T
Monkey i.v. infusion (4 h) Single dose 0/3.2/4.0/4.8/6.4 Yes 2 I 4.2.3.6.10
Cynomolgus V. .2/4.0/4.8/6. .2.3.6.
Monkey L . .
Cynomolgus i.v. infusion (4 h) Single dose 0/10 No 2 I 4.23.6.11
Gottingen minipig Intranasal Single dose 25 mg No 6 [ 4.2.3.6.12
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2.6.7.1 SRR —EBER BE)
Test Article: Remimazolam
Species / Method of Duration of GLP Testing Location
Type of Study Strain Administration Dosing Doses (mg/kg) Compliance Facility Study Number in CTD
Other Toxicity Studies
. . . . i.p.
Active systemic Guinea Pig/ R 0.2/1.0
anaphylaxis Hartley .(sensmzatlon) NA (bolus) 0.4/2.0 Yes 8 I 423.7.1.1
i.v. (challenge)
- Balb/c 3T3 . 50 min
Phototoxicity Cells In vitro (5 Jem?® UVA) 0/1.64 up to 1000 pg/mL Yes 2 I 423.7.1.2
Plasma .
Compatibility Human blood In vitro lh 5 mg/mL Yes 9 [ 423721
Human blood In vitro 30 minutes 0.8 — 4.8 mg/mL Yes 3 [ 423722
Human blood In vitro 30 minutes 2.5 =10 mg/mL No 3 [ 423723
Rabbit .
erythrocytes In vitro 3h 2.5 mg/mL Yes 8 [ 423724
Human plasma In vitro no data 0—2 mg/mL No 9 [ 423725
Pig plasma In vitro no data 0—2.5 mg/mL No 9 [ 4.2.3.7.2.6
Abuse liability dependence potential
Rat/ . .
Drug Long-Evans i.p. Single dose 5/10/20 No 7 [ ] 4.2.3.7.4.1
discrimination Rat/ .
Long-Evans i.p. NA 2.5/5/10/20 Yes 7 [ ] 42.3.7.42
Self- Rhesus . 4 — 16 days/dos _
Administration monkey 1.v. bolus. . 0.008 — 0.125 Yes 7 [ ] 423743
Rat/
Sprague-Dawl i.v. bolus 4 weeks 10-30 No 12 [ ] 423744
ey
Rat/
Physical Sprague-Dawl i.v. bolus 12 days 20 — 30/day Yes 12 [ ] 423.74.5
Dependence ey
Rat/ Wistar i.v. bolus +
(Han) infusion 4 weeks 30 — 60/day No 13 [ 42.3.7.4.6
Cynomolgus . . _
monkey i.v. infusion 4 weeks 0.5 — 1 mg/kg/h Yes 7 [ ] 4.23.74.7
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2.6.7.1 SRR —EBER BE)
Test Article: CNS 7054, S B 2nd Dextran 40
Method of
. . .. . Duration of GLP Testing Location
Type of Study | Species / Strain Admm;stratlo Dosing Doses (mg/kg) Compliance | Facility Study Number in CTD
Ray/ i.v. bolus 2 days 0/100/200 No 3 42.3.7.5.1
Crl:CD (SD) V- y -
. Rat/ i.v. bolus G6 - Gl10 0/100/200
Metabolites Crl:CD (SD) | i.v. slow bolus G6 100/200 No 3  — 4.2.3.7.52
Cynomolgus L . 2 days 120
Monkeys i.v. infusion 4 days 240 No 2 I 423753
S. typhimurium, . 78.1/156/313/625/1250/
E coli In vitro Ames Test 2500/5000 pe/plate Yes 2 [ ] 4.23.7.6.1
Mouse
L5178Y mouse 402/482/579/
lymphoma cells Lyr:f:‘a‘;ma 3hand 24 h 694/833/1000/1200 Yes 2 I 423762
Rat/ . . 0.2/0.5/1/2/5/
Crl:CD (SD) i.v. bolus Single dose 10/20/50 mg/10 mL/kg No 10 I 4.2.1.1.18
Impurities Rat/ i.v. bolus Single dose 0/1/5/20
Crl:CD (SD) i.v. infusion 1 h 20 No 3  — 4.23.7.63
Rat/ i.v. bolus Single dose 0/0.2/1/5/20
Crl:CD (SD) | iy, infusion 1 h 0/5/20 No 3  — 4.2.3.7.6.4
Rat/ i.v. bolus .
Crl:CD (SD) i v, infusion Single dose 0/20 No 3 ] 4.2.3.7.6.5
Rat/ i.v. bolus . 0/0.5/1/5/20
Crl:CD (SD) | iy, infusion Single dose 0/5/10/20 No 3 — 4.2.3.7.6.6
Excipient Rat/ Crl: W1 i.v. infusion 4 weeks 0/200/600/2000 Yes 11 [ ] 423.7.7.1
(Decxlt’rgn 20) Rat/ Crl: W1 i.v. infusion 4 weeks 0/200/600/2000 Yes 11 . | 423772
Rat/ Crl: WI i.v. infusion 7 days 0/200/2000 Yes 11 [ 4.2.3.7.7.3

Testing Facilities
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2.6.7.2 FFoaxmT40R: bEXoaxmT4 7 AEBRO—ER
Test Article: Remimazolam
Type of Study Test System Method of Administration Doses (mg/kg) Con(l;pI;iI‘:mce Study Number Ii'::céfl!(;)n
Intravenous
28 day study Sprague-Dawley Rat injection (bolus) 0/10/20/30 Yes I 42322
. - Cynomolgus . .
Single Dose Toxicity Monkey Intravenous infusion (24 h) 0/30/60/120 Yes I 4.23.1.6
Cynomolgus . . . 0/6.75/9.0/
Two week study Monkey intravenous infusion (9 h/day) 11.25/22.5 Yes I 42324
Cynomolgus Intravenous
Four week study Monkey infusion (12 h/day) 0/12/30/60 Yes I 42325
Cynomolgus Intravenous
Four week study Monkey infusion (2 h/day) 0/12.5/25/50 Yes ] 423.2.6
once weekly
Cynomolgus Intravenous
Four week study Monkey injection (bolus) 0/5/10/20 Yes ] 42327
s Intravenous
Four week study Minipig infusion (6 h/dosing) 0/12/40/120 Yes [ 423210
. Intravenous
Embryotoxicity study Sprague-Dawley Rat short term infusion 0/3/10/30 Yes [ 423522
. . . Intravenous 0/1.25/
Embryotoxicity study Hinalayan Rabbit short term infusion 2.5/5.0 Yes [ 423524
. . Intravenous, bolus
Extendet Fertility Study NZW Rabbit + infusion (up to 4 h) 0/12.5/20/30 Yes I 423513
o Administration of the
Minipig lyophilisate (4 times) 25 mg No [ ] 4.23.6.12
Intranasal administration Intranasal via pipette and
Sprague-Dawley Rat intravenous administration 0/2/4/8/16 Yes [ 4.23.2.12
(once for 4 days)
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2.6.7.3 FESOAFXFRTAIR: bXVaAXFRTo O RAEBREEN—E

Table 2.6.7.3A: Toxicokinetic Parameters of Remimazolam and the Metabolite CNS 7054 after Administration (i.v., bolus) over 28 days in Rats

(I Group mean values)

Test Article: Remimazolam

Time Anlyte Dose (mg/kg) Sex Co (ng/mL) | Cumax (ng/mL) (n‘;ﬂf/:;i) A2 (1/h) tu2 (h)
Day 1 Remimazolam 10 Female NC? 0 0 NC* NC?
10 Male NC? 0 0 NC? NC?
20 Female 17.2 6.83 0.698°¢ NC® NC®
20 Male 4.97 3.90 0.350°¢ NC® NC®
30 Female 46.1 19.4 1.67°¢ NC® NC®
30 Male 131 27.6 3.57°¢ NCP® NCP®
CNS 7054 10 Female - 20000 14100 NC® NC®
10 Male - 22800 9370 2.99f 0.232f
20 Female - 44800 32400 0.522 1.33
20 Male - 49700 46600 0.456 1.52
30 Female - 66000 75000 0.549 1.26
30 Male - 67900 82900 0.300 2.31
Week 4 Remimazolam 10 Female 9.244 9.24 0.633¢ NCP NC®
10 Male 2.494 2.54 0.208°¢ NC? NCP?
20 Female 950 16.9 24.5¢ NC? NCP?
20 Male NC¢ 19.1 NC*¢ NC*¢ NC*¢
30 Female 119 4.19 3.65°¢ NCP? NC®
30 Male 167 15.0 4.13°¢ NCP NCP®
CNS 7054 10 Female - 22900 22500 0.574 1.21¢
10 Male - 22500 28700 0.545 1.27¢
20 Female - 51800 43000 0.546 1.27¢
20 Male - 50000 77800 0.518 1.34¢
30 Female - 70200 85400 0.571 1.21¢
30 Male - 77700 144000 0.582 1.19¢

NC: Not calculated.

a: All Remimazolam plasma concentrations were below the LLQ on Day 1. b: A mono-exponential terminal decline could not be unambiguously identified.

c: Only one measurable Remimazolam plasma concentration. d: Co could not be calculated by back-extrapolation of the first two data points therefore set to the first observed plasma
concentration. e: AUC estimates based on < 3 measurable concentrations therefore considered unreliable. f: This ti/2 estimate should be treated with caution as plasma concentrations were only
measurable up to 1 hr post-dose. g: ti2 estimate based on data up to 12 hr only.
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Table 2.6.7.3B: Mean TK parameters of remimazolam and CNS 7054 in cynomolgus monkey plasma (il Mean + S.D.)
Test Article: Remimazolam

Sex Male Female
Dose (mg/kg) 30 | 60 | 120 30 | 60 | 120
Remimazolam

Cmax (ng/mL) 669 + 58 1250 + 270 2370 + 100 749 + 76 1540 + 750 2700 * 420

AUCo.s (ngeh/mL) 14500 *+ 2300 29000 + 5800 48800 = 3300 16300 + 600 30600 + 10200 55300 + 4900
CNS 7054

Crmax (ng/mL) 2490 * 370 7010 + 3210 18300 + 7600 2580 + 1720 3790 + 1480 13600 + 3700

AUCo.ss (ngeh/mL) 48100 + 6300 128000 + 43000 312000 + 92000 52100 + 26400 88900 + 37700 236000 + 47000

Table 2.6.7.3C: Toxicokinetic Parameters of Remimazolam and CNS 7054 after Administration of Remimazolam by infusion over 14 days in

Cynomolgus Monkeys (S Group mean values)

Test Article: Remimazolam

Sex Male Female
Dose (mg/kg/day) 6.75 | 9.0 | 11.25 22.5 6.75 | 9.0 | 11.25 | 22.5
Remimazolam (Day 1)
Cmax (ng/mL) 406 507 591 1290 340 435 582 1270
AUCo-24 (ngeh/mL) 3500 4370 5510 10900 2800 3550 4980 10800
Remimazolam (Day 13)
Cmax (ng/mL) 422 574 609 1240 280 433 560 1170
AUCo-24 (ngeh/mL) 3670 4840 5350 10400 2680 3730 4770 10400
CNS 7054 (Day 1)
Cmax (ng/mL) 1020 1310 1850 3990 919 1050 1730 3310
AUCo-24 (ngeh/mL) 11100 13700 18200 39700 8680 10500 16600 31500
CNS 7054 (Day 13)
Cmax (ng/mL) 1290 1940 2200 5420 1060 1460 1700 4170
AUCo-24 (ngeh/mL) 13300 19300 22900 53500 11200 14300 17700 42100

14
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Table 2.6.7.3D: Toxicokinetic Parameters of Remimazolam and CNS 7054 after Administration of Remimazolam by infusion over 4 weeks to
Cynomolgus Monkeys (S Group mean values)

Test Article: Remimazolam

Sex Male Female
Dose (mg/kg) 12 30 | 60 12 30 60
Remimazolam (Day 0)
Cmax (ng/mL) 364 983 2220 374 1040 2160
AUCo-24 (ngeh/mL) 4040 11200 24400 3920 11500 24800
Remimazolam (Day 27)
Cmax (ng/mL) 448 1000 1690 343 845 1600
AUCo-24 (ngeh/mL) 4830 11100 19800 4050 10000 19100
CNS 7054 (Day 0)
Cmax (ng/mL) 1090 3550 7240 1160 4170 7670
AUCo-24 (ngeh/mL) 10700 41100 83000 11300 42600 80700
CNS 7054 (Day 27)
Cmax (ng/mL) 1470 3640 6030 753 2710 4040
AUCo-24 (ngeh/mL) 14800 40100 65500 9800 32500 49500

15
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Table 2.6.7.3E: Toxicokinetic Parameters of Remimazolam and CNS 7054 after Administration of Remimazolam by infusion over 4 weeks to

Cynomolgus Monkeys (S Group mean values)

Test Article: Remimazolam

Sex Male Female
Dose (mg/kg) 12.5 | 25 | 50 25* 125 | 25 | 50 | 25*
Remimazolam (Day 1)

Cmax (ng/mL) 4573 8856 21012 8588 3954 6051 14221 6938
AUCo-26.083 (Ng*h/mL.) 12533 24646 48622 24594 11586 18474 44447 18967

tw2 (h) 0.87 1.01 1.10 0.87 0.95 1.20 1.38 0.96

tmax (h) 0.58 0.08 0.58 0.08 1.08 1.08 0.58 0.58

Remimazolam (Day 29)

Cmax (ng/mL) 3913 7031 12225 6630 3173 5187 10105 5846
AUCo-26.083 (Ngeh/mL) 10018 18784 34428 17421 8083 13406 28100 12715

tw () 0.74 1.06 0.96 1.08 0.94 0.93 1.17 1.00

tmax (N) 0.08 0.58 1.08 0.08 0.58 0.08 0.71 0.08

CNS 7054 (Day 1)

Crmax (ng/mL) 13049 39126 108107 29810 13883 34198 73278 33382
AUCo-26.083 (Ngeh/mL) 46501 131482 515384 99221 43897 112381 286167 110711

tu2 (h) 1.37 2.63 2.46 1.31 2.15 1.97 2.59 1.05

tmax (N) 2.08 2.33 2.58 2.08 2.08 2.08 2.08 2.08

CNS 7054 (Day 29)

Crmax (ng/mL) 7346 27979 67358 25396 9572 24818 45998 23877
AUCo-26.083 (Ngeh/mL) 22476 90119 266800 96242 28436 85257 159811 83784
tuz2 (h) 1.78 1.85 2.21 2.11 1.99 2.52 2.41 1.85

tmax (h) 2.08 2.08 2.08 2.08 2.08 2.08 2.08 2.08

* Original reference product (SN
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Table 2.6.7.3F: Toxicokinetic Parameters of Remimazolam and CNS 7054 after Administration of Remimazolam (i.v., bolus) over 4 weeks to

Cynomolgus Monkeys (Jllllllll; Group mean values)

Test Article: Remimazolam

Sex Male Female
Dose (mg/kg) 5 10 | 20 5 10 20
Remimazolam (Day 1)
Cmax (ng/mL) 3660 6490 12300 3490 6150 12000
AUCo-24 (ngeh/mL) 3180 6350 13800 3450 5630 12900
ty2 (h) 0.683 1.02 0.620 0.861 0.811 NC?
Remimazolam (Week 4)
Cmax (Ng/mL) 3810 6740 10000 4020 6490 11700
AUCo-12 (ngeh/mL) 2750 5730 12800 3420 4920 11100
twz (h) 0.698 0.820 0.980 0.842 0.795 0.874
CNS 7054 (Day 1)
Cmax (Ng/mL) 7840 12100 27900 7140 13900 30500
AUCo-12 (ngeh/mL) 17100 22200 56300 12300 31300 77100
tuz (h) 1.57 141 1.33 NC? 1.35 NC?
tmax (h) 0.333" 0.083° 0.333" 0.099° 0.083" 0.333"
CNS 7054 (Week 4)
Cmax (ng/mL) 7220 14000 27600 7670 17000 29700
AUCo.12 (ngeh/mL) 15500 20600 56700 17300 35700 74700
tuz (h) NC? 1.55 3.80¢ NC? 1.32 3.70¢
tmax (h) 0.333" 0.083° 0.333" 0.083° 0.083" 0.333¢

NC: Not calculated

a: mono-exponential terminal decline could not be unambiguously identified

b: Range 0.083 — 0.33
c: t1/2(0-24)
d: Range 0.33 — 0.35
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Table 2.6.7.3G: Toxicokinetic Parameters of Remimazolam and CNS 7054 after Administration of Remimazolam (i.v., 6h infusion) over 4 Weeks to

Gottingen Minipig (Jiilil; 9roup mean values)

Test Article: Remimazolam

Sex Male Female

Dose (mg/kg) 12 40 | 120 12 40 120
Remimazolam

Day 1

Cumax (ng/mL) 461 3756 12756 1376 1727 4618

AUC-» (ngeh/mL) 2692 17175 55543 4413 9297 23682

Day 28

Cuax (ng/mL) 497 2286 9879 662 1398 6385

AUCo-» (ngeh/mL) 2587 12583 44618 3419 7915 30013

CNS 7054

Day 1

Cumax (ng/mL) 1944 6044 26486 1872 6198 15735

AUC-» (ngeh/mL) 7574 32923 308317 8907 34499 77576

Day 28

Cumax (ng/mL) 1315 4892 27306 1432 4258 18716

AUCo-~ (ngeh/mL) 9749 28614 386514 8156 24307 103318
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Table 2.6.7.3H: Toxicokinetic Parameters of Remimazolam and CNS 7054 in the Embryo-fetal Development Study in Rats (Jjjjiij; 9roup mean

values)
Test Article: Remimazolam
Dose (mg/kg/day) 3 | 10 30
Remimazolam (Gestation day 6)
Co (ng/mL) NC 2.92 4489.78
AUCo-0.13 (ngeh/mL) NC 1.92 178.83
AUCo-» (ngeh/mL) NC 2.00 179.71
t12 (h) NC 0.03 0.03
Remimazolam (Gestation day 17)
Co (ng/mL) 12.44 69.40 279.28
AUCo-0.18 (ng*h/mL) 6.25 3.31% 41.00
AUCo-» (ngeh/mL) 7.47 NC 64.35
t12 (h) 0.05 0.07 0.10
CNS 7054 (Gestation day 6)
Cmax (ng/mL) 7658.00 31020.33 89879.00
AUCo-0.18 (ngeh/mL) 1032.63 4147.24 13243.44
AUCo-» (ngeh/mL) 2455.14 9539.65 217275.82
t12 (h) 0.21 0.20 1.72
CNS 7054 (Gestation day 17)
Cmax (ng/mL) 7318.00 26489.00 76690.00
AUCo-0.18 (ng*h/mL) 982.99 3742.34 11566.51
AUCo-» (ngeh/mL) 1761.38 11018.54 40634.45
t12 (h) 0.13 0.27 0.33

NC: Not calculated.

a: AUCo-0.18 (Area under the data, 0.18 h = 11 min)
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Table 2.6.7.3l:  Toxicokinetic Parameters of Remimazolam and CNS 7054 in the Embryo-fetal Development Study in Rabbits (Jjjiilij; 9roup mean

values)
Test Article: Remimazolam
Dose (mg/kg/day) 1.25 | 2.5 5.0
Remimazolam (Gestation day 6)
Co (ng/mL) 1496.155 2976.982 4319.183
AUCo-1 (ngesh/mL) 507.081 1069.306 1605.595
AUCo-» (ngeh/mL) 576.494 1341.576 1767.320
t12 (h) 0.337 0.463 0.287
Remimazolam (Gestation day 20)
Co (ng/mL) 1977.795 3326.137 5535.251
AUCo-1 (ngsh/mL) 645.333 1315.800 2027.516
AUCo-» (ngeh/mL) 701.317 1530.394 2272.032
t12 (h) 0.280 0.357 0.317
CNS 7054 (Gestation day 6)
Cmax (ng/mL) 1771.2 25334 9436.5
AUCo-1 (ngsh/mL) 1161.965 1942.924 6825.174
AUCo-» (ngeh/mL) 1855.872 4161.857 10578.685
t12 (h) 0.603 0.940 0.600
CNS 7054 (Gestation day 20)
Cmax (ng/mL) 1646.4 3331.3 10792.1
AUCo-1 (ngsh/mL) 1043.268 2159.716 6769.119
AUCo-» (ngeh/mL) 1511.467 3399.596 9364.372
t12 (h) 0.513 0.560 0.480
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Table 2.6.7.3J: Toxicokinetic Parameters of Remimazolam and CNS 7054 in a Extended Fertility/Mating Study in Rabbits (Jjiiiilij. 9roup mean

values)
Test Article: Remimazolam
Remimazolam CNS 7054
Dose (mg/kg/day) 12.5 | 20 | 30 12.5 20 | 30
Pre-mating Period
Cumax (ng/mL) 5200 7330 4420 8910 10800 14000
tmax (h) 0.033 0.033 0.033 1.2 2.4 4
AUCo-t (ngeh/mL) 6270 7430 11600 19900 21500 55800
CL (mL/h/kg) 1990 2690 2600 NA NA NA
Gestation Period
Cmax (ng/mL) 4740 4490 NR 12900 14700 NR
tmax (h) 0.033 0.033 NR 1.2 2.4 NR
AUCo-t (ngeh/mL) 5320 8290 NR 25900 44300 NR
CL (mL/h/kg) 2360 2560 NR NA NA NA
Lactation Period
Cmax (ng/mL) 21300 15400 NR 9950 10200 NR
tmax (h) 0.033 0.033 NR 1.2 0.75 NR
AUCo-¢« (ngsh/mL) 11300 10800 NR 16600 28400 NR
CL (mL/h/kg) 1110 2050 NR NA NA NA

NA: Not applicable, NR: No result.

Table 2.6.7.3K: Toxicokinetic Parameters of CNS 7054 Following Intranasal Administration of Remimazolam in Rats. (], 9roup mean values)

Test Article: Remimazolam

Dose, mg/kg (mg/animal) 4 (1) (i.n.) | 8 (2) (i.n.) | 164 @Gn) |  2(0.5) (v 16(4)@Gn) | 2(0.5)(iv.)
Test day Day 1 Day 4

Cumax (ng/mL) 574.50 1442.40 2443.40 4188.60 1844.00 4311.40
tmax (Min) 8.8 8.0 4.6 NA 6.4 NA

ty2 (min) 72.62 23.81 47.26 17.18 87.57 15.16
AUClst (ngemin/mL) 10444.25 25339.60 47675.70 67026.94 42955.00 64238.27
Bioavailability - 1ast) (%) 7.8 9.5 8.9 100 8.4 100

i.n.: Intranasal administration,

i.v.: Intravenous administration,

NA: Not applicable.
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2.6.7.4 SRR FAOY

Test Article: Remimazolam

Test Item Batch Purity (%) Specified Impurities Study Number Type of Study
PROPOSED SPECIFICATION: > 95
SOL12621/5 >95.0% Single Dose, Monkey
Ames Test
Mouse Lymphoma Assay

Micronucleus Test, Rat
Local Tolerance, Rat
Repeat Dose, Monkey
Local Tolerance, Rat
Local Tolerance, Rat
Local Tolerance, Rat
Local Tolerance, Rat
Hemolysis, Human Blood
Single Dose, Rat

98.5% SOL12621/5 (S-enantiomer)
1.5% AW-268-02-01 (R-enantiomer)

Single Dose, Mouse
Repeat Dose, Rat

SOL12621/6 >95.0% Repeat Dose, Monkey
Pre-postnatal Study, Rat

Repeat Dose, Monkey

Local Tol., Single Dose, Monkey
Local Tolerance 7day, Monkey
Local Tol., Single Dose, Monkey
Phototoxicity

Hemolysis, Human Blood

Single Dose, Rat

Drug Discrimination Prelim., Rat

TEM110113-1 98.4% Single Dose, Monkey
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26.7.4

AR ERA0Y b ({KE)

Test Article: Remimazolam

Test Item Batch

Purity (%)

Specified Impurities

Study Number

Type of Study

94.6%

10201238

100.1%

Repeat Dose, Monkey

Mouse Lymphoma Assay
Micronucleus/Comet Assay, Rat
Micronucleus/Comet Assay DRF, Rat
Ames Reverse Mutation, Bacteria
Impurity, Single Dose, Rat

Repeat Dose, Minipig

11084

98.7%

Fertility Study
Embryo-Fetal Dev Study, Rabbit
Embryo-Fetal Dev Study, Rat

10201249

99.6%

S6130401

106.2%

Extended Fertility/Mating Study. Rabbit
Extended Fertility/Mating DRF Study,
Rabbit

Physical Dependence, Rat

Physical Dependence, Rat

Physical Dependence, Rat
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Repeat Dose, Monkey
Single Dose, Rat
Antigenicity, Guinea Pig
Local tolerance, Rabbit
Hemolysis, Rabbit
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2.6.7.4 SRR FHAOY b (BEE)

Test Article: Remimazolam

Test Item Batch Purity (%) Specified Impurities Study Number Type of Study
AE-123-01 [ Ames Test
025/CNS/27 98.1% [ Local Tolerance, Rabbit
P02308 [ ] Local Tolerance, Pig
[ Embryo-Fetal Dev DRF Study, Rat
[ Embryo-Fetal Dev DRF Study, Rabbit
[ Plasma Compatibility, Human Plasma
[ Plasma Compatibility, Pig Plasma
TT284 99.1% [ ] Intranasal Repeat Dose, Rat
[ Intranasal Local Tolerance, Minipig
[ Oral Single Dose, Rabbit
TT280 95.5% [ ] Oral Single Dose, Rat
| Intranasal Repeat Dose DRF, Rat
LJC-105-004-1 97.5% [ Repeat Dose, Rat
[ Repeat Dose, Monkey
10201253 98.8% [ Repeat Dose DRF, Minipig
008/CNS/07 100% [ Plasma Compatibility, Human Plasma
29000040 99.7% [ Drug Discrimination, Rat
[ ] Self-Administration, Monkey
[ Physical Dependence, Monkey
CNS2501A 96.0% [ ] Repeat Dose, Monkey
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Test Article: CNS 7054, S B 2nd Dextran 40

Test Item Batch Purity (%) Specified Impurities Study Number Type of Study
Metabolites
TMS120626-1 99.9% ] Metabolite, Rat
[ Metabolite Embry-fetal DRF Study, Rat
I Metabolite, Repeat Dose DRF Study,
Monkey
Impurities
[ 98.0% ] Impurity, Single Dose, Rat
I I Impurity, Single Dose, Rat
[ ] Impurity, Single Dose, Rat
[ Impurity, Single Dose, Rat
I Impurity, Single Dose, Rat
] 97.6% ] Impurity, Ames Test
I [ Impurity, Mouse Lymphoma Assay
Dextran 40
DC508 [ Dextran 40, Repeat Dose, Rat
DF505 ] Dextran 40, Repeat Dose TK Study, Rat
[ Dextran 40, Renal Impaired, Rat
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26.75  HERSSHHR
Test Article: Remimazolam
Observed
Species/ Method of Gender and Maximum Approximate Stud Location
Sptral'n Administration Doses (mg/kg) No. per Non-Lethal Lethal Dose Noteworthy Findings Numb)(;r in CTD
! (Vehicle/ Formulation) Group Dose (mg/kg)
(mg/kg)
Intravenous (bolus) Symptoms related to the
0,
Mouse Bzgyi?o/(;ev)zgm BYIE SM / SF 125 > 125 sedative effect of the test | 42301
(Captisol®) compound
Intravenous (bolus) 0/1/2/5/10/ Remimazolam showed
SD rat Physiological saline, 20/50/100 10M 50 100 dose-dependent sedative [ 42.1.1.9
pH3.3 effects.
Intravenous (bolus) 0/0.1/0.2/0.5/ ?j;gg;iﬂgg:gg&?ve
SD rat Phy51010Hgl§a31 saline, 1/25/828620/ 10M 50 100 effects. All animals died at the [ ] 4.2.1.1.10
pH 2. highest dose (100 mg/kg).
15M Sedative effect of
remimazolam was better than
Intravenous (bolus) 0/0.5/1/2/5/ (Group 1-6) ) ) . .
SD rat Physiological saline, | 10/20/40/60/ | 6M /6F Male: 80 Male: 90 m?gazoiam' Comparedl With ey [ 423.12
H33 20/90/100 (Group Female: 100 Female: > 100 | mi lazolam, remimazolam was
pE 2. 7-11) rapider onset and shorter
duration of action.
Oral
SD rat (Water for injection) 0/3/10/30 15M / 15F 30 > 30 none [ 423.1.3
. Oral
NZW Rabbit (Water for injection) 0/3/10/30 5M/5F 30 > 30 none [ 42314
Clinical signs related to the
Monk Intravenous sedative effect of the test
Conome ) (6 h infusion) 6/18/60/150 M 150 > 150 compound. | 42315
y & (Physiological saline) Reactive lesions at the
injection site
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2.6.7.5 BEZEEMHE (S

Test Article: Remimazolam

Observed
Species/ Method of Gender and Maximum Approximate Study Location
Strain Administration Doses (mg/kg) No. per Non-Lethal Lethal Dose Noteworthy Findings Number in CTD
(Vehicle/ Formulation) Group Dose (mg/kg)
(mg/kg)
Clinical signs related to the
Monkey Intrqvenops sedative effect of the test
Cvnomolaus (24 h infusion) 0/30/60/120 3M/3F 120 > 120 compound. B | 42316
Y £ (Physiological saline) Reactive lesions at the
injection site
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2.6.7.6 RiEREGEHEER EELEHBRUNORER
Test Article: Remimazolam
Method of Duration
Species/ Strain Administration of Dosing Doses Gender NOAEL Noteworthy Findings Study Location
(Vehicle/ Ikg) (mg/kg) No./Group (mg/kg) Number in CTD
Formulation) (mg/kg
Intravenous Findings associated to the
Rat (bolus) ) harmacological profile of the test
(Sprague. Dawley) Vebiclo. 7 days 0/15/30/50 4M / 4F MTD: 30 Eompoun f giealp | 42321
Captisol® Lethality at 50 mg/kg
No clear systemic toxicity reactions
Intravenous were observedhother than observable
Monkey (infusion) 4 week muslgle relaxa.tlon and closure of
(Cymomolgus) | Vehicle: oneea | 01250550 | aMAF 50 evelids, fggigﬁ;ﬁg&fr}j‘rtg&ge qor | M| 42326
;leci)n(;gl. week) interyal and blood vessel irritant
reaction.
Basic safe dosage is 50 mg/kg.
Intravenous
(infusion
Monkey 4 h/day) 1.6/3.2 Vascular reaction at the injection sites
(Cynomolgus) Vehicle: > days 6.4 M 3.2 (6.4 mg/kg) I 42328
Physiolog.
saline
Monkey Int(f:ﬁl r;())us 1'4 days 1/5/7.5/10/12. Findings associated to the
(Cynomolgus) Vehicle: High dose 5/ IM/1F MTD: 20 pharmacological profile of the test I 42323
Cap tis01® only 15/17.5/20 compound.
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2.6.7.6 RERSEMRR  EELHBRUNORRE (S
Test Article: Remimazolam
Method of Duration
. . Administration . Doses Gender NOAEL . Study Location
Species/ Strain (Vehicle/ O(fn?(;ls(l n)g (mg/kg) No./Group (mg/kg) Noteworthy Findings Number in CTD
Formulation) gike
Intravenous
(infusion 4-6 h)
Vehicle:
v | g | s | 2zmso
(Géttingen) 396 ¢ Onhy high 37'51/‘2‘3/ o0/ M /2F 120 120 mg/kg indicated the highest L 2:3.2.
dextran 40 ad 0s¢ feasible dose.
1000 mL
sodium chloride
0.9%
WFI al WEFI as a vehicle had favourable
R .31011(1; or 3 days physical properties, compared with
S a]t) | Chitosan only high 4/8/16 6M MFD:16 | Chitosan and PEG, was well B | 423211
(Sprague-Dawley) ) (;‘;;EE](;) r dose tolerated, and s chosen as a preferred
0 formulation.
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2.6.7.7 RERSEEHE  EEGHR

26.7.7A Repeat Dose Toxicity Report N
Report Title: Four Week Intravenous (Bolus) Repeat Dose Toxicity Study in the Rat with a 2 Week Recovery Period Test Article: Remimazolam
Study Number: [N Location in CTD: 4.2.3.2.2 GLP Compliance: Yes
Species/Strain Rat/Sprague-Dawley Duration of Dosing 4 weeks
Initial Age 5 weeks Duration of Postdose 2 weeks
Date of First Dose [ ] Method of Administration i.v. bolus (once daily)
Vehicle/Formulation 25.86% w/v B-Cyclodextrin (Captisol®) in

pH 3.8, 25 mmol/L citrate buffer solution
Special Features
No Observed Adverse Effect Level: 20 mg/kg/day

Daily Dose (mg/kg) 0 (Saline control) 0 (Vehicle control) 10 20 30
Number of Animals ? M:15 F:15 M:15 F:15 M:10 F:10 M:10 F:10 M:15 F:15
Toxicokinetics (Week 4):
Mean Ciax (NG/ML) 2.54 9.24 19.1 16.9 15 4.19
Mean AUC.1> (ngeh/mL) ? 0.208 0.633 NC 24.5 4.13 3.65
t12 (hr) 3 NC NC NC NC NC NC

1: Five males and five females were assigned to the controls and the 30 mg/kg groups to investigate the reversibility of toxicity during a 2-week recovery period.
2: AUC estimates based on 3 or less measurable concentrations, therefore considered unreliable.
3: Not calculated; a mono-exponential terminal decline could not be unambiguously identified or only one measurable remimazolam plasma concentration.
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2.6.7.7A: Remimazolam 4-Week Repeated Intravenous (Bolus) Study in Sprague-Dawley Rats (continued)

Study Number: |
Daily Dose (mg/kg) 0 (Saline control) 0 (Vehicle control) 10 20 30
Number of Animals M:15 | F:5 M:15 | F:5 M:10 [ F:10 M:10 | F:10 M:15 | F:15
Noteworthy Findings
ll\)lls‘riﬂ‘:z:jﬁr ificed 0 0 0 0 1 0 0 0 2 0
Body Weight (Day 13) - - - - - - - - - -
Total Food Consumption - - - - - - - - - -
Clinical Observations:

Sedative effects - - - - P P P P P P
Ophthalmoscopy - - - - - - - - - -
Urinalysis

Blood pigment * + + + + + + + + T+ T+

Protein - - - - - - - - - 1
Hematology

Neutrophils * - - - - 1 - 1 - 1 .

Monocytes * - - - - 1 1 1% 1 prr 1

Reticulocytes * - - - - - - 1 1 1 P

Red blood cells* - - - LS . | . | ) |
Blood Chemistry - - - - - - - - - -
Gross Pathology - - - - - - - - - -
Organ Weights

Kidney weights (relativ.) - - S - - - - - - 188
Histopathology

Local effects (Inject.-site) + + + 7P + 7P + + + + 4+ 7P 4P

Renal tubular vacuolation - - +/++ 7 +/++#P +/++ + + +/++ +/++ 7P /D

Foamy macroph. (spleen) - - +# +* - + + + +# 4+

-: No noteworthy findings, +: Mild, ++: Moderate, P: present, *: p <0.05, **: p <0.01, ***: p <0.001, |/1: decrease / increase, #: Reversible following recovery,

#p: Partially reversible following recovery, §: vs saline, §§: vs captisol vehicle control.

4: Two animals were euthanized due to injuries following orbital blood sampling. One death is related to respiratory suppression in the course of the sedative effect of the test compound.

31




LEITVJSLAYIEE

26.7 SHHBRBMESR

2.6.7.7B

Study Number: | NNEEEEGENGN

Species/Strain
Initial Age
Date of First Dose

Repeat Dose Toxicity
Report Title:ONO-2745BS D 71 =27 A PV ET 5 2 M KB IR e it G- MR & O 2 38 [# [R17E M aRR

Location in CTD: 4.2.3.2.4

Cynomolgus monkey (purpose bred)
4 to 6 years

Report: |

Duration of Dosing
Duration of Postdose
Method of Administration

GLP Compliance: Yes

2 weeks
2 weeks

i.v. infusion (9 h/day)

Vehicle/Formulation Physiological saline/Injection
solution
No Observed Adverse Effect Level: 22.5 mg/kg/day
Daily Dose (mg/kg) 0 (Control) 6.75 9.0 11.25 22.5

Number of Animals ° M:5 F:5 M:3 F:3 M:3 F:3 M:5 F:5 M:5 F:5
Toxicokinetics (Day 14):

Mean Cpax (NG/ML) 422 280 574 433 609 560 1240 1170

Mean AUC (ngeh/mL) 3670 2680 4840 3730 5350 4770 10400 10400
Noteworthy Findings

Died or Sacrificed

Moribund 0 0 0 0 0 0 0 0 0 0

Body Weight (Day 13) ¢ 4.59 kg 3.35kg +0.98% —4.15% —-0.54% +2.33% -1.22% +2.57% +0.96% +3.16%

Body weight gain D-1 vs +144 +80 +177 93 +140 +47 +148 96 254 196

day 13 per group (g)

Food Consumption (g) 1506 1354 1512 1074% 1512 1280 1505 1391 1510 1389

during treatment period

*p <0.05.

5: Two males and two females were assigned to the 0 (control), 11.25, and 22.5 mg/kg groups to investigate the reversibility of toxicity during a 2-week recovery period.
6: At the end of the treatment period. For controls, group means are shown. For treated groups, percent differences from controls are shown.
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2.6.7.7B: 2-Week Repeated Intravenous Infusion Study in Cynomolgus Monkeys (continued)

Study Number: |
Daily Dose (mg/kg) 0 (Control) 6.75 9.0 11.25 22.5
Number of Animals ’ M5 | F5 M3 | F3 M3 | F3 M5 | F5 M5 | F5
Noteworthy Findings
Clinical Observations:
Sedative effects - - + + + + ++ ++ ++ ++

Body Temperature

Blood Pressure

Ophthalmoscopy

Electrocardiography

Urinalysis

Hematology

Blood Chemistry

Gross Pathology

Organ Weights

Histopathology

Reactive lesions at the injection sites due to physical damage from the implanted catheter

-: No noteworthy findings, +: Mild, ++: Moderate.

7: Two males and two females were assigned to the 0 (control), 11.25, and 22.5 mg/kg groups to investigate the reversibility of toxicity during a 2-week recovery period.
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26.7.7C Repeat Dose Toxicity Report: N
Report Title: ONO-2745BS O 5 =7 A YIS 5 4 8 i S AE S AR R 1 G- 3 MR A OF 4 38 [ (118 PR 3R

Test Article: Remimazolam

Study Number: | NNEEEEGENGN Location in CTD: 4.2.3.2.5 GLP Compliance: Yes
Species/Strain Cynomolgus monkey (purpose bred) Duration of Dosing 4 weeks
Initial Age 3 to 6 years Duration of Postdose 4 weeks
Date of First Dose ] Method of Administration 1.v. infusion (12 h/day)
Special Features None Vehicle/Formulation Physiological saline
No Observed Adverse Effect Level: 30 mg/kg/day

Daily Dose (mg/kg) 0 (Control) 12 30 60

Number of Animals 8 M:6 F:6 M:4 F:3 M:6 F:6 M:6 F:5
Toxicokinetics (Week 4):

Mean Cpax (Ng/mL) 448 343 1000 845 1690 1600

Mean AUCy-»4 (ngeh/mL) 4830 4050 11100 10000 19800 19100
Noteworthy Findings

Died or Sacrificed Moribund 0 0 0 0 0 0 0 0

Clinical Observations:

Sedative effects - - + + ++ ++ ++ ++

8: Two males and two females of the controls and the medium and high dose groups were evaluated at the end of the 4-week recovery period. One female of the low dose group and one
female of the high dose group were excluded from the evaluation due to technical problems concerning the catheter implantation.
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2.6.7.7C: Remimazolam 4-Week Repeated Intravenous (Infusion) Study in Cynomolgus Monkeys (continued)

Study Number: |

Daily Dose (mg/kg) 0 (Control) 12 30 60

Number of Animals M:6 F:6 M:4 F:3 M:6 F:6 M:6 F:5

Body Weight (Day 27) ° 3.977 kg 3.053 kg +2.67% +5.37% +2.59% +15.79%* —0.73% +9.20%

Body weight gain Day-1 vs Day 4237 —67 +375 +110 +320 +148 281 1220
27 per group (g)

Food Consumption - - - - - - - -

Body Temperature - - - - - - - -

Blood Pressure - - - - - - - R

Ophthalmoscopy - - - - - - - -

Electrocardiography - - - - - - - -

Urinalysis - - - - - - - -

Blood Chemistry - - - - - - - -

Hematology (Day 12/26)
Erythrocyce count - - - - - -
Hematocrit - - - - - -
Hemoglobin - - - - - -
Reticulocytes ratio - - - - - -

1 — —

Gross Pathology - - - - - -

Organ Weights - - - - - - - -

Histopathology Reactive lesions at the injection sites due to physical damage from the implanted catheter

*: p <0.05. -: No noteworthy findings, +: Mild, ++: Moderate, |/1: Statistically sign. decrease / increase.

9: At the end of the treatment period. For controls, group means are shown. For treated groups, percent differences from controls are shown.
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2.6.7.7D Repeat Dose Toxicity Report: N

Report Title: Four Week Intravenous (Bolus) Repeat Dose Toxicity Study in the Cynomolgus Monkey Test Article: Remimazolam

with a 2 Week Recovery Period

Study Number: N Location in CTD: 4.2.3.2.7 GLP Compliance: Yes
Species/Strain Cynomolgus monkey (purpose bred) Duration of Dosing 4 weeks
Initial Age 1 to 2 years Duration of Postdose 2 weeks
Date of First Dose ] Method of Administration i.v. bolus injection (once daily)
Vehicle/Formulation 25.86% w/v B-Cyclodextrin (Captisol®) in

pH 3.8, 25 mmol/L citrate buffer solution

Special Features
No Observed Adverse Effect Level: 5 mg/kg/day

Daily Dose (mg/kg) 0 (Control) 5 10 20
Number of Animals ¥ M:5 F:5 M:3 F:3 M:3 F:3 M:5 F:5
Toxicokinetics (Week 4):
Mean Ciax (NG/ML) 3810 4020 6740 6490 10000 11700
Mean AUCy.12 (ngeh/mL) 2750 3420 5730 4920 12800 11100
ti/ (hr) 0.698 0.842 0.820 0.795 0.980 0.874

10: Two males and two females were assigned to the 0 (control) and 20 mg/kg groups to investigate the reversibility of toxicity during a 2-week recovery period.
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2.6.7.7D: Remimazolam 4-Week Repeated Intravenous (Bolus) Study in Cynomolgus Monkeys (continued)

Study Number: | N

Daily Dose (mg/kg) 0 (Control) 5 10 20

Number of Animals M:5 | F:5 M:3 | F:3 M:3 | F:3 M:5 | F:5

Noteworthy Findings

Died or Sacrificed Moribund 0 0 0 0 0 0 0 0

Body Weight (Week 4) - - - - - - - -

Clinical Observations:
Sedative effects - - P P P P P P

Body Temperature - - - - - - - -

Blood Pressure - - - - - - - _

Ophthalmoscopy - - - - - - - -

Electrocardiography - - - - - - - -

Urinalysis - - - - - - - -

Hematology - - - - - - - -

Blood Chemistry
Reduction of LDH-values - - - P P P P P

Gross Pathology - - - - - - - -

Organ Weights
Increase in Kidney weight - - P - Pt - P -

Histopathology Small increase in incidence of captisol vehicle-related focal or multifocal tubular vacuolation in kidney at 10 and 20 mg/kg/day;
reactive lesions at the injection sites due to physical damage from the implanted catheter; Increased cytoplasmic rarefaction was
noted in female animals at 10 and 20 mg/kg/day.

-: No noteworthy findings, P: Present, §: not present in recovery animals.
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2.6.7.7E Repeat Dose Toxicity Report: IR
Report Title: 4-week subchronic study of CNS7056 (remimazolam) in Goettingen minipigs Test Article: Remimazolam
following repeated intravenous 6-hour infusion
Study Number: Location in CTD: 4.2.3.2.10 GLP Compliance: Yes
Species/Strain Ellegaard Gottingen minipigs A/S Duration of Dosing 4 weeks
Initial Age 6 to 8 months (at dosing) Duration of Postdose 4 weeks
Date of First Dose I Method of Administration
Intravenous 6-hour infusion into the vena jugularis via an indwelling pre-implanted
catheter.
Vehicle/Formulation: Stock solution: 26.4 g lactose monohydrate 39.6 g dextran 40 ad 1000 mL sodium chloride 0.9%

Administration solution: 350 mL stock solution ad 1000 mL sodium chloride 0.9 %
No Observed Adverse Effect Level: 120 mg/kg/day

Daily Dose (mg/kg) 0 (Control) 12 40 120
Number of Animals M:5 F:5 M:3 F:3 M:3 F:3 M:5 F:5
Toxicokinetics (Day 28):
Mean Ciax (Ng/mL) 497 662 2286 1398 9879 6385
Mean AUCy., (ngeh/mL) 2587 3419 12583 7915 44618 30013
t12 (hr) 0.303 0.740 0.753 0.687 0.780 0.593

11: Two males and two females were additionally assigned to the 0 (control) and 120 mg/kg groups to investigate the reversibility of toxicity during the 4-week recovery period.
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2.6.7.7E: Remimazolam 4-week study in Goéttingen minipigs following repeated 6-hour infusion (continued)

Study Number: |

Daily Dose (mg/kg)

0 (Control)

40

120

Number of Animals

F:5

F:3

M:3

F:3

F:5

Noteworthy Findings

Died or Sacrificed Moribund

0

0

0

0

Body Weight (kg, Day 29)
% differences from controls
Body weight gain dayl1 vs
day 29

Food Consumption

[rel (g/kg b.w./day) week 4]

17.58

254

12.24

14.25

25.0

11.97
—2.2

16.46

26.3

11.50
—4.6

15.05

26.7

11.80
-3.6

14.89

26.7

5.60

26.8

12.74
+4.1

15.78

24.6

Clinical Observations:
Sedative effects

Body Temperature

Blood Pressure

Ophthalmoscopy

Electrocardiography

Urinalysis

Hematology

Blood Chemistry

Sper
m motility and morphology

Bone marrow examination

Gross Pathology
Infusion port, Swelling

Organ Weights

Histopathology
Changes caused by the technical
infusion procedure

-: No noteworthy findings, +: Mild, ++: Moderate, +++: Marked, |: Decreased, P: Present.
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26.7.7F

Report Title: Extended Repeated Dose Toxicity, Pharmacokinetic and Bioavailability Study Combined with Sedation

Repeat Dose Toxicity

Report: IR

Score Profiling Following Intranasal and Intravenous Administration of Remimazolam to Male Sprague-Dawley® Rats
Location in CTD: 4.2.3.2.12

Study Number:
Species/Strain
Initial Age
Date of First Dose

Rat/Sprague-Dawley
9 - 11 weeks

GLP Compliance: Yes

Duration of Dosing
Duration of Postdose
Method of Administration

4 days
2 weeks
Intranasal

Test Article: Remimazolam

Vehicle/Formulation Water for injection
Special Features: Intranasal and intravenous administration
No Observed Adverse Effect Level: 16 mg/kg/day
Daily Dose, mg/kg (mg/animal) 4 (1™ 8(2)? 16 (4)® 2 (0.5)» 16 (4)? 2 (0.5)»
Number of Animals M:5 M:5 M:5 M:5 M:5 M:5
Toxicokinetics (CNS 7054)
Test day Day 1 Da
Crnax (ng/mL) 574.50 1442.40 2443.40 4188.60 1844.00 4311.40
tmax (min) 8.8 8.0 4.6 NA 6.4 NA
ti2 (min) 72.62 23.81 47.26 17.18 87.57 15.16
AUC 46 (ngemin/mL) 10444.25 25339.60 47675.70 67026.94 42955.00 64238.27
Bioavailability(o-t st (%) 7.8 9.5 8.9 100 8.4 100

NA: Not applicable.
a: Intranasal administration
b: Intravenous administration
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2.6.7.7F: Remimazolam intranasal repeated dose toxicity study in rats (continued)

Study Number: |

Daily Dose, mg/kg (mg/animal)

0 (Control) ¥

4”

8(2)?

16 (4)?

2(0.5)»

Number of Animals

M:15

M:5

M:5

M:10

M:5

Noteworthy Findings

Died or Sacrificed Moribund

0

0

0

0

0

General observation

Body Weight (g, day 5)
% differences from control

331.37
NA

328.52
—0.9

340.78
+2.8

337.79
+1.9

309.02
—6.7

Food Consumption (g/kg, day 4)
% differences from control

67.16
NA

76.35
+13.7

66.24
—-1.4

62.95
—6.3

64.56
—3.9

Sedative effects
Rotarod-test
Grip strength
Modified Irwin screening

Macroscopic observation

NA

Histopathology
Organs of the respiratory tract

NA

Recovery period

Number of Animals

Died or Sacrificed Moribund

General observation

Body Weight (g, day 19)
% differences from control

Food Consumption (g/kg, day 19)
% differences from control

Macroscopic observation

Histopathology
Organs of the respiratory tract

M:5

377.96
—0.3

61.05
—4.6

-: No noteworthy findings, NA: Not applicable.
a: Intranasal administration
b: Intravenous administration
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2.6.7.8

In Vitro BinE=HHER

2.6.7.8A: EELGHEBRLUNDAER

Test Article: Remimazolam

Type of Study Test System Method of Duration of Concentration Noteworthy Findings Study Location
Administration Treatment (ug/plate) Number in CTD
Reverse mutation | S. typhimurium In vitro Pre-incubation 156/313/625/1250/ | No dose-related or statistically B | 423311
in bacterial cells TA98, TA100, method: 48 h 2500/5000 significant increase in the number of

TA1535, TA1537
Escherichia coli
WP2uvr4

revertant colonies compared to the
vehicle control group (with and
without metabolic activation).
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2.6.7.8B Genotoxicity: In Vitro Report N
Report Title: Bacterial Reverse Mutation Test Test Article: Remimazolam
Study Number: [N Location in CTD: 4.2.3.3.1.2
GLP Compliance: Yes Date of Treatment: |
Test for Induction of Reverse mutation in bacterial cells No. of Independent Assays 2
Strains S. typhimurium TA98, TA100, TA1535, TA1537 No. of Replicate Cultures 3
Escherichia coli WP2uvr4
Metabolizing System S9-fraction of aroclor 1254 induced rat liver No. of Cells Analyzed/Culture -
Vehicles For Test Article DMSO For Positive Controls DMSO
Concentration tested 0, 8, 40, 200, 1000, 5000 pg/plate
Positive controls 2-nitrofluorene 0.5 pg/plate, sodium azide 1 pg/plate, 9-aminoacridine 50 pg/plate, 4-nitroquinoline-N-oxide 1 pg/plate, 2-amino
anthracene 2-10 pg/plate (+S9 mix)
Treatment: Experiment 1: plate incorporation; Experiment 2: pre-incubation (Incubation for 66 h for both experiments)
Cytotoxic Effects None
Genotoxic Effects None
Results There were no dose-related or statistically significant increases in revertant numbers under plate incorporation or pre-incubation conditions,
at any dose in any strain, in the presence or absence of S-9 mix
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2.6.7.8B: Remimazolam: Bacterial Reverse Mutation Test (continued)

Study Number: | N
Mean Number of Revertants per Plate — Experiment 1 — Plate Incorporation (Study Number: [N
Metabolic Activation Test Article CO(I::;E:;?;O“ TA 1535 TA 1537 TA 98 TA 100 WP2uvrA
Without Activation DMSO 0 17.0 7.3 22.0 110.0 24.7
Remimazolam 8 20.7 9.3 18.7 103.3 27.0
40 16.0 9.0 26.3 98.7 21.7
200 22.3 8.7 26.3 83.3 233
1000 26.0 10.3 srl 24.3 84.0 22.7
5000 18.3 srl 1l 16.7 0.0 28.3
Sodium Azide 1 549.3 509.0
9-Aminoacridine 50 229.7
2-Nitrofluorene 0.5 112.7
4-Nitroquinoline-N- 1 597.3
oxide
With Activation DMSO 0 14.3 12.3 433 177.3 38.3
Remimazolam 8 19.3 19.7 373 168.0 333
40 18.7 13.3 37.3 160.7 353
200 13.7 8.7 40.7 161.3 29.3
1000 13.0 16.7 32.3 130.0 35.7
5000 11.3 10.3 srl 12.0 111.3 30.7
2-Aminoanthracene 2 133.7 371.0
4 143.3 904.7
10 146.3
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2.6.7.8B: Remimazolam: Bacterial Reverse Mutation Test (continued)

Study Number: | N
Mean Number of Revertants per Plate — Experiment 2 — Pre-Incubation (Study Number: [N
Metabolic Test Article Concentration TA 1535 TA 1537 TA 98 TA 100 WP2uvrA
Activation (ng/plate)
Without Activation | DMSO 0 17.3 6.0 21.0 953 12.0
Remimazolam 8 14.7 9.0 26.5 102.5 16.3
40 13.3 5.7 23.0 86.7 15.3
200 16.7 11.3 22.0 98.0 20.0
1000 13.3 4.0 29.0 85.3 18.0
5000 9.3 ppt 6.3 srl ppt 19.7 ppt 96.0 srl ppt 18.3 ppt
Sodium Azide 1 253.0 499.7
9-Aminoacridine 50 137.0
2-Nitrofluorene 0.5 178.7
4-Nitroquinoline-N-o 1 2362.0
xide
With Activation DMSO 0 16.0 12.3 35.0 86.0 33.3
Remimazolam 8 18.7 17.7 36.0 98.3 333
40 17.0 15.7 353 94.3 30.3
200 22.3 16.0 35.0 97.3 34.3
1000 11.7 20.3 29.7 86.7 29.7
5000 11.0 11.3 srl 29.0 70.7 26.3
2-Aminoanthracene 2 80.3 509.7
4 73.0 734.7
10 330.7

stl: slightly reduced background bacterial lawn; rl: reduced background bacterial lawn; ppt: compound precipitation
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2.6.7.8C Genotoxicity: In Vitro Report I
Report Title: ONO-2745BS (7 » h &5 : YMK110831) DMl B 4 FH\ » 2 187 289848 BBk Test Article: Remimazolam
Study Number: | NNEEEEGENGN Location in CTD: 4.2.3.3.1.3
GLP Compliance: Yes Date of Treatment: N
Test for Induction of Reverse mutation in bacterial cells No. of Independent Assays 2
Strains S. typhimurium TA98, TA100, TA1535, TA1537 No. of Replicate Cultures 3
Escherichia coli WP2uvr4
Metabolizing System S9 mix (enzyme induction by phenobarbital (PB) No. of Cells Analyzed/Culture -
and 5,6-benzoflavone (BF)
Vehicles For Test Article DMSO For Positive Controls DMSO
Concentrations tested Pre-test 5, 15, 50, 150, 500, 1500, and 5000 pg/plate; Main test 156, 313, 625, 1250, 2500, and 5000 pg/plate
Positive controls 2-(2-furyl)-3-(5-nitro-2-furyl)acrylamide, sodium azide, 9-aminoacridine hydrochloride hydrate, 2-aminoanthracene
Treatment: Pre-incubation for 48 h
Cytotoxic Effects -
Genotoxic Effects None
Result Under the conditions of the study, Remimazolam did not induce gene mutation in bacteria, regardless of the presence or absence of
metabolic activation.
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2.6.7.8C: Remimazolam Bacterial Reverse Mutation Test (continued)

Study Number: |
Mean Number of Revertants per Plate — Experiment 1 (Study Number: NN
Metabolic Test Article Concentration TA 1535 TA 1537 TA 98 TA 100 WP2uvrA
Activation (ng/plate)
Without Activation DMSO 0 6 3 20 105 15
Remimazolam 156 6 4 24 100 16
313 7 5 15 98 19
625 7 4 20 101 19
1250 6 3 16 102 16
2500 5 3 16 105 16
5000 7 3 11 94 14
Sodium Azide 0.5 353
9-Aminoacridine 80 481
2-(2-Furyl)-3-(5-nitro-2- 0.01 511
furyl)acrylamide 0.02 511
0.1 541
With Activation DMSO 0 7 8 23 109 20
Remimazolam 156 6 8 25 107 19
313 6 9 23 101 24
625 7 6 24 112 20
1250 7 8 20 96 17
2500 4 7 24 115 19
5000 7 6 22 103 18
2-Aminoanthracene 0.5 421
1 532
2 204 152
10 302
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2.6.7.8C: Remimazolam Bacterial Reverse Mutation Test (continued)

Study Number: |
Mean Number of Revertants per Plate — Experiment 2 (Study Number: NN
Metabolic Test Article Concentration TA 1535 TA 1537 TA 98 TA 100 WP2uvrA
Activation (ng/plate)
Without Activation | DMSO 0 6 6 15 94 18
Remimazolam 156 6 6 13 96 19
313 6 4 14 92 22
625 5 4 20 95 23
1250 4 4 15 97 23
2500 6 4 15 89 18
5000 7 2 15 85 19
Sodium Azide 0.5 384
9-Aminoacridine 80 528
2-(2-Furyl)-3-(5-nitro-2- 0.01 482
furyl)acrylamide 0.02 505
0.1 569
With Activation DMSO 0 8 6 24 96 23
Remimazolam 156 6 8 23 101 17
313 10 7 22 104 22
625 7 5 20 104 23
1250 8 6 20 105 26
2500 6 4 22 109 20
5000 9 7 23 105 22
2-Aminoanthracene 0.5 399
1 578
2 161 143
10 321
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2.6.7.8D Genotoxicity: In Vitro Report N
Report Title: Mouse Lymphoma Assay Test Article: Remimazolam
Study Number: [N Location in CTD: 4.2.3.3.1.4
GLP Compliance: Yes Date of Treatment: N
Test for Induction of Gene mutations in the gene coding for the No. of Independent Assays 3
enzyme thymidine kinase (TK)
Strains L5178Y mouse lymphoma cell line No. of Replicate Cultures 2
Metabolizing System S9-fraction of aroclor 1254 induced rat liver No. of Cells Analyzed/Culture -
Vehicles For Test Article DMSO For Positive Controls DMSO
Positive controls Ethyl methanesulfonate, methylcholanthrene
Treatment: Experiment 1 and 2: with and without S9 mix; treatment period 3 hours.
Experiment 3: without S9 mix; treatment period 24 hours.
Cytotoxic Effects Appropriate level of toxicity: 800 to 900 pg/mL (RTG = 10% to 18%) (+S9 mix);
550 to 610 pg/mL (RTG = 4% to 33%) (—S9 mix)
Genotoxic Effects None at non-cytotoxic concentrations
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2.6.7.8D: Remimazolam Mouse Lymphoma Assay (continued)

Study Number: | N
Summary of Relative Total Growth (RTG) and Mutant Frequencies (MF) (Study Number: [N
Metabolic Test Article Concentration Exp. 1 (3 h treatment) Exp. 2 (3 h treatment) Exp. 3 (24 h treatment)
Activation (ng/mL) RTG MF (x107%) RTG MF (x10°) RTG MF (x10°)
Without Activation | DMSO 0 100% ref 82 130 68
Remimazolam 25 63% 116
100 89% 113 114% 78
250 71% 69
300 107% 97
400 83% 118
450 85% 82
500 49% 170* 69% 132 21% 155*
550 33% 123 13% 171%*
600 20% 175% 6% 77
610 4% 91
Ethyl Methanesulfonate 250 4% 2490*
750 42% 1170* 44% 1380*
With Activation DMSO 0 100% ref 108 94
Remimazolam 50 113% 64
200 93% 105
500 107% 89
600 97% 97
700 79% 113
750 71% 87
800 78% 127 10% 196*
900 18% 129
Methylcholanthrene 5 32% 837* 35% 1060*

*: p <0.05 (Dunnett’s t-test).
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2.6.7.8E Genotoxicity: In Vitro Report NN
Report Title:ONO-2745BS (= v &5 : YMK110831) O~ 7 AU 7 4 —~ TK iklR Test Article: Remimazolam
Study Number: | NNEEEEGENGN Location in CTD: 4.2.3.3.1.5
GLP Compliance: Yes Date of Treatment: N
Test for Induction of Gene mutations in the gene coding for the No. of Independent Assays 2
enzyme thymidine kinase (TK)
Strains L5178Y (Tk"-3.7.2¢) mouse lymphoma cells | No. of Replicate Cultures 2
Metabolizing System S9 mix (induction by phenobarbital (PB) and | No. of Cells Analyzed/Culture -
5,6-benzoflavone)
Vehicles For Test Article DMSO For Positive Controls physiological saline
Positive controls Methyl methanesulfonate, cyclophosphamide monohydrate
Treatment: 3 h treatment with and without S9 mix; 24 h treatment without S9 mix
Cytotoxic Effects Concentration showing 80% cytotoxicity:
Short-term treatment —S9: 469 pg/mL; +S9: 729 pg/mL;
24-hour treatment  —S9: 558 ug/mL
Genotoxic Effects None
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2.6.7.8E: Remimazolam Mouse Lymphoma TK Assay of ONO-2745BS (Lot number: ) (continued)

Study Number: |

Summary of Relative Total Growth (RTG) and Total Mutant Frequencies (T-MF) (Study Number: I

Exp. 1 (3 h treatment)

Exp. 2 (3 h treatment)

Exp. 1 (24 h treatment)

Exp. 2 (24 h treatment)

Metabolic . Concentration
Activation Test Article (ug/mL) RTG (XI\I/IOF_ \ RTG (Xl\f(f N RTG (Xl\fg o RTG (Xl\fg o
Without Activation | DMSO 0 100% ref 103 100% ref 113 100% ref 119 100% ref 109

Remimazolam 200 108% 116 92% 140
250 105% 143 100% 96
300 103% 159 102% 119 109% 81 87% 106
350 80% 173 96% 151 93% 150 91% 81
400 67% 166 61% 191 92% 103 86% 103
450 27% 318%* 11% 329%* 78% 161 86% 136
500 n.t. n.t. 77% 142 49% 197*
550 26% 376%* n.t.
600 n.t. n.t.

Methyl 10 87% 464 65% 478 79% 680 74% 836

Methanesulfonate

With Activation DMSO 0 100% ref 104 100% ref 104

Remimazolam 450 87% 163 108% 134
500 93% 124 94% 195%*
550 81% 143 81% 149
600 94% 149 43% 230*
650 54% 204* 2% 519°?
700 11% 343%* n.t.
750 n.t. n.t.
800 n.t. n.t.

Cyclophosphamide 3 12% 1471 10% 1805

*: p <0.05 (Dunnett’s multiple comparison test), n.t.: not tested.
a: This datum was not used for evaluation because the relative total growth (RTG) was less than 10% (= cytotoxicity > 10%).

Dose-dependency was noted in the short-term treatment without metabolic activation (p < 0.05, Trend test with regression analysis).
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2.6.7.9 In Vivo &= ER

2.6.7.9A Genotoxicity: In Vivo Report N

Report Title: Rat Micronucleus Test Test Article: Remimazolam

Study Number: N Location in CTD: 4.2.3.3.2.1

GLP Compliance: Yes
Test for Induction of Micronuclei in bone marrow cells Treatment Schedule Dosing twice within 24 h
Species/Strain Wistar rat [Crl: WI(Han)] Sampling Time 24 h after last dose
Age 5 - 6 weeks Method of Administration i.v. bolus
Cells Evaluated Polychromatic and normochromatic Vehicle Formulation 25.86% w/v B-Cyclodextrin (Captisol®) in pH 3.8,

erythrocytes 25 mmol/L citrate buffer solution
No. of Cells Analyzed/Animal | 2000 polychromatic erythrocytes Date of Dosing
Special Features None Evidence of Exposure Clinical symptoms, deaths (dose dependent)
Positive control Mitomycin C
Toxic/Cytotoxic Effects Dose range finding tests, 50 mg/kg was lethal toxic; in the main study, 40 mg/kg was lethal toxic; no cytotoxicity.
No gender difference found in pre-study, main study in males.
Genotoxic Effects No evidence of clastogenicity or aneugenicity up to maximum tolerated dose in males.
Test Article Dose (mg/kg) No. of Animals Mean MN-PCE Mean PCE/NCE ratio
Vehicle 0 ™ 1.00 1.05
Remimazolam 10 ™ 0.71 1.52
20 ™ 1.14 1.33
30 ™ 1.00 1.55

Mitomycin C 3 ™ 25.14%* 1.18

**:p <0.01 (Wilcoxon test).
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2.6.7.9B Genotoxicity: In Vivo Report GGG
Report Title: ONO-2745BS D7 v MIBITLHa X v bMEZa v v x— a il Test Article: Remimazolam
Study Number: NN Location in CTD: 4.2.3.3.2.3
GLP Compliance: Yes
Test for Induction of Micronuclei in bone marrow cells and DNA | Treatment Schedule Dosing once daily for 3 consecutive days
damage in hepatocytes
Species/Strain Sprague-Dawley rat [Crl:CD(SD)] Sampling Time 3 h after last dose
Age 8 weeks Method of Administration i.v. infusion (ca. 30 min)
Cells Evaluated Polychromatic and normochromatic Vehicle Formulation Physiological saline (pH 3.0)
erythrocytes, hepatocytes
No. of Cells Analyzed/Animal 2000 polychromatic erythrocytes Date of Dosing [ ]
100 hepatocytes
Special Features None Evidence of Exposure Clinical symptoms, deaths (dose dependent)
Positive control Ethyl methanesulfonate
Toxic/Cytotoxic Effects In a dose-finding study doses of 150 and 300 mg/kg were not tolerated (lethality); no cytotoxicity.
Genotoxic Effects Remimazolam was negative for inducing micronuclei in bone marrow and DNA damage in liver.
Test Article Dose (mg/kg) No. of Animals Mean MN-PCE [%] Mean PCE/NCE ratio [%] Mean %tail DNA (Comet assay)
No treatment M 0.15 49.2 2.39
Vehicle 0 5M 0.18 46.7 1.86
Remimazolam 18.8 SM 0.19 49.9 2.33
37.5 5M 0.16 58.1 1.97
75 5M 0.14 61.1% 2.37
Ethyl methanesulfonate 200 SM 2.59% 17.3% 17.46%

*: p <0.025 Kastenbaum and Bowman method, #: p < 0.05 Dunnett test, $: p < 0.05 Aspin-Welch t-test, §: p <0.025 Student’s t-test.

54




LEITVJSLAYIEE

26.7 SHHBRBMESR

Table 2.6.7.9C: Non-pivotal in vivo genotoxicity study

Test Article: Remimazolam

Type of Study Species / Strain Method of Duration of Dose (mg/kg) Noteworthy Findings Study Location
Administration Treatment Number in CTD
Micronucleus Rat/ Intravenous 3 days 37.5/75/150/300 | Serious toxic signs and deaths were | | RN | 423322
Study Including Sprague-Dawley infusion observed at 300 mg/kg. 75 mg/kg of
Comet Assay remimazolam is considered to be

appropriate for the highest dose in a
comet-micronucleus combination
assay.
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26711 HEEEREFMHR  EELGHRUSNOHEER
Test Article: Remimazolam
Species/ Method of Dosing Period Doses No. per Noteworthy Findings Study Location
Strain Administration (mg/kg) Group Number in CTD
(Vehicle/
Formulation)
DRF-Study Intravenous bolus Day 6to 17 of 0/3/10/30 8 females Reduced motility; abdominal position dose [ 423521
Rat/ injection pregnancy dependent; clonic convulsions (one
Crl:CD (SD) (0.9% NaCl) intermediate-dosed dam); tremor (one
high-dosed dam); prenatal fetal development not
affected
DRF Study Intravenous bolus Day 6 to 20 of 0/2.5/5.0/7. 6 females Sedation; body weight and food consumption [ 423523
Rabbit injection pregnancy 5 were affected dose-related in dams (Statistically
Himalayan (0.9% NaCl) significant reductions at p <0.05 compared to
the control were noted for the mean maternal
body weight change of the low dosed dams
(2.5 mg/kg) on gestation days 9 to 12 and for the
mean body weight of the high-dosed dams
(7.5 mg/kg) on gestation days 15 to 23 and for
the relative food consumption of all test
item-treated dams on a few to several treatment
days from gestation days 8 to 19); fetal and
placental weight reduced at high dose
(Statistically significant reductions at p < 0.05
compared to the control were noted only for the
female fetal weights); reproductive and fetal
endpoints not affected
DRF Study Lactose monohydrate | Day 6 to 19 of 15/20/25/ 6 females Signs of sedation, food consumption and body I 423512
Rabbit (2.64%)/Dextran 40 pregnancy 30/37.5/45 6 males weight affected dose-dependently. Female and
Himalayan (3.96%) in 0.9% (25 mg/kg) | fetal reproductive endpoints not affected. Study
sodium chloride included sperm assessment in 6 males following
4 week treatment 25 mg/kg/day; no effect noted.
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2.6.7.12A: Remimazolam; Fertility and Early Development to Implantation of Rats Following Intravenous Administration

Study Number: Location in CTD: 4.2.3.5.1.1 GLP Compliance: Yes
Design similar to ICH 4.1.1? Yes® Duration of Dosing M: 4 weeks prior to mating until 2 weeks after start of
mating
F: 2 weeks prior to mating through day 7
Species/Strain Rat/Crl:CD(SD) Day of Mating Day 0
Initial Age 50 - 56 days Day of C-Section 13th day of gestation
Date of First Dose M: I Method of Administration Intravenous bolus injection (tail vein)
F:
Daily Doses (mg/kg) 3/10/30
Special Features None | Vehicle/Formulation | 0.9% NaCl solution/aquacus solution
No Observed Adverse Effect Level
Effect on parental animals: 30 mg/kg
Effect on the female fertility and early embryonic development: | 30 mg/kg
Effect on male fertility: 30 mg/kg

a: Guideline for Reproductive and Developmental Toxicity Studies on Drugs (Notification No. 316, Apr. 14, 1997, Ministry of Health and Welfare, Japan).
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2.6.7.12A: Remimazolam; Fertility and Early Development to Implantation of Rats Following Intravenous Administration (continued)

Study Number: |l

Daily Dose (mg/kg) | 0(Control) | 3 | 10 | 30
Males:
Toxicokinetics: AUC No data
Number Evaluated 20 20 20 20
No. Died or Sacrificed Moribund 0 0 0 0
Clinical Observations
Reduced motility, sedation, chewing movements, ) " " "
increased grooming behavior
Necropsy Observations - - - -
Body Weight - - - -
Food Consumption - - - -
Number of ultrasound-resistant spermatids per g testicular tissue x 10° 80 89 85 85
Motile spermatozoa in the epididymal cauda 71 61 69 53%
Morphologically normal spermatids in the cauda epididymis (%) 99 99 99 99
No. of Males that Mated 20 20 20 20
No. of Fertile Males 20 20 20 20

-: No noteworthy findings, +: Mild.
*: p < 0.05 Fisher test or y>-test
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2.6.7.12A: Remimazolam; Fertility and Early Development to Implantation of Rats Following Intravenous Administration (continued)
Study Number: |

Daily Dose (mg/kg) | 0(Control) | 3 | 10 | 30
Females:
Toxicokinetics: AUC No data
No. Evaluated 20 20 20 20
No. Died or Sacrificed Moribund 0 0 0 0
Clinical Observations
Reduced motility, sedation, chewing movements,
. . . - + + +
increased grooming behavior
Necropsy Observations - - - -
Premating Body Weight - - - -
Mean No. Estrous Cycles during the treatment period/14 days 2.6 2.3 2.4 2.5
Mean No. Estrous Cycles during the mating period/14 days 0.2 0.2 0.1 0.4
Mean No. Days prior to Mating 3.1 35 2.2 3.8
No. of Pregnant Females 20 19 19 20
No. Aborted or with Total Resorption of Litter 0 0 0 0
Mean No. Corpora Lutea 14.3 14.3 14.5 15.0
Mean No. Implantations 14.2 13.8 14.2 14.2
Mean % Preimplantation Loss 0.6 3.5% 2.5 6.1%b
Mean No. Live fetuses 13.7 12.9 13.7 13.2
Mean % Postimplantation Loss 3.6 6.6 2.8 6.3

-: No noteworthy findings, +: Mild, *: p < 0.05 Fisher test or >-test.
a: below historical mean background value 4.2.
b: within historical background range 1.0 - 7.7.
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2.6.7.12B: Remimazolam; Extended Fertility/Mating Study of Remimazolam by Intravenous Infusion and Intravenous (Bolus) Injection in Rabbits

Study Number: N Location in CTD: 4.2.3.5.1.3 GLP Compliance: Yes
Design similar to ICH 4.1.1? | Yes?, and 4.1.2 Duration of Dosing: Approximately 12 weeks
Species/Strain: Rabbit/New Zealand White | Day of Mating: Day 0
Initial Age: Approximately 4 to 7 Method of Administration: | IV bolus injection followed by IV infusion
months
Date of First Dose: I Vehicle/Formulation: Lactose monohydrate (2.64%)/Dextran 40 (3.96%) in 0.9% sodium chloride

Special Features:

Daily dose represents sum of constant 5 mg/kg IV bolus injection plus 7.5, 15 or 25 mg/kg IV infusion doses.
Treatment was withdrawn for a few days to allow uninterrupted parturition and early postnatal care.

No Observed Adverse Effect Level:

Fo Females Mating Performance and Fertility:

30 mg/kg/day (highest dose tested)

Fo Females Maintenance of Pregnancy, Development of
Conceptus and Parturition :

20 mg/kg/day (highest dose tested)

Fo Females Maintenance of Litter during Lactation :

20 mg/kg/day (highest dose tested)

F1 Litters Survival, Development, Growth and
Behaviour (all except the tactile test) :

20 mg/kg/day (highest dose tested).
Not identified for tactile test as results were inconclusive.

Daily Dose (mg/kg) | 0 (Control) | 12.5 (5+7.5) | 20 (5+15) | 30 (5+25)

Females:

Toxicokinetics: AUCo-t (ng*h/mL)
Premating: Remimazolam / CNS 7054 6270 /19900 7430/ 21500 11600 / 55800
Gestation: Remimazolam / CNS 7054 5320 /25900 8290 /44300 NR
Lactation: Remimazolam / CNS 7054 11300 / 16600 10800 / 28400 NR

a: Guideline for Reproductive and Developmental Toxicity Studies on Drugs (Notification No. 316, Apr. 14, 1997, Ministry of Health and Welfare, Japan).

NR: No result.
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2.6.7.12B: Remimazolam; Extended Fertility/Mating Study of Remimazolam by Intravenous Infusion and Intravenous (Bolus) Injection in Rabbits.
(continued)

Study Number: |

Daily Dose (mg/kg) | 0 (Control) | 12.5 (5+7.5) ! 20 (5+15) | 30 (5+25)
Females:

No. of Females Evaluated 21 26 26 5
No. Died or Sacrificed Moribund 5 6 7 5
Clinical Observations

Recoverable convulsive-like episode - + + NA
Rapid eye movement ? - + ++ NA
Excessive licking ® - + + NA
Chewing action® - - + NA
Sneezing/nasal discharge ® - + + NA
Slightly aggressive/agitated behaviour - + + NA
Abnormal gait - + + +
Fur loss + ++ ++ -
Decedents only:
Shallow breathing, thin, pale eyes - + + +
Irregular respiration rate, pale skin, head tilt - + +
Low carriage, hunched posture - - - +
Convulsion - - + +
Sedative Effect NA + + +++
Impaired Response to Tactile Stimulus - + + NA
Paradoxical reactions to study manipulation - + + +
Necropsy Observations - - - -

-: No noteworthy findings, +: Mild, ++: Moderate, +++: Marked.
NA: Not applicable.
a: Clinical observation seen only in Batch 2 and 3 animals (comprising Groups 1 to 3 only).
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2.6.7.12B: Remimazolam; Extended Fertility/Mating Study of Remimazolam by Intravenous Infusion and Intravenous (Bolus) Injection in Rabbits

(continued)

Study Number: |

Daily Dose (mg/kg) 0 (Control) 12.5 (5+7.5) 20 (5+15) | 30 (5+25)
Females:

Premating Body Weight Change d1-d14 %? -14 -5.8 -4.9 -0.9
Gestation Body Weight Change d0-d30 %°? +14.0 +14.6 +17.8 NA
Lactation Body Weight Change d4-d29 %°? -12.4 —6.8 —6.8 NA
Premating Food Consumption (g/day) *

Day 1 61 g/day -36%* —47%** =52%

Day 14 98 g/day —21%* —17% —18%
Gestation Food Consumption (g /day)?

Day 18 106 g/day +20% +26%** NA

Day 19 104 g/day +17%** +20%** NA

Day 20 118 g/day +8% +20%* NA
Lactation Food Consumption (g /day)?

Day 24 254 g/day +33% +61%** NA

Day 25 236 g/day +38% +74%* NA
No. Pregnant/No. Paired 18/20 21/26 20/22 1/3
No. Aborted or with Total Resorption of Litter 0 0 0 NA
Mean Duration of Gestation (days) 31.2 31.3 31.1 NA

-: No noteworthy findings.
*p <0.05, **: p <0.01 (Dunnett, Dunn).

a: % changes relative to individual group start value. Statistical significance is based on actual data (not on the percent differences).

NA: Not applicable.
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2.6.7.12B: Remimazolam; Extended Fertility/Mating study of Remimazolam by Intravenous Infusion and Intravenous (Bolus) Injection in Rabbits

(continued)
Study Number
Daily Dose (mg/kg) 0 (Control) | 12.5 (5+7.5) 20 (5+15) | 30 (5+25)
Litters:

No. of Litters Evaluated Preweaning 18 18 18 NA
Mean No. of Implantations ® 7.7 6.1 7.6 NA
Mean No. of Kits Born/Litter at Birth P 7.4 5.7 7.6 NA
Postnatal Survival to Day 4° 6.9 5.4 6.8 NA
Postnatal Survival to Day 29 ? 4.7 4.3 4.6 NA
No. of Total Litter Losses 11 9 9 NA

No. of Litters at End of Lactation 6 8 8 NA
Kit Body Weight Change, Day 14-29 (g) 259.1 299.9 286.3 NA
Kit Clinical Signs - - - NA
Kit Necropsy Observations - - - NA

No. of Kits Evaluated Postweaning 19 20 16 NA
Open Field Evaluation ¢ - - - NA

-: No noteworthy findings.

b: Excludes total litter losses.

c¢: Note : tactile test results were inconclusive.
NA: Not applicable.
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2.6.7.13A: Remimazolam; Embryo-Fetal Development in Rats by Intravenous Administration)

Study Number: | Location in CTD: 4.2.3.5.2.2 GLP Compliance: Yes
Design similar to ICH 4.1.3? Yes® Duration of Dosing: 6th to 17th day of pregnancy
Day of Mating Day 0 of pregnancy
Species/Strain: Rat/Crl:CD(SD) Day of C-Section: Twenty (20) days after mating
Initial Age (on day 0 of pregnancy): 8 - 9 weeks Method of Administration: Intravenous short term infusion (180Sec,tail vein)
Date of First Dose: [ ] Vehicle/Formulation: 0.9% NacCl
Special Features: None
No Observed Adverse-Effect Level
Fo Females: 3 mg/kg
F1 Litters: 10 mg/kg
Daily Dose (mg/kg) | 0 (Control) 3 10 30
Dams:
Toxicokinetics
AUCo (ngsh/mL) * (Day G 17) - 7.47 n.d. 64.35
No. Treated 25 25 25 25
No. not Pregnant Dams 0 2 0 0
No. Died or Sacrificed Moribund 0 0 0 0
No. Aborted or with Total Resorption of Litter 0 0 0 0
No. Evaluated Litters 20 20 20 20
Clinical Observations
Sedation; increased chewing movements; i N N N
clonic or tonic convulsions (single animals on single occasions)
Body Weight - - - -
Food Consumption - - - -
Mean No. Corpora Lutea 14.2 13.1 14.9 14.6
Mean No. Implantations 13.7 12.8 14.5 13.6
Mean % Preimplantation Loss 3.7 2.2 3.0 6.1

a: Guideline for Reproductive and Developmental Toxicity Studies on Drugs (Notification No. 316, Apr. 14, 1997, Ministry of Health and Welfare, Japan).

#: Values obtained with an extrapolated value at the end of administration; calculation of the TK -parameters by using the mean plasma levels.

n.d.: no data, -: No noteworthy findings, +: Mild, G: Gestation day.
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2.6.7.13A: Remimazolam; Embryo-Fetal development in Rats by Intravenous Administration (continued)
Study Number: |

Daily Dose (mg/kg) | 0 (Control) | 3 | 10 | 30

Evaluation of Litters:

No. Litters Evaluated 20 20 20 20
No. Live Fetuses (mean) 13.2 12.4 14.0 12.6
No. Resorptions (abs./mean) 9/0.5 8/0.4 10/0.5 21%/1.1
No. of Litters with Dead Fetuses 0 0 0 0
Mean % Postimplantation Loss 34 2.9 3.6 7.4
Mean Fetal Body Weight (litter mean, g) 3.4 3.4 3.5 3.5
Fetal Sex Ratios (absol.; f/m) 135/129 126/122 139/140 122/129
Fetal Anomalies:

Gross External 0 12
Visceral Anomalies 0 0
Skeletal Anomalies
Sternebra(e) bipartite and/or misaligned i i i i
in slight degree and the rib(s) (wavy).
(Sft;ﬁeilr)lrggee)nr:;sig:)gned (severity: slight) 0 4.8 21 32
Skeletal Variations %; Total Affected Fetuses (Litters) 1.5(10) 5.6(25) 2.9(15) 3.2(20)

-: No noteworthy findings.
*: p <0.05, within range of historical background data (Dunnett or Student)
a: Multiple malformations: Encephalocele (diameter approx. 2 mm), short snout, malrotated hind limbs.
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2.6.7.13B: Remimazolam; Embryo-Fetal Development in Rabbits by Intravenous Administration

Study Number: Location in CTD: 42.3.5.2.4 GLP Compliance: Yes
Design similar to ICH 4.1.3? Yes? Duration of Dosing: 6th to 20th day of pregnancy
Day of Mating: Day 0 of pregnancy
Species/Strain: Rabbit/Himalayan Day of C-Section: 29th day of gestation
Initial Age (on day 0 of pregnancy) 4 - 6.5 months Method of Administration Intravenous short term infusion (240 sec, medial ear)
Date of First Dose: I Vehicle/Formulation: 0.9% NaCl
Special Features None
No Observed Adverse-Effect Level
Fo Females: <1.25 mg/kg
F1 Litters: 2.5 mg/kg
Daily Dose (mg/kg) | 0 (Control) | 1.25 2.5 5.0
Dams:
Toxicokinetics
AUCo- (ngsh/mL) * (Day G 20) - 701.3 1530.4 2272.0
No. Treated 24 24 24 24
No. not Pregnant Dams 3 2 2 3
No. Died or Sacrificed Moribund 0 0 0 0
No. Aborted or with Total Resorption of Litter 0 1 0 0
No. Evaluated Litters 20 20 20 20
Clinical Observations
Sedation - + + +
Body Weight ! 2935 g —7,2%* -3.7% —8.5%%*
Relative Food Consumption (Day G8 — G18 for low and
intermediated dose, Dal;r G9Y E G%IO) i It —49%r TSN
Mean No. Corpora Lutea 7.6 7.8 7.4 7.6
Mean No. Implantations 6.6 7.0 6.3 7.1
Mean % Preimplantation Loss 12.7 11.1 14.2 6.4

a: Guideline for Reproductive and Developmental Toxicity Studies on Drugs (Notification No. 316, Apr. 14, 1997, Ministry of Health and Welfare, Japan).

#: Values obtained with an extrapolated value at the end of administration.
1: Gestation Day 29; for controls, group means are shown. For treated groups, percent differences from controls are shown. Statistical significance is based on actual data (not on the percent

differences).
-: No noteworthy findings, +: Mild, *: p <0.05,

**:p <0.01.
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2.6.7.13B: Remimazolam; Embryo-Fetal development in Rabbits by Intravenous Administration (continued)

Study Number: |

Daily Dose (mg/kg) | 0 (Control) | 1.25 | 2.5 | 5.0
Evaluation of Litters:

No. Litters Evaluated 20 20 20 20
No. Live Fetuses (abs.) 119 132 120 132
No. Resorptions (mean per dam) 0.7 0.7 0.3 0.5
No. of Litters with Dead Fetuses 0 0 0 0
Mean % Postimplantation Loss 9.7 7.6 4.8 7.1
Mean Fetal Body Weight (g) 41.9 39.6* 41.7 38.3%*
Mean Placental Weight (g) 5.61 531 5.44 4.95%
Fetal Sex Ratios (% males) 46 52 53 53
Fetal Anomalies:

Gross External 0 0 2 fetuses in 2 litters 3 fetuses in 3 litters
a;b aja;c
Visceral Anomalies 0 0 0 0
Skeletal Anomalies
Sternebra(e) fused 2.5 0.0* 9.2% 4.5
Skeletal Variations (fetal incidence, %); 6.7 0.8%* 10.0 53

-: No noteworthy findings.

*p<0.05, **: p<0.01 (Dunnett or Student).

a: Malrotated fore paw (bilateral);

b: Multiple malformations: Gastroschisis with prolapse of liver, stomach, intestines - Amelia of left hind limb - Malrotated right hind limb (one fetus);
¢: Multiple malformations: Spina bifida — Gastroschisis with prolapse of liver, intestines - Malformed head.
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2.6.7.14  HEREESHHE HAEFRUHBERORE LT VICBAOHEEEICRET 558
2.6.7.14: ONO-2745BS D5 v MZH T 5BIRAIREIZLK HPHERRUVHEZROREL NICBEYOBEECRE T 55

Study Number: [N Location in CTD: 4.2.3.5.3.1 GLP Compliance: Yes
Design similar to ICH 4.1.2? Yes? Duration of Dosing: Gestation day 6 —Lactation day 20
Day of Mating: Day 0
Species/Strain: Rat/ Crl:CD(SD) Method of Administration: Intravenous (tail vein) at a rate of

approximately 1.2 mL/min
(Dose Volume: 12 mL/kg)

Initial Age: Males: 11 - 13 weeks Vehicle/Formulation: Isotonic Sodium Chloride Solution
Females: 10 - 12 weeks
Date of First Dose: ] Litters Culled/not Culled: culled to 4/sex/litter
Special Features: None
No Observed Adverse-Effect Level
Fo Females: 30 mg/kg
F1 Males: 30 mg/kg
F1 Females: 30 mg/kg

a: Guideline for Reproductive and Developmental Toxicity Studies on Drugs (Notification No. 316, Apr. 14, 1997, Ministry of Health and Welfare, Japan).
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2.6.7.14: Remimazolam; Effects on Pre- and Postnatal Development, Including Maternal Function (continued)

Study Number: | N
Daily Dose (mg/kg) | 0(Control) | 3 | 10 | 30
Fo Females:

Toxicokinetics: AUC No TK data

No. Pregnant 22 22 22 22
No. Died or Sacrificed Moribund 0 0 0 0
No. Aborted or with Total Resorption of Litter 0 0 0 0
Clinical Observations - + ++ ++
Necropsy Observations - - - -
Gestation Body Weight (% ?) 420 g —-3.3% —0.95% -0.2%
Lactation Body Weight (% ?) 331g —0.6% 0 —0.6%
Gestation Food Consumption (% *) 268 g —11.6%** —9.7%** —7.1%
Lactation Food Consumption (% ?) 6l4g -2.3% —4.6% -1.6%
Mean Duration of Gestation (days) 21.9 21.9 22.0 21.9
Abnormal Parturition 0 0 0 0

a: At end of gestation or lactation. For controls, group means are shown. For treated groups, percent differences from controls are shown. Statistical significance is based on actual data (not on
the percent differences).

-: No noteworthy findings, +: Mild, ++: Moderate.

**: p <0.01, Dunnett’s Test.
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2.6.7.14: Remimazolam; Effects on Pre- and Postnatal Development, Including Maternal Function (continued)

Study Number: N
Daily Dose (mg/kg) | 0 (Control) 3 10 | 30
F1 Litters: (Preweaning)

No. Litters Evaluated 22 21 22 22
Mean No. of Implantations 15.9 15.2 15.6 16.3
Mean No. Pups/Litter 14.9 15.0 14.7 15.2
Mean No. Liveborn Pups/Litter 14.7 14.6 14.3 14.5
No. of Litters with Stillborn Pups 0.2 0.3 0.4 0.6
Postnatal Survival to Day 4 14.0 14.2 14.1 14.3
Postnatal Survival to Weaning (Weaning Index %) 100 100 100 100
No. of Total Litter Losses 0 0 0 0

. M 56.6 M 553 M 55.1 M 57.4
Pup Body Weights (g) F 54.3 F 54.2 F 53.5 F 54.8
Pup Sex Ratios 51 53 52 50
Pup Clinical Signs - - - -
Pup Necropsy Obs. - - - -
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2.6.7.14: Remimazolam; Effects on Pre- and Postnatal Development, Including Maternal Function (continued)
Study Number: N
Daily Dose (mg/kg) 0 (Control) 3 10 30
F1 Males: (Postweaning)

No. Evaluated Postweaning 21 21 22 22
No. Died or Sacrificed Moribund 0 0 0 1
Clinical Observations - - -
Necropsy Observations - - - -
Body-Weight? (g) 424 427 415 433
Preputial Separation (Day 42 and Day 49) 20/21 18/21 20/22 18/22
Sensory Function - - - -
Motor Activity - - - -
Learning and Memory - - - -
No. of Males that Mated 19/20 21/21 20/22 21/22
No. of Fertile Males 19/19 20/21 20/20 21/21

-: No noteworthy findings.
a: From birth to weaning.
b: From weaning to mating.
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2.6.7.14;: Remimazolam; Effects on Pre- and Postnatal Development, Including Maternal Function (continued)

Study Number: N
Daily Dose (mg/kg) 0 (Control) | 3 10 | 30
F1 Females: (Postweaning)

No. Evaluated Postweaning 21 21 22 22
No. Died or Sacrificed Moribund 0 0 0 0
Clinical Observations - -

Necropsy Observations - - - -
Premating Body-Weight (g) 253 253 251 251
Gestation Body-Weight (g) 347 345 343 345
Vaginal Patency (day 35 / day 42) 16/21 18 /21 18 /22 21/22
Sensory Function - - - -
Motor Activity - - - -
Learning and Memory - - - -

No. of Females Sperm-Positive 20 21 22 22

No. of Pregnant Females 19 21 20 21
Mean No. Corpora Lutea 14.8 15.6 15.2 15.3
Mean No. Implantations 14.2 15.1 14.7 14.8
Mean % Preimplantation Loss 3.6 33 2.9 3.7

F: Litters:

Mean No. Live Conceptuses/Litter 13.7 14.2 14.1 13.8

Mean No. Resorptions 0.5 0.9 0.7 1.0

No. of Litter with Dead Conceptuses 0 0 0 0

No. Dead Conceptuses 0 0 0 0

Mean % Postimplantation Loss 3.7 5.8 4.4 6.4

-: No noteworthy findings.
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26.7.16  RHATRIEMAERER
Test Article: Remimazolam
Gender and .
Species/Strain A dhlfl?;l;:t(:a()tfon Doses (mg/kg) l\é(;ol:l(;)r Noteworthy Findings NSutrl:l(li)};r Iiﬁcgfl{(;)n
Rat/ Intravenous infusion | 0.4/0.8/1.2/1.6 5M Histopathology (injection site): Perivascular edema, [ ] 4.2.3.6.1
Sprague-Dawley | (6 h) mg/mL/kg/h cellular infiltration (single dose, 1.6 mg/mL/kg/h).
single dose and After 5 days of administration, thrombus formation
repeated (from 1.2 mg/mL/kg/h onwards; midazolam high dose
administration group); perivascular cellular infiltration
(5 days) (1.6 mg/mL/kg/h; midazolam).
midazolam as
comparator
(0.06/ 0.18/
0.54 mg/mL/kg/h)
Rat/ i.v infusion (6 h) 0/80/200/400 3M The planned duration of five consecutive days of [ 423.6.2
Sprague-Dawley | 4 days (5 0/2/5/10 mg/mL administration could not be realized in the 5 and
administrations) 10 mg/mL remimazolam groups because of severe
irritation at the injection site (tail). No changes were
observed in the saline controls.
Rat/ 1.v infusion (6 h) 15/30/60/100/ 3M No macroscopic changes at the injection site (caudal ] 4.2.3.6.3
Sprague-Dawley | 5 days 120/200/240 vein). Histopathology revealed venous thrombosis in
0/2.5/5/10 mg/mL the 2.5 mg/mL group. Findings at 5 and 10 mg/mL
included necrosis and ulcer of the skin of the tail;
thrombus and necrosis of the caudal vein; and edema,
fibrosis, and mononuclear cellular infiltration around
the caudal vein. In the saline control group fibrosis and
mononuclear cellular infiltration were found around the
caudal vein.
Rat/ 1.v infusion (6 h) Single dose: 4 M Thrombus, edema, or necrosis was noted at the injection ] 423.64
Sprague-Dawley | single dose and 15/30/60 site (tail) with all tested doses of remimazolam.
5 days 5 days: 30 Animals receiving doses of 12 mg/kg midazolam or
2.5/ 5/10 mg/mL more showed discoloration, ulcers, or defects of the
(Midazolam: injection site.

0.2/2/5 mg/mL)
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26.7.16 BEFIRIBEMERR (BE)
Test Article: Remimazolam
Gender and .

Species/Strain Zlcfltltli(:l(ilsgfa tion Doses (mg/kg) 1‘(1}(;.0[:: Noteworthy Findings Nit;(li))ér I;::céfl!ODn
Rat/ i.v infusion (6 h) 0.05/0.1/0.2/0.5/1 5M None of the animals showed any changes in general [ 4.23.6.5
Sprague-Dawley | 5 days mg/kg/h condition or the administration site (based on visual

0.05/0.1/0.2/0.5/1 inspection of tail).

mg/mL
Rabbit/ Intravenous 0.5 mL 6F Injection sites: slight focal erythema (both intra- and [ 4.2.3.6.6
New Zealand Paravenous 0.3 mL paravenous administration; including administration of
white vehicle).

No substance dependent histological findings.
Rabbit/ Intravenous 12 mg/kg/h 2M/2 F Morphological lesions of test (left) and control ears I 4.2.3.6.7
New Zealand 5 min. infusion) 2.5 mg/mL (right) generated by the dosing procedure rather than by
white Single dose the test compound.
up to 7 days

Pig/ Intravenous 6 bolus 0/1.14 or 0/1.5 3 No substance dependent histological findings [ 4.2.3.6.8
Landrace cross injection or infusion 0/1.5 mg/mL or

0/0.5 mg/mL
Monkey Repeated Infusion 0/5/10/20 2M Thrombus, inflammation, and fibrosis of the vascular I 4.2.3.6.9
Cynomolgus (4 h) for 7 days 0/1.25/2.5/5 wall at the injection site observed in all remimazolam

mg/mL groups. Changes caused by physical irritation were

enhanced by the test item. Lowest observed effect
concentration: 1.25 mg/mL for thrombus formation.
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26.7.16 BEFIRIBEMERR (BE)
Test Article: Remimazolam
Gender and .
Species/Strain Z{;Itlllli(:l(ils?:a tion Doses (mg/kg) l\é(;ol:l(;)r Noteworthy Findings NSutrl:l(li)};r Iiﬁcgfl{(;)n
Monkey Single intravenous 0/3.2/4.0/4.8/ 6.4 5M Clinical signs: Incomplete eyelid opening/ eyelid I 4.2.3.6.10
Cynomolgus infusion (4 h) 0/0.8/1.0/1.2/1.6 closure; somnolence/ sedation; ataxic gait; decreased
Vehicle: mg/mL spontaneous activity.
Physiological saline Necropsy: No substance related findings at the injection

sites.

Histopathology (injection sites): desquamation of the

endothelium (4.0 mg/kg group and above);

deposition of fibrinoid material on the intimal surface,

necrosis of the vascular intima, very slight inflammation

of the vascular wall and slight thrombus (4.8 mg/kg

group and above).
Monkey Single infusion (4h) 10 3iM Mechanical damage, with and without remimazolam, I 4.23.6.11
Cynomolgus 2.5 mg/mL can induce thrombus formation, and remimazolam

exposure enhanced thrombus generation.
Gottingen Intranasal 200 mg 3F No test substance related findings in the nasal mucosa [ 4.2.3.6.12
minipig lyophilisate (rhinoscopical investigation).

(25 mg Plasma concentration of remimazolam: below limit of

remimazolam) per
animal

quantification except 1 animal, exhibiting sedative
effects [Plasma concentration of 50 ng/mL (0.25 h after
the administration)].
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26.7.17 ZDOFMHHAR
26.717A Antigenicity/ Phototoxicity
Test Article: Remimazolam
Method of Duration of Gender and Study Location
Species/Strain Administration Dosing Doses (mg/kg) l\é(;ol:l(;)r Noteworthy Findings Number in CTD
Antigenicity
Guinea Pig/ i.p. (sensitization)/ 0.2/1.0 . .
Hartley i.v. (challenge) NA 0.4/2.0 3M+3F | No anaphylactic reactions [ 4.23.7.1.1
Phototoxicity
. Up to .

Balb/c 3T3 Cells In vitro NA 1000 pe/mL NA No phototoxic effects I 423.7.1.2

NA: not applicable.
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2.6.7.17B Plasma Compatibility
Test Article: Remimazolam
Gender and
. . Method of Duration of . Study Location
Species/Strain Administration Dosing Doses (mg/kg) 12;(;.0[:;; Noteworthy Findings Number in CTD

Plasma Compatibility
Human blood . 1 h incubation 3 male .

In vitro at 37°C 0.25 mg/mL donors No hemolytic effects [ 423721
Human blood 30 min 0.8/1.2/1.6/

In vitro 1n;u;)7a$1((j)n 2.4/4.8 mg/mL 5 donors No hemolytic effects B | 423722
Human blood . 1 h incubation 1/2/2.5/3/4/5/ .

In vitro at 37°C 7.5/10 me/mL 3 donors No hemolytic effects B | 423723
Rabbit 3 h incubation S test article 2.5 mg/mL remimazolam has No hemolysis
erythrocytes In vitro at 37°C 2.5 mg/mL tubes ?:iiettfogregatlon effect on rabbit erythrocyte B | 423724
Human plasma The highest ratio of remimazolam that did not

Plasma/Test cause precipitation was 2.75:7.25
In vitro Mixed at 37°C Item Ratio 4 donors > precip P [ 423725
6:4 - 10:0 (remimazolam:plasma), equivalent to a
) ) concentration of 1.325 mg/mL.

Pig plasma Plasma/Test 4 control pi The highest ratio of remimazolam that did not

In vitro Mixed at 37°C Item Ratio ( donorf & | cause precipitation in pig plasma was 2.50 [ 4.23.7.2.6

5:5-10:0 parts of test item to 7.50 parts plasma.
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2.6.717C Abuse liability dependence potential
Test Article: Remimazolam
. Gender and .
Species/Strain A dl:/lnf;[llilsotga(ﬁon DuDrzg(:; of Doses (mg/kg) lz; (;.Ol:li)r Noteworthy Findings Nsutllrll‘li)ir I;::céflf(;)n
Abuse liability dependence potential
Discrimination test
Rat/ Long-Evans i.p. Single dose 5/10/20 2-4M rTal:: i:::tlzficgt/l;; dose of remimazolam in B | 423741
Rat/ Long-Evans The discriminative stimulus effects of
i.p. NA 2.5/5/10/20 7-20 M remimazolam were likely to be similar to B | 423742
those of midazolam.
Reinforcing effect
Rhesus Monkey 2 h self-admin: 0.008 — 0.125 Total 6 Remimazolam was considered to possess the
. 4 days (4 M+ 2F) | reinforcing effect in the intravenous
LV 24 h self-}eltdmin: 0.015 - 0.06 self-admir{fistration experiment in rhesus B | 425743
9 - 16 days monkeys.
Physical dependence
Rat/ Repeated administration of midazolam
Sprague-Dawley i.v bolus 28 days 10-30/day 5-6 F associated with a very mild physical I 423744
dependence on withdrawal.
Rat/ Remimazolam has mild physical dependence
Sprague-Dawley i.v. bolus 12 days 20-30/day 9-10 F producing potential comparable to I 423.74.5
midazolam.
Rat/ Wistar (Han) There is no evidence for physical dependence
i.v. bolus + infusion 28 days 30-60/day 8-10 M potential of remimazolam in the male Wistar [ ] 423.74.6
(Han) rat under the condition of this study.
Cynomolgus Remimazolam was considered to possess the
monkey i.v. infusion 28 days 0.5-1 mg/kg/h 6 M physical dependence-producing potential in B | 423747
cynomolgus monkeys.

NA: not applicable.
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26.7.17D Metabolites (CNS 7054)
Test Article: CNS 7054
Gender and
. . Method of Duration of .. Study Location
Species/Strain Administration Dosing Doses (mg/kg) 12(;.0[:;; Noteworthy Findings Number in CTD
Metabolites (CNS 7054)
No anomalies were found on the general
Rat/ Crl:CD (SD) i.v. bolus 2 days 0/100/200 3M condition, body weight or autopsies for either | NN | 423751
the 100 or 200 mg/kg group of CNS 7054.
. Marked sedative effect in one animal,
Rat/ Crl:CD (SD) ; 1'56b011;151 s a6 (_}6GIO O{B%%%)%O ; E explained by residual activity of CNS 7054. B | 423752
V- SIOW DO No effects during slow bolus.
No clear toxicity was shown at 120 or
Cynomolgus L . 2 days 120 [ ]
Monkey i.v. infusion 4 days 240 2M 240 mg/kg/day of CNS 7054 and the — 423753

exposure was dose dependent.

G: Gestation day
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2.6.717E Impurities
Test Article: I I
Gender and
Type of Study Method of Duration of R Study Location
Species/Strain Administration Dosing Doses (mg/kg) 12(;.0[:1(: Noteworthy Findings Number in CTD
Impurities
A 8.1/156/313/
mes Test 78.1/15 . . .
S. typhimurium, In vitro 48 h 625/1250/2500 NA M did not induce gene mutation in B 5376
E. coli /5000 ng/plate ' o
Mouse
402/482/579/ . . .
Lymphoma Assay In vitro 3hand24h | 694/833/1000/ NA M did not induce gene mutation in | NN | 453762
L5178Y mouse 1200 mouse lymphoma cells. [ ]
lymphoma cells
I
The potency of the sedative effect of
0.2/0.5/1/2/ was estimated to be about 1/4 of
Rat/ Crl:CD (SD) i.v. bolus Single dose 5/10/20/50 ov | N B | 421018
mg/10 mL/ke remimazolam. However, deaths were
& observed with administration of |-
Lethal respiratory suppression at doses of
) i.v bolus Single dose 0/1/5/20 20 mg/kg
Rat/ Crl:CD (SD) i.v infusion 1h 20 M Non-lethal dose: 5 mg/kg I 423763
NOAEL: 5 mg/kg (bolus)
The non-lethal dose and no observed adverse
. i.v bolus Single dose 0/0.2/1/5/20 effect level of N for single-dose
Rat/ Crl:CD (SD) i.v infusion 1h 0/5/20 oM intravenous bolus injection to rats were 5 and B 423764
1 mg/kg, respectively.
Intravenous bolus injection of 20 mg/kg
) i.v bolus Single dose 0/20 I c2uscd lethality. The cause of
Rat/ Crl:CD (SD) 1.v infusion lh 0/20 6M death was considered to be pulmonary edema I 423765
and respiratory failure due to hemorrhage.
The pulmonary changes observed in rats
. . administered with single i.v. bolus injection
i i.v bolus Single dose 0/0.5/1/5/20 .
Rat/ Crl:CD (SD) i v infusion 1h 0/5/10/20 3iM of I 2t 10 mg/kg or higher were I | /23766

considered not due to immune reaction or
effects on the coagulation system.

NA: not applicable.
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2.6.717F Excipients (Dextran 40)
Test Article: Dextran 40
. Gender and .
Species/Strain A dl:/lnf;[llilsotga(ﬁon DuDrzg(:; of Doses (mg/kg) l\é (:Oll)le;)r Noteworthy Findings Nsutllrll(li)ir Li‘::céflf(;)n
Excipients (Dextran 40)
Rat/ Crl: WI i.v infusion 4 weeks 0/200/600/ 10 +5 M/ I 423.7.7.1
2000 10+5F Anaphylactoid reaction specific to rats. [ ]
(0 and Negative effect on body weight in high dose
2000 mg/kg) | males and increases in weights of various
10M/10F organs due to Dextran accumulation.
(200 and NOAEL: 600 mg/kg
600 mg/kg)
Rat/ Crl: WI i.v infusion 4 weeks 0/200/600/ 3M+3F I 423.7.7.2
2000 (90Mm i/lgglz The results of this 28-day infusion study of L
(200 mg/kg) Dextran 40 to Wistar rats at dpse§ of 2.00,
OM+21 F 600 and 2090 mg/kg/day are in line with
(600 mg/kg) results obtained in the previous study
OM+ 12 F 172.351.5266.
(2000 mg/kg)
Rat/ Crl: W1 i.v infusion 7 days 0/200/2000 10-11+5M | No enhancement of the degree of cisplatin B | 423773
induced kidney injury and no influence on [ ]
the course of recovery from renal damage
WI: Wistar
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