2023 F 4 A%GET (BB 7ThR)

H AR HERS dn 0 B 7> 871259

EERAVAEL—T+—L

A AR BESE AT o IF FL#ZE5E 2018(2019 4FHUBTHOIZ HEHL L CTIERL

I20Y7D 515%

[RFEMRE L TIE LB
Y oEOZYLRIEMTIL

ECCLOCK®gel

i | 7 LAl

B2 OAH 0o R H R S| AGEEREL (R — EBEOLAGZEICLVENTL L)
i & B |lgFYy7ru=vAR Y 50mg

_ i P 4 Vy7errn=0u L&t (JAN)

FE4 : Sofpironium Bromide (JAN)

HERTRRDEFE A
R i & £ [N &
IR 5t B % F A

H

RUIYEARGEAGREA B 202049 H 25 H
ERAMAUEIVHEEA B 20204 11 A 18 A
B 2Bt 4 H B : 20204E 11 H 26 H

RS - 8ERT (@A)
R # - Rk

%

BUEIRTETE « PHTRCEER Ut

ERFEHRELEDEMRSL

M & H £

o3

B ER A S  EEA R —E A=
T E L:0120-519-874
ZAHEHE 0 9:00~17:00 (£, A, #LH. ZTOMLHEDORZER ZFR<)
R—=AL_R—=T7 KL R : https://www.kaken.co.jp/

AKIF 132023 4 4 AUGET O CEORRHICHE S X KGT LT,
AT OGHIL, WNIATBOEN EIEG R AR O R 3 MR B R— TV THER L TR I,


https://www.kaken.co.jp/

EERAVAEL—TA—LAADOFSIEDHME —armmknms—

1. [ESEEA VX B a—T 4 — AMERORE

ERAERSOFEARN BRI R E LT, EREAERLMMISCE O, BMIXE) Kb b, EREB CEA - 3K
FIRHEE OBEFHREEE D H HES IR EIRG O EEAERZEHT 2RI, IRASCEICRRE S fﬁ%&’i’%ﬁ
A EIEEMAR N BN LERIGEN S Y, RIEPEOEIGHRIEYE (LT, MR) EE~OFHROIEMGERKOE S
FOEREMTEL TETWVD., ZORICHLEREREMENICATTHOOHEE Y A M LTERELA ¥ l:“:u«
74 —25 (LIF, IF LH89) HE L7,

1988 I HAPESEAIMIZ (LT, B 2 2/ hEB S IF OfEf T, IF itdk, IF SoREmE AR
EL, 0% 1998 4FIZ AR 3/hER SN, 2008 4, 2018 I AFRHEEEFERZ BN IF sediEHOSKET
B{THoC& T

IFﬁﬁ%ﬁzmsuM IFIZPDFE0E 7T —X & LTIREET 22 L3 FlIE Ao ofz. ST KD, IRA3CE
@IE&&J%%OK \CHET ORIT — & 23BN L7z IF DSk En b 2 L 2o 7=, &R O IF 12
E R GHEEHRBSBAESHKEE (UUT, PMDA) o EHE HE XS HFEHRBK KO X — T
(https://www.pmda.go. m/PmdaSearch/ivakuSearch/) “C/\F'fﬁ éi’L“Cb VA, BIRFEETIE, 2009 4E X0 HEHK LD
IF O RERFT28kE LT T4 o a—T+r— AR Z%EL, fx O IF NEMTSCEL ST 288 EAE
g E L CHEYINER - RETLTWD

2019 FORMICEFLFHEHEOLETICG O, IF FLHEH 2018 VAR I, A TERHEEGSORFEFHRiEME
IHENCRET 2014 NI A4 ) ICBHET DIEHEM O, TOEHRAE KT L.

2. IF &%

IF i TS0 ELEOBREME L, Ehf - BARTSEOEREEEICE > THEEBICVNE R, ERLOMNEEFHO
T2 DDNEHR, WHEFHOTZOOWER, FAROT-OONHR, ERLOBEEFEHOI-OOER, KFANRBESTODH

DIERENEN SN AR 2 EROERGFEHREL LT, AFRENTEHEELZKE L, EHMEDO DI YHESR
it O BIKER FE TR FE S o DA VER R QMR 2 KHE L T B 320 RH . SR s,

IF ICE# 2 EHEAIE AR E L7 IF eI L L, — 3Bl % bR X AR O TN O @A EiHE &
N5, 72120, MIEPEORESICED2 SO RUOFIHER R - Il - 20T & FHEET IF oHfFEmEL
WT72 5720, Wz 5 &, RIESRMENSIRMES I TR L, FIFEZE B S 5 - Rl - BERER 5 & & big, %3
HEETHHD LWV Rk E > &%m%&bf%é

IF ORMTEBE T — 2 2 HAL L, BERMGETORIAIT ESEL/YAN

3. IF oFRIcHT=->T

ETHEARD IF 13, PMDA OESRA BRI BRE O~ — VBT ARES LTS

TR IT TR A VX B a— T 4 — MMEROFF &) 126> TIF 1Bk - 18463228, IF OFSEHE X,
ERBIGIZA R LT A S IF (ERRRFICEEH LEEODME RS IO W TR 3O MR F~OA U Z B a—{28 b
FIRE A LN ERESE, IFOFMAZ SO LERHS. £z, %%&Jéhé@%i@&ﬁ“ ol [ e R: s |
WBIL T, IF NGET S5 £ CToMIE, RBEAEMEMUT IBETHNE LI OMNIT L7 CEE, HDHWIIFHEOEK
%%ﬁ%&#%fx%hibﬁﬂﬁﬁﬁEﬁ%ﬁ?é&&MLIF@@%K%toT@,%%®%Hi§%PMM&
DERGEFREBRFERRRON— Y THER T HHERD 5.

ﬁﬁ,ﬁmﬁﬁ%ﬁiﬁ®ﬁ%®ﬁﬁ SRR I TWA VA RGN < IXIL &&5%E , XL 5] 1
B 2B AR EZZ T TCORWVERNEEND ZE03HY, ZOBRVFNTITHIEETRETHD.

4. RN %Lf@%ﬁﬂ

IF Z# HEEBIZBW TR T I ENTERVEEREFRFEE LTHEH L TWeZ& 72w, IF X HREOEE L%
FC, M43 E%quD;ﬁxfE&mX IR FEIZHE D DAEZENMER - feitd 2, EERLEEFEROZOOFHNERTH D LD
PLE-DIF 72203, Fodl - REUTITIEMEE O LA BRI IR H E3E 5 O R RSN 5 U A R T 1 o, 3L
I—ReF7 - 757?41%@ﬂ%%gﬁﬁﬁﬁﬁgé%ﬁﬁwoWﬁ%%%%ﬁ@ﬁ%F?%yfﬁ,%%%%
OTKGRAN D LI T BT IR DN T, RERAENEFEFE N O ORDITE U TTI T EIFELI ARV E
INTHEY, MR E~DA U ZE2—HL O EICLY, FAHAZEB LN IF ONFEFRIEIELIREHO
ThdZ LR LTI NE 5w, REAENGE LN D EROBFEARILE R L, Z O BB % Rk
X, ERBIGICB T 2EEMHEZMRRT 2 Z CITEAIMOARGE TH Y, IF ZIEH L THEEEZ TIZMESH S DI
Lfb‘f;f;%f’b‘

(2020 4 4 A &G



https://www.pmda.go.jp/PmdaSearch/iyakuSearch/

| BEE(CRIT BIEE oo
X F‘aﬁ%@.’ff&:%ﬁ ................................................
. @%@{ﬁﬁiﬂ@ﬁAl\i ....................................
R O B SRR e
O ER B U TR R E AR
- TKEBAME RO « U B ORIRITE o
(1) 7?(%}8\%{4: ..............................................
(2) i o G L OHIFRTEIE - ooveeeeeeeeeeeenes

Ok W N =

10 JRFEAG covveevrr e

(2) (3; Zl ..............................................

(3) %%}];@EE% ...........................................
2. 4)%%% ......................................................
(1) %D Zl (’i:%%(f) ...............................
(2) ﬁg Zl (’i:%%(f) ...............................
(3) 2T A (stem) ....................................
. *%ﬁix(iﬂf\ﬂlﬁﬁ .......................................
X %%K&Uﬁ\%% .......................................
. ﬂji’% (ﬁ%@{f) X(j;’g%ﬁ ...........................
. 'IE)EHZI\ %IJZ’\ H]%%\ %E%gé% .....................
I. ﬁs?)]ﬁkﬁl:l%ﬁ?’élﬁﬁ .....................
1. %ﬁ{hiﬂ@fﬁ% ..........................................
1 ) 571\%5‘ . A[ﬁ;ﬁ( ...........................................
) /ﬁﬂ@‘lﬁ .................................................
) [&{Eﬁi .................................................
) B (YARAD) | WBAE. BERAT e
)
)

o U1 bk W

I

—

BV FLARBRETERL e
%ﬁaf%\;& ..............................................
) F DD TR RV e
2. BRI DEFRENE FICIT BIENE oo
3. ﬁ;ﬁﬁk%\@ﬁﬁ%}g%ﬁ%(ﬁ’ E%{ﬁ .....................
IvV. @ﬁ'“:laaﬁj—élﬁ B oo
1. ﬁ” T e
1 ) ﬁ”ﬂ%@ PRIBI] weeeeee e
2) BN DI QMR e
3 ) ggﬂi}ﬂju ST R e
4) @ﬁ”@%‘lﬁ ...........................................
5) %@ﬁﬂ .................................................
2. Uﬁ”@fﬁﬂﬁi ................................................
(1) HRAMS (EHERLY) OF REOHIA -
(2) BFREEEDPERT v
(8) FE oo
. USTRIRIE DR O e
T
. /E!:]\-j— A ﬂ‘ﬁ%fﬁ@ Z?) ) é@%% ........................
- RIS FRLRNE FICIS I DI oo
. ?}ﬁ;@{ﬁ&@{ﬁﬁ@f& @ﬂﬁ‘ri ...........................
- A & DEIAZAL (WELFEIAEAL) e
. {f&t{j‘ri ......................................................
IR e LT
(1) EED LIRS - 0%
SMBLDNRE IR T R s -
(2) AJHE e

N OOk W

(
(
(
(
(

© 00N O Ok Ww

_.
e

/s

( 3 ) %ﬁ?g% .............................................. 8

(4) E%ﬁ@ﬁ"%ﬁ ........................................... 9

11. %IJ@;}%{;I\: Y AN ﬁ%ﬁ';ﬁ:ﬁ ................................. 9

‘]2 %@ﬁﬁ ..................................................... 9

V. SBEICETARIERE - 10

1. ’;j]ﬁ‘é {i/}‘ﬁ% ............................................ 10

2. ’;j]ﬁ‘é (ix}‘ﬁ%@: E”é@-@‘é&%ﬁ ....................... 10

3. ﬂ%(ﬁ.&@)}ﬁ% ............................................ 10

( 1 ) )ﬂ(ﬁ&@)ﬂ%@ﬂg%ﬁ .............................. 10

(2) MIEROHBOBIEREE « ARHL oo 10

4 . ﬂ%(ﬁ.&@)}ﬁ%@:%@@ﬁ‘é&%ﬁ ....................... 10

5. Eﬁ%ﬁk%ﬁ ................................................. 11

(1) Eﬁ%gl‘_—g/\"ybm_:/“ ........................... 11

( 2) Eﬁ%;ﬂ;ﬁ%ﬁ% ....................................... 13

( 3 ) ﬂﬂ%}iﬁﬁ?ﬁﬁ?’éﬁiﬁ?ﬁ ................................. 13

(4) ﬁggﬁﬂﬁ%ﬁ% .......................................... 15

(5) ,'%%‘ . ;ﬁ%%”%ﬁ% ................................. 20

( 6 ) {ﬁ;jgﬂ/ﬂi)zﬁ .......................................... 20

( 7) %@ﬁﬂ ................................................ 20

VI, EMEEIE(CRRT AIEE - 21

1. SRR BIE & DALY UL A YRE 21

2. ;ﬁéﬁﬁ;ﬁﬁ ................................................. 21

( 1 ) ﬁzﬁﬁ%fﬂﬁ . ﬁ;ﬂq%rg .............................. 21

( 2 ) ;i;'}‘jj %%H— 5 5%&%52;% ........................ 21

( 3 ) 1@@%%%‘:&5 . ﬁ%}%ﬁjﬂ?ﬁeﬁ ........................ 29

VII. EMENEE(cREd BIER - - 23

1. mtp{ﬁ%g@?%% ......................................... 23

( 1 ) {ﬁﬁﬁiﬁ?ﬁfgﬁuqﬂ{%&f ........................... 23

(2) BARABRCHERR ST PR oo 23

( 3 ) ﬁfﬁ ................................................ 24

(4) ﬁ$ . {ﬁ)ﬂ;ﬂ;@ﬁéﬁgﬂ .............................. 924

2. ;%%@Egﬁﬂ/j/\"?)(_g ............................. 25

( 1 ) ﬁgﬁﬁ»ﬁ(ﬁ ............................................. 25

( 2) WW@EE?& ....................................... 25

( 3 ) {%’Q@E}Eﬁik ....................................... 25

( 4 ) A T T LU R e 25

( 5 ) %jﬁﬁ%ﬁ ............................................. 25

( 6 ) %@ﬁﬂ ................................................ 25

3. % (71”\0[:0;[/‘—“/5 :/) ﬁgﬁﬁ» ................. 25

( 1 ) ﬁgﬁﬁ»ﬁ(ﬁ ............................................. 25

(2) IR A FIEETEIR] oovvevmmmrmmmmenennenenn 25

4. W [ R R PPRRRE 25

5. 57\ 7fiﬁ ................................................. 26

( 1 ) Jﬁl{rﬁ - H%%Pﬁ@@‘ri .............................. 26

( 2) Jﬁl{rﬁ - Héﬁ%gﬁﬁ@@‘ri ........................... 26

( 3 ) %L{{»,\@@?f‘lﬁ .................................... 26

(4 ) %ﬁ{&,\ @@ﬁﬁlﬁ .................................... 26

( 5 ) %@ﬁﬂ@%ﬂ%&,\@@ﬁ?lﬁ ........................ 26

( 6 ) Iﬁlﬂ}%% E;\D/a\gg .................................... 26

6. fJC §§T ................................................. 27

( 1 ) {JC%T%MQ‘&U{JC%T%}:E% ........................... 27
(2) @GS 8% (CYP %) Doy 1A,

%‘,5%‘5 ................................................ 27

(3) IEBEBHROF IR T DELE oo 27



(4) @ OTENEDA B K OGP, 9. ZhEEIREEM, FEROHEEE

ﬁ;@ﬂ:%‘i ............................................ 27 ﬁﬁu%@ﬂgﬁ H&U%@V‘]E ....................... 39
7. j:jlg dﬂ: ................................................. 28 10. ﬁ%ﬁ%%\ ﬁ%ﬂﬂﬁﬁ%%(&i’%ﬁﬁ E{&'O\
8. ]\53/%71”3*&*@1%@‘3‘5‘%%%& ................... 28 %@V;]Z‘g ................................................. 39
9. é;‘-ﬁ»%@: A [g/%fgg .................................. 28 11. ﬁ%ﬁ/ﬂ;ﬁ F'Eﬁ .............................................. 39
10. ﬁi@%%%ﬁ-@—é}%% ............................ 28 12. &;%%HF@%UBEQ:EQ?%T%i& .......................... 39
11. %@ﬁﬁ .................................................... 28 13. %*ﬁ:_ R 40
VIII. Rkt (ERLOZEES) (CEYSEE - 29 14, GRIHARS BOTERT e 40
1. %&%Wﬁt%@ﬁm .................................. 29 XI. Kﬁk ..................................... 11
2. %@EW@&%@@E .................................. 29 1. 9”%3(@( ................................................. 41
3. e TR E T A S L FOHE 29 Q. FOMDBE TR -, 41
4 . )ﬂ(ﬁ&@)ﬁ%@:%@@-@—é&%ﬁt%@ﬁm ....... 29 XII. %%ﬁ;ﬂ_ ................................ 42
5. Egiﬁ%jﬂﬁ’]&%& F DR e 29 1. Eiﬁ%.f@%ﬂg{jﬁﬂ ................................ 492
6. BEDKREHTHBFICHET DR e 20 2. WEAMCHUS DEGRSCIBIH - wovvvereeeeeen 42
(1) /\G.JH“ E/qi@r_)ﬁ @%5%\% ................. 29 XIII. ﬁth% ................................... 43
(2) Eﬁ% %:%% ................................... 29 1. g}ﬁﬁ” . H&;ﬂiﬁ%g:%‘g L“(Eﬁ%*mﬂ:ﬁ%
(3) Eﬂ% %:%% ................................... 30 ??5 L:%f:,)(@;;%‘%i& .......................... 43
(4) %7@'@‘5%‘ ................................ 30 (1) *ﬁ]‘ﬁ-" ................................................... 43
( 5 ) ﬁ}ﬁ% .................................................. 30 (2) ﬁ'ﬁi% . E‘.:%:‘ETE&U‘%%*&’—?-?J_?@JE
( 6 ) *;%Lﬁ% ............................................... 30 ;@-I‘E ................................................... 43
( 7) /J\')E% ............................................... 30 2. %@ﬁﬁ@%@@gﬂ, ...................................... 43
(8) mfﬁ%%‘ ............................................... 30 (1)63] :_p ........................................... 43
7. *HEVIE)EH ................................................. 30 (2) Hy;j:&éﬁﬁﬂ% .......................................... 44
(1) {ﬁ)ﬂ%ﬂi‘%t %@ﬁﬂﬂ ............................. 30
(2) G‘ﬂﬂ&%t%@ﬁﬂﬂ ............................. 30
8. @H/';)Eﬁ .................................................... 31
( ) Ej(fotguﬁgﬁﬁ t*}jﬂ;ﬁf“/{k ....................... 31
( ) %@ﬁﬁ@* ﬁ;)zﬁ ................................... 31
9. Euufj:ﬁﬁfﬂ:% i-@—%ﬁfiﬁ ......................... 33
]0 1@%&5 ................................................. 33
%)EHJ:@EAE' ........................................... 33
]2‘ %@ﬁﬁ@&%ﬁ ........................................... 34
( 1 ) FEpRfE I i< %%@& .......................... 34
( 2 ) ;Fﬁﬁﬁgit%a:%o < %;ﬂg{ ....................... 34
IX. g';ﬁﬁﬁz%ﬁgﬁ[:ﬁgj—élﬁg ................... 35
. ;ﬁﬁ%ﬁ% ................................................. 35
( 1 ) ;%;ﬁ;%ﬁ%ﬁ% ...................................... 35
( 2 ) ﬂ/ﬁ‘ i;%ﬁ%it% ................................... 35
( ) %@ﬁﬂ@;ﬁﬁnﬁ% ................................ 35
2. -Es:lﬁiit% ................................................. 35
( 1 ) %@&5%‘[@%&% ................................ 36
( 2 ) }i‘ﬁg&lﬂiﬁ‘lﬁgﬁ% ................................ 36
( 3 ) L‘ﬁ-ﬂs: iit% ...................................... 37
(4) N /uﬁ nit% ...................................... 37
(5) Eﬁ_%iﬂ nit% ................................ 38
(6) ﬁ}:ﬁ@”ﬁ nit% ................................... 38
(7) %@ﬁﬂ@ﬁ%ﬁf&l‘ ................................ 38
X. %EEBIJ%IE':I%TéIEE .................... 39
1. iﬁﬁ;”gﬁj\ ................................................. 39
2. ﬁ;ﬁﬂ;ﬁﬁﬁ ................................................. 39
3. ,Ik ECDRTE o 39
4 . E&J&b N D e 39
5. ,'%%‘ﬁﬂﬁ'ﬁ%ﬁ" ........................................... 39
6. ﬁ*ﬁkﬁj\ . Iﬂ?ﬁ%ﬁ ..................................... 39
7. %%Efﬁﬁ F v 39
8. BUEHRTCAGEEA B R UVEKRRE -,

A ENRAFEA B, IRGEBIAFEA R oo 39



B 5 HEEL TOVELNRE (HEE HEEL TOWEVRE (BRE
AUC Area under concentration-time curve T — IR Eh AR T A

Cunax Maximum concentration i e A R

CHO Chinese hamster ovary F oy f =— AN AK—PIH
CYP Cytochrome P450 v h7 v P450

FAS Full analysis set B R O FRAT 6 G4 [

HDSS Hyperhidrosis disease severity scale 21T e A B B AT RS
hERG Human ether-a-go-go related gene t b ether-a-go-go FE# & {n 1
ICs0 Half maximal inhibitory concentration 50% P E R

RMP Risk management plan R3S, U A 7 E T

tue Elimination half life TH 2R ]

tmax Time to reach maximum concentration B e BE RIS




I

. BEICET HIEHE

1.

FRDERE

JRFEVEM S 2R 1 IR AR O 2 )b b TIRERICKEDFIT 2 AL L, KiRDiE
RPHIREND . BBERKIROZHSL T ¥ U —NR BT 5%, BB O R AR EE S 727
BRETHDY, £, ZTEMTNLVEE L, BEMIRETR 22T 28F b2 < s ABRIZK
Pz & 7o 2 ERXOGEEENENE TS5 2 L RSN TN DY,

ZITIEDIRIR L 72 57T 7 U ATRN O W SN DY, =7 U ATHII SRR X 0§ S
nNTBH, 7TEFLIV N2 Y ATIRO LA D) CZFEY T 2473 (M3) il 52
EICEVRITZFRETLLEELLNTNDY,

(RRMER T ZATRERZIR T A K74 0 2016 UGETHRY ) Tl JFISMEME 2T 133 2 169
DOFEVRIIELT NV I =T AONHBEE SN TS, L., b7 I =0 AIMRRZIEIC
WHOH D HIEN 72 BENRAIE LTI SN TEY . EFRBEE CIIEARE BRI
DLWV HERE TN TN,

T a sy IR 5%DERS TH A Y 7 e =7 AR{#E. Bodor Laboratories 23 Al il
Lizhia ) U NERZBT2HBULAEm TH Y M3 2 Lo U UAEEWERS ZBLET D 2 & TR
TEIHT 5 2 E N cE 5,

2012 4E 12 A . Brickell Biotech /% Bodor Laboratories tf& 74 & o A FEkE L. ST
JEZGEIGE Lz Y 7 v n =0 AR DRI 2 KE Tl Lz, Z0%, 2015 4F 3 A2, Bl
A S4E1T Brickell Biotech & 7 27 FEEITH T M 5197 A & o A EhuF s & O [H B
I DG U, RIS 2 HE 2 E)0S & LTEARFIORRBICE T LT,

BHFRLEE L 2015 4 X v FURMERE ZIHERE 23t L Uiz 7 S OENERRRZ i L, =0
fit B L Brickell Biotech #1233 L 72/ R RBROFE R A & > CTRRHFEEZ IV, 202049 A |

MESE MR ZITIE | & E & U CRUER T KR 2 s L=,

5122023 4 H ., R bl dfh B e — IR LB AR O BEE AL R OB /b2 =
L TAKIEHE BT AFIEMER A B E L2V A 2 MR RLIZOWTERSBIN D —Z5 K38
Bf& L7,

2. HAOBRFHEE

(1) 1H1E, WK F~OBM CHENYFFCcE S (V. BAERICETHERH] 2H) |

(2) KRIOEK S THD Y 7 a =7 ARAIE, =27 U AFIRCEBRT D L 20 ) 2 /KD
TH2A473 (M3) 1A L. BTV 7V I UniEEET S (n vitro. 7> ) ( VI 2
FIBICEHT HIER] ) .

(3) ENFBIE —EHERIEGRICE N T, BITFEELOHTEROEE L Lz HDSS %, JH|
BEL Ll L CABICKE L (TV. AERICETAER] 21 .

(4) ENFEIE _EEMRIERERICI T, RIVERZS BB IXAKIREC 141 14 23 61 (16.3%)
Thoto, ERBIERIL, @EHEMEZER 9F (6.4%) . 8 HAEAATHE 8 Bl (5.7%) K ONHE
FHEROLE D FERE 3 B3] (2.1%) Th o7,

[E N ER AR = 4% G-3RI 3BV C L RIMERFS BB 1 IARKI D & 5- S iz 2 BEAEF 185 il 78
Bl (42.2%) Th o7z, EEWERIL, @AMAEZER 51 61 (27.6%) | i HFHAEE 13
(7.0%) . AR 11 61 (5.9%) | #HERALE 5 FE 6 1] (3.2%) | i 3 61 (1.6%)
FKOFER 16 (0.5%) THotz (VI et (ERLOFES) ICBETHIER) 2H) |

3. HAOHAIFHEE

(1) FRIZFzfn s Z &7 B ATRE,



[

1. BEICET3EE ]

4. BEFERICEAL THAMTNE4MT

BIEFERICEAT 52EHM F e 24 ML, SEEE
RMP H 6. RMPOHIE| &M
BIMOY 27 F/MeiEB & LT
YER STV D EM A
B AR T A KT A e -
foff FH A1 o0 F-A CGREA FEHE) O — I IES IO\ T (4
PRBFEE A oD BY B S TEE N B F28 11 A 17T BRER111TFH 3 &) (IX-14. &
[REAFT EDIE] )

5. RBPEFHERUVTE - FRALOHIBEE
(1) EBEH
KAL) R 7 EPREE A R ED b,

P

& - FALO%IREE
% L 7au

(2) i

<
=

b

k=i

6. RMPODHEE
EEG Y A7 EEHEE (RMP) O

WENZHET 5D Z &,

1.1. ZelEiEE

[BEEREEsn/z) =7] [EEREENY 27 ] [EZEAREER]
BV IS EHMEOPIa Y AAEA (BE, &k | 35472 L

WEE, IR, D FE Vv, PERIET )

1.2. AEICRES 2 MRTHIH

AV

| EREICHEAS SR AP O T2 8 DG H)

| BRI EES L U R B/MED - DiEE)

2. I VR AR OB

4. U A7 /MU OB

I8 D R i VR S B

WHE DV R 7 f/METES)

BN D 3 it 22 VE R TS B BIND Y 27 e/ METEE)
— A P R A AL

3. HWEICEE4 25 A - sBR O Rt O 2

AV

AT OB, MSATEE N EIR A ERE S SRS O AT R -V TR L T ES 0



[1. ZFICEET HIEH

1. BR5E4
(1) #0 %
a7 ®7 5%
(2) #* %
ECCLOCK® gel

(3) BMOHAEX
=7 U 9FIR (Eccrine sweat gland) #7 1w (Block) 95,

2. —i%%
(1) 1 & (&%8E)
V7vr=1 A B2 (JAN)

(2) #* & (dndi%)
Sofpironium Bromide (JAN)

(3) ARTL (stem)
-ium (BE AT =0 MMEEW)

w

- BEXRIETRER

o)

H )—o

o><j\lf N—ch,
\’CH3

MUONIIE<Y—

Br

4. RFRARUDFE
7713 C22eHs2BrNOs
5318 1 470.40
5. %4 (hdiE) XIIAXRE
1-ambo- (3 R)-3-{[(R)-(cyclopentyDhydroxy(phenylacetylloxy}-1-(2-ethoxy-2-oxoethyl)-1-
methylpyrrolidinium bromide (IUPAC)
6. BRA%A. Ala. KBS, B5ES

168 AYEL 7+ BBI-4000
CAS %357 1 162816-94-4



[II. BRESICET 5IEE

1. YELFMEE
(1) 4488 - HIK
HE~HHEAORMARUIHTD 5,

(2) BfEtE

A A - I pE = BAERA D
AR =R A 1m LA FiR D TR 0F W
7J<\ 7‘12 I\:‘I\U/l/\ N by ¥R \
AH S =B Il (99.5) ImL2A E10m LA IRl

(3) REMH

BRGNS (DVS) MIEIZBWT, 0.5% L EOEHBEDZALARD g oTeZ Link
WAL ST L, £, BIMELEED S edo T,

(4) BRA (BB . BA. BER
AR L

(5) BIBEMBTEH
REERR L

(6) DERHY

BRI REE KD pH | HEEE (log P)
1424 )= i'z 822
S FAAA AR . 051
(A A . 0.56M) 6 0'11

(7) ZOMOE LTS
LR L



[ 1. BRI ET 2EE ]

2. APRSOERFHTICETIREL

2z
e = i = - REWE R R
EWRG | .- L RUZF Lo,/ 7S 24 7 A £ CHURM
sty | BH2C | G0XB%RH 5 3 F— g 2457 (k)
R AN N
MRS | 40+20C | 75+5%RH ;f ) :;f té*/w” Slewnn 1R
Eh 60+2°C 04T E W T ARKE R v GIEYE) | 40 N
mE | 25£2C 93%RH HIAv—L (Bl | 487 N
vk N N T .
gf‘% D65 IR ¥ —1 (%Z\Oﬁiﬁ)féﬁg? HHEEN
B | ot | 2542C | 60+5%RH | 57 e
2000lux TR ¥ —L 9200W - h/m? RN
(TIRAVTER) | plt) 7

SR H : PEIR. MERRAUR. PUERB. ER %

3. BRSOHRERERE TEX
MR EABRE

@© FINRIL A2 FVRETE  (RTE)

HIE  FEWE DAY RV E RO & Z AIZFROTRE DI Z B 5.,
@ ErERIE e (1)

HE - e oErtrs (1) 2235,

E2&
OR T VA= A A P



IV. ®HAIET SEE

1. &
(1) FEOXA
7 VA

(2) HFDONER VIR
M~ B DOTEI 72 7L T B SV Th 5

(FTVIr—58— &R L) (YA R R BIL)

.— FrvS

= s &
IR i.!

==

'

*ryf

T

w7

|

R

R

(3) #Ala—F
E-N AR
FRNE T2 L

(4) HFDME
R L

(5) 0t
A% L7

2. HEIOHEK
(1) ARG CEMERSD) OEERVHME
28

gy 7rue=7 A8 50mg

by i1l
E e ubiltliu—R  ~F L Va— I URFUREL Y T,
K7 T UWE, ARk ) —)L

(2) ERMEZFDRE
A% L7

i

(3) &

%2 U720

NS



3. RIBBBEDHEBRRUVEE

EARSAA

4. Hif
EARSANA

5. [BEAY HFIREIED & 5 3KHW

LR L

6. HADERBEHTICHETIREN
R, IRk Ol BR ORGSR & AFEITERRAF L L, AR I3 BRLER 36 4

[

IV. "FIRET 5IEE

)

HE L7,
(FFUr—a—ftER kL)
2z
e = AR RER R GEmE
REEICE TS HEA
R A7 3R 25+2°C |60*+5%RH RN ) N 2 36 » H NdHDHNRNT b KGR
HEANTH o725,
REFRIC AT 5 ER
IBE NG 40+2°C | 75+5%RH RN ) N 2 6% A NdHDHNRNT b KGR
HERNTH - 71-%e,
REEICE TS HEA
rp R RO ERBR 30+2°C |65+5%RH RN ) i 2 24 % A NdHDHNRNT b KGR
HEANTH o725,
BRI AT 5 EE
#h 50+2C AT E At N % 35 H N DR, WTFh b K
FHARN T H - 7273,
ol I RIS BT 5 THA
" o | ATRRTT 120 73 luxhr | i, o b
% D65 5L | (k) GRATSEAOR | 2k g o 720
(H5 = 25+92C |60=5%RH | 57, L BB T o 727
" TYTN) 20001ux ;¢7%7y7w 200 W-him? | gy
i GEEYE) k)
i KRR
(s | 2052C | 6055%RH | 727, ’i“*;;ﬂ?ﬂ BURE PR
e 2000lux | KTy Kby 200W - h/m?
() b
;ggémi-mtm: Y ATE/ B eyh/RV | &2 BR% B
iy |140F 2°C | 75+5%RH HoABT T 3HA 7N RS
ﬁ@E?A 40£2°C | 20£5%RH KT vyb ARV | 34 A Bt e
2 EMERER
3»H HLR PN
5 B A 2 > o 4o Py 5
- 25+2°C | 60+5%RH R 7wy h RV 6;\_1?71 —
(i H)

X1R Ty b TV r—F—+R T

X2 BRI E PRI, ERSRUBR,

X3 BRI E PRI, FERRUBR,

X4 BRI R - MRIR, MIEERUER,

X5 BRI R ¢ MRIR

e MEBER - MRk, TR %
KTRERIAE MR, MEER, EE

At

MURERABR, K4y, REEE, EE
KEEE, R



V. wAICEYAEE

(YA R R KLY

. REEN e
HER = T s R RE R TF AR HEBE
) T
FEXTLEEGRBR | 40+£2°C | 75+5%RH e 3n A DB C
Bl % LR ST,
A1 ZE B T % T
. . , P NHHR, WThb 12
RWIRFASR | 2522C | 60+5%RH YARMRIL 125 A 0 H % CRRHLE N T
BHotF, (kT .
RERFA I 25 BT % TE H
TR 40£2°C | 75=5%RH YAARR MY 6 % A BB NT N H KGR
HEHNTH - =51,

\ . R RIS B 5 I
£ D65 K &;F$w 120 7 huhr | g6, 0 bk
il 3 y B (RITERAMH | st T o 1272,
| (i) 25+ 2°C 60+ 5%RH 270&)? ‘ . iy )

[N ux Y AANRRV 200 W-h/m2 %EJF%V\]XZ

GEEYE) s 7

35 H kR P8
i FBRAG % O . . :
b 25+ 2°C 60+ 5%RH WA ANR Y 6 1 s
22 MR GloEat H) APy
X1RERIEE MR, MR, MIERER, Ko, KE. TR F
X2 RERIEE - MR, MEREEBR, MUERER, RE, T2 %
X3 RERIEE - MRk, MERER, EE
7. RAEERVARBBOREN
L7
8. fhFlE nEEEI (MELEMEIL)
MMER L
9. AHM
L7
10. Rz -a2%
(1) FELNRELR:: - B, NENERLRDR - BECET 518K
MMER L
(2) a%k
(7T r—a2—FER ML)
20g AV R R X1 AR
40g AV R RL X1 AR
BlaniaiE ( IXIII-2. (2) EiEERBAE] DEEZZSH)
(YA R FKREFIL)
40g AV R X1 AR
Bl ( IXITI-2. (2) EiEERBAE] 0EEZSH)
(3) FHEBE

BARBUNA




11.

12.

(4) RBROME

[

IV. "FIRET 5IEE

)

(7T r—E2—fFERFIL)

ME
Frv7 N R =l P
TS =S — NI = g P
RNV RVzZFLy, K)oy, A7 UL A
NN R)zFLo, Ry7are L

(YA R LRI

ME
Xy Ry =F L
GIER RVz=FLo, R)7urvLy, YJaryah
NN AN Rl = Bl P

RIIRME SN 5 AHE
LR L

Z D

ZOHFEE, FOEIZ1H 1EL 1REOHETHHTIEAZMHAL TSV,



V. JAEICEET HIEH

1. BEERIFZR

[REERE S TE
2. MEXITHRICEES HIEE
BE STV

3. BERUAZE
(1) BERUAZEDME:R
1H 1R, EELEEICEAT 5,

(2) RERUVHAEDHRERRE - BQL
MEERTRER (15, (4) 1) BAEREFER 228 12T, B2EFHEE B TAAIREO ALHA

BRI 2 BEERSREES N TS Z D, AAIO 1 H 1 B 513 ER S TR k)
LA THDZ EIRENT,

Fo, EMIRGHRER (5. (4) 2) REMHAR 228) ORIV, 1 H 18 52 @fH
REICBWTHRE LR ERIEL, MORETREU A7 LB LTV,
S5z, PRy EIRERERER (BBI-4000-08 #t5%) <TiX. 1 B 1 FIA4-RTH I MR (2 AH]
ZuAn LI R 3 Eh e, et R O A RSt Lz & 2 A, RRBRICI VT, 3850 % FaiH
I L2 Z SICEKT S &2 bN D REM EOBRASITHICRD b T, Aot E R4
HIRERPHEONTND Z EnD, AFIOFITMEIZN R AR GRS TR cE 5 &
21,

PbX v, AFIORESERE - A&EIX. 1B 1H, BEAREICEMTS] ERELL,

4. BZERUAEICEET 5EFE
HEESH TV

10



VoAmIETAEE |

5. BERPRALHE
(1) BERT—2/1\vr—o

EI." 7 = N . g _

R HBROBH | Y4 | W | mEpe BEHE | HE/5E
(HBRES)

E MR

% I *H %%%ﬁ%ﬁ% o N T @’%E/ﬁ)\ @%U A N .
(BBI-4000-01) BURMIBAE | 22 | 28 0%, 5%, 10%, 15% | T A8 FH | FEil

FIREREARE | ., | BEAL | BE A B
(BBI-4000-03) KPP | “ e | 24 0%, 5%, 10%, 15% | 28 11 AHl

F I BELOGERE | A2k R | BE priNe 6 3 o

Bk (BBI-4000-04) | Ze4xtk —HER | 207 fi 0%, 5%, 10%. 15% | ~ =" "

BINBAIERR | gy | BB | BE A BIs%
(BBI-4000-05) KU | “mew | 24 rmscisy, | 4 HH gl

55 T AR AR IR Aotk R | BE il C - i
(BBI-4000-06) watk “HEEH | 281 # 0%. 5% " R

W R R 5% | A — TEE  [mC :
(BBI-4000-07) 724t PR ssm | 5% 52 B ¥l

FIRGORERR | ., | e |BE | BAIC —
(BBI-4000-08) HPIIE | FER | o5 5% 8~10 M | F¥il

B ER

% UHORmRE | L D T o e
(BBI-4000-CL-104) | FAAEM | T ot 15%

ER S ST S N . NEE | WA B
(BBI-4000-CL-105) | sesomie | 7707 |ospl | 1s% 7 AR A

S s

B UmEREERR | | —wE | e | O 1%

(BBI-4000-CL-106) | “HEEME |02 g0 g lé; (/6;”1;5; g 1A aH il
S L (AR

" — R

0 TLARBRIEERER | Al | 0 A
(BBL4000-CL-202) | TP | Smem igﬁf o 15% 28 AT B

K1 B VIR TR R

X2 ARERCfEH S BN oW T

ARANTRIAN A ZBHF L7-%. WENTENEZ N ESE7-8F B 2B L., S 5B L7284 C 25% LT,
UHI B 5> HIA| C ~DZEFDOFRIZIE BBI-4000-05 A5k % FHHE] - F2hE L, SUFINHrM: @& )8 I SR B

[0 X E N 4ES
A L7,

95
B

11

iRt U, BRI AR R OV el 2 3l U 7 B8R T il | <& 2 545 C 248




[ voamcEyeme

< AEFHE I L IEE >

[HDSS]

HDSS (Hyperhidrosis disease severity scale, 2V EAE RN R E) (XFFEMERIFTSITIE
DO EIEE % ARIERIZ LV 4B CHET H2HIETH Y . FRERFIZITERZETA K74 0I5
HEIN TS, SKUANEIEDIFIE TH 5,

HDSS 2 & % BRAEK S EE

BEEE | BEERK
1 FFFEKRIIR LT, BEARICE S FER 2
2 FEFIIRE TEHA, HEAGICHEY IR H 5
3 FEHFTIEE A ERIECES, AFERIEBECIERDH D
4 FEFITHRE TE T, HEAEICEICKERH D

[T EE]

BT EEONEIIERMERITZTIEZET A R T4 UOIZHE, 2R OfE K O fEIEEO T F
HEICHO OGN TV A EEFHAEZERA Lz, MEFITHONUO ML —=2 7 2% IRRET

(FrfH) BEADE 721368 NE & L, T X COREEITRIE HIEEZ T —T 2 72 ORI S DMER
L7z FNEEIHE - TRIE LT,

HIEBREE LIRS 20°C~28C., WD 20%~80% & L., ZHHlFICHIE Lz, bEEBNHEICEH 2
HEEEEEL T, DEEOREIN Imm ML EOHERFITHOEELE Imm FiEIZHE Lz, BIEHET
EMEAME ZNE y—LVICAR, BFENY TEEARE BN E Yy —LOEFITEELZFHIL, 2
O AERERTERE & Lc, #RE OGO EIZEEARE 5 DA RICEEAKE HD
TV —LOAHEELZHAIL, ZoKEERERERE L, HIEREE»OHERERELY 5|V
EEHREOHITER, SREORITERO G ZWIREAFHBITER L L,

[DLQI]
DLQI (Dermatology life quality index, M{EZITIEM) IZRERFEIKOER TR OIASFIHI
% QOL i d>—>Td 55, FEEFINLZHERE N IE L <R#T 25729 DLQI DERKD [ %
bEO T, NEEOWRRE 2 & oif) %, HiE+ZA % L= DLQI 2T QOL % #fi L 7=, DLQI
ZREE DOREBIEBALICERE L, 2 U TS 2 FIEIZER IR ESE TIN5 5,

[HDSM-Ax]

HDSM-Ax (Hyperhidrosis disease severity measure-axillary. 2T B/ & R E-Ig ) (3. Brickell
Biotech 1725 FDA A & ZZHEHL U CHIRICBRAFE L724BHE CTH 0 . HDSS & [AIARICIFREVE &R
ZATIRED B RAER 2 958 DT 2 HEE Ch 5, UOERTHR S, 2D 5 H11OERICxT 5
[ DS E 2 HDSM-Ax A 27 & L CARMED Ml WS, #EEEM O HDSM-Ax % H AZE I H
RL., SN T —a 235 L, AMEEZRHE LT X ToRBRTIX, AREROUES
R B ETAf % 7201 HDSM-Ax i  L7-,

KEAATDR—R 54 UiE

RFITHICE o TEHPKEL, HHHREZLDIXEDEE2EETHD, X—RAT 4 & LTIER
P ERAMGLARTO 9 H TR 3 H (B3HE) OBZH (R—AT A 1~3) &), Lok
EAR—2F A fEE LTz,

12



([ v amcmyema |

(2) FRERZIEFER

1) BEREES5HER (BBI-4000-01 iXER)

AR N1 28 Bl k5, Y7 v ue=0u L8{mr L (BH A) 0%, [ 5%, [ 10%.
[ 15%% B[4 L Y 7 B = v A EAY 7 v O B SRS M B OV 2k 2 Wit L=,

WP OTEEREET G A% 48 BRI 7 L — R 1 O T — 712 X 5 B SR MEN GO B i=78,
AEAH# 72 RERICIZ 7 L — R0 (RS2 L) 128 LT, F7o, BERRAEM, A 241 v &
W12 FELEXOBEELRE L L2 Gie, TXTOFEFZORBIL o7z,

LEXY, Yyovre=0 87 VA% 48 R E TOHEIRES S v F7 2 T3k
R _ERIRE & 72 D R R 2 S 200 2 E R S LT,

7) BHFRER (BR) ARNEEE - BN TR SEEEAER (BBI-4000-01 7RER)
(2020 £ 9 A 25 H%&FY CTD 2.7.6.1)

2) REHREHER

TVII-1.

(2) FRARSEBRTHRE S N-MPRE] OHZSH,

(3) HERIGERHER
BAE%EE (BBI-4000-04 :KER)

B

AARANDFRERESZITEBRE L S E LT, Y7 e= LB BHN5T 5 A8
LM R O HEKISBEREZ R 5,

HER
THAY

Sl L, AR L, AADGI, CEER, WATRER LR (F ITH)

FONE 3

H A N JERS M 78 2 HE 2B 207 45
(EANEE 52 4. AFK (UK C) 5%HE 524, [F 10%HE 51 4, 7 15%HE 52 44)

E AN
BREEE

- RIS MR R ST R
JERME R SITIESIRAIA KT A4 25D & 5 Hornberger © OKIALHEICHE L 72 F 5T
ORBW L Al 7o 3 B & ORI SV TE RS & LTe,
1 |UTO6HED®S L 2B LIZEEY
1) BANIERNTT=ZON 25 mUT TH D
() AT R b5
(3) HEARHIIFFNIEFE ->TND
@ 1EMIC 1R EZTFo= Y — FR3d D
(5) FIEERABLND
(6) WEIZRFFICL Y BFEAEFICK LY 727
2 | BHRJIERD 6 5 H LU - Hkt
- [FIEBUSHEOER DS 18 mLL L 65 ki
c R—=RT A 1~3 DEFFRTOHDSS 233 £7213 4
c R—=2F A 1~3 DEBHTO HDSM-Ax A2 7R 2 DL E
c NR=RT A 1I~3 D ZEED D LNTRND 2 K TEMEEROITEEN & I 50mg
oLk

ey

=3

E AN
PROVELHE

(1) #iBEMESITIERE
(2) PARRIZ X 0 ZIFIER DS BRAA XA L 7= R
(8) Ml A2 AR REEWRAIT DT IS & 70 D FR
(4) UITOIEEZFER L TWAXITER L TV B
1) R=ZAF7A4 2 1DO7HRAI~N—RZAF A3
< WAVAHI SO AN E DB A S vz, fiTFHER 28725 OTC E3fh, EIEMIM
S
« ZIPEDRER 2532 B T3 2 B3
s 2HITEMT % CYP2D6 X% CYP3A4 OFHEHRIH 5 % CYP2D6 X% CYP3A
DI L 72 2 HH
2)«~274/1@305%~N~X§4V3
< EH MW IIRPTEO 2 Y U3
RO =Y AEENEE, Bu = AEENEE, BEWTEE, o 7 R U AEEEE, KR
VRN 1T Z B R B O 3K
AL TV 2 = v AR U TEITIE O B O HRA
A F N TFL—T R
S)NEX§4V1@9ﬁHWN“*X§4V3
4) REHAASHA

R~ DOIELISN D L —H — W5, FITRIE UL A A RBE il

13



V. sBAI<Ea T BIEE ]

(6) Hi= U »HIUIS AN 33 2 FPEBOE DA O UIAIED & 2 A

S
HERAE |VEBREEA 1 H 1 RELERNC, WEICR 7 1 L3 2 6 BREIEA LT,
"M O@%%T%@ﬁ%ﬁuﬁ%ﬁii@A~X74/a@m#05uT®$%®%
FE
HmIER
SN (1) BT THOEKEAFRTEREOR—ZA T A4 Vb0 LE
Bt (2) TRHEA THED HDSS 28 1 X% 2 D HBREDEL
_EIX (3) AFERE THFD HDSM-Ax A 27 D=2 7 A L inb D& b
FFEmER (4) 1BFHE THRED DLQI (EZVTIEH) A a7 OR—ZX 74 Uinb DA L&
A
SBANMEAT | SRR\ ST LA OIE B A AT LT,
OIRFEMKTHRFO HDSS 8 1 XX 2 TH Y, {REKTROMKEEAFBITEEDOX—R T A
L EDEN 0.5 LT OEEOEE
ZeM | AEFS. BITASE g, ABE, BHE. BEVE, 2R) | NA Fout o v (BGRERIIE
AR | VOESME, IREBEEOMRIER) | ERRE (MERE., AIEFERORRE)
RTETE | AMEOMTICRT D 7 D R e R 13 FAS & L=,
VT E . HDSS X OVHDSMAX A 27 DO_— R 5 A > OEIFE_R— AT A > 1~3 O ffl b
L., IBESE TREOMIIEE 6 M H 1~3 OHRfE L Lz, FiHIHEEIZBW T, G OE
B OEXITFHOZEDOEHEX M Z /R L, FEtFEOREEIT o7, St FHIRIER, ﬁ@ AR
KYE 5% TR L., [EEXEOEEMRENT 95% & Uiz, HHEAMZ L-BEOEISICET 5
fFAT T TR TR DT — & R U7 B 3R L L, ks, HIET — & OXKAMEIX
e L0t & LTz,
R [ EZEHmIEE ]

OB THOHREAHRBRTERDN—AT A L DL 0.5 L FTOBEOE L
R R TEE CRBZOBANE - 1208, BEEIREL 15%FEHCHRE PR A E %
IERRH BT (P=0.104, Score O RE) . FAMETIEZ A Lizizd, AR & 5%
HER O 10%BE OREIL I L2 h o T,

BE5H# BEDIA FRE (95%IEmEXRE) PlE RIE
HAIRE | 61.5% (32/524) - -

5%HEE | 76.9% (40/524) 15.4% (-2.34~31.87) Score DRE
10%8E | 76.5% (39/51 44) 14.9% (-2.93~31.52) - Ol PARE FIER)
15%8E | 73.1% (38/5244) 11.5% (-6.39~28.49) 0.104

[ Bk EHmIE E ]

(1) B TROMEESHIEITERONRN—R T4 Inb OB L&
FBTEZOEE CEE R 13, BARH R TEREF TR ERRE o7 b
D, FEHFHBRAEBEEIIR NIRRT (2720, ZEEEEST)

B58 | BEY | THEIZERE | BEZE (95%EEXM) PlE RIE
FEHIRE | 524 -118.5+118.45 - -

5%HE | 524 -141.6+105.36 -23.1 (-66.73~20.48) 0.295 | Student
10%8E | 514 -129.6+95.45 -11.1 (-53.22~30.97) 0.601 | ®tHE
15%8E | 524 -146.8+88.70 -98.4 (-69.08~12.33) 0.169

(2) JEHEETHD HDSS 728 1 XiE 2 0 BEFOEIS
FEABEIZ LR THEIEBEOEIE D E < | BURER O 15% 8 THEHFMNRBEEZN A LN (5%
¥ p=0.009. 15%#¥f : p=0.004, =72 L. LEM4EEZEET) ,

58 BEDIA FRE (95%IEmEXRE) PlE RIE
HAIRE | 59.6% (31/5244) - -

5%HE | 82.7% (43/524) 23.1% (5.65~38.77) 0.009 e
10%HE | 72.5% (37/514) 12.9% (-5.28~29.97) 0.165 #A 2 RIE
15%FHE | 84.6% (44/524) 25.0% (7.77~40.43) 0.004

(3) VL THED HDSM-Ax A 27 DO_— A T A b OV
HDSM-Ax OZE{bE (CFEME+EAERZE) 1%, BRI TEENTRDENRRE L,

15%FE CREFF IR A EZN BN (p=0.006, 7272 L.

ZEMEZELT) .

5 | 2 | THEIEERE | HEZE (95%EEXRE) PlE RIE
HHIFE | 524 -1.15+0.991 - -

5%HE | 524 -1.51+0.855 -0.36 (-0.72~0.00) 0.051 | Student
10%FE | 514 -1.47+0.913 -0.32 (-0.70~0.05) 0.088 | O tiRE
15%8E | 524 -1.68+0.957 -0.54 (-0.91~-0.16) 0.006

14




[ V. samIcEIT 21E R

(4) RIEK THREO DLQI (REZITIER) A7 OR—2 5 4 b OELE
DLQI »Z& b & CEFEMEIZHERE) 12, FAIBHI AT 5% & O 15% 8 Tl &R K X
Dol b OO, HRHHANRABEZEITIA LN o (2L, ZEMEEEED) |

B5H | £ | FHEIZERE | HEE (O5%EEXME) P f& BE
HAIRE | 514 -6.8+5.15 - -

b%HE | 514 -8.56+5.47 -1.7 (-3.83~0.34) 0.100 | Student
10%H#E | 504 -6.91+5.94 -0.2 (-2.35~2.04) 0.888 | Dt T
15%HE | 504 -8.0+4.95 -1.2 (-8.23~0.76) 0.222

GEINfET]

OIRFEMTHRFO HDSS 8 1 XX 2 TH Y, {REKTROMKEEAFBITEEDOX—R T A
L EDEN 0.5 LT OEEOEE
HABEIZ LR CRIERECRIBEOFEG R <. %K O 15% 8 TR 28 BN
OO GEAIREX 5%RE : p=0.030, ZEFIEERT 15%8E : p=0.018, 7=72 L., ZEMEBER
) . FEROBBRICIIBRARH D DD, 5% EDORRE TOFRIEN AL Sz,
"5 BEDIE FRE (95%IEERXE) PlE RIE
JLHIEE | 42.3% (22/52 44) - -
5% | 63.5% (33/524) 21.2% (2.00~38.26) 0.030
10%HE | 60.8% (31/5144) 18.5% (-0.76~35.89) 0.060
15%BE | 65.4% (34/52 44) 23.1% (3.93~39.99) 0.018

HA 2 FE

[z PR E A ]

HEREGOFBRES 1T, EHIEE 28.8% (15/524) . B%EE 36.5% (19/62 44) . 10%#E
43.1% (22/514) . 15%Ff 38.6% (20/624) Thoi-, Fiz., BEOHERZRIIL -
7=,

AJEBR IS LT E 1R o 72, OO EELRAEESRST. EHBEO 141211
(BMERFZ) B LA, IR ETERIIIEERE & OREBIRIT 2 &l U7z, oo
REEREGLFEHR L, BROPIBHE Lot AEELITRL., iz ) AEHICLAEE
R, ELHIBE 14, SWRE 1 4. 10%8E 4 4. 15%FE 4 44, 1RBREEEE o il ik %
BREINT-AEEZIT, BAME 14, 5% 34, 10%RE5 4, 15% M 14 ThoT-,
IRBREEMEH O W ST L2 R SN A ERHGUL, EIRBREBMTM OFEER KO
VI MNERICE A HEEHRSETH- T2, WInbRGEZHHIL, [[IE Lz,

TEIHIE E CITA LR T D 2 LI TERD S0, BRI ICHT-ICRE L
NEEKTHRFO HDSS 28 1 XiE 2 TH Y, IREKRTIRROMKE S RITEEDOX—A T 1
VEDN 0.5 LLIFOBEOEEG ] OATARER CIlE, AR AT 5%HE L Y 15%FE Tt
R EENL B, FEEIE %LU Lo BB RFEEThH -, kb, 3K
MR RIS KT 28 MENRMIR SN, BehoBankb/haneEx bbb Y 78D
=0 LB 5% IR E S L CHEE &5 % 7,

8) BRI (Kk) &R . ENE IIAHER TR (BBI-4000-04 A5k)
(2020 £ 9 A 25 H&FE CTD 2.7.6.8)

(4) 1REEAIEAER

1) BRI
HREEAIELER (BBI-4000-06 FXER)

B # AARANDFIFRMERESITEBRE Z R L LT, AF (A C5%) OAZIMEIZOWT, HEAC
XD RREE L, et AR5,
S ER LI, EEAL. EFIRR,. ESHR. W TR kR (55 T 4R)
THAY
R | HARNEFRMEARE S TE BE 281 4
(FEAIRE 140 4, AFIBE (A C 5%) 141 4)
£ - R YENR 2 TIE R
EIRNEAE JFRMERIFTSITIERZ IR AT A R T A ZF#H DO H 5 Hornberger H O WIFEHEICHE U 72 T 5L

DB HAE A 7= 9 B A ORI ZTE R & LT,
1 |UTO6HED®S B 2B LIZEEY

1) BANIERNTT=ZON 25 mUT TH D

() AT R b5

(3) HEARHIIFRFNIEFE ->TND

@ 1EMIC 1R EZTFo= Y — FR3d D

(5) FEERABLND

(6) WEIRFEFICL Y BEAEFICKEE 727

2 | BHRJIERD 6 5 H LU - Hkt
- IR BUSRFOEmR S 12 Ll L

15




AT BIEE ]

« N— 2T A 1~3 DFEERE T HDSS 28 3 DL |

s R—=2Z2T A 1~3D FHEHED ) BLNT D 2 R TEREDORITEEN & H1Z 50mg
LIk

e R—=2F A 1~3 DFRFETO HDSM-Ax A2 7 R 2 LA 1

d@
£ (1) #iBEMESITIERE
BrovELE | (2) PARRIC &L 0 ZIHER B SUTESL L= B3
(8) Ml A2 AR B WrAIT DT IS & 70 D R
(4) AT OIEEZ FER L TWAXITFEM L T
1) "—=RF7 A4 1DTHRH~N—ATA 3
< WAVAHI ST AN E BB A S v, fiFER 282 OTC E3S, EIEMI
A b
« ZIFIEDRER 253 2 B CEA I 2 853K
2) NR—=ZF A2 1D 30 HA~X—AF 13
- EHMWIIRFTEO 2 Y U3
RO =Y AEENEE, Bu = AEENEE, BEWTEE, o 7 R U AEENEE, KR
VRN I =B R S oK
s AL TV X = 0 ABRIFI UM TEITAE O i & b D 3EH
A F U RN TFL—TR
3) R—=25 A4 1D9»AFT~N—AF 1.3
c RIS ~DR Y Y X ZFEHTEIE
4) REHAASHA
 REA~OPLELII D L —WF —F3E, TS TR 22 B i it
(5) Hi=z U I ABN T 2 B EUE DA I UIEE O & 5 B
A
HERAE (VBB A 1B 1 EEERNC. MRS ICEEL 6 WA L=,
Bt | ORFEKTEEOHDSS 28 1 XX 2 THY | IRIFER TROERESFRITFEEDX—2T
F= L DN 0.5 LD EHE OFIE
HmIER
"M (1) TR T MEE SR RIFEROR—R T A L DN 0.5 L FTOBRF DL
P4 (2) B TREOWEAHETERONRN—RA T4 UL OELE
THmIER (3) JEHEM& T HDSS 728 1 XiE 2 0 BEOEIS
(4) B THEO DLQI (ESIHER) A a7 OR—2 T 4 )b OE{LE
(5) VL THED HDSM-Ax A 27 D_— R 5 A b DOV
(6) 1BHEE THED HDSM-Ax A 37 NAR_R—R T A L AT 1.5 80 i LI BE 0EIE
ZeM | AEFES. BITASME g, ABE, BHE. BEVE, 2RH) | NA Fut o v (BGHERIE
SMEIEE | yERMIME, IRAEL OMRIR) | ERRRA (R, Eb R OVRRA)
RITETE | AWM OMATICRT D 7 DI R 13 FAS & L7-,
FFEE. HDSS X UVHDSMAX 2 27 D_R—RA 5 A » OEIFR— AT A 2 1~3 O RfE &
L., /GBS TREOMEIFH G 6 A 1~3 OFRfEE L7z, FiEHIEEBIZRWT, HEHMOE
BOFETEHOZEOEFHEXE 2R L, SFHFRAREZIT I 20, b L IIR—A T A 2428
B e Lo #17 o 72, FaHFHIREIL, W, BEAKME 5% TR L, FEEKMEOE
TEMREIE 95% & Uiz, FEMEANT- LI-BREOEGICET AT T, IR TROT — X &K
U7 BEFEREREL Lz, B, WET — % OXRAMEIIAE LaWitE & Lz,
R [ EZEHmIEE ]

OB THREO HDSS 28 1 i3 2 TH Y, 1R TRFOMEE SR RITERDON—A T A
L EDEN 0.5 LT OEEOEE
AHKIRET 53.9%., HEAIBET 36.4% TH D . AFIBENEAIFEL D 17.5% (95%(FHEX R -
6.02~28.93) @<, BHHEMICHFFNRBEEN DIV, ABIBEO LRI 58
FEPEDSHRRE STz,

RE5H# BEDIE FRE (95%IEERXE) PlE RIE
FHEAIRE 36.4% (51/140 4) - - BA 2T
AFKIRE 53.9% (76/141 %) 17.5% (6.02~28.93) 0.003 =

<dLEEI X pFHE>
FEFMEHIZHOWT, AR B 4% 5 2 5 Rtk 2% 8 L CEAIEIRT T o R+ &
L7z TR . TR—=Z2 T4 v oOMEEOEFRITER] KO [R—2F 1 O HDSS)
PIEE (FEKNT) L2 T 4 v ZRIENEHE ST,
FBERAMIE B 2% 9 2T & U CRRERBARATE O SR RIT R B B VR RS B S vz,
FHHE% D EEFIBE SR A AFIRED A~ XEIE 2.13 (95% 12X [T : 1.805~3.463) TH V|
REFHIREEEN B (Wald R : p=0.002) . KREOEE S FETH -7,
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[ V. samIcEIT 21E R

[ &Ik EHmIE E ]

(1) B TROMEESHIEITERONRN—R T4 LD 0.5 LLTOREOEE
AHKIFET 77.3%., HEFIFET 66.4%TH D . AFIBENEAIFEL D 10.9% (95%FHEX R -
0.44~21.32) &<, RGBERICHRHFNRAEEN AN,

"5 BEDIE FRE (95%IEEXE) PlE RIE
FHEAIRE 66.4% (93/140 %) - - BA 2B
AFKIRE 77.3% (109/141 %) 10.9% (0.44~21.32) 0.042 E

(2) IR TROMKE ST RITEEDON—A T A Vb DELE
AFIRET-157.6+149.32mg (T FEUERRA) | HAIIET-127.67121.05mg Th -
Too N—RT A MEEIEER L U8 T B/h IR EEIEAAIRE T-157. 1mg,
HAIRET-128.1mg Th o7, /b I FHO 5 BEEOHEEEI3-28.9mg (95%(F 48
X : -52.44~-5.45) Th V., WGHRIIHEHFNRAEEEN LN,

58 | BEYN | THEIZERE | HEZE (95%EERME) | PlE RIE

\ N—2F54
FEAIRE | 1394 -127.6+121.05 MR S
AAKEE | 1404 -157.6149.32 -28.9 (-52.44~-5.45) 0.015 B Lk

(3) VB THED HDSS 28 1 X% 2 DBEFEDEIS
AHKIRET 60.3%., HEAIBET47.9% TH D, AFIBENEAIFEL D 12.4% (95%(FHEX R -
0.86~23.99) &<, RGBEMICHRIFNRAEENALNIZ,

58 BEDIA FRE (95%IEmEXE) PlE RIE
FHEAIRE 47.9% (67/140 4) - - e
AFKIRE 60.3% (85/1414,) 12.4% (0.86~23.99) 0.036 #A 2 RIE

(4) B THFO DLQI (ESIHER) A a7 OR—2 T 4 b OE{LE
AHKIRET-6.824.94 CEEFEMERZE) | FEAIRET-4.524.54 TH Y . AFIRED FLAIRE
£0-2.2 (95%FFHEXM : -3.36~-1.13) /h&< | BHREMICHEIFNRBEEZRA LI
7=

58 | BEYN | THEZERE | HEZE (95%EEXME) PlE RIE
FEAIRE | 1394 -4.5+4.54 - - Student
AAKEE | 140 4 -6.8+4.94 -2.2 (-3.36~-1.13) <0.001 | DtHBE

(5) IR THD HDSM-Ax 2 27 D_— R T A L5 D&

AHKIRET-1.41£1.008 CEHME AZAERZE) . HEAIRET-0.9320.902 TH Y . AFIFEHH
FIFEL V-0.48 (95% EFEIXM : -0.704~-0.253) /N&E L, BERERNCHGEH R BB AN
I I,

58 | BEHN | THEZERE | HEZE (95%EEXME) PlE RIE
FEAIRE | 1394 -0.93+0.902 - Student
AAKEE | 140 4 -1.41£1.008 -0.48 (-0.704~-0.253) | <0.001 | D tIRE

(6) 1B THFD HDSM-Ax A a7 N_—R T A L & T 1.5 800 ek L - BEDEE
AHKIRET 48.2%., HFIFET 26.4% TH D . AFIBENEAIFEL D 21.8% (95%FHEX R -
10.78~32.82) @<, BRI FRAEEN LN,

B5H BEDIA FRE (95%IEMEXE) PlE RIE
FHEAIRE 26.4% (37/140 4) - - BA 2T
AFKIRE 48.2% (68/1414) 21.8% (10.78~32.82) | <0.001 E
[z PR E A ]

HEEZOFRFEEGIT, HARE 30.7% (43/140 4) . AFIRE 44.0% (62/1414) ThH -7z,
AJRBRAPIZIE LT LI I I o T, ZOMOEE A ERRIL, EFIRECRERE )
TgA BHENA 1 AICRBL LI, W bIRBREEORE, &5-Flr - F iz 0nEmEET, Ik
BREALE AT IIEBRER & o Bk 20 &l L7z,

W OIMIER CTH I 2 U AR X 2 FEFRIT, AFIRECOE 24) . F# (1
£) . B (14) THYH, WTHOFERGERE CIREREMEH 2T Wi k3252 &7:<
B8 L7,

IRBRIEME H O W S OIF IR 2 R SV c A ERGUE, 5%EE Tl AL ALBEDS 3 4, 8 S
NRJER 1 2IZHBLL., 209 b A 2B L7z 1 4130852 il Li-, Wnd
BEEEITRECHY . £ ORIZEEFRIXEE TR L,
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VoAmIETAEE |

AR TAAZ 1 B 1 RIBLERTC 6 WH, MEICEBAT L BROAMENRBRES Wiz, Lotk
DIRF TR, BAENLD BG5S CRIAIEDSUES A BT, U A7 IZFFATRR CTH D &
B xle, UbEX D IR S ITREIS 69 D AK OF AN R E T,

9) BMIMLEK (BF) G E : ERNE I AEMEERERER  (BBI-4000-06 #ER)
(2020 4= 9 A 25 H#&FE CTD 2.7.6.9)

2) REMAER
) REARGHER (BBI-4000-07 FXER)

B #M|ERERESTEREEE R E LT, AA (BAIC5%) % 1 H 11852 HEEE LIZROR
MR OE I & FETd 5,
SER sk LR, IR, FEEMR GF IITHH)
THA Y
R H AN RS PR 0 26 1HE FR A 185 44l
(B1E:#E (BBI-4000-06 7Bk THAIRECTH - 7 BELERM) 94 4.
Mkt (BBI-4000-06 FRER CAAIRE TH o 7 BFHEM) 91 4,
Je479 % BBI-4000-06 AR b BATT D A Z X G & Lizad— k1 EARBROHIZBIN
THREERNRE LTcadm— bk 2 DRI TWER, MAEANBNTZEEIT T T
A—h1DEETH-TZ, )
AN SEATT A REERIRER (BBI-4000-06 345 T 6 MO G A58 T L7 H AR AR IRV
BIREE | ZIHERSE 279610 5 B 185 FlafA AT,
Fi - PEERELL EOMEE X ITEEEZA L, IRBRIEOEHRM OGN REH Y TH D LIEBRET
ERorE#E (y48) EERTANHIT L7 B
- WS R OGS AT THELS OFT R A B L, IBBREORHIM OB ENRATRETH D L 1R
PR T (01R) [ERRSHIE L7
A
HERAE [TRBRE (AIC5%) &1 H 1R, MKEICHEEE 52 BMEBAMA Lz, 2B, EMS DL
A IV THRBERZ AT 5551, 1 B 1 EEZ ST Lz BTl LT,
B | TEFMEE B SRR EE T, BEEURER (BBI-4000-06 ABR) THRE L7 A2hEFEMIE H & E
SHMEIEE | RAVREMNIE B IZEE LT,
(1) JRIEH TRED HDSS 28 1 i 2 TH Y | 1GEKE TROMKE S RITEREDON—R 7
A DN 0.5 L FOBREDOEIE
(2) TEHRE THREOMRE GFRITEREDONRN—RA T A L O 0.5 UL FTOREOEE
(8) IR TR OMME SR RITEEDN—A T A VI DELE
(4) BRI TR HDSS 73 1 XiE 2 D fEE 0EIE
(5) TRIEHK THRED DLQI (REZITIEM) A 27 ORX—2 74 b OELE
(6) 1B TID HDSM-Ax A 27 D_R— R T A )b OV &
(7) 16 THED HDSM-Ax A 27 BNR—A T A & T 1.5 fLl FiE L - RE0EES
REME | AEFER RITAEN I B, g, HEVE, ) | S A 2 (IGRERTImE
SMBIEE | VOESE, RIEEROMKIR) | ERARRRE (g, AT R ORI )
fRATETE | AYEDMENTIC R B 72 DRI REM X FAS & L7z, #iF&E &, HDSS XU HDSMAx
A AT DN—R T A DAL BBI-4000-06 EADN— 25 A > 3 DEE LTz,
KEUME B 2BV T, BERER OBIG O T OEOEFER M 2R L, S F0E 217
I b LIEIR—RA T A v EIERL LT T - 7o, MEHERIREX, mfl, A
EKYE 5% TR L, B MOEEREIL 95% & LT,
FEEZ 7 LT BB OBIG T 2T C, 1R TREOT — & % R U7z B 3SR =2
L L7, ek, HIET—# ORI L VWatm e L,
apR— b 2 OBFITHAANR Do ToTosd, ad— N 2BETK T DT ER Lo 7=,
R (1) TR THREO HDSS 28 1 XX 2 TH Y | 1BIFK TR OIS S BITEREORN—A F

A EDRN 0.5 L TORBREOEE
UIEREC 57.4% (54/94 40) . MERERET 58.2% (53/9144) Th -7z,

w5

YIEHE

52 BEDEEDIE

57.4% (54/94 4)

58.2% (53/91 44)

(2) TR TREOMRE ST HBITEREDON—R T 4 & DOWR 0.5 L FOEEOEIE

EIERET 66.0% (62/94 40) . MERERET 67.0% (61/9144) Th oz,

B’E5#

YIEHE

52 BEDEEDIE

66.0% (62/9444)

67.0% (61/9144)
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([ v amcmyema |

(3) IR TREOMRESHBITEEON—AT 1 b0 ELE
IR BE C-157.7178.08mg., AkfFiAf T-141.6168.47mg ThH o7,

B ORI AT
52 HENELE -157.7+£178.08mg | -141.6+168.47mg

(4) JBFEETHD HDSS 728 1 XiE 2 0 BEOEIS
ATt 2 1 B CHIERRE 67.0% (63/94 4) . ikt 71.4% (65/9144) . B{T% 6 HE T
BIERE 83.0% (78/94 44) | HKGERE 85.7% (78/914) . BAT1% 24 I B TUIERE 87.2%
(82/94 44) . MERiHE 83.5% (76/914) . BAT1# 52 I H CTUIEAE 76.6% (72/94 4) .
HEBERE 71.4% (65/914) THV ., BT 6 WH ETIIIML ., BT TeiamkEDE|
B THERE LT,

BE5# R b wias
2 BEDEEDEE 67.0% (63/9444) 71.4% (65/91 44)
6 EEDNEEDEE 83.0% (78/9444) 85.7% (78/9144)
24 BEDBEDNEIS | 87.2% (82/944) 83.5% (76/9144)
52 BEDNEEDNDIE | 76.6% (72/94 4) 71.4% (65/91 44)

(5) TR THFO DLQI (ESIHER) A a7 OR—2F 4 b OE{LE
AT 4 1 B CHIERRE-8.04.51, MHihE-8.254.87, BT 24 1 B CHIERE9.4+
4.63, fHGERE-10.3£5.10, 171 52 i H TUIERE-8.8+4.65, fiAt-9.7£5.08 TH
D, HEHIEZE L CRBBLRFEEICHEB L=,

5 R b wias
4 BAEDEILE -8.0+4.51 -8.2+4.87
24 BEHDEILE -9.4+4.63 -10.83%5.10
52 EEDEILE -8.8+4.65 -9.7+5.08

(6) L THED HDSM-AXx A 27 D_R—RA T A iDL LE
BAT1% 2 8 B THIFRE-1.5610.887, MkpiRE-1.63+0.881, #4171 6 1 H CTUPEERE-1.93+
0.977. MkpiE-1.92+0.812, B171% 24 8 H CTUERE-2.38+0.765. #kliRE-2.26+
0.802, F&1T#% 52 B CHIERAE-2.1310.852, MkiAt-2.07£0.833 TH Y, BITi% 6 A
F T L, DB BT kRS Lz,

BE5H# R b wias
2BABDNEILE -1.56+0.887 -1.63+0.881
6 RABDNEILE -1.93+0.977 -1.92+0.812
24 BEHDEILE -2.38+0.765 -2.26+0.802
52 EEDEILE -2.13£0.852 -2.07+0.833

(7) 1BWEHE T HDSM-Ax A a7 N/ _N—RZ T A L L T 1.5 L EdE L BE 0SS
BAT1% 2 W B CHIERRE51.1% (48/94 4) | MkReHE 50.5% (46/914) | BITHR 6 BT
UIEERE 68.1% (64/944) . Mt 60.4% (55/9144) . ATt 24 B TUPERE 83.0%
(78/94 44) | MERLHE 76.9% (70/914) . BT 52 i B TUIEREE 69.1% (65/94 4)
HEGERE 62.6% (B7/914) THY ., BITHR 6 BB TIIMML., Uik tehamiEnEl
A TCHERE LT,
BE5H# R i wias
2 BEDEEDEE 51.1% (48/94 %) 50.5% (46/91 %)
6 EBEDNEEDNEE 68.1% (64/9444) 60.4% (55/9144)
24 BEHDEEDES | 83.0% (78/944) 76.9% (70/91 44)
52 BEDNEEDNENEG | 69.1% (65/94 %) 62.6% (57/9144)

[ Ze A tETAmmIE H ]
HERLOFRBEIS T, UREE80.9% (76/94 4) . kit 83.5% (76/914) . &Ff
82.2% (152/1854) ThHh Y, HEEIIBBLRRETH -T2,
AJEBRPICHETS LR E IR e o 72, TOMOEERAEESRIT 34 FiIRER, &
FEREORHRNE 1 4) IS L7, W SIGBREEEMITIREREE & o B#M /e &
MW L7,
TR O UT P IEZ PR SN FEERT, WAL R (W 17 4, ks
BEO4) | EAENIEE (UIERRE 14, AkSiiE 6 40) | WHAMACAEE (W 64) | @A
BIALE O FERE GHKBERE 2 44) . ARG (WPERRE 1 4) | fkiE ket 1 4) . HJER
IR GEERE 1 4) o DNELER GREERE 14) « FR GikEiRE14) . v Z V¥ IV b T
VAT T — RN GEEERE 1 4) | FENEE GIEREEE 140) ROMBMEZERE (kKGR 1 4)
Thotz, BHEEIBBOLCRBETHY ., BHREARE L RoToNREEZFRE . IR A
O B S R B LR SR LT,
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VoAmIETAEE |

fEim WP OB MR IE E &% 5-H M %8 U TN ARTNCH 72 5 BBI-4000-06 RO ~N— 2 T A
Y3k RaToRERALNT, £, BITEREOERIIBITH 52 EOLTH DN,
Z O OB ERHMEIE B OfATHZ 52 1 B OFE R 1%, BBI-4000-06 ik TH ZhMEZMREE L 7=
5 6 HBICHYTOBIT# 6 HE ERBBLRFEETHY ., BT 24 BBDOMEL LR
hFEkRTH-oTo, UL, KIEBRIL., FFERIETREBRTH D720, FROMIRIZIZE
ANHDHHLOD, KE% 52 BMBEE LTz & & OFMENREL STz,
LM LDV A7 I IEARERN R G2 B ORI D SOSAEE S22, 22> b — L ifkE
LEZoN, BEHRGICEDHT-70) A7 3R ELRh-T,

10) BHFEUEE (kR APVl EPNE I FHE R 5% (BBI-4000-07 #tER)

(2020 4= 9 A 25 H7EFE CTD 2.7.6.10)

i) DiEE2HER (QT/QTc 5HfiEA58) (BBI-4000-CL-106 5X5&)

AENERER N B 60 Bl AR5 L LT, ESTHEDRKHESEH &S L TEEL T
H6EED Y 7en =y A8t v (B4 B) 15%% BRI CHEE ., EBisMal, EREN

R R OSEERIC AR L7z & & D QT/QTc IR KIE I 528 2 384t L 7=,
HBROMRIY, Y7vro=u A8t 7 N 15%1E. HR KO QTcF IR &
FOHILIHBELRRIFE RN o7, EAITHIE LTZ_N—R2F A4 b D QTcF OS5 211 &
(A AQTcF) 1Z, 90%EHXM D LR X TORF R T 10msec A T o7z, MAEH
Vo= AR L A AQTeF IZIEDMRBITA S 720 > 7=, PR EIEA O QRS
MBI LT Y 7= AR L DERNIICERDO S D BIIA LN o T,
11) BIFRIEE (BR) FEPNEERF : M T OB 2B (BBI-4000-CL-106 #Ek)
(2020 £ 9 A 25 A4&FE CTD 2.7.6.7)

(5) 8% - FIESIHR
AR L

(6) JARAIEH

1) EARERE (—REARERE BEEARERE RARELERE) | BERRE
F—8A—2BE, WERRRERARONE
AR L

2) RRBEFHLELTERFENDRBXITERLHE - ABROME
L7

(7) 2ot
LB L
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. BEEE(ICEAY SHIEH

. EEPYNCEEHDILEWMRIILEEE
TEFa ) oADK
—W4 o TaRoT ) R AR T F o UEEE, VY ara= v ARkl %
HE  BEOHHLAEMDONEE - IRFT, BHOWRMNLELSBTH &
. EEEA
(1) R - EREE
ZITFEDIRIR & 72 BT 7 ) TR S M END, =7 U TR AR RIS

HahTky, 7t%w:)/#17J/ﬁ%®Axw)/x@¢%75473mm)%ﬂﬁ
THZLICL VBT EFERTIHLEEZONDY,

Y7vn=y ABAMIE, M3 &St Lica Y AFEMEROGZBRE L. it 2T 5

E_llElL

e T a1
'O il
- .
N B o e
R e e s
/a8l —r 8, ol o i
b R na s o
e e - P S ) -
= - g i " ':

SETOME “®

BB ‘
BEEBE i
[T

IOV
(B 35K)

(2) ENERM1THHBRAAE

1) LRDY OZBRIKEEHRIME (in vitro)

b MR DA ) U RIROSFEY T 2 A4 7 (M1, M2, M3, M4, M5) Z®E 5
CHO-K1 M fEE 4y 2 -2 BHI-N- X F/L 2 2R T 2 A X DR Y 77 FigA
B & it U 72, FERIE R/ TR EIRSHEIC L W S ST ICs 2 HLETE S (Ki) 25HH
L. ZNENOZRHERITKT T DG BFE L BEt L7z,

V7 er=g ABAIEI ML MO W UK L THMWREA#MEEZ "L, M1~
M5IZxFT 2 FEGHFE 2 R T EES (Ki) 134.13~12.8nmol/L TH Y . M3IZxtd 5 #

21



VI EMEEICEYSEE |

BEFER B < Ki134.183nmol/L Tdh - 7219,

YIEOZYLRIEYMD LA N ) UZEEESENME
M1 M2 M3 M4 M5
6.760.708 | 12.8+1.30 | 4.13%0.518 | 6.08+0.332 | 7.45+0.409
TPYME SRS (n=3)

Ki (nmol/L)

2) LAWY UZBEY TR T3 M) (2T ESHEMMEDEERIER (/n vitro)
M3 125 DA Ei A O EERRIOMET & LT, M3 23839 % CHO-K1 Al o s 4y
FRAWTC, Y7 ue=m g AR OBHI-N- A F L RaRT I AT 35 EN L%
FRIRFAIC RN L, M3 IZHKT DR A EL (kon) o MRBEEREEEEL (kotr) S OVREME 18]
FHEH L,
FORER., V7 =7 ARAYD kon 174.61 X 10"M1 mint, Kot !%0.149mint, fiFkf
0113 4.66min T o 7219,

YIEAZDLREYDLR A OZBEKY TR T3 M) 12xF 5
HERIGDBE/NTA—4
kon (X107 M min™) Kofr (min™) B (min)
4.61+0.0320 0.149+0.00286 | 4.66=0.0880
TPHME SRS (n=3)

vzvrn=y B

3) EBILEY MELHEBFIERIERIGIZHT SR (/in vitro)

~ T XAEERN, BAD Y UZFIKT A=A N THDL AN NI N LD ELE
v N (Hartley 2#EM) i iR AR OIS XIET Y 7 ¥ n =0 LB OER %
REt L7z,

V7= AR WO CRIEZHEH L, ffiz log (CR-1) . ##ii% log (mol/L) &
L T Schild plot Z#1Ep L, Y 7 =7 AB{L® D pA: ZHH LT,

Ve AR, AAB) URFET A=A RNTHLINANRNI N LD
I INDENE Y MEHEIAEARD DGR ISIZR LT, RERAF R EER 2R LTz,
Schild plot XV HEH L7z Y 7 v =7 AR D pA2lI8.53ThH 7212,

YIEOQZYHYLREYDAIILAZI LY VEXREILEY
1% H B B AR S R |~ k9~ B BEEVER (Schild plot f##T)

(3)

=& (nmol/L) log (CR-1) *| pAs [-log (mol/L) ]
10 0.62+0.35
30 1.50*0.46
100 2.227+0.30 8.53
300 2.67£0.06

4) v FFEFIEMER (/in vivo)

HEMETD v b (BEETI8H)) OSBRIy 7 n = AR A BITT5 2 & T,
ey (AADY UZFERT I=A ) BHEIZXVFERIND T v FEBEORITIZ

xF LN ER 23R S 12,

YRS - Frihsfd

KPR L

22

K OPEMEEIEERE (n=6)



VII.

EVHREICEHAT HIEH

<ARBRTHM S B AN OWT>
AFNTEH A 2B Lo, WEAZEEZ R LSS ]A B 2R L. SHICHR LA C

1.

Z % LT,

f2 B 25 HF| C «@ﬁ%@ﬁ% < BBI-4000-05 38k & 3 1E] « 30 U, SAEE OB 28 L
HRMIRFE K ONZ BRI BT T G LT, BB/ INE R O 2VE % 510 U 72538k Crdm il s
Tdb HHF| C 2 L=,

I AR E D IERS

(1) AERLADLGMPEE
EARSAA

(2) ERREABR TR SN IPRE

1) BEES5H
LR L

2) REHREH
DRFEEREZTREBEZRMRE L= 28 ARRERSHER (BBI-4000-03 EXER)

A AR NS ZITERE 18 Bl xtguc, Y 7vn=v a5kt v (#HE] B)
5%, 10% £ 721X 15%% 1 H 1 BIEEERTIC, WKEICAR 7 1# L7 > 28 HNESR
i LTz B0 S ghie T A — X iuTrDLD ThoT,

R—=RAFA4 DY 7R =0 AR OMFEFRED Tna OFEIEIZ, 5%HE. 10%
BN ON5%REE HICHRGHZIFEETHY . TO% Y 7 u = AR LYo ki
XK T L7z, Cmax OV AUCo-24D FIIEIT5%HE T0.499ng/mL K (°2.17ng- h/mL,
10%#f T1.39ng/mL }% 1'3.81ng" h/mL, 15%#% T3.99ng/mL &% 123.2ng" h/mL T& V) |
FAEDNEVEATE L Cunax XN AUCouN @D -7, #5150 B RO E290 B Clx. V7
v = AREHOIMBEFIRED Tmax OFMEITHIIRER 2 D4R CTH Y . HENE
UVVELE & Conax 2 OV AUC o243 5 VWME ] 23 B 47219,

mighy JEQ =) ARIEYIDEYBEE/NT A —4

n RNR—XS54 %5 15 HE %5 29HE
BESE (RMBEATA- C TgpE i meRE o | TORIEERE | o | FHELIEERE
Cmax (ng/mL) 6 0.499+0.842 6 2.09+2.83 5 0.451+0.407
5ot AUCo-24 (ngh/mL) 6 2.17+4.50 6 19.7+32.3 5 5.58+6.43
Tmax (h) 3 1.33+0.58 6 2.50+2.74 5 1.00%=0.71
Tz (h) 1 NC 4 17.65+9.23 5 16.88+14.19
Cmax (ng/mL) 6 1.39+2.41 6 2.04+3.79 6 3.52+7.60
10%R AUCo-24 (ngh/mL) 6 3.81+5.85 6 16.629.8 6 20.9+43.3
Tmax (h) 3 1.00=0.00 4 4.25+5.19 5 1.20+0.45
Tz (h) 3 13.16+6.37 2 NC 3 9.51+4.12
Cmax (ng/mL) 6 3.99+6.08 6 6.80+5.71 6 11.0+=10.3
15%RE AUCo-24 (ngh/mL) 6 23.2+33.9 6 51.6£56.9 6 61.0+60.7
Tmax (h) 5 1.00=0.00 6 1.67+1.21 6 3.33+4.27
Tye (h) 3 11.42+4.47 6 12.52+4.27 5 10.76+4.19

Crmax. AUCo24 : & & FIRMEIZ 0 ZUA L CTHEGHEZHH
NC : not calculated

Tmax\ Tz :

BRE6 AT 3AULIT 5 4% 240 ECHIFREZGE ICRR, TS O%E NC 2R R

23




[ Vi mpmeiceEysER

i) ERERESTEREEZRNRE L- 14 BIRERSHER (BBI-4000-05 HER)
HANFRMEEESTHERE 24 flextRic, Yo7eun=y s s (#E B £
TI38A C) 15%% 1 H 1 EIEERNC, MEEIZAR 7 1M L5732 14 HESA LT
& & MRG0 1 B RE A& b L7z,
Cmax & Y AUCo-24D ¥ 1T, HAI B #£C0.123ng/mL A U'1.28ng h/mL, A C ¥
T1.35ng/mL % 1*17.3ng" h/mL T&H v | 8K B #HIZ A~ THA] C #E T Cmax LT AUCo-

uNENo T,

Y7 en =0 ABEOMIEP RIS EERE DXL OE NREN T

OO, RG] C IR B 30 BRI Lo W ATREME DS /R IR S 47219,

MmiFRyY JEO =Y LRIEMOEYEE/NNF A —4

s o &%l B(n=11) HF| C(n=12)
FURBNS A —% AR E FHE R E
Crax (ng/mL) 0.123+0.235 1.35+1.97
AUCo-24 (ng h/mL) 1.28+2.50 17.83+27.5
Trax (h) NC 4.25+4.89

NC: Not calculated

i) BRUEHBEZSTEREENRE LT 6 BRRERSHER (BBI-4000-08 #ER)

HARNJFI MRS 2T R 250 2 x5z, Y 7 e r=0 A8 {7 v (5] C) 5%
Z1A1EVFRTHIC, MEICAR 7L 306l MEAm Lz & & O AUCoald, B3
MOIELSENRKRENLOD, ZOFEEITES-28 B IR K EEZ R L, IRRIC kR 72
HIMBRD b2 hofc Z b, #H2HBIZITEFIREIZE L, FMEMET Vv &n
TRIE X7z 18),

MmiFhy JEO =Y LRIEMOEYFE/NF A —4

EYENHE RNR—XS5(4 Y 2 EH 4 EH (BELE]
NS A—4 n | FHELELERE| n | FTHEZEFE| n | THELZEEREE| n | THEZERE
Cumax 25 | 0.0542+0.104 | 25 0.173%+0.269 25 0.140+0.297 25| 0.0978+0.166
(ng/mL)
AUCo2 25 | 0.254+0.488 | 25 2.21+3.74 25 1.59+3.95 25 0.867+1.83
(ng h/mL)
2;3 7 4.43+8.64 12 3.58+2.15 11 2.73+1.79 11 2.55+1.97
(3) mhiE

mYERa L
(4) BSE - tREDEE

1) BEOFE

AN -v AP
2) HEEDZE

SRR ZEEEERER  (BBI-4000-CL-10478%%) TlIY 7 v ue=v A& s (A
B) 15% & \ut T UififstE (CYP2D6FHERE) | 1 7 2 —/b (CYP3A4[HLE
) XX AF P (OCT2IMATENMATE2-K FHESK) 20 L7223, WP o
THIMEF Y 7 ¥ n =0 AB{LIREOHBRE M OLEE N K E <, < OBRIEORIES
NER FRRWETH Y, EYHAEIERANER EOREMEICE 2 5 F 8% TEELR%E L
W E IR LD 7= O DWW EARA T A R T4 2] ORUEL 0 Hkrd+ 5 Z L IXREET
HDLEZT9,

24



2.

4.

[ Vil mpmeiceEysER

KRR/ $T A —5

(1) A
AR L

(2) RIGEEEH
AR L

(3) HKEEEH
AR L

(4) 7YF VR
AR L

(5) HMEE

(6) T
LR L

. B&EH REaL—2av) @i

(1) BRI
LR L

(2) NIA—FEEHER
REERR L

IR
M — (2) RERFRBRTHESNEIPRE] OHZSH,

<HEZ>
EHEET v Moy 7en=u A8{ui s (Kl B) % 20, 40 &1 60 mg/kg T HL[AIFR R
Lzt xomEdny 7 e a =2 AR D Cmax L NAUColZ W6 &I U T L,
B ZRE LT-BERET v 240 mglkg THEREEHK G Lz 2 oMiifh Yy 7En =7 AR
{E# D Trmax 130.250FF ], TyelX9. 505 & VAW FAOFH#I1343.2% CTh -~ 7o, AEERET D Z
Llcky, EFEEELELINEST Y 7 e =0 AEEHO Crax KT AUCo-3E 1V E NI T35
K OFI28fEHIIN U, AR WIMER BN 32 Z & 23R S 7217,

Y MY IERZY LRIV EERRERZS LIz E0MBEPENEE/ NS A —4

%52 (mgkg)
EMBEE/INS A —4 20 40 60 40

(EEKIE) (EEKIE) (IEEKIE) (IBEKE)
Cmax (ng/mL) 5.09+4.28 6.70+4.08 11.9+11.4 488+236
Trmax (h) 7.00+2.00 15.0+10.5 14.3+11.6 0.250+0.000
Tz (h) 10.1+1.9 7.3+1.4 6.3+0.9 9.5+2.9
(HHiEFfHE. h) (24~48) (24~48) (24~48) (24~48)
AUCo-» (ngh/mL) 96.0+82.2 140+86 232+213 3869+ 1832
EWEERIFIFRE (%) 2.1*+1.9 1.6+1.0 1.7+1.6 43.2+20.5
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[ Vi mpmeiceEysER

5.

%

(1)

(2)

(3)

(4)

(5)

(6)

il
1% - fxBEFT@Ed
REERR L

Mm% - fedERE P @@

HRZ >~ MY 7 er =9y AR W@ [14C] kA% 0.5mg/kg CHRIZ TG Lz & ZD
FEAR O REIREE K 0 | IR OB R R ORI TRV (25) Ok i GER FE
VERHAR D M PR BEEEE L 0 HARVS. Y 7 B =7 AR LR O ORE IR % 8
BLTCWDZ EDMEREINT, £, EIEGMOEY T, I, JLIR. M. BIFEEOT
B EREMN AT T D08, 20 D O A BRI S IXRRRFICID L, F72. 2ERA~DAR
OFRFE RN Z & DR STz, 8515 1R 2 S % 514 247 1] 00 T 58 70 fHAS P e RETR FE 1%
HEMET » MCHLERZ FRGREEIZIERETH Y, [14C] FEFRA 2 Hal % 5RO b e Ah 1
WTHEMET > FROMTHRT v B TREZRBUVDIIRWN I ERRB I N9,

Lt A~DFITH

HEFOT v MY 7Er =0 AR LYo [14C] 15K % 0.5mg/kg THLAIRE TG L7z &
O [1C] HEFARE KOG RE XA PICBATT D Z L MR SN0, RO ImE & 1
WEEIREICIHESS L, Ao 4 2 afRE iV & & 2 Hiiz19,

BERADIITH

MAEE L

Z DO~ DBITE

in vitro REBIZEWT, Y7 ¥ue=v AR o [14C] iAo v i EREIT=IZ20~
2,000ng/mL (7 U —{&#a%) O EEHIPH T3.0%~5.3%d> > 7218,

ErTOVIEQZDLRIEHD [1C] FHADMBRTEITE (in vitro)

Y 7EQZ D LRIEHD [HCHEHARE™ (ng/mL) 20 200 2,000

MERFEITE (%) 4.7+1.7 5.3+1.6 3.0+0.9

AT AT HAE R (n=3)
X7V — KR

<&HE>

Vv u=g ABtHo [14C] iK% T~ M 40mg/kg CHRREREG L&, T
RZ 0.5mg/kg CTHIRE PG L7zL & KON =7 X2 0.25mg/kg CHIAIEZ FTHE L&D
MERBATRIZZENEI. 10.5%~32.5%. 8.5%~30.8%M X 2.0%~20.9%TdH >7-,

F7-. VU7 =T AR [14C] EFRIKD invitro MERBATRII~T A, T b, U
FROI =T ZONTIIZBNT H0.0%~12.3%E K< | MBI L 2BITRO KX 221k
ITRD LI T218),

MmiREOFER

in vitro RERIZBWNT, Y7 n=y AB{Hho [14C] kot MMty R fEG %
1320~2,000ng/mL (7 V —{K#5) OYRJEFIPH CT34.8~37.8% T - 7219,

ErTOYIEQZDLRIEYD [“C] BEADMESR /R IEEE (in vitro)

Y 7EQZ Y LRIEHD [HCHEHARE™ (ng/mL) 20 200 2,000

MR INIEHEEE (%) 37.8+11.0 36.2+1.0 34.8+0.3

FAEIT AT HAE R (n=3)
X7V — KR
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6.

3¢
(1)

(2)

(3)

(4)

[ Vil mpmeiceEysER

#t
HRBEBLL R OB IR

GRS PSR  (BBI-4000-03358) (28T B AR ARSI TERE6M 265 L LT
V7 vn=v LB (UK B) 15%% 1 H 1REEFTIC28 H ], mKEICR > 71 Loy
TOWMLIZE Z A, MFEROIRFITHE SR IE. koafiE, CYP 2 X % KiEgb,
IKEAVARD BRI K B AREF L O ) S A O AE b TERT 5 LH#HE ST,

FTo KRB, =F L 2T VAL O MK REA R e O OO RE OIS /G L
TREER MAE R OYR R O BB F L AT VEN ORISR T 5 L HE SR
f:zo)o

REICBEET 58K CYPH) ONFE FEHE

1) KBICEAET 58% CYPEH) OHFE

bk CYP 8iAEEFE, b MFI 7Y —2AKkO0t k CYP 5 FREOERABLERZ v
7o invitroRBR LV . YV 7 v = AR ONRENCEE 53 5 F 72 CYP 43 1-filX CYP2D6
K ONCYP3A4LEz b=, F72, invitroidBROFER LV | =F )L A7 NVERLOINK Sy
RS ST BT IERE R HEATT B & & 2 HivT-20,

2) RKBiEExR (CYP) FHEER

t MFI 7 ey —2%HWe invitro AR LY, Vo7 vrr=0 LRI CYP2D6
(Quinidine) % T CYP3A (Midazolam) [Zxt L CEHHEAR L, ICsolXENZ4L, 44.4
K OT7.8umol/L Th-o7=, £7/-. Y7t n=7 58T CYP3A (Testosterone KX
Midazolam) (ZxF L CREEMEAFHIBAEZ R L, ICsolLEZE 4. 50.7/% 1V'24.9umol/L, TH

7720
[El N C M L 7 i PR EEFEEBR D 9 B BBI-4000-03 iBRIZH VT, Y 7B =0 AR
oL (BIF B) 5% A A4S AT Lz & Ik bEWY 7 ¥ =0 AR Lo Mg
o LTeh, 2oL 2o R EIREREDMAAERREBR (CYP2D6 & T CYP3A (2%}
T L MHEEH OB P E SNHMPEFREL D b+IBNZ b, Y 7R =T
LAEAEIZ LY CYP2D6 K (N CYP3AIC L 2R BHE S 5 ArRetEI TRV & & 2 bz,

3) RigEEx (CYP) FE/MEAR
HOfE B M Z W in vitro GBS LY, Yo7 vr=U LA R{HD
CYP1A2, CYP2B6XK T} CYP3A4ITXI3 255 EERITV 741 100pmol/L & TFE D HAL72

2 7220,

NEBBNROERRUZOHA
MR L

REMOEMEOE R UIEML, FELE

ELEY FMEHEEBERNBRIGICHT DIV IEQZDLREYMOERBEYWDER (/in
vitro)

VT XAEER, AAB Y URFIERT I A RN THDLANANRI Al NI KDHELTE
v I (Hartley SRHEME) 35 H EUIHZE AN k3 2 WUHE SO BRAE T =R O1EH 2 /5T L
72 Y7bEn=v LBt EBibAEm E L THWE, FEETOIEMHIR (%) %5
HE UL FERIE B/ D R BURATEIC L0 ERE R Y 7 ¥ a =7 A8 1Cso % FHiH
L7z, Y 7¥ua=u B v TR (=mF vz 27 VELO MK fRA ) D ICso
L, Y7 er=0 AR AW L TL000ELL EEECh -7, 2O Enn, Y T7ER=
7 LABALE, Bia ) AEHERTHA LD, KGRI NDZ LT, iz ) AERHIZE
LLWFTT 5 Z ERRSniz2y,

FREHME VY JEQAZHLEREHD
ANNNAZIILOYY UERKEILEY MERERBRREREICH T SEEER

HERmE 1Cs0 (mol/L) 95% E§8XME (mol/L)
EXAY LY 3.43x105 3.17x105~3.71x10%
Y7vu=y LBt 2.77x10°8 2.55x108~3.02x108
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[ Vi mpmeiceEysER

7.

10

11

B

(1) BEEAIR UHRER
Ty PRI =7 22BN T, E& LTRPBLOEP RS 519,

(2) Bz
AAR NIV S ZITIERE 18 265 L LTY 7= A B~ L (A B) 5%,
10% FE 721315% % 1 H 1EgRERTIC28 H ], MREICAR S 71 LT 2B L& 2 A, RE
BER PR RIZ, WP H0.5% R Th 7=, 7277 L. KRR TEH LR PR R,
V7= AR T SNSRI SN2 SIRE L2 & Z OHRIERTH 5720, I
Ihizy 7vea=10 LB Wk 5 IRPHRIERIZI R TH 519,

<BE>

Vv u=g AR [14C] HEifkikE T v MCHRE FRE L&, [4C] ik
$e D HLGHRE O R0 1345 5- 14 4805 ] & TITIR K OVFE D MR /> B PR S v 7z (B 5-1% 168
OPEERIL, JRT : K54%., #Eh o $945%) 19,

T, Y7vu=y AR O [14C) ik E I =7 X ICHRIE TG LizE &, [14C]
SR A SR D T RE D KR /0 13 3 544 T2/ £ TIOR R OO R BRIt & iz (%5
%168 OPEMRIT, JRT : K953%. #EP @ £943%) 19,

(3) HEtEE
REERR L

bS5V RR—2—IZET H1ER

in vitro HERITBWNT, £fEit + F 5 AR —%— (MDR1. BCRP, OAT1, OAT3, OCT1,
OCT2. OATP1B1. OATP1B3. MATE1l. MATE2-K & U BSEP) |2 X % BRI HAE 0 digidé 12 %t
T5Y 7= A MOREERIC O THE LIZE Z A, OCTL, OCT2X T MATE1IZ%f
LCY7er=0 2B IR EERZRL, EEND ICs01%2.56, 4.36}% U'26.4pmol/L TH
STz, FOMOE N FFUAR—Z—TlE, V7 ER= ARE3100pmol/L F THEEH %
TRE R Do 7219,

7. BFEE RN R URAR—F —TOY 7= AR [HC] BEZRR O Mo
WTHEILIZEZ A, Y7 r=7 A8{%iE OCT1, OCT2, MATE1} ) MATE2-K OIE T
HDHEEZ LN,

. ENEICLDBRER

AR L
HEOBREHRT S BE

INREEGER (BBI-4000-CL-105 54E%)

9 Ll b 17 MR OAMNE AR SITIERE 25 flaxdR e LT, Y7 vn=0 A8{thrn

(8K B) 15%% 1 H 1 [FENC, MEEICR 7 1Ly THo 7 HMBA L7 & X ofiEdh v
Teu =y AR OPREE ZRIE LTz,

WA ERED Y 7 e =7 ABALY)D Cmax KON AUC 1T, EEARILILER (BBI-4000-0375%)
DI5%EE L [FFRE Th o7~ F7-. MIEFIEEOWHEBRE M OLEE N KX < | RBRIEOME I &L
WREBT DXL DET L REN-T-, 2070, AEBREROKIZIZBER DR H D HOD, /NNED
HBFIIRAE FRETH D L HEHl S 7222,

<AKAN DGR ST ZNRERN R >
REERES TE

Z 0t
BRI L

28



VIII. 2% (ERALOFESF) ICEY HIEE

1.

I3

ERB L ETDER
=

EINTH7Rn

5

I3

. ERRB LT DEH

..|

222 (ROEBEFIZITEE LGN E)

2.1 PAZEMARENEORE [Hia ) UAERIC K VIREN EH L JEREZ B S22 035 5, ]

2.2 AINEARIEKIC K DHERIEE N H D BE (Bt UV AEHIC LY  RHEZFERTLH 0 H D, ]
[9.1.1 &H]

2.3 AAEID A LIBHBUE DB D & 5 B3

(fiFs)

2.1 AFoHi=a Y AERIC K VIREDS B U, SENERIEEZFHRT 2 raeEnH 50T, FZERM
AFENED B IIAR OB G 28T 52 L,

2.2 KOst U AR LY, IREAZFHRT D HREMENH DO T, BISLIRIERIC L 2 PEREE
N HRBEIIABORG 2RET D L,

2.3 iR O —EIRAl L UCERE Lc, ARFIORS )L, BEBOEDOBEERED & 5 BE ITAHK]
PG LUIEGE. BBUERNEITAREERSH D720, KFlORGERTHZ L,
KFNCEEN DB R OFSIANL TIV-2. (1) ALY CEERS) OEERVHMA
DIH %= M,

BEXIITERICEEST 5 FE LT DER
EINTH7Rn

®F

5

. BERUREICEEYT 5B L ZTDHEH

RESH TV

. BEERQERMIE L T DER

RESH TR

- BEDERZATHBBICHI IR

(1) BHE - BEEZFOHLBE

9.1 BHHE - IEEFDHLHEE

9.1.1 AISLIRAERE (BHREEAHLHEEZMRC) NEE
L U S AEMIC L PERFEENFEH T D WRENDN D 5, Y%A 1T RRER TR S
Tn5, [2.2 58]

9.1.2 ZHMEMLICRIGOES - REXRFENALNDEE
ERHLRNWZ EREE LV, ERNBTENEINL., Hia ) AFMICES REER (BE, A
%) BHLONCTRDLIERDH D,

(fiFw)

9. 1.1 FHOFL= Y ALY | BISIIERIES KD HRREE N REIT 2 WRENN H D Z L
HRRiE LT, BZBE TR TR STV D72 RN REES L2 S D TIER U,
¥ BNIBAERIC KD PEIREED H 585613 [HE] (TS T D720, KFIOEK G2k
52k,

9.1.2 BMENLIZAGRIRS - EREDFIELIZSG. Y 7 r =0 AR DEN~DOBT
EABEIL, fi= U AERICES S 2 2RIER BlE, 1e%) 2"bobhd<kd
BENWRDHDHZ ENBRIE LT,

(2) BHEEEERSE
BRE IR TV
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[ VI R (EALOIES)IcET2EE ]

(3) FRRESE
BIE ST

(4) XMEREHEET 5F
RE IR TV

(5) 134w

9.5 1EiF
R SRR L T D FTREVED & 5 AMEICIE, TR EOF IR altt 2 Bl 2 &k S h
LB DOREETHZ L, BER (T v b R TERE) T, @SS RE ST
2o

(fiFw)

9.5 MHIRT v MT [14C] fERkiAZ BRI THRE Lz & 12, RIE~DBHREDBATIED bl
. KRR GRF ORI T REGRO 0.01 fFRRETHL &, KRG L& & DAFESE
ATEMERBR TIIIIIMIE L, IR - R IRFAE R OCHAERISH L THENRD b 2 L
5. ARNIOREBI G L0 IRV & 72 2 FERDPFEIR S D TR e E b5 19, L
MU D, B MIBT D EE M - MEBITIHEIAATH 5720, a3k LTV 5
ATREMED & 5 2ePEIiE, 16 EoA M etz BRI L S 25810535 2
&

(6) #&FLIF

9.6 271w
1B EOARRMELR O RFLREOAREZ BB L, A SUIT Iz a5 2 &, B
FR (T b BTERE) BT, JHTPICBIT TS Z el Sh TV,

(fiFw)

9.6 W T v MiT [UC] HEMkiAZ BB R G LIz & 1T, FIT T~ DB REDOBATHRED &
VTS, G RF OISR EILR THRERD 0.01 FRETHL 2 L, RTREG LA A
IR TITHAER DR IBITEEDIRO NIRRT 2 b ARIORRBBRGRIC, it
TICE VR L R 5 FEPERT D ATREMIIME N L B BND 19, LLeA b, B MBI
DIIBATIEII A TH 2720, RF w5t U TITRR EOFEEM O RFIRB ORI EE
JE L. RILofkee 3P ik 2 mEtd o 2 &,

(7) IMNR
9.7/hR
12 AT D/ N EE %t G & U T- E NGRR3R X =i L Ty,
(fiFa5)
9.7 12 AR O/ NRE 23t b U EWNERRERR 2356 L TR 53, ZaMEITMNL L Tz
OIRE LT,

(8) =&
BEINTHZN
7. HHE/ERA
(1) StRAZEER L ZDER
BEIN TN

(2) BtREE L ZDER
BEINTHZRWN
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[ VI Rt (EALOTES)IcET2EE ]

BI{ER
1. &BEHA
ROEWEHRHHOND T ENDDHDT, BIEL+H7ITATV, W LN HEITITR S

FHIET A7 PR EEITO 2 &

(1) EXLTEER & WHGER
BRE IR TV

(2) Zo0foEIEA

1.2 ZDithDEIERA

1%2L | 1% A
18 FH AL R & 4% (6.4%) HLEE (5.7%) . | {T5
O FERR, TR, R
iR B, AR
T bas 78
WAIR 2 PR g
ZF DA ALT B0, AST #4900, v -GTP E4hn.
IFBERER B 4y =N, AUE TR

) BB TR GRBR O RIS <,

(fiF7n)

55 1T FELLEGEER (BBI-4000-06 #5k) (12331 2 EIIVEH K OV AR AR A 2L 5 O BURILIZ KD =
i L7-, 7ok, @ﬁji%ﬂlmmﬁﬁ%<M%4MHmﬁ%>?m:w%hfw&wﬁ\$
FIOERRG U 2 7 EHEHEE (RMP) ICBWTEERBER ) 27 L LTHE L2 todia
U AERIC %@?é@ﬁ%k%z\%mmﬁﬁﬁﬁﬁ%(Mﬁmmﬂ7ﬁ%) BT HEIER
BB A JL G0k U7, BVER L ORI A E R ORBBUR L Ot = U AERIZBEET 5 BEIE
HOFBELURBUILL T D LB TH S,

[BIfEAN—% 5 111 1HEL3REAER (BBI-4000-06 5£E%) ]

S8 K 4y 17?y7ﬁ %ﬁﬁ

i N=141 N=140

n (%) n (%)
BlIERADREEER 23 (16.3) 7 (5.0)
HIEREE 0 (0.0 1 (0.7)
I L 0 (0.0) 1 (0.7)
AREE 1 (0.7) 1 (0.7)
e 1 (0.7) 0 (0.0)
F 0 (0.0) 1 (0.7)
EEH L UCRETHBES 1 (0.7) 0 (0.0)
1+ 1 (0.7) 0 (0.0)
—f% - £HEEH K TIRGEIORE 21 (14.9) 5 (3.6)
1t AL B R ¢ 9 (64) 3 2.1)
18 B AL AL BE 8  (57) 0 (0.0)
16 P S 0 (0.0) 1 (0.7)
1 FHEALE 5 R 320 0 (0.0
mpi) 2 (14 0 (0.0
e S ATEZ 2 (14 1 (0.7)
ERIRIRE 2  (1.4) 0 (0.0)
TI7=rT ) T AT =T —REN 1 (07 0 (0.0
TANRTGEXUVBT I T AT 2T —BH 1 (0.7) 0 (0.0)
Y= NEIN T AT =T — BRI 1 (0.7) 0 (0.0)
GFBEER 4y RGN 1 (0.7 0 (0.0)

MedDRA/J Version 21.1
#1 [Fl—EBEF THEOR —SEBERSEIG 25613, 1#HlE LTHD
#2 [A—BE CHEEOR —EARENH 2551, 1 fﬁJt LT
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[VHL?%ME%L@E%%W&?%EE]

[BIfEAN—% 5 111 AR#R5ER (BBI-4000-07 &%) ]

BB TR K4 RS 53 7 &

EAEER N=94 N=91 N=185

n (%) n (%) n (%)
BEERDREEETH 37 (39.4) 41 (45.1) 78 (42.2)
RRLIF B K VAR 0 (0.0) 1 (1.1) 1 (0.5)
bl SIS 0 (0.0 1 (LD 1 (0.3)
KB L UREEE 1 (1.1) 0 (0.0) 1 (0.5)
B PRI HLSE 1 (LD 0 (0.0 1 (0.5)
RIEE 1 (1.1) 3 (3.3 4 (22
ke 1 (LD 2 (22 3 (1.6)
TRt 0 (0.0 1 (LD 1 (0.5)
BEES 0 (0.0) 1 (1.1) 1 (0.5)
Pz 0 (0.0) 1 (L) 1 (0.5)
RES &S VR THBEE 3 (3.2 3 (3.3 6 (3.2
SR 0 (0.0 1 (1D 1 (0.5)
P RGHCIR 1 (1 0 (0.0 1 (0.5)
1z 0 (0.0) 1 (LD 1 (0.5)
R 0 (0.0) 1 (LD 1 (0.5)
=R TS 1 (LD 0 (0.0) 1 (0.5)
BEESR 1 (LD 0 (0.0) 1 (0.5)
BH & VRBEE 1 (1.1) 1 (1.1) 2 (1.1)
PR IR 1 (1D 1 (1D 2 (1D
—f% - £HEER S VRS EMIOIRE 36 (38.3) 37 (40.7) 73 (39.5)
1t AL R R ¢ 24 (25.5) 27 (29.7) 51 (27.6)
T AL BE 6 (64 5 (5.5) 11 (5.9
6 FH R AT o RS 220 0 (0.0 2 (1.1
AL 1 (LD 11D 2 (1D
1 FHEALE 5 R 3 (32 3 (33) 6 (3.2
i PR ALHL AR 2 @D 11D 3 (1.6)
RN % 1 (LD 0 (0.0 1 (0.5)
1 AL S 6  (6.4) 7 (1.7) 13 (7.0)
AL SR 1 (LD 0 (0.0 1 (0.5)
ERRARE 0 (0.0) 1 (1.1) 1 (0.5)
7 V7 F =8 0 (0.0 1 (LD 1 (0.5)
i T FLER R K SRR HE N 0 (0.0 1 (LD 1 (05)
HEE. PES L UVLESHHE 1 (1.1) 0 (0.0 1 (0.5)
PRAEPEFRE T I (1.1 0 (0.0) 1 (0.5)

MedDRA/J Version 21.1

#1 [Al—RBE CEHEOR 8BRS EN S D561, 1HlE LTI
#2 [FA—BE CHEEOR—ERERH DHAT, 1HlE LTS

#3 YRR : BBI-4000-06 iR CHAIRE T - - BEEM

#4 HkGERE « BBI-4000-06 RBR T/ 1 v V7 RECThH - - BEHEM

32



10.

11.

[aniéﬁ@ﬁiwﬁﬁ%mﬁiéﬁa]

(o) U ERICEET SRIERAORTRIKR]

AENIIT = V) AR EG T 5 b OOFEMAH G (BBI-4000-06 #5) TidegtEosi= Y
ERICBEET 2 A EFZORREGITI= 7 v v 7 FE2.1% (3/141 1)) K OJEAIRE 1.4% (2/140
#H) THYH ., ALWREITRDO N o7, LMLRL, AHAITH DARANC L > TRICE
Bhagttobia ) AEARRD NG ABOXKT v b URTDOINT RS
ERIFETEEZLND, TD=H, ARIOEIEKS Y A7 EHEEE (RMP) 2B\ T, EERE
FERY A7 L LT Teghofia ) UEH GkiE, SN, IR, D, JEREES) | 2%
E LT,

o) VERICEEY SRIERDO—%

%5 111 FELLEREABR % NI HEHTSHER

(BBI-4000-06 X&) (BBI-4000-07 X&)

S A-D8 R (YRR + ki)
HAEE N=141 N=185
n (%) n (%)
oY ERARERERORBEERN 2 (1.4) 6 (3.2
/gt 1 (0.7) 3 (1.6)
T 0 (0.0) 1 (0.5)
F N RZA: 0 (0.0) 1 (0.5)
PR IR 0 (0.0) 2 (1.1
=p7) 2 (14 0 (0.0)

MedDRA/J Version 21.1
#1 [F—BE CHEOR —ERERNH 2561, 1l LTI

. RRRERRICRETEE

BRE IR TV
BEERE
BRE IR TV

BALOZE

14. EALEDIEE
14.1 EFIZRFEEDEE
14. 1.1 KEIDBIRICA-T25E. oV AERIC K 2HESE N BAT L2 En”b D, £,
WERCDZENHDHDT, H—. IRICASTZHAIE. EHIZKTHRWRTZ &,
14.2 EFIREREOEE
(FFVHr—2—FER R
4.2 1V KF 2R T TRAGE (7T7) r—4—) ([CH &8, B B2 H L Ol I E A
52 &, FICEHBEEREHIETEMA LN &,
(YA R BRR R
14.2.2 AFZH-H S, EHEZEICHEEICOT CRT5 28, FICBRoTERF LN
t.
(BLEIHE)
14.2.3 FITMHE LEGAIFEDICFE2ES 2 &,
14.2.4 BWEHT-0 OB, 1 BEOEBETHHT &L THZ L,

(fiF7n)

14 RFZEYNEHT 572012, BEICK LIFETRE LB DN FHEHTE LT,
AFIBIRICAST25E, i) UAERIC X 2 BESE N RE T2 L0, EEZR L2205 5D
DT, FRZROF[ICEETLH2L5EFETHZ &,
cIRIZANZRNZ &, TR IRICAS TZGAITE BIZKTHRWRT Z &
cAHNE TR TEL W &, RIS LA, RIS FICE BIZ/KTHRWET Z &
AFNOM A BT XITT-2. (2) EEREHEAE) OEEZBHR,
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[VHL?%ME%L@E%%W&?%EE]

12. ZOMHOEE
(1) BEEERERIZEDCER
WEINTHZ2WN

(2) JEERIREAABRICE D {1H#R
RE STV
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[X. JEEREREERICREI HIAH

ES
(1) EHEIDHER
VI EHEBICETZEE B

(2) REMHFEAR

7/%¢{W@+&047&U::7&®E%%¥ IRLT, VI Eu=Y AR OLE
FLTREER TR O B o 7229,

bm%%mowfm\4ﬂmy7Em:ﬁAim%%ﬁﬁﬁmw&ﬁﬁé:tfdﬁ:Uy
TERIZ LD &5 2 65 DB K OV O Rt R ZE K 230.01mg/kg LA LT, ZHU2fES
1K OV E KA B O 8130, 1mglkg LA ETERD 517229,

— . I =TIV TR =T AR L 10% (32me/kg/day) K& 1A20% (66mg/kg/day)
%28 H MBS $ 5- L 723l Tl OMAE L OV BB~ DB TFER O Ry - 7229,

F72. InvitrolZB\W\WTY 7 e =7 A5{EY)IL100umol/L UL E T hERG Ik Bt lZx L T

BERMHEERZ R LI DD, %0 ICs01%300pumol/L # & #EE S 1172, hERG Ik FEif 21
ELARDoZBE (10umol/L) 1%, 2 =7 X &AW KERE KRG AR (EHEE) ©
DY 7Evr =y AR O MR RE ORI (190ng/mL) 7> HH#H L7231Tnmol/L (FEfE
A5 H0.652% F U, E/VRE L2 ) KOENIERTY 7 vn =v A8 7 5% % S H
WA LIZEEDY 7= LABALY D Cmax D KME (7.42ng/mL) 7> HH#HE L 7=
12.4nmol/L EBE R H D Z &b, AHBMM I Y 7 e =0 A8 hERG Ik Bt
ZRRE T D AREMEI AR & & SRR S fu 7229,

REMERARER
TER & e b BAR U N
- BF 1. 5, 10 i3 FOB /X7 A—%|Z
PHER 77 MSD | o8 B | mefke/day e
DEF
o%£\001\01 W 4 GUpe | 0.01malkg L LCF
2 | TR mefkg RAKAFIED DI R
P (B ) I ORSRFE S
"?W%E;F{ 1mg/kg W 1 (51l 0.1mg/kg LA ETifn
" JE R ONL 6 [ 00 25 )
s=vs | m 32. 66 %ﬁ;;@f D O~
/Sinclair (28 AMIIE) | mglkg/day mm%z%@S DL
hERG 0. 100. 300 100pmol/L UL - CF&
hERG I B | T ¥ */WVHBL | in vitro N VL N n=3 BRI ER O
HEK293 #fi Hmo I1Cs0>300pmol/L

X p<0.05vs. BEARE (Dunnett 1 E)

(3) ZDithDEEHER
REERR L

2. AR

<K RBRCfEH S 7= AN VW T >
ARFNTHRIFN A 2% Li=th,. WERNIEEMEZ R ESE7-8E B 2% L, S OICWE L-RA
CZBiZ LT,
%ﬁB@%%ﬁC«@ﬁE@% I% BBI-4000-05 55k 4 G « 50t L, BUAIRFEOE O i 5
IR IR S K OB VRIS T TR ZRE U, FERF MR L2250 L 7238k Cixf
IR LA Cd 5K C 2 H L,
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[ 1x. srmamatepicmEy A

(1) ERxE5HEMHHR
7 v b ERHWZHEE SRR (TS 25 O%50mg/kg., §HARINEES-: 1% '25mg/kg)
TliX, Y7 n=v AR MOEIRNE 5-25mg/kg RETHET R H O bz, &S (25K
50mg/kg) TIHEGHENL TS A, BOEOELRRD Bz, WEERKETY 7n=v
LEAL O U AR X D EIENFE D S 7229,

HERSEHHRER
BERE | re | & \ 8K HIED
BERYE | (A (ﬁﬁf)_gﬂggﬁ EERE | BoEE T
RE5mRE) gxe (mg/kg) (mg/kg)
BEINAC O A TR
5w /SD (gggj’;& 25,50 | I3 fl/RE 50 S50 | JBEARRD LR,
i) ==X T?ﬁ: U AERHIC X
D EEDNER D B 3T,
— 25smakg FED 1 BIAEED:
RPN - %65' BT L=, 1mgke
v b/SD | CEBEMEIR | 1. 25 2\5mg/k . 25 BeoapThia U AAEH
JEIR) wlﬁ' Ik B EIENRD bR
) 7.

(2) RERSEEHR

Z v 261 M AR BT 5t f O X =7 7 393 ] SR #% B4 BB O B g it |l X 2 €
110.5 5 67 mg/kg/day & & x Hiv, A ETO AUC IXERN AR RER IS 1T 2 BRRIREE &0
TNEN4.0~52(5 K T8.2~150fF T - 7229,

RELSSHHABER
BEARE REE .
TR R % 5 AR (mg/kg/day) i
L 0., 84, 171, 354
YHR/ACR | 15 A (;@%ﬂ B) ? MEFEME R - MERE - © 12 354mg/kg/day
(=145 14 AR
S w k/SD );LZETF'EE 0. 10, 20 BN - MERE & 12 20mg/kg/day
an
Z v +SD 28 Hf#] 1, 5, 10 MR - MERE S $ 12 Smg/kg/day
(=145 14 AR
S w k/SD 5261;@% 0.5. 1.5, 5 LA - MERE S $12 0.5mg/kg/day
==J %
/E‘ri;t?nzen ni:lﬂ'; - 0. 17.90. 36.05 MEFEME R MERE S 12 17.90mg/kg/day
- s (5353
E.‘?? 28 F [ 3%@;? A MR - 66mg/kg/day
ettt (118 14 A )
s=us | K 76
= 28 H f#] = - BT ERET DT RIEERD b o T,
/Gottingen (148 14 A 1) (BHI A K OMLH] B)
HE -
s 76mg/kg/day (%] B) |
== = 1]
@&Zéw 28 1 romghglday BAO) | 2 yagres mor 5 RS DD T2,
(I 21 A ) 7Tmg/kg/day (%] B) |
76mg/kg/day (HiAl] C)
16mg/kg/day FEOME 1 FI CEGHFRD b
X . 7o 7 D REREIEALE T2,
= - 54 )
i %ﬁﬁ RN FHGIILY 7 = DB AR b
orneen e DREBIRITAR N EEZ T2,
MR - MRS $ 1T 67Tmg/kg/day
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[ 1x srmpmsesIcy 2E

(3) EfaEEHER

HNEE 2 W T 1B IR 2R Bk (dn vitro) . & BRAHIML Y o/ SER & V7= Yo i 55 i 3l
(invitro) Y7 v 1\ %‘:ﬁﬁ VNERBR (Invive) T, Y 7 ¥ n = LRI BT
R BRI 1220,

EnEsMRBRER
B5hHE n e e +
TS/ R 13 5 HARS 5= R
Salmonella . R 2L
. : 50~5,000pg/plate -
typhimurium, mn Stra oot FERLIE AL
Escherichia coli 48~ 72 i (FEHIEIE(LROIFAFE TIFET) BEFEME . 2L
in vitro FEWFRALERLYE | 150~470pg/mL ———
4 FERS RAHEMEALR D / M AL -
E RSRASL Y SBR Eil ‘ (RENEMALR OFEFTE THFIET) AR oL
1In vitro EEALVERYE 150~470pg/mL WEEME AL
20 R (RS LR OIEHFTET)
Z v k/SD ig 115, 225, 550mg/kg BAREME 2L

(4) BARMRER

vvxf®ﬁ&&wﬁybf®&T®uMLﬁ&5 KX ANAFEMRBR I, Y7 Pn =
LBAV 5T L BB OFHEFITED Lo 7227,

~ U ANAUFERBRCIX, Y7 r=v AR ot U AER (IS EENHEIER) |
NT25LEEZLNDHEEHNRDENTZHDOD, T v F KR 7&%%wtﬁ@&5ﬁ
R CIIREREDOETITED bR o= 2t b, =T AR OFTR L HEER X v,
PLEDOFER NG, Y7 e =0 ARAEIINARMEEZR S0 E I L7,

AARMEABRRER

®’E5H*& R5E

BRAS | o (mg/kg/day)

#R

Hed 83, 169 MK 355mglkg/day REF ONZHED
355mg/kg/day BT, EHFEROKTRAELNT,
FHUIFEIZY 7R =0 AL OFEKIBIEHIC X
LB ZLICERT S L &2 bz,
f?&fﬂ%‘k%ﬁ’]*ﬁﬁf“li\ VAV ==Xy NN/ 113} '
HAZBHE T A EEMER A TGRS o dz, VT
vr =0 Ao 5B U7 FEMEE RS

& LT, EEOERELIE R O 5507 O SRR
NFD BT,

(33 0. 83. 169. 355

NDANCR o4 mp | (s B)

EFERICY T e n =0 ARALY RS ORI
Bhiﬁf)\o Too BT LIz BED 17%&0%@ 30
Bl TIE B LR SGBICR RO b, Y 7 B R
= LR OEBERIC L 2T EEZ BT,
FREFHAR AR T, Y 7 e = v ARG
(2 B 5 SN 2R 1358 8 L n o 7o, FENEE
PSRRI DWW TR, A R Z BT T oD
5 AL TRIEMEZENMROEERRD b,
5mg/kg/day FEOMETITR LB DAL,

an .0, 0.3, 0.75, 1.5

27 k8D 104 ¥R | # 0. 05, 1.5. 5
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[ 1x. srmamatepicmEy A

(5) 4REFREFMHER

WIEIRIE A R - iR Y

A KR ORI

IZR LT Y 7 r = AR LG OB T
inole, 2. 7v FEOUHX T iﬁ%ﬁ%@%tbm&b%ﬂt%f])f?)}yi@&%ﬂ
TROONTFTTRERE THY . AFEFAEICE L CHERERHIZ

IR B
R
BirasiintEzoh

(6)

7-28)
EEFEESHHRER
BE5AE BEE "
TR R %5 2 (mg/kg/day) BR
Ay
e FIRIEKLCIIIR Y 7 €229 A0
2 v ~SD 1. 3. 10 E”EE &)%hiﬁﬁ)Oﬁ\_&ﬁ‘% MR
(48~51 H i) 10mg/kg/day & HERE S L
i - A2hE 2 SERRI~ merkgday SbE St
YR 7 HET
@J%Kﬁﬁ%ﬁ& 7o MR BT, IR - Hé*';%%?:"
B (N A =i = Sy VN =V (7 10 SU7S b SR (A
SYMSD | g7 1, 3,10 @%hﬁ#otoﬁiﬁiil@% ﬂLT
10mg/kg/day, IF - R34 I3 L T 10mg/kg/day
LHEE ST,
0.4mg/kg/day #ED 1 & WFEHIR L7, 8- fRIE
7 X/ New BT %ﬂ\éi XY 7R = AWK T Sk
Zealand SR 6~19 A 0.4, 2, 10 |@BdoN7ehoTz, MELEEIINIWICX LT
White 0.4mg/kg/day K. B BEFEAICH LT
10mg/kg/day & H#EE I iz,
REMWCRE & 72 A BRI DT, HAERICD
5ytsp |20 L s e | Y7EREULRMIRIT DELERS b
TR 6 A~#g.208 | > Teinodz, i, AGHAE K O AT k45 ks
P& 6mg/kg/day & HEE S 7=,
BRI S ER

7 AR A I 2 O T IR
(CRAMH) 72 5028 D3R Sh7-29,

%95 P

W a Tz 7 H R BRI

EHBRClE, Y 7 o= A8k v (RA] B) 20%DHIRIZ

HERTIT., V7 r=wv AR sr (@E B) &

Y7en=y ARH L (A C) ORJERIEEOEI/ NS NEBZ BRI,

BRI AR R

(7)

®’EHE "= t

ENFE/ R 135 P8 k5s R

5 g in vitro 90% V7=t LBk L (B B) 20%0RIZ %
0 4>fH ? T DR (R[22 5 2) DURIE STz,

. vovur=y A B (BIKB) LY 7=
oY/ Rz 15% R , ) .
New Zealand White | 7 Al | (0.2mL/5) Zﬁig?gg@%“D@&%ﬂﬂﬁmﬁﬁdé
Z D DG EE
RIE BAE I ER

FLE b A& R RS e
C) TiL, Y7vr¥u=v A L

AR (3G
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X.

EHMNEIEICEAY HIEE

10.

11.

12.

. REIR S

BAl L AGRERN (EE-EMFEOLLRICLVEMTL L)
ARGy B

. AERE

AN - RET% 36 &5 A

. SERETORE

FERRAF

. Bk EDEE

20. kL  EDEE
ARENIARETH D720, PRTFROEH OBRIIT KR ER/ET D 2 &,
(Bl GEREHRIT KM KRS

. BEMTEM

BEMEELTA N 2L
<FvoLEY :HY

ZOMOEEFTEM - BaiiE ( IXIT-2. (2) BEEGRAZE) 0EHEZZHR)

. B—H - A

[l —p € 7L

M % T8 T74+— UL T 25%, B v 7 AFEH, 71« N U0 15mg

. EfEAEFAR

202049 H 25 0 (AHA)

- BERTARFEABRUVARES EMALNHEFAR, REMKEAB

BEMRST

ARFRE

A2

R IR A B

AKRBES

AR5ERATR
#£AH

Ty e
7V 5%

20204£ 9 A 25 H | 30200AMX00928000 | 2020 £ 11 / 18 H

2020 /- 11 H 26 A

. PRERITHREBM. RERUVAEEEEMFOFABRVEZNAR

EARSAA

BEERR. BIIRRARFARRUVEZOAR
BEEYHETTH D

BEEYME
8 4EfH] : 2020 £ 9 H 25 H~2028 429 /I 24 H

REHRMFIRICET 515
A% L7

39




[ X. BEMEECETEE ]

13, &Ha—F
EEEEEEmEE | EIEERI—F | LedreEaE
IHEEST— F (Yoa—p) | MHOT OfD &S| o o ma—k
1259700Q1027 1259700Q1027 128352501 622835201

14, {RERIGHT LDEE

25. RIRIRIT LDEE
ABIFN OBYRE ST HRIL TFRMEREZITIE) Th D 2 &b, FISMEIRE ZITE O E2
WM TN GEIcoREETH 2 L,
F 7o, ARE OGRS 72> CTiE, ZIFER B EEE MR E (HDSS)
MEORHBEMICECHKT D Z L,

PO ]
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XI. 3R
1. IR
D AR BE0 RREERITZITERRAT A K74 2 2015 FETh, A AR JER SR MRS
2015; 125 (7) :1379-1400.
2) Hamm H, et al.: Dermatology. 2006; 212 (4) : 343-353. PMID : 16707884
3) kfIEfE: MB Derma. 2014; 220: 9-12.
4) Schlereth T, et al.: Dtsch Arztebl Int. 2009; 106 (3) : 32-37. PMID : 19564960
5) Basra MK, et al.: Br J Dermatol. 2008; 159 (5) :997-1035. PMID : 18795920
6) U.S. Department of Health and Human Services FDA Center for Drug Evaluation and
Research; U.S. Department of Health and Human Services FDA Center for Biologics
Evaluation and Research; U.S. Department of Health and Human Services FDA Center
for Devices and Radiological Health: Health Qual Lif e Outcomes. 2006; 4: 79.
T BHHREE (KK tRPEER - EPE TR AR (BBI-4000-01 (%) (CTD* 2.7.6.1)
8) FIWHREE (BK) /&Rl - NG I /A0 &k sl (BBI-4000-04 #B%) (CTD* 2.7.6.8)
9) BHFREE (k) +EPNEEE . BN I HERGERER (BBI-4000-06 %) (CTD* 2.7.6.9)

10) BHFRLEE (BR) AEPNERE : ENEE T A E B 538k (BBI-4000-07 #%%) (CTD* 2.7.6.10)
11) BHFRLEEE (BR) &R - Mg 1AL ODIEE 2585 (BBI-4000-CL-106 7&5%)

(CTD* 2.7.6.7)

12) BHFRLEE (BF) tENERE 350 & AT 5Bk (CTD* 2.6.2.2)

13) RHFRLEE (k) PR : BN TAEARIEELRER (BBI-4000-03 #&5%) (CTD* 2.7.6.2)
14) BHMFRIEE (BR) LR . ENE 1 AREERIEERER (BBI-4000-05 #5%) (CTD* 2.7.6.3)
15) RHFRLEE (BF) PR : BN TARERIEELRER (BBI-4000-08 #&5%) (CTD* 2.7.6.4)
16) BHFRLEE (BF) FEPNERE : s TARSEYAE AR ARRER  (BBI-4000-CL-104 X5#)

17) BFREE (BK) (hPEst - mshiestE Wi (CTD* 2.6.4.3
18) FHFERLEE (&
19) FHFERGEE (Bk
20) BHFREE (BK
21) BHFREE (BK

(CTD* 2.7.6.6)

NER . EipEhieRER oA (CTD* 2.6.4.4
FENEER} - R EhesEr P (CTD* 2.6.4.6
FENEEL . By EhRERER R (CTD* 2.6.4.5
FHENEE - BIRSREREER (CTD* 2.6.2.3)

22) BIFREE (BK) hpvERr - s TAR N A Bl RERUER  (BBI-4000-CL-105 #R)

(CTD* 2.7.6.5)

23) BHFRIEE (k) L& : ZeriEERE (CTD* 2.6.2.4)

24) FHFRGE (B
25) FRFRLE (B
26) FHFRE (KK
27) FRFREE (Bk
28) FHFRLEE (Kk
29) BHFRLE (Kk

FEPNERL - B 5B (CTD* 2.6.6.2)
FENERL . KEER 5B (CTD* 2.6.6.3)
HNEER Bz (CTD* 2.6.6.4)
FENEE . DA RATM R (CTD* 2.6.6.5)
FEPNERE - ARG AR (CTD* 2.6.6.6)
tENER - JRATREMER SR (CTD* 2.6.6.7)

30) BHOFRUEE (BK) thPEEL : BOMIRAEIERER (CTD* 2.6.6.8)

* 2020 49 A 25 H7&R CTD

. ZTDHDSE X

AR L
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2. BB HERRZIEFER
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