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THZHR)

8



) AH DK

12 D TR 2 Wi IS B A1 5. ) Th D,

4 RFERUVAZICEET SIE
REI LTV

5.

B PR RHR

MEREKT—% 1w 75—

BRT—2/\v5r—o—8 (ER)
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2.5 % DRMO4 £f 22 i 28 HIH
(21 #1)
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HHO04 o
2 " THER \ BB 1 EHWTELADOKE | &
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A7 TaHli L7z, Q4 Tk, % 24 FEI TEN S B WIRE OFITFRRUC R 5 T203% 0~4 DA =2
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Z HW,
% 1 M606102-03 FRER DBATAE R TIE M606102-02 785k D [7] 5 UG O 4F in

12



1) BEREEEER

JFSE MR B8 2 TIE FRE & kb5 & U 72 [N R TT/INAEER R (M606102-02 #klk) 1D

H Y

SRS MERR S 2 1 TIE R 1C M606102 (2.5%. 3.75%) % 1 B 18] 28 A5 L7-
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cAaT 3 RFHIFEALCEKIETES, BEAEICHEICKER D D
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e
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th D YR 5R LR AR 58 1% BR SR BR I SR o B

13




()bt , 52 FLha e OMTAR L T2 ATREME OO & 5 A AR BRI F I Al oo F7 35
(2D <Y 7 HECRETE 21T 5 BEO LW EBHE

(6)M606102 (77 EARZEZETe) ZEHLIZZ L DHHHBEH

(HM606102 DIEERTHIIE L7 Z &3 d 5 B

(8)% DAl IR AT AT I TIRBR / HEERT 23R e 5 & U CAR R &Il 2 &
*

BT ik

2.5%M606102. 3.75%M606102, 7S tAR% 1 B 1 BIEHERIC, 1 BEHWT
EADOWEEZ 1 B3 o8, 28 BHEEAR L=, IGBREOBMA%K, L7pd b b 41
BTS2 b enwz & & L,

BRITEEE

<HIME>

FEGEE

WHBIA R & i L7=4% 5 4 1% D HDSS 7% 2 BEPELL F i h o i s o i)
FEITEEN 50 %Ll BdE L BEOEIS

Rl A 2 H

DIEG-BAME B & bl U 7= 4% 5 4 1% 0 HDSS 78 2 B¥PELL Filss L= B oElE

GBI H & i Lo e b 4 % O WK E O A FEITEED 50 %Ll R L
- BEOES

35 4 W% O WM O FEITEE O )

HR—R T A LR LT 4 T O ASDD K OV-¥) ASDD-C Q2 73 4 BEFELL
FSELREOES

<BEAPE>
DHEEFES
2) s AR A A A
S, F A

fiAT 7 ik

fENT X GAER]  E IR B R OEIRGHEIE E & IR KON G4EM (LLF,
FAS) & L7=, Kili% Worst observation carried forward (WOCF) THlise L 7=,

- BERHMIE B O

BTV DI A TRRREIC LD B AT o 7o, ZRELERIC X D 2 EME A R
T AT, 3.75%M606102 BE L 7T B AREED Ll W] 5 % K ETHE & /o
TG E DI, 2.5%M606102 Bt & 7T 2 AREEA Ll L 7=,

- BIVEHAmEE B O fg it

DEO 22X, BT YOl A ZFRE CREM R LT,

3k, REAEH (K1 2) o4 Visit OWEE O FHRITEREZINELEE L,
Visit [ OFHEIMEEIZ Unstructured (HE4#1E) 2 0E LTIRADIERET V&2 H W
THEMT U7z, #5-BtG B O MRE O T E I, & 5-HEH TR— O &
DR EZFEO L OMED T, LR THFE LT,

DL, X—AT A DL ASDD OV ASDD-C Q2 A2 7 8 4 LU LD BHE %
%EIZ, ASDDQ2 A1 7 & ASDD-CQ2 Za 7 47—/ L, BTV DHA
FRE CTREMHEIR L 72,

GEED

<A#E>

494 1 (2.5 %EE 168 151, 3.75 %&E 161 #il, 7 Z7 &R REE 165 #1) % FAS & L7,

FRFHOEE

5. 4 F % D HDSS X X—RA T A b 2 BRpELL e i i o 5T EE DY 50 %Ll bk
L7 OEIATL. 2.5 %EE0Y 41.1 % (69/168 f51]) . 3.75 %REA 51.6 % (83/161 B) . 7T B REED 16.4 %
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’E 4 BERO HDSS AR—R S 4 Ui 2 REELL EEM D
HREDFEFEFEENAN—RF4 Uh 5 50 WA EHRELEE

Wy %%@%é 7T R REE L OREME Y

(B0 BERIZE (T 95 Y%lS ] P
2.5 %Rt (gﬁg) 24.7 % [14.0 %~34.8 %] <0.0001
3.75 %k ééﬁgﬁ 352 % [24.8 %~45.1 %] <0.0001
77 e @1165) - -
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(8/165 1) TH V| 2.5%FE, 3.75 %hE THATFHIICHEIZHE S (L4 P=0.0003 }2 X P<0.0001,
VT Y OB A TIRBRE) ., B5 4 0% E TREFICEE L,

1) AANOHEGBHEIL25%TH S,

HDSS A% 2 ExFE LA LR E M DB D FHRTFEEMN 50 W LRE L EEZ D IS DREFRHHSE
(BIERU 95 WERERR) (FAS)

1004

80—

(R) DpMES it
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FONUICSTUAIN—),

e
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% E¥ /
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%% ' 1 ; : )

b=
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R—=R54Y

BE5HR GA)
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B RET0IE B

DEEEBHAA R & Lol L= 4% 5 4 8% 0 HDSS 28 2 By PSLL ik LT- g o EIS
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HO. WTHOREL 77 BARREE LR LT, MEHFRICHEEREIZE -T2 (P<0.0001, 7Y DH
A ZIR’IRIE)

B GBAMA B & bl U 7= % 5 4 1% O W O RITE R 50 %Ll EiE L& 0EE
2.5%8ET 89.9% (151/168 ) . 3.75 %RET 94.4% (152/161 1)) . 77 BREET 70.3 % (116/165 Hi)
ThO, WTNORESL 778 RREL IR LT, MEHFIICHREIZE2 -7 (P<0.0001, 7 YO
B A ZFRE), HDSS KOS O RITEE L b2, &5 1 #ENSARIRECTT 7 2R EEL I
MLTHERICKEL, 5 4% E TRIFICEE LR (P<0.0001, BT VDA Z/KRE),
3G 4 % O W E OV RITERE G HE)

2.5 % T 3.4361 mg, 3.75 %HET 2.8656 mg, 7T EAREET4.6420mg THY, WTHOREL T T7&
AL B LT, FEHEMICA BT -7 (P<0.0001, IRAZIEET L),

HR—RA T A L W LTz 4 387% O ASDD J UNF-#) ASDD-C Q2 73 4 BxffELL ok L 7= g oEl &
2.5%RET 36.2% (54/149 B) . 3.75%RET 51.9% (70/13561)) . 77 2AREET 112% (16/143 #i) T
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D, WTNORETH T 7 EREEE IR L T, MFFHICHERICE» -7 (P<0.0001, BT Y D
A ZRIRIE)

) AHIOEBIWEL 2.5 % Th D,
&5 4BROBEMME

o \ B TN 7T v R L OFEMZE
ke | e | e e o
LRI 95 %S HE X [H ]
44.0 % 23.4 %
0/ B _ b)
DS p 2.5 %R (74/168) [12.8 %~337%] | ~0-0001
A
52.8 % 32.2 %
Yinh 2 BBELL Rek| 3.75 %l - o5 A 0 <0.0001®
AR T (§§$> [21.6 %~42.2 %]
O w— R . 0
77w (34/165)
89.9 % 19.6 %
0/ By _ b)
MO TR EEE| 2 (151/168) (8.8 %~30.1%] | ~0-0001
BRRN—2T A o 94.4 % 24.1 % .
— )
5 50 %l Lk Lz | 7 %HF (152/161) | [13.5%~345%] | ~0-0001
#a e 70.3 %
77w N (116/165) N -
. —1.2059
0, _ o)
| 2.5 %k 3.4361 mg LS04 —0.8205] | <0-0001
i 75 00 -4 96 1 T
B Gz HE) 3.75 %M | 2.8656 mg - C 2 1569~ — 1 3060] | <0-00019
7T vAREE | 4.6420 mg — — —
36.2 % 25.1 %
N2 A NRYZ S o/ B — b)
1f%fﬁiﬁvif? 2.5 %R (54/149) [13.6 %~359%] | ~0-0001
ASDD- 2 a7
CRTAZID &) 375 % B (%ﬁﬁ) [w4$zﬁovl <0.0001"
o 0 . 0
B DL BdkE L 7m R LY
@%IJA a) o — : N o . (1) o -
“ a 77 e (16/143)

a) : N—RF A D) ASDD K U] ASDD-C Q2 738 4 LL_EOJEF] 2 5t I FH L7z
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(10/161 1) . (1875 5.0 % (8/161 i) | ki o OEIR IR #E A3 3.7 % (6/161 $1]) BEIR 23 3.1 % (5/161 i)
ﬁ&otofitﬁﬁ?m\D%&Uﬁﬁﬁ%3ﬁ@6ﬂ@%)f%oko

/ﬁ%ﬁ%& E\%E% D @E%f£ﬁ%$%\ &UﬁEt e +Y)) %ﬂfiiﬂo 71:_0

IRRIEOE 5 HIEICE > T2IRERIE L D D OFFEFLIT 375 BWHETOLIEB L, BEEEIL1.9%
(3/161 ) T o7 (PEIRNEER ROVERE 3 B, (B 2 5, R4 7 A KOO PENREERE 4 1
BL.EEH D) JRBRIEORIBICE S T-IRBRIE L BEDH Y OFEFROFEIEIA1X.2.5 %8 1.2 % (2/168
) (il K OV NS4S 1 B0) L 3.75 %RE 1.9 % (3/161 1)) (HEIRINEE, #EIR. #E, AR 1
i, BEEHV) THYH, HEPITHIALT-AEFERIT e o7, BRIEOMEICE ST HERFLIIR
Do Tz, MIESFRIRRAE, MR AL PR AL L OSRREE TIX, WTFhORGETHL =T 1
& 4% ORI EBEE R BAII R LN D o Toy XA XY A o Tlid, WTHORERETH
— AT A & A RBOEICERINCEE 2B LIX A LN -T2,

1) AFNOAGEHKIT 2.5 % TH D,
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2) REMEAER

EW®R R (M606102-03 #ER) 12

H Y

TR IR 25 2 1T B35 12 M606102 2 1 H 1 [8] 52 @5 L7 B R Tl
T 5,

k=l

BT A v

7 o Z 2k, WATREM PR, 2 LR R

E S

HA NIV ST B

BRI TE

LITFORAEE T RCl =T E 235 & Uiz,
(HBATHED
1)M606102-02 FRERO G- 4 ZZ5E T L, I6BREOE G TN 80 %lh Lo
B
2)M606102-02 FERD G- 4 1 & R HIZ, M606102-03 7R O @ F M MERE A3 7T
(EY e
() HTHASE
DELT O FEHE 2 i 7o 3 IR FEVERR 8 2 1 e R
Q) BRI e W R ISR 72 FVTAY 6 o ALL LR b D B
DL T D i)y~vi)D 6 THH O, 2HHALL B CixE 5858
DEINIER DB 72D 25 L FCTh D
)2 RRPEICRIT A A S 5
H)HEAR I RITF AL E > T D
iv)1ARIZ T ELLEZTFOT Y — RRd 5
VWEERER B D
VIR DFEITFIC &> THFEAEFICFEEA R L TWD
2)HDSS D A2 7 MR 2 L EDEFHE
CAAT 2 RBFIERETE DN, AEAEICE L XERD D
NELDHE L HIT5 pHORITHEEN 30mg L EThHo7BH

PropALTE

LUF OFEHEDO W NNl 2 BF X, RIBBROX LR LRI LTz,
(HBATIE
1)M606102-02 FER T, AFIOEHMGENREHY) & B X ONHHHEFGEZRBDT
B
)Tk, LI M QMR LT 5 aTRENED & 2 B SUXTRBR IR s E R 0 F]
KD W) e L CRET 21T O B O VRS
3)E O, TREREATER TR HER R & L TR &Il 5
BH
Q)T HUE B
DEL T OWT D OE PHESUIBEIE 2 A3 2 85
a)7 U avw = AEFRFNT D mEuE
b)EEMIEE & B DFRE DT L 3 — ViR EUE
DU TFOWTNILDOAIHEEFHT 5 HBE
a)Yv = — 7 U IR ERE XX Y TR
byfkNRE, RIEMEGEE QREERGR. 7 v —95) . TEEEXREEIE, &
SiE T BREMEA LT R
ey LEMERELAR, D EANED, OB, R (100 bpm B b, TR
IVP4S)
DRTARIERIZ KB IRPATH 7 — 7 VRE DB 72 B T, BiNZARIERIZ
K D EERPAEMEERZ R L TV D EE
e)EE s « i - B - Bl - MRS, IRRBINCAREY & B X b HEHEE
XFEKW%®@¢ﬁ®E%V VEIEHEIC DN T (BARIRE AL SRia Sk
%80 5) KU MEEFLILEMHFEHNE v5.0 HARER HAREKREENE S L—7
W %#ZBIHWT 5,
IVBERHATH 25 O7 14 BRI DEERE TIZ, 7V avr=u A5 H A %6
H L7 8
A D IRBR ST BLEAR T E R ~D B GEBRE UTRBR I DR ikd% 5 1)
HEERHE E T 120 BREGE L TWRWEE . H D WMo R T R IR 5E
#EERRBIC ST o BE
5)M606102-02 7R O A MERERRIZ T, JBPTERE TQ)FTHIERF ] OWTHIZiE
G Lo B
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6)iLhi . FRFLIGE ONZIEIR L T2 ATRENED & 2 A S TR BRI T T O
PRI LD BN 72 5L THREE 24T 0 BR O WA

TZ O, TEBRFALLE M SUTTRBR IR AN TR RS & L TR & HIErd %
B

kbR k 1 H 1E, M606102 (2.5%X1X3.75%) 1 &z MW TELADOREC 1 B>, i
K52 BB L, B0 ZA I o 20%, BAL &atERTE L=y, sk
HAREE L, WEHMAZB U CRIUZ A I 7 & Lz, IBBREOBAI%R, V7L
b 4RI E A b2 &k LT,

FEAmIE H <HEE>

DHDSS OEBUEKBLH DK AT IV OB L OEIS, N—ATA InbOFRE
fb&H 7 2V OFF L OFIEG
DFITEEOEHERKFEH DMEERX—ZT A4 )b D LE

NEREHEENEE O QOL 125 2 5 A% iH4 2 EMZE DLQI, CDLQI O£
ERBEH D ER—R2AT A D DOEE

4)EuroQol 5 dimension 5 level (EQ-5D-5L). EuroQol 5 dimension youth (EQ-5D-Y)
DEHENREEH D717 3V OB OEE

<zZZarE>

DA EFER
2)ER IR e A
3WNA Z YA

<HEWyEhe >
DIfEFR 7Y a v a = AJRE
2) I M6061M9 i i

fiEAT 1k FAS % AWM Ot & Uiz, HDSS IC W Tk, #5-8F, Visit Z & (2, HDSS
DE T IV OB NVEIEZRE L-, £72. 2 8% UKEOS Visit D_X— 2 F
AL OEES T TV (3 BpESGE, 2 BefEdGE, 1 BPEdeE, FEdE) &
DOBIE I NEIS Z B Lz, BITEEICOWTIL, &G, Visit Z & 12, %
HEE (EAOTEEOVY) OE/HRHEEZEH L, 2, 2 BEMUED
% Visit DX—2F A U0 O L EOERRFH &4 R L7, DLQI XiX CDLQI
WZOWTI, BGRE, Visit Z EICAFFA 2 7 KON PR EOER a2 H L
oo Fo. AEFA I TIZOWTIE, 28 BH KON 52 lHE D Visit DRX—RAF A
NSO BEOERFFEE2E H L7, EQ-5D-5L XX EQ-5D-Y (T 2>\ ik, &
HRE, Visit ZXi, HAZ L, A7V T EORIBLOEEEREH L, £,
EQ-5D-5L (Z2W T, FHAMEOERMFHEALRHH L2, HDSS K OVE¥RITHE &
[ZoWT, FEREFHIC, HDSS 12DV T 2 % LARE O Visit Z &2, X—R Z
A2 HDSS 233 UL EOBFEE LT, R— AT A b 2 BEDL Rl - B
DOFE I OG22 FH L, BREHER X 2 ER LTz, FITEEIC OV TR, & 58,
2 BBLIED Visit Z &2, N—AT A L LT, EHRTFEEN 50 %L E
U L7 BE OB R OEIS 2R U, RN AERR LT,

(#5321

<E H#HE>

1) HDSS

8 W LA 52 3 £ TOEFEAMK 7T, HDSS Z L BEH 7 2V Aild —E THB L TE Y., 90%LL ED
BT HDSS 728 1 BEPELL i L=, HDSS 73— R 5 1 b 2 BeELL ik L7-BE 0ES
I, 8 F TRREFAICEEIN L, W OREGRETY 12 B U RIFLE OBIA DS HER Sz,

HDSS M3 _X—RZ T A 2D 2 BERELL B U7z BB OFIG 13 28 31 Tid 2.5 %EE 60.5 % (101/167 1) |
3.75 %RE 69.4 % (109/157 ) TH V., 52 BTIEZENFN 64.3 % (83/129 B) . 65.4 % (83/127 )
ThHoT-,
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HDSS A% 2 Bz LA Lo L =B E DB S DERHETR (FAS)
(R—=XFA4 2 HISS I ULEDEE)

[ RN
|
L R 1004
=5
:EE{ 80
=,
9?75\ 60|
U
&
~ 20|
S
mn
0—
2
Eﬁ /\'—7\5"f‘/ é i; é er 1I6 ZID 2‘4 2‘8 312 3‘6 4‘0 4‘4 4‘8 5‘2
7
il BE5HM (B)
3.75%%E 194194 186 181 178 173 166 162 157 156 154 157 154 148 127
2.5%% 179179 178 175 174 172 167 165 164 157 158 156 160 147 126
O-3.75%% (N=194) O-2.5%3 (N=183)
2) FEIFEE

NR—=A T A L Wl U COEYRTERED 50 %L, EikiE L2 BE 0B & 1T, M CRRETH - 7=,
MR DO BT EEDN— AT A D 50 %L ik L7 B8 OFIA X, 28 T 2.5 %8 82.6 %

(138/167 1) . 3.75 %7 89.1 % (139/156 fl) TV . 52 TITENLN 853 % (110/129 ) KX
89.0 % (113/127 ) Toh o7z, N—R T A > &l U CTEHRTFEEN 50 %Ll EWFE L= HBED
FED 52 ETORRIL, WITNORGEETYH 2 BUREFRRE OB B HER Sz,

N—=RSAVERRLTEYRFEEN 0 WU LEREL
BEDOFIHRVEE OREFHTR (FAS)

50 N
% | 100

80—

60—

40—

20—

() TS et - I
A B R R STV AN NN

’(—X_:'lf b4 é l‘l é LIZ 1!6 2‘0 ZEQ Z‘S 3‘2 3‘6 QIO 4‘4 ‘l‘S 5‘2
REHM &)

3.75%%F 194194186 181 177 173 166 162 156 156 154 157 154 148 127
2.5%F 183183182 179 178 176 170 168 167 160 161 159 163 150 129

O-3.75%8F (N=194) O-2.5%%# (N=183)

3) DLQI/CDLQI
DLQI G#tA a7 OR—RAT A )b OB EO M REERZ) 1L, 28 B TIX 2.5 %hE—5.4
(5.4), 3.75%#E—6.1 (54) THV, 2 TIXEENEN—53 (5.3) L1V—6.3 (5.3) Th-7-, DLQI
BRI TINR—=ZT A D 4 BELL FokE L= BB OEIA 13,28 3 TiX 2.5 %EE 86.8 % (105/121
B, 3.75%FE91.7 % (122/133 ) TH DY, 52 \EE TIZTZENE490.1 % (100/111 %) TN 93.5 %
(101/108 $5) TH -7z,
CDLQI O FHli*t R EE ISR L HlOBTH -7,
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4) EQ-5D-5L/EQ-5D-Y
WTNOEREHTH, X=X 74 VREOAEFEDOEDOMRFEOREIZDR < RAEEIZXE Y EQ-5D-
SL ZWHEIER—2 T 4 vt 52 ETIEE A EE{L LD > 72, EQ-5D-5L Visual analogue scale
(VAS) ODRX—=ZF A b 52 HOZbEOFEE FEERZE) (X, 3.75 %1 3.7 (13.5), 2.5 %0
4 (144) Th o7z, EQ-5D-Y DFlixt RAFILEH | HlOHTH o7z,

<=ZEMH>
TREREE L B S V) OF EFEFRORBLEIE X, 2.5 %EE 20.8 % (38/183 1) KUY 3.75 %l 28.4 % (55/194
) THO., 2.5 %kEEHEL T 3.75 %t TR o2, IRBRELEELH Y OFEFELDO S LERE
& EHEIG 2%LLE) 13, 25 %ETEBRKL O OED 3.8 % (7/183 ) . B, Tt OB &
RN 2.7% (5183 Hi) . BEFRNFEDS 2.2% (4/183 Bi) . 3.75 %#E THEMIN 5.7% (11/194 ) . FHLH
4.6 % (9/194 f31]) . kg J OBEfk RZ 2578 4.1 % (8/194 411) . 1118728 3.6 % (7/194 1)) . HEIR K EE D
3.1% (6/194 f) . BERM 2.1 % (4194 f5]) T o7,
TRERIE L B S D OBEERAERTERIT. 3.75 % 1 FlICRD bR #ETH - T,
TRBRIEOF G IEICE > - IRBRIEE BEDH » OFEFROBBEIA L, 2.5 %EE 2.2 % (4/183 ),
3.75 %HE 4.1 % (8/194 f5i)) Toh o 7=, BEFI THREL L= HEZEFRIL, 2.5 %HECIIBEfEER 2 1),
3.75 %RET i#)kﬁl%ﬁ&(ﬁ%ﬁﬁa (%261 ThHhotz, HEICESTHEFELL LT IO AE
23375 %RED 1 BIZFR O BT, BB L ORE X2 L Th o7z,
MR FRIRRAAE MR A CFRORAE & QIR EM TIE, WTNOBRERETER—R T 1 L5k
R 512 DIEIC E@r”éﬁ CHEREITIZ LN ST, NAZAY A TliE, WTFhoEERETHAR
— AT A & 52 B%OMEICHRINCEE 2 ZIT A LN o T,

<EYEHEE>
VIL1. (2) 2) KiEBT DOESR

(6) & - mAERIHER

(6)’a

AR L

Ao

D) EARERE (—RERRERE. HEEARERE. EARELERAE) . HERTERT —F~—X

RE. WERTRERABRONE

— A R A (S )

KAz U7 RO ZITERE 2R & LT BAEE TR T 2502 ) AEMICEET 24
FHEROFEIRIZHAET D,

NEABFHELTERFENDARXIER LI-RE - HEBROBE

BA=RSANA

(7) & D fts

REERR L

20



VI. E3hEE(CBJ 5HE

1. EEPMNICEESH SILEYMXITILEME

TEFal USRI

W4 TR = AR Y, ) avtu=g A8, Tao T U v B
HE BEEOH AWM OBEE « RS, KFORMNXELZSRT L L,

2. EBEER
(1) ¥ERERLL - 1R

U avn=y A, FFERREOLADY > M3 ZFEIRICHES L, TEFral) o E2RET S
Z & CHITFER 23895 19,

(2) T BT 1T D HERAIE

7Y avn =y AOERKRE

Jyara=—9A

¢

SETA—beT17)

1) LARAY OZRIKIZHT 28FE (/n vitro)
DATY U REY T HZ AT (ML, M2, M3, M4 K" M5) 12645 GT KON ED=F o F A ~—
Thsd (2R3S) ZVavu=yLs N VEBE—-XKMY QR3SIK) kO 2S3°R) 7V avn=y
LRIV — KT (283°R AK) . WNZAREHI TH D M6061M9  (GT D= A 7 /LSS DINKSy
R L2 VAR A bBE ) D does-response curve ZERK L, R L —H—& LT X —DFEE IR
T2 ICso [EIF N KifEZ B L7z, GT ITWFND L AT ) VRS 7 H A 125 LT HisRV
EEHEZR L, £ ICs HIXZNTI 1.63X 107, 428X107, 3.93X107, 2.27X10° KN 3.42X
10° mol/lL Th oz, /2. GT DL A KB U 2 M1, M2, M3, M4 T M5 SZHMRICxT 2 Ki il
FIFEI5.07X1010, 232X107°, 1.78 X107, 5.53X 1010 KR 2.18 X 10°mol/L ThH->7-, GT D=}
VFA—HHET S WTNOLRD ) UZFEY T XA IR LTH 2RI S IKO TN 28,3°R
KR BN EEHRZR L2, M606IM9 1IN T OSZHRICK LT HILEERZ RS o

=,

IO\

LZNIY,
M3ZEE

71:'9’;) I%EI U

(T, TFUFAI—RUKBYDOLRAN Y VREKICHT 25T

LAT Y R

ICso (mol/L)

YTaAT

GT 2R3’S & 28,3°R 1 M6061M9
Ml 1.63X107 7.08 X 10710 1.41X10® >1Xx103
M2 4.28%107 2.13X107 3.81x10°8 >1 X107
M3 3.93x10° 1.71X10° 3.68X 108 >1Xx103
M4 2.27X107 1.09X10° 3.39x 108 >1Xx103
M5 3.42 %107 1.84 x 107 7.22 x 10 >1x107

ICso il 3 BN L= EBROFERN S HEH LTz ICso O P & L TFRR LTz,
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LAY UZRIR
YT HAT

Ki (mol/L)

GT 2R3’S & 283’R 1K M6061M9
M1 5.07X1071° 2.19x 1010 4.37X10° N.C.
M2 2.32X107 1.15X10° 2.06X108 N.C.
M3 1.78 X107 7.71 X100 1.66 X108 N.C.
M4 5.53X1071° 2.66 10710 8.26 X107 N.C.
M5 2.18X10° 1.17X10° 4.59X107 N.C.

N.C.: Not calculated,

Ki B3 3 RIS L7 FZEROFE R O FH L7z KiEORMEE L L TRR LT,

2) YVARBEICE T HRTFRIGICHT SR (/n vivo)

7 ADEYIZ 3.5%3 TVHRERKE N0 %T T UREEAR L%, 025 %E 1 L IR & R B
W TFEE L, RIEKISEZSER L, b5 S OBRICRTFICE > TAL 2 BBiEE Fo
BEOKED T MLz, 7T EARL 2.5%M606102 FifZ, 3.75 % M606102 ik, 5 % M606102 3
WX e h Ve BEO 15 5ric~ 7 AQ BRI RE Lz, GT I DL E VFERIC L D%

1RO 2 FEARAFRZ 3N L7 19,

YORAREIZEIFTAEOHILEY

60
¥k
50
8
2
w40 ##
®
$ %‘ 4
n
30
5 H
5 ##
£
E 20
S
=
10
0 | | A
- 25 3.75 5
M606102 (%)
PBS Pilocarpine

FEME AR ERE (n=5)
**P<0.01, vs PBS(Phosphate-buffered saline) +M606102 placebo (Student’s ¢-test, 2-side)
#P<0.01, vs Pilocarpine +M606102 placebo (Dunnett's multiple comparison test, 2-side)

() 1E AR IRBFRT - Frltsa

M ER e L
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VI. EYENREICBE 9 4518 H

1.

i R E DR

(Dia

(2) B

BLAMGMPRE
AL L2

FRREABR CHRE SN -MHARE

1) BEIZEH

BN DM 2T E R 11 A x5, AH & F— ﬁw%\%3ﬁ%mAﬁﬁév47%ﬂl
Koz FWCTEA ORI %@ﬁﬁb\z4ﬁﬁﬁif%ﬁm ) o= AEEZHIE L
jo b Z A, 2.55 KET%IC Qma%Lxuw@mLf%okWGRMMHmnﬁﬁM%EA?—&L
1) AFIDOAGEHUEL 2.5%TH D,

2) REZEH
JFFEPEM S ZTTE RS 2RI, AAlZ 1 B 1A (RELERTDUIIERE) 24 ORE SRR 52 3
MAEEAT LT & & o b $7)ﬂtm%ﬁbﬁfi&®kkmf%o%m

m#Ehs )y ara=-Y LEE

Bl @ gl S UN BN
(0/N) (pg/mL) (pg/mL)
NR—2F b 30/182 24.45 10.2-201.0
2 1 54/182 18.15 10.1-170.0
4 [ 1% 52/180 19.95 10.5-154.0
12 W # 53/179 23.60 10.1-1510.0
28 1% 49/167 20.10 10.2-197.0
52 1% 40/149 21.15 10.0-585.0

a) n/N=MHEF 7 ) aa=y MRENERZ FRIE (10 pgmL) PLETH o 7o BERE S & I OB R
b) 182 B 90 BN N—R T A VEEATARKIZ 1 B 1 BAEA ORI 4 B EAM LT\,

Q) pEE

M ER e L

DEE - HAXOEE

REER R L

2. RWEERI/NTA—F

®)

(1) fEHT 73 3%

REERR L

(2) R R E E 28

AR L

Q) HEEEEH

M ER e L

DHoIYT7I R

AR L

DER

M ER e L

(6) € Dt

AR L
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3

4.

5.

. B&EH (REaL—2av) @i

) iiwsp: >
RUERR L

(2185 A — 5 EHER
LB L

R 4R

<HE>

WEhToEER (> k) 19

JAE ) =2 —LARE LT v M H¥CHFE# L7z GT ([*C] GT) #7 Jatr=vLL LTI mgkg DM
BETHEIETEREL, Gonlckhb# § FME COBPZMOBE N =2 —LVIE LT v Fo+ 2
FEPICE G- Lic & & B, IREOSERICITEG% 48 FFH £ TIZ 2 TN G HERED 2.6 %. 16.7%
BN 70.7 %3t S iz, A7 < L b EEHSREOR 19 %ITHE NS HRINAEZ T2 &nb, Ty b
TiE [MC] GT MR DEITEER 25210 5 2 L AVRIR S iz,

oKl
(1) I % — i BE P @ @ 1
<HBE>

Fv M2 [“C] GT %27V avtue=U st LT Imgkg DHETHREL FEHLZE &, miEL R
KB OV NI O FU BB IR BE 1A > o 72 17,

(2) % — fa B EAPT B @ 1%
<BE>
HEIRZ » M2 [MC] GT 27V avt o= At LT Imgkg DHECTHREE FEHLZEE, BIE~
DISREAARITHR G 15 47, 4 WefE], 24 Kef], 72 eI O WL OFHMIRE A C & & 5- KU e & D
0.01%LL FTH Y, IWERHRMEOMIRGHICE TS [*C] GT HkEF o FasEEE X
Brote, £, WHHRZ > M [UC] GT 227V avr=72.%L LT 1mgkg ®HETHEIEZ &5
L7 XIBONE2T A — I OF 7T MO0 T S, BERBEDS i OEIXFEETH 7= 19,

Q) At~ DB
<BE>
3ttt 11 B~14 BOE 7 v MM [*C] GT 227V atuo=7 AL LT 1 mgkg ®HETHRAKL T
Belg Uie k& St O HED AUCom (2T O 4 (5 TH Y . AT E BT, Tt e
A & FRR DT RHERS 2R L. $e btk 72 REE O FLIH U BEIR EE 1E Crnax D 3 %I2IA L72 2 &
5. 7Y 3R =T LD IEORBIAILN TICRINCD T 0 BT 5 HEMERO L B2 bh
7219,

(4) BB~ DBATH
BREERR L

(5) Z DD B~ DBITHE
MmERFITIE
[(MC] GT %7V avru=7ALLTI10, 100 X 1000 ng/mL OIEFE T~ T A, T b, THF,
AX, =7 LPE MIRIZEM L7 & &, MERBITRITVTNORMIZE N THELS, 10~
1000 ng/mL OHFiPH TIZIE—EDMTHY ., ¥~V AT 14%~39%, 7 FT3.0%~57%, VH*XT
3.7 %~52%., 4 X T07%~24%, =7 T00%~43%., £ FT16%~22%ThH->7=2,

<HE>

v MZMCIGT# 7YV avto=yht LT Imgkg DHETHREIR FRE L E X, BB NG,
FORAR, mISERR. BEhs. B, B, B TIR, IR OHE BN O S RESR B 13 B 574 2 REfRIC, £ o
il OREREI LI A O RN E R T do 2 5-1% 15 D ICHmiRE &R Lz, 5% 15 5 TIEBIO B e iR
ERRHE <, WWT, T, B, SR ORIBICE W REZ iR D 7o, #51% 168 RiHIZH T 5
AR T X T O TR G HSEERED 022 %L FTh o7,
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ATy MIHEREIRZ MG L & & NSRRI LRk ZFRE T e ) 7 v B EFEBIL T,
AT =AM TCH DI TIZ, 74/ Ty FOIRERE R LS WS REZ TR 6 R H
TholeZ binh, AT = ~OFMEN R I,

(6) MIFEHIES
[WﬂGT%ﬁ)ﬂtﬂeﬁAkLT1&4%0@@L@%V?tFm WZESIM L7z & 2 omiEEA
FEARIL 55.7%~57.8%TH Y . o-FRVEREE A T37.9%~465% kb <, RWTE MILET VT
RUTT2%~10.6%THhotr, -7 7V TiE1.9%~55%, (KBEVRZ 87 ETIE 2.1 %~
40%., EMBEURZ L NRIETIT33%~58%TH-o7=2 (invitro),

6. X5
(1) R BER L B U BHR B
Y are=y AOEERREERKITS 7 e X0 2 VB IERC P UBROBLTh o, F, =R
TIVEEE DK GIRIZ X O BT B VR VBB EE Y T D M6061M9 Z 587 22 (in vitro) .
ORI 8 2 HIE BB LSRRI 2 1 B 1 RIS OREEIZ 4 B RESA Lz & & iz id M6061M9
% JRHIZIEM6061M9 DIE AR B U XX 7 a2 VEROKBILRZ R & L TRD =P,

) 3aEQZD LOHEERBHER >

o e
H
L
0

OH

Glycopyrronium

MS350a - RP03, RUO1, RF03, (RB), PP05, PUO2, PFO2

MS348 - RP03, RU01, (RB), PP05, PU02, PFO2

MS350b - RUOG, RF05, RBO9. PP10, PUO6, PF04

MS334a :RP07, RUOG, RF05, RB0S, PP10, PU0G. PF04

MS376 - (RP). RUOS, RF06, RB11. PP12, PUDS. PF05

MS332 - (RP). RU10, (RF), RB12, (PP), PU11, PFO08

MS334b - (RP), RU11, RF08, (RB), (PP), PU12. PFO09

Glycopyrmonium : RP10, RU13, RF10, RB13, PP18, PU14, PF11

(): Mot detected on radio chromatogram, but detected on mass chromatogram

RP : 7 v hILHE, RU v Mg, RF: 7 v F#, RB: 7 v MHIF
PP: I=7XifE, PU: S =7 HJR, PF: I =7 X3#
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QRBIEETIBEECPH) DHFE. FE5=X

D ZVave=y AMUGEHIBEET 5 CYP 0 FHEDRE (in vitro)

t MFI7rY—AKkUOE kN CYP BIREEZZHWCT, 7V avre=y A0/R#EICEES5 325 CYP
SFREETEL7-, ZFOER, 7Y avr=v AlX CYP2D6, CYP3A4 CTEITH &, Fofho
sy ffE (CYPIA2, 2B6. 2C8. 2C9. 2C19, M U® 3AS5) TiUHHXIZ L A LT -T2, F/-.
t MNFIZ7mr Yy —2aZHv, [¥C] GT (BMIREE @ 10umol/L) % & k CYP 43 FFEIZ K4 5 8RN
PLEXIFIE T TRIGS BB, = (CYP2D6 FHEH) KO ko) —/L (CYP3A4/5 [
F) FETFTZY) avte=y 20EHIAESNZ D),

2) CYP TFFEICRET D FEEAEA  (in vitro)

TSRS S T D CYPLA2, CYP2B6 K TR CYP3A4 |[Z%fT 5 7 ) ot n =7 ADOREHEFY

% b MEFERIE Z VT4 CYP @ mRNA FHLE X VGl L7-, GT AHEAE (1, 10 KO
1mmmu)@%ﬁﬂ%ﬁ’ﬂ¢émmm%§1 1L, CYP1A2., CYP2B6 & TX CYP3A4 2B\ T
FNEIN 0982~133 %, 0.971~130 %KX 0.747~1.15 5 TH o7, F7=. GT LIERRED Gt R
WV ALERRE I R 2 B A& 1E. CYP1A2 Tidf K 1%, CYP2B6 Tldf K 7%. CYP3A4 Tidm K 0%
Tholz, ULOFRERL Y, B LZBEE#RETIZ, 7Y at’ o=, CYPIA2, CYP2B6 K}
CYP3A4 (IZX T 2 ERRIL RN B 2 Bz 29,

3) CYP 4y FFlIZ%3 AP EEH  (in vitro)

CYP iy ffEICx 427V ate=y AOREERICOWT, 7Y ate=y A58 E e M
7y —LEAWTHHLE, 7Y abtta=v A0 no CYP FREICx LT EBER &L O
MHRAFR 2 LB ER 28 S22 E R S0 E 72572 (ICs0> 20 pmol/L) 27,

@) YEEENEDEERVZFDEES
M ER e L

@) REMOFHOERRFFILL, FAELE
LB L

1. BEid
(1) PEEpAL
<BE>
[(MCIGT 27 v N =7 ZIZHEIRZ FHE L7z & &0 FEJMIRKITWThoBMETHIRTH

o,

(2) HEi=R
<HE>
7 v RO = f&’[WﬂGT%ﬁﬂﬁTﬁﬁb%wm 7 v N IR K O~ O Pk 1338 5%
72 B E TITIRIEK T L, &E5% 168 FFl £ CIUREOFERICEN NG IETEEED 703 %.
mo%m%ﬁﬁéh\@ﬁMt#iHms%f&xﬁg1&5%48ﬁﬁiiﬁﬁ?¢ﬁﬁ‘ODMB%#$WWK
KThoto, I =T X TIHRLOEF~OHEMTE G5-% 96 Rl F TITIZITHE T L. B51% 168 Fri
F TR L OFEFIZENZ NG 5@%6%&0w1%ﬂ%ﬁéh KPR =R1% 99.8 % TH
STz, Beh% 72 Rl & CTORFEHFED 13.4 %R REKTH -T2,

(3)
RUERR L

8. FSUARKR—E2—IZET B1ER

Invitro 87 2 AR—Z—H B NCBNT, £ F F T AR —%— (MDRI, BCRP, OATI1, OAT3,
OCT1., OCT2. MATEl. MATE2-K. OATP1B1. OATP1B3. MRP2, MRP4) |z X % B/ ah BB o (254
L7V avn=g AOMEERICOWTHHLIEZEZA, ZYave=7 Akt b OCTI, OCT2 kT
MATE1 (Zxf LILEERZ R L, ZREN0 ICs flIXZE 4 7.46, 3.78 TN 79.5 umol/L Th o7, &
Ofide M R T U AR—FZ—TlE, 7V ate=vAX 100 umol/L F THFEEHEZ RS 2D o7, K
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AR T D imMEh A (~5nmol/L) TIXOHHIEF OIFEEEIZHELY RITSRNnEEF 2 b,
Fo. e PN UAR—F—TOJ ) ate =y AQIHERHEIC OV TRF LZEZA, 7V aE
o= AlXt b OAT3. OCTIl., OCT2. MATEl X (XMATE2-K DB TH D L E X b,

0. BEILZREE
LR L

10.HBENEREETHEE
MM EZIPERE N RA) x5 E L2585 1 /R (DRM04-HHO7 #6R) (UME AT — %)
ANV (10 E~17 3%) 20 B K O 11 1l D SRS PRI 8 2 1HIE BB 1T 3.75 % DRMO04 U 1 7' 8i%1% 5 HIH
RiE#E Uiz, #EBHBE 1 B ROBEER 5 HD Cux OFEHEITZ, NEBREOHTNRANBEELY L
RORMEN o T, T WEBRIEE 5 H D Cuax 2 TN AUCo.s DA DD 90 %fEHEIX I L v . /NEBRE
DERETBEEIL, RABRE LV DRI ERRENTE D,

DRMO4-HHO7 FRERICE 1T B/NERUVRABEDT ) I EOZ DY LIREEDLLEK

Cmax (ng/mL) AUCqs (h-ng/mL)

AR/ 57 % Wrsy (FRHEfRZE) BiEK Wrsy (FRHEfRZE)
3.75 % DRMO04, /[, Day 1 19 0.0508 (0.0668) 16 0.136 (0.137)
3.75 % DRMO04, /R Day 5 20 0.0670 (0.0633) 11 0.178 (0.133)
3.75 % DRMO4, Ff A, Day 1 11 0.139 (0.143) 8 0.540 (0.430)
3.75 % DRMO04, A, Day5 11 0.0790 (0.0377) 10 0.195 (0.140)

BB (90 %IEHE X ) BB (90 %IEHE X )
/N & RN O Day5 T o Hg 0.6367 (0.3694,1.0970) 0.8720 (0.5423,1.4020)

) AFNOEGBRIL 2.5 % TH D, AFNOABINZHE - HEX M H1EL, 1EIEAIN T DR 54 11
HAWTEFRZmE I CBAT 5,1 THDH,

1. Z01th
MM ER e L
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VI. &£ (ERALOEESF) ICHYT HEE

1. EHERE L TOER
BIE STV

2. ERARLETNDER
£k

2. 22 (ROBHEICIIHBELGEWNI &)

2.1 PAZERARNEOBRE [(Hia) AERICEVIRES EF L, JERZE ST 203D 5, ]

2.2 AINEARIERIC X D HERBEFE O H 2 BE [Hi= U AERIC X0 BERIF O HEIGHE 23 Bl Zdu, FER A
EeTo2BENLAH D, ] [9.1.1 BH]

2.3 ARHN Ok LiaBUE OREFEIRED & 2 B#E

(fi#50)

2.1 PAZEMANIE D BEFICAR 2R E Lizgha . AFofia U AERIC K VIRED EF L, SNERIE
BT AR HT-ORE LT,

2.2 HINCIRIERIC L 2 HEREED & 2 BE TR 25 LizGa . AFlodtia U AAERIC X0 JERIF O
FESAE 2SI S AL, SR A B S B D ATREMEDS & B T2 DR E L 7=,

23 EHBEREO RN RERFHEE LT, AAIORD I L CREUE OBEERE D & 2 BE TR K &2 & 5-
L7GA, BREICLVAOFERB RIS L AREMER S D20 E Lz, (1IV.2. (1) A%y (F
PERRSY) DOEE K OVRINAl OIESHR)

3. MBEXRIFBRICEET HFE L ZDER
RIESNTHRN

4 RERUVAZICEET HFELEZDEH
B STV

5. BEREXRMIE L EZNER

8. EELEANIEE

8.1 iV U AEMICL Y., A, BH, BHESOIROFHEEENHSDLND Z ENHHDT, BEIFEOD
IEHRSE . fEfR A O B OB EICIEE T A BICIIEET D L 0 BEICHFOICHAT 5 Z &,

8.2 FITFAMEME SN D BRIE T Tk, AFIOFITFIHEHERIC LY, MRS ERT 282003 H 5, BVHIE
RIS Db GA I, WYRAELITH L) BEICHEETHZ &,

(fiF7)

8.1 EWNEFHRABRICEB T, BIWER & LT, Hli#E 4.2% (11/260 #1) . 28 4.2% (11/260 B1]) K OVFERL 2.3 %
(6/260 #1) %5 DIR OFREIFEE DGR S iz, AFN O HZICIRORAEEENRET 282001350 |
H B LEERSE O LR 2 1 5 B O BEICIE ET 2 LB ICITEE T 2L ERH 5720, BEITHI T
XHEL L TREL,

82 AANIRITZMHN T 2HATH Y, KRR TV U HEORIRRE F-OEIIRY, BIFMEEIN DR
BT, (KRS EFT 8200 H 5, BVHIELZEE S ERD B O DA%, 88 ) 70 AL E A3 24
BWChHDHID, BEICEETREFHE LTRELE,
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6. HENEREHIHBEICHTIIR
(D EHHE - RIEEFOHLEE

9. HEDERZETHEBICEHIT HFE

9.1 GHHE - BEREOHSESE

9.1.1 RIMIRIERKENEE HREFTDOHHIEEZRKRL)

Pra) AERICEY ., REAZFERTIBENRD 5, Y& TR RBR TR S TWn5b, [22
2]

9.1.2 ZHILEICBUS RS - EERENAONEEE
BIECIRE . S REN S DEALA~OMERITRET 5 2 &, RNBATERSBINL., Hia U AAEHIC
HAOSEWERN S bbb < 25 HEEN H 5,

(i)

9.1.1 BINZIRIBERIEDBE HEREEDH 5 BHEZER) ~ARFNE L LT-5E. Aflobi= ) U 1EH
WLV, REAZFRTHIBENRD D, AAEZEETHEICIIVNENEZZED L, #5T 5546
IXBEOPERIERICEE T OHLENDH LT ORE LT,

9.1.2 BAGEIIZAIG OIS « B RENF(E LTS, MNBITEREML., Hia ) AAERICES
< EHVEORIERRD LT < RAAREER H DT ORE LT-, A0S - KRN D D
EAL~DOFEITEET, BB LT EHTHZ &,

(2) BEHsaelE =2 E
FEEN TR

Q) FraepE = EE
FEEN TR

D ETEREEE T 5F
BE STV

(5) 4T85

9.5 1w
YIS SUFAEIR L TV D ATREME D & % I, R EOF MRS fERMEZ EM D Ll S o5
BCDHFEET L L, BWFER (T v b ZTRE) Thi@EtesfEsnTtnd,

(fiFin)
FYER (7> b)) CoORBERBESRE SN TS, (TVIL5 (2) ik — R ERE] OES
)

VU b D FERG IR FABRAE M ON, 1503 3R L CTW A RIREMED & B et Z wt g & U= B RERABR 13580 L
TELT, ZNHOBEITKTEABNOLEMEIIHESL L TW W &5, FiRSUTER L T 5]
BEMED B D eI E . 1R L oA N ERMEE B D LB SN A258ICOREETHZ E0EE
BEE LT,

(6) =747

9.6 7R
B EOARIER ORFLRBOARIEZ BB L. KALOMKGSUIPIEZ R0 2 &, S EER
(7w b BTFHEE) THFPBITARE ShTVD,
(F#w)
gER (7> F) T, P BITamREShTws, (VL5 3) HAI~0OBITHE] OHESBH)
LU b O FERRRFRERKE R D AFN DB ~BAT T D AR H 0 | £, KA OFLIRA~D M3
ML TWRNWZ ED D, AT L TIIRR EOAREL ORAREOARMELZE L, KA O
fe AT L ZFTT 5 Z L DR ERE LT,
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(NIMNRF

9.7 MNRZ
9 A D/ 2 kG L LT ERR BRI FM LT,
(fin)

[EPNES TT/MAHRRER I 3V TUE 9 b B2 i G c il e 920 L7z, £72, ERBIHFRRBEERIC B,
TUTEBPFEE A O FIRITBE Lo 7o, FECAF 2 &5 ST BE O R/ MERIZERNE I/
MARRBRIC IS W T 16 %, EIPEE IR R BIEER I B W TIX 15 Th - 7o,

8) =k E
BE STV

1. "BEER
W HREEZEZR EZF0HER
HEESN TR

Q) BREEEZDER
BE STV

8. ElEA

1. Bl
WORIERRH SN DZERNHDDT, BIERETHI2ITV., BENRO LNHAIIEHEF
1T 57 CHMUI R EEITY Z &,

(D EXGEIER & FHEIR

BRE I TV RN
2) Z DI D EIEF
1.2 ZOH OB
1%L 1 Yokl 5 FE R
%, WKhE. B, FIA | RAET
iR
74
o R, R PR BEIR . B
WA PR e
ot 4%
) B R
g | A 2w FiREJ. STBE. IS, |7 5 R
: f§ /K Z M5
FCMEVETEIT. B, ALT B | 7. 12T 0
M. HE. MU LR, B
ot B 5. BKSIERINL.
i 4
(D)

[EI N A I/ AR R S ONEI N 28 AR R 1 5-3R oD 52 IR A F CLTR B L 72 R BIRA GAE T &
MWAEREL, Tk OENEIERES DR Z TR L,
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SEIEME KR UK ET)

Ft
2R R ST 260 ]
BITERSORBEGIER (%) 60 51 (23.1 %)
Ty —
BI1E 14, e BRI 4 e
JEYSRER X OV A4 BUE 1 (04) % 1 (04)
JBE Dk % 1 (0.4) Feflg R ZVEZ 1 (0.4)
MR LY /SR EE 1 (0.4) BRI RS 1 (0.4)
B2 R 1 (04) Bk L ORI REE 13 (5.0)
PSR IR 1 (0.4) B IR 9 (3.5)
FREhE D F 1 (0.4) BEpR 4 (1.5)
R iz = 32 (12.3) PEIR IR 1 (04)
KIATA 3 (1.2) —i% - EEREER X O SEAL 17 (65)
A 11 (4.2) DIRKE :
i) 11 (4.2) 108 A B2 I 2% 2 (0.8)
B 6 (2.3) 1 FH B AL BE 1 (04)
HET 1 (04) 5 T 1 (0.4)
R, BERES K ONitmRkEE 1 (0.4) mE) 10 (3.8)
Sy 1 (0.4) it R 5 3 (1.2)
IR 3 (1.2) RS IR R A 4 (1.5)
1PN Rz 1 (04) TI=T ) N TURT 1 (04)
mE=3:7g 0 1 (0.4) = 7 —BHN '
L 1 (04) £ k5 1 (04)
FERGF KOV Rk b 8 (3.1) SR D 2 (0.8)
PEfh B S 5 (1.9) BE, PER L OWE A HE 1 (0.4)
B g g 1 (0.4) PRABEPEFIT 1 (0.4)

* BIYERA4 1%, MedDRA/J version 22.0 DZ'E BIKATEE, FEAZE 24
(KFERFE T M606102-02 75k, M606102-03 ik % &)

9. BRERBRERRICREIIHE
RIESNTHRN

10. BEixkE
REI LTV

NERALEDIE

14, #ERLEDEE

14.1 EFIRFEEDFE

14.1.1 FEHERNCBHEETL Z &,

14.1.2 RFNZ 1 REENI Y TH D, HHZITEE R OME A e e ZAICBEET L 2 L,

14.1.3 AF =W 7=%1F. ZOFTIRIZHN T, EHIZTFE2 LTI 2 &,

14.1. 4 KR OFENIRIZA -T2 55 . EZW, BHEOIROREIESENH LD Z ENRH D, £,
FEEKR D ENRBHOT, RICALRWEHIEETLZ L, T—, BICA-LHAEIT, EHHIZ
IKTHNT Z &,

14.2 EF|ERBFOEE

14. 2.1 {HER T W IREEDIREICHE AT 2 &,

14.2.2 A OEEIC 1 BT HS8BFAT52 &,

14.2.3 BEEIIATDRWT &,

(FER)

AANZEENAEH T 272010, BEITH LIFET RELEZ NI FHARE LT,

141 ARIOFWENIRIC A -7 6, A, BEHEOROFHIEEFECHREZLELDZ 1D 5, ENEIK
RERICEBWNT Y, BHlZfiho 72 FCTIRICAN - Z EBRFREBEZ LN ERPREINTEY | K
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WOREFETDHIIEETLHIMLERH DD, RE LT,
c ARHDBIRICAS WK SIZER L, T—, RICASTGAIL, BHIOKTHEWRT Z &,
c AFN =P - T-%IT. FOFTRICHNT, EBICTFEIHES 2 L,
< ARANX 1 EEWE) Y BEICH Y . FHERNCEIE L, M A%ITEE KOS DMl e & 2 AITBE
ETH L,

14.2 AANTIER CHWTARREOREICHEH L, EEREEMAIC X 2 8E&k 50 ERIERE 2820
N DEEEEZITDR N &,

12. ZDHhDEE
(M EERFERICED B
HEESN TR

(2) FERERRAERICE D < 1H#R
BE STV
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IX. JFERIRERBRICBE I HIEE

1.

2.

AR
(1) Fh T B

VI SRR 5 HE ] OS]

(2) R ERRB
LB L

(3) Z DHth D FEIEEHER

BRZRIE, A4 F v, R, XT—BRO TV AR—F— (2T 28 (Z2E1ER)
GT IZk A% I > HI (Human) SRR L CHEBEEHZ R LI DD (ICsfE : 2.56X 10 mol/L) |
AAN ) UZRIRIIR T B EEA S LT o Tz, £, FOMDOZEIR, £ 4 F v xR0,
BEH. X =B RN T v AR—Z—1Zx$ 5 10 umol/L TOFLERITWFE 50 %R T - 7239,

HHER
(1) BERix5EHHR
[ g | Bk PG HEFEME R OV AT L
PRI
SEFRMED | RO | vU R 0 24, 80, 240 mg/kg | - HEEMEE  MEME L B ISR AR LT 240 mg/kg,
KT FF 108, 2.4, 8mgkg BT #5-T 8 mg/kg
(ZVavrva=vhsi
1t4)
a) EREIZZVare=y sl LTHERLE, BN GHBRDE 2 LT,
(2) RIEEERGEHHHR
A B5 | #hipkE ‘L&Y PR N O FE i A
PRI
4 JH R 32 A ~ A 024, 80, 240 mg/kg | - MEFEMEE - MEME L ISR D5 T 80mgkg, K
AN FF 108, 2.4, 8mg/kg 5T 8 mg/kg
(ZVavrvoa=v iR
t4)
13#M P | &Oo | wU R 24, 80, 240 mg/kg - IEFEME R MERE & B 1T 240 mg/kg
(ZVavrvo=v iR
t)
4 JE 3 B | > b 1.6, 4.8, 16 ww%EPX | - #E&HME Ml s H121.6% (59 16 mg/kg)
A * 4.8 %LL o> e CREIBININEI D Dl
(ZVave=vrk F 7o, REBINENEE L4 E E R ORD
1t4) MERD BT,
- ¢ 55 B2 W C IR BAR AR 0 LB B OV B2 2338
B HAv, 16 %O HERE CRHELLR SR A I )
TREE, . &g, S, Bk 0
AORIENRD BT,
13 B3> | #E ) 1.6, 4.8, 16w/w%EPX | «MEHME : T 1.6% (9 20mg/kg) . MET 4.8%
U (9 61 mg/kg) ,
(ZVavo=ysR | <48 %L EOHERT 16 %O M TR AS
1t4) RO O, Fio, REREINMENICEE L35
BEBEORD IR B,
- B¢ 5 B2 W C I A BAR AR 70 RLEE B OMii B2 2338
D HiIL, 4.8 %L EORER TN 1.6 %L LM T
MR EAORAE IR W T, REIEE, 155
(48 %DHEAFRS ). FRHE(L R OHEZERIZ M 2
PR BT,
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H 5 | iy PG R R O EA T A
TR
13EM+E | BE | 7> b 1.25, 3.75. 12.5wiw % | - MEgtEE - (REENIH 25 E LR WiEEe, 1
15 4 [ 39 ES f5#i ML H123.75% (K9 32 mg/kg)
(GT) 375 % LA EORER TN 12.5 %OMETIE, ARERN
IR Tz,
P GER R RS TIE 12.5 %D MERELZ 38 TG R
Ji& ORI K OV Ul B L 7 R BRAR AR 2 A0 42
b CTh DR OB, SRS, REZIEEK
oY 4 Wi
* 3.75 %Ll EORER O R Z R < T X ToOMET
WEERTHLIHa ) VIERICERT S L%
ZONHFETROBEBRERDPEO b, WT
NOZEAL Y 4B ORI IS IITE IR
LT, AIEERTR ST,
4 fH 3 iz | =74 | 1.6, 48, 16ww%EPX | - MEME : ML $12 16 % (59 50 mg/kg)
B
(ZVaro=v sk
1t4)
4 BMAE | B | =74 | 1.6, 48, 16 ww % CImEEEMER  MEREE B2 16% (K9 29 mg/kg)
2 M 3 ES HUA
(ZVavo=y sk
t)
4 WA | R | =74 | 1.25, 375, 125 wiw % | - MEEEVEE  MEREE B2 12.5% (59 23 mg/ke)
#1239 ES HH
(GT)
39 EM A | BRHz I=TF | 1.25, 375, 125 wiw % | - MEEEMEE  MEREE 12 12.5% (59 9.2 mg/kg)
1 4 R 40 ES HUH
(GT)

a) BHEEIFZ Y ave=y sl LTERRLE, FHIMNEEGEBRYE 27~ LTz,

Q) E=EMHAR
B DR Bk il P 5B O/ LER L O IEES
1 ITHIEIRAE R 4D | Invitro F X F 7 | 50~5000 pg/plate Rt
AW, K| (ZUava=vy L8y
1EIHIEIRAE AR 4D | Invitro F A F 7 | 1.6~5000 pg/plate Fat
2H, KIE| (GT)
~DU AT F—~ | Invitro L5178Y/TK | el uetyt (4 KfE) - (=33
TK 38R 49 A ) RHNEMEALZR L 2 1000~3500 pg/mL
RHBTENELDH D 2 2000~4000 pug/mL
HGHLERYE (24 IREH)
RFHEMEAL 22 L 2 250~1500 pg/mL
(7 ) ave=ysiil)
UNE el JERZE N ~ A HE : 20, 40, 80 mg/kg fatk
i : 10, 20, 40 mg/kg
(7 ) ave=yrii)

a) BHEEIFZ Y ave=y sl LTERRLE, NG EBRYE 27~ LTz,
b) WUEREIL V) a e =y AR(EH XL GT & LTHER LK,
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4) B ARPEHER

B2kl P 5 it B b il
104 JH[# 49 | ~ A 2. 5.6, 16 mg/kg Fa
(7') are=v L8
104 3 i1 40 &Rz 7k 0.63, 125, 2.5 w/w % ES $%] (=4
(GT)
a) HEEIZZ ) avrr=y Al LTHFRRLE, IR GHERDE %27 LT,
(5) EHEFE SRR
Bk O FH B bk it B b R &
ZMBEMROERET | A ) 8. 40, 80 mg/kg — R
DRVHIETE A 4D (7 ) avr =y L8 HE : 80 mg/kg
Iﬂﬁ 8 mg/kg
Zhehe, WA
HEME & S 1C 80 mg/kg
R OViR R 38 4 49 e 7 vk 40, 160, 320 mg/kg — ke
() avu=y L8 FE) : 40 mg/kg AT
AR, R IRRSAE
40 mg/kg
TERFTEE TR B e o7
RS OMIB IR 58 A= 49 R AV 0.08, 0.4, 0.8 mg/kg — R
(ZVare=0 LB{Y) £FE# : 0.08 mg/kg
AR, BRI AE
0.8 mg/kg
TEATTEPEITFRD Lo Tz
HAR R OHAERO% | &0 A 40, 160, 320 mg/kg — R
AN RERORRE 50 (7Y avr = LR{4) REMW). F1 HAR
: 40 mg/kg AT
F1 HAER o HART R O AR
% oOFEAE ATEI R O AR
1 320 mg/kg

a) WEREITV ) avn=ry st LTHRRLEZ, FHINERGHEBRIE 2R LT,

(6) BRI B PEEAER
B FE R

<HE>

AR P R BR 13 58 L TRy,

776

() Z DD HEY
F R R A R B 55

~ U A& W JRET Y B A i L7z, 7Y a v n =y AR KO GT
O bNT, BEREIEIIRMETH - 7,

DRIFEI
FMERAR

GT (3 290~700 nm (ZFB W THEA WAL L 72 72sh | SeaERlBRIE 50 L T 7eny,

W &I LT,

ZOWT,
a v e = ARALYILE KON GT B4

=7 XMW 39 i@Faﬁi“GO)Jiﬁﬁ%X&&%ﬁf&ﬁ%ﬁ%’ﬁ%iﬁm [O¥ 2 SN )

ZBAE U 7 BRI

TR b ah-o Tz 3,

KRNI 2 ) =N EGRTLHZ b, HEERTLLEE200
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X EBMNEIEICEAT SIEH

1. HRHEES
w A RS

) EE-EMEOLGEICLVENTL L
ARGy - 7)) avw =0 b b VEREEKFI 5% L7

2. BxhEME
BN 36 R A

3. BENRETHRTE
IR RAF

4. BIFEWEDIEE

20. RV EDEE
FHDOFO L ENRWETITRET D Z &,

(fiF)
INRDFRS T GRERZET) L2anXK o, AAIORE EoER L L TRIE LT,

5. BEMITEM

BEMERESLTA R HY

<THoLBY : HY

Z O BE T ER

TET = RUAT25%5HHIND T~ (RMP DY R 7 F/METEBY D 72 DI VERR S 7= &)
https://www.maruho.co.jp/medical/products/rapifort/index.html#tool

(M1 4R L CRMT &R 0HEMR)

6. R—pLs - EEE
[Al—po3E 72 L
W % ooy 770 5%, R by 7 A7 S50 HBAL/100 EAL, 7o« S 8 15 mg

1. EFREFAR
2018 4 6 1 28 H

8. BERTARFABRVEARES., EMALERHEFAR., WRETHBFAH

BB T AR A A AR FEA HE EULHAFE A A W oERR AR A H
202241 20 H 30400AMX00009000 2022424 20 H 2022 45 1 23 H

9. WEEREFEHREM. AERUAREEEMENEARRVZONE
M L7

10. BEERR. BERRLARFABRVUETORE
A LR
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1. BEEHM

84 (202241 H 20 AH~20304£1 H 19 H)

12. IR ZEHREFIRICEE T 5 1FH
AFNZE, BERIEE$ D HIRITED G TUVuy,

13. &2 —F
RAGBAEMEE | EREES2— R HOT (9 ) &5 L7 MBS
IR EER = — N (Y] 22— ) ” AT B R
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1 INDICATIONS AND USAGE

Qbrexza is indicated for topical treatment of primary axillary hyperhidrosis in adult and pediatric patients 9 years
of age and older.

Mk O &E

2 DOSAGE AND ADMINISTRATION

For topical use only.

Qbrexza is for topical use in the underarm area only and not for use in other body areas.

Qbrexza is administered by a single-use pre-moistened cloth packaged in individual pouches.

Qbrexza should be applied to clean dry skin on the underarm areas only. Qbrexza should not be used more
frequently than once every 24 hours.

Tear open the pouch and pull out the cloth, unfold the cloth, and wipe it across one entire underarm once. Using
the same cloth, wipe the other underarm once. A single cloth should be used to apply Qbrexza to both underarms.
Wash hands immediately with soap and water after applying and discarding the Qbrexza cloth.

Qbrexza may cause temporary dilation of the pupils and blurred vision if it comes in contact with the eyes. Avoid
transfer of Qbrexza to the periocular area [see Warnings and Precautions (5.3)].

Do not apply Qbrexza to broken skin. Avoid using Qbrexza with occlusive dressings.

2. BHYIEITBHERRIEFR

T2 B9 B ESMEHR (FDA)

FDA CRERASCE O FLH)
8.1 Pregnancy
Risk Summary
There are no available data on Qbrexza use in pregnant women to inform a drug-associated risk for adverse
developmental outcomes. In pregnant rats, daily oral administration of glycopyrrolate (glycopyrronium bromide)
during organogenesis did not result in an increased incidence of gross external or visceral defects [see Data]. When
glycopyrrolate was administered intravenously to pregnant rabbits during organogenesis, no adverse effects on
embryo-fetal development were seen. The available data do not support relevant comparisons of systemic
glycopyrronium exposures achieved in the animal studies to exposures observed in humans after topical use of
Qbrexza.
The estimated background risks of major birth defects and miscarriage for the indicated population are unknown.
In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2-4 % and 15-20 %, respectively.

Data

Animal Data

Glycopyrrolate was orally administered to pregnant rats at dosages of 50, 200, and 400 mg/kg/day during the period
of organogenesis. Glycopyrrolate had no effect on maternal survival, but significantly reduced mean maternal body
weight gain over the period of dosing at all dosages evaluated. Mean fetal weight was significantly reduced in the
200 and 400 mg/kg/day dose groups. There were two litters with all resorbed fetuses in the 400 mg/kg/day dose
group. There were no effects of treatment on the incidence of gross external or visceral defects. Minor treatment-
related skeletal effects included reduced ossification of various bones in the 200 and 400 mg/kg/day dose groups;
these skeletal effects were likely secondary to maternal toxicity.

Glycopyrrolate was intravenously administered to pregnant rabbits at dosages of 0.1, 0.5, and 1.0 mg/kg/day during

40



the period of organogenesis. Glycopyrrolate did not affect maternal survival under the conditions of this study.
Mean maternal body weight gain and mean food consumption over the period of dosing were lower than the
corresponding control value in the 0.5 and 1.0 mg/kg/day treatment groups. There were no effects of treatment on
fetal parameters, including fetal survival, mean fetal weight, and the incidence of external, visceral, or skeletal
defects.

Female rats that were pregnant or nursing were orally dosed with glycopyrrolate daily at dosages of 0, 50, 200, or
400 mg/kg/day, beginning on day 7 of gestation, and continuing until day 20 of lactation. Mean body weight of
pups in all treatment groups was reduced compared to the control group during the period of nursing, but eventually
recovered to be comparable to the control group, post-weaning. No other notable delivery or litter parameters were
affected by treatment in any group, including no effects on mean duration of gestation or mean numbers of live
pups per litter. No treatment-related effects on survival or adverse clinical signs were observed in pups. There were
no effects of maternal treatment on behavior, learning, memory, or reproductive function of pups.

8.2 Lactation

Risk Summary

There are no data on the presence of glycopyrrolate or its metabolites in human milk, the effects on the breastfed
infant, or the effects on milk production. The developmental and health benefits of breastfeeding should be
considered along with the mother’s clinical need for Qbrexza and any potential adverse effects on the breastfed
infant from Qbrexza or from the underlying maternal condition.

/NREEIZBET 5 RE

FDA CKEFRAT SCEORLR)

8.4 Pediatric Use

The safety, effectiveness and pharmacokinetics of Qbrexza have been established in pediatric patients age 9 years
and older for topical treatment of primary axillary hyperhidrosis [see Clinical Pharmacology (12.3)]. Use of
Qbrexza in this age group is supported by evidence from two multicenter, randomized, double-blind, parallel-group,
vehicle-controlled 4-week trials which included 34 pediatric subjects 9 years and older [see Adverse Reactions (6.1)
and Clinical Studies (14)]. The safety and effectiveness of Qbrexza have not been established in pediatric patients
under 9 years of age.
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