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B IR (BBAL) BASE
ALT L-alanine aminotransferase TI=T I NG RT 2T
ATR attenuated total reflectance DA S
AUC area under the plasma concentration-time curve 1 R — R R T R
AUCha area u'n.der thg plasma concentration-time curve up to the last | &5 A BE7R B A& RF A F C D M PR B — R dlf T
quantifiable time 1ifE
CLer creatinine clearance IVTF= VT TR
CLss total body clearance at steady state EFIREBIZBIT 2287 V7T A
CL/F apparent total body clearance Rogoeyg s )77 A
CLss/F apparent total body clearance at steady state EFREBIZB T ANTORE 7 VT TR
Cmax maximum plasma concentration i A R
CYP cytochrome P450 F 7 v— 2 P450
DAMGO [D-Ala2, N-MePhe?, Gly5-oll-enkephalin —
ECso half maximal effective concentration 50%F 2k &
ECOG PS Eastern Cooperative Oncology Group S %?ﬁ#ﬁﬁﬁfﬁ%ﬁﬁ% T N—T DiED T=— R AEFTE
Performance Status Al FEAE
EDso half maximal effective dose 50%F &
FAS full analysis set I R O FFHT ek A [
GTPyS guanosine 5'-0-(3-thiotriphosphate) 775 -0 (3-FAZY k)
H3G hydromorphone-3-glucuronide t RRENT 4 -3 N7 a=F
hERG human ether-a-go-go related gene —
ICH Requirements for Pharmaceatioals for Haman Use i i
ICs0 50% inhibitory concentration 50 % BH 55 1 i
INN International Nonproprietary Name [ — ) 4
JAN Japanese Accepted Names for Pharmaceuticals H AR O [ 3 L — % 4 B
K potassium VRN
Ki inhibitory constant FHE 44
MedDRA/J | Medical Dictionary for Regulatory Activities Japanese version | ICH [EFSEIKAFELE H AGEN
PS Performance Status — AR RERF AL FiF A
PT preferred term HEARGE
QOL quality of life AETEDE
- elimination rate constant associated with the terminal phase | #&RIIZI T BT IIHEE T
RH relative humidity FH X B
SF-8 Medical Outcome Study Short-Form 8-Item Health Survey -
S0C System Organ Class B BIR S
SPC Summary of Product Characteristics PN S A 2
Tk thymidine kinase FIVFS—F
Tmax time to reach maximum plasma concentration e e T R 8 B S I ]
tie terminal elimination half-life FEAAH DIH S -8
VAS visual analogue scale R T e 7 RE
V. volume of distribution based on the terminal phase HEARAH S A0 A
V./F apparent volume of distribution based on the terminal phase ST ORERAR 530 A
WHO World Health Organization SR AR R
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£ 1) World Health Organization. Cancer Pain Releaf, 2nd ed, World Health Organization, Geneva, 1996 (1 {fd
BERA fR. DA DB O O, 82 M, HOX, @AM, 1996)

7 2) Caraceni A, et al. : Lancet Oncol 2012 ; 13 (2) : e58-e68

7% 3) Ripaminti CI, et al. : Ann Oncol 2012 ; 23 (suppl 7) : viil39-viil54
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Practice Guidelines in Oncology (NCCN Guidelines) Adult Cancer Pain. version 2.2016
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0. AP 2IEE

Il. 2% (B9 S5IEA

1. BR5t4

(&0 4
TR A O 2mg
T A O 20mg

2F %
NARUVEIN® INJECTION 2mg
NARUVEIN® INJECTION 20mg

(3)BFRDHEE
AKHNX, v L7 5 OEHFITHY . narcotic (FRF) + vein (Fk., M%&) L vm4 L.

2. — k4

(A £ (Fg&%)
b FeEL 7+ S (JAN)

(2)F #& (@g%)
Hydromorphone Hydrochloride (JAN)
hydromorphone hydrochloride (INN)

(3)R T Ls
FEFA N7 Z—T o XI=ANTIT=A |, /T (morphinan) FHEK : -orphone

3. BEAX(TRER

*HC1

4. R FRARULDF=
40 C17H19NOs - HC1
<& : 321.80

>

> P

5 tZE& (@M% XIEFEXE
(5R)-4,5-Epoxy-3-hydroxy-17-methylmorphinan-6-one monohydrochloride

LEES

6. B4, A&, BS.
DS-7113b
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(3)RiE T

WM IXRR D B e
(4)Ftm (NS . HR. EER

s 250°C (5fiR)
(5)ERIE B AR B T 2

pKa : 8.4 (BN ZEHE)
(6) 7 ERfREK

0.67 (1-4 27 % 7 —/ & pH 9 OFEMHIR)
(7)Z DD E 7 RENE

MBI L

2. ANESDBEREEHTICETH2REN

OB PRAFSRA: PRI HE PRAF IR P
R AR 25°C/60%RH ) 36 » H X[ RAQD
RYTF LN

) 14 @G
pIIBEEE 40°C/75%RH 6% H 7z L
L 60°C s 7 A (BERR) 34 H 7z L
Wil | R - oo o P
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W 20001x (D65 7 > ) . o 120 i lx - h S~
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IV. BHIZRI4 5 IEH

V. 2H|(ZBHd 51EH

1. &l
(1)EIR DX B
b apall
(2)EFN DN ER R UK
£~ T R (A TR B DR
() @A a— K
PR/
(4)EF Dt

ik 72 4 pH

RIBHELL
(A= BEAEHE RS HE)

TR A E 2mg
F A T 20mg

3.5~4.5 1

(5)% Dith
HEHFN ORI ORI KUE  EF

2. "WEIDOMERL
(WAEMAS CEMERS) DEERVRMA
17 TP ENENIRD R & a A
i 5E 4 HRRSY A
b Re e/ 7 4 o HEEENE2.3mg/1mL J U MY T AKF, 7 = UK
(& Re®A7 42 LC 2mghimb) | gy, S3R{LAI, pHAREA]

F_A E 2mg

b R /L7 4 g 22.6mg/2mL

F A 7 20mg
(8 Fe®A7 %L LT 20mg/2mL)

R)EREFNDRE
TS U 2mg 1770 (ImLH) Na' 0.15mEq, Cl™ 0.14mEq
FN_A U HE20mg 1 1770 (2mL H) Na' 0.25mEq. Cl™ 0.28mEq

3. RTEMROERRUVEE
PPN

4. h @
AR

5. IBAY DEIREIED & 53R
Y L



Iv. WANCEE4 5 H

6. WEDBEEHEHTIC
FILRA ViE 2mg. JE 20mg DR E R ER

BIFHREM

OB PRAFSR: PRAFIEHE PRAF IR O3
FEHIRFRER 25°C/60%RH 36 » H 7z L
M T XTIV
pIIBEEE 40°C/75%RH 6% H Zi7z L
IR 60°C e 7T AT T VRS 4 7z L
o 20 7 Ix-h A1
sy ) Mt 77 5 ABLT 2T L 20 /7 1x + h TR BN
G ¥ 20001x (D65 7 > 7). (HEA1)
B 25°C/60%RH T
Wen ] 5 AT T VA (Z200% - ) Az L

ARBRIEE - MRR, RBEL*T, pH, JEEME.

FILARA iE 2mg DFRED R E AR

REVERY) ., RIEVERR -, B SR

*1 0 RIPIRAFABR O 7 It

NI RTFSME PRI RE PRTEII wOR
SENHEOE (10001x,
o HEHEEAT) | 7T AF w7 B AR R v 48 HERE b7z L
PRI 25°C/60%RH
50mL
N, 25°CI60%RH T AT 7 B AR v 30 A B L
EWNHOE (10001x, 24 WEfEIIRE AT
o HEHEEAT) | 7T AF w7 W AR R v 48 B[] $Hix B HE
7 U BEERR 5% 25°C/60%RH (kS
50mL
JENE. 25°CI60%RH 7T AT 7 B AR v 48 FF Al 7n L *2
WERTEE PRIk, pH. HEEWE., NIRRT, &R %2 FEGWE O FhE

VIMMERALEDZE

FIARA E 2mg DFAREOZEMIL LT [V RFDBEBELHTICETLREN 2R

7. ARERVBBREDREL
8. fhFlE DEEAEIL (WMEILFHEIL)

[XM.2. Z DMDEEER FILAA X 2mg - iF 20mg BEEELHER S

0. B
FE L



IV. BHIZRI4 5 IEH

10.5%% - 2%

(1)ERSRELGRS - A%, NENRRERS - ERICET 518K

PR/
a %=
(FILRA 2iE 2mg)
(02%) 1mL 107 >7L
(FILRA 2iF 20mg)
(1.0%) 2mL 10727/
QB)FREE
AL
Q) BHROME
TN HT A (M)

MARRE SN S EME
RN

12.Z Dt
A LR



V. BRICEd 5

V. ‘aRICEI SIHE

1. DEERITHR

hEENCBEOERBEH SBRBEICEITLHER

(FZER)

AHNOENERRBR OIS EHE Lz, ENERRBR X, PEENOBEOEREHT D0NABE Z 4
B L U TR IR 1 505 OREfe 2 T G- IRF O 2 I 2 el L 7,

FRARN B 5300 K OV F % 538 Tl A B RS A T O 2 ASEIR B RO 41 REFAIFERE A o
DA B 8T, AKI 1 H 0.5~1.0mg 7> 5 BAA Uil B, )UISFEA B4 4 NERAl (¥ a R
FEOA « FEHAL e REOA] - EHAL b7~ F— VR OFIUT 7 = Z = VAEAHA « TEEAD TR o
DS AR BB B REGUCRNBIR O A A A REFAIO 1 AARICESEAFNCE T U Es Len s 7 AR
H U7, oy ba— LRI, BN 55T 73.9% (51/69 #) TH YV . 95% IR HEX MO T IRIZHA]
IR E LB D 70% % Bl b7ehoTo, BT ERGHEBRTOER =2 b — LERCEIL 85.7% (18/21 #i) T
HoT,

EHBROBSHIMETABFTOEBIL FO—LERE

FrfvrlRM ¢ 5 FHLR TG
o R e | e | e | 9| 8 | roavess
AETA FEURAIEEA 8 7 [47;129.7] 2 2 [15.813?00.0]
GLY 69 o1 [61.3323.7] 21 18 [63.573?4;7.0]

Flo, AANOENERRR T, — R OWRIFICARZ L AF 2 —3KE L TG LIz 2 A, &5 105
B OBIRREOFFH L, TR GO 50 FTiE 39.8% (74/186 1) . K FH# 50 18 I TIX 48.5% (33/68
) Thotz ([VE(55) DNARBEEZNRE LEE ROEL T+ VESHI0O—REEK - R 5HBR (B
I/MAAHER #IRMNIZS - C-J305 HER) V) K [V.5(5) QNARBEEEZNRELEE ROEILT AV
SEIO—AREREK - M5 (B I/MARER KETHRE : C-J306#HER) 2 ) .
WHME  BEAECLZ8HIE (0. 2<BIFoTVARN, 1. 20BSFEo7, 2 WECBIE 7,

3. MRVBEE-TE, 4 BRICBEEST) OIb 2ULEThH - = BHROES



V. 1BRICEEd HIEH

MEER I RICEET 5FE
EIN TN

e ¥

3. HERUHE
(MAZRUVAZEDMRER
WE, RAIZIZe Faer 7428 LCT1 H 0.5~25mg # FEge kN U R TR 535, 72k, BRI
Jir Ui BT %,
QFERUVHAZENHRTERERE - RN
F[E K ONEN CEE i L 7= ARF| DO FGRFRBR DO I S/ E L,
WETEM L AARANESSRE L THRBRICBWT, AFIOR FHREHONAL T T AT T 4135
<. BARNEE G L IZIEFRBREORENE O, 7o, EWNERRER OFFIRN 51 & B2 T 5 580 8 7R
RO 7 VT Z AFRBETH 722 &b, AELOHERIL, FHafRAN & 50 & frfife TG T
e Lo, ENEBRRBRIZBWT, &5%F@iﬁtﬁ4h#ﬁ%$% 2kt 2 BRI RIS EE-S & 0.5mg/H
ERRE LT, ENERRRER CIIAS O G 8&O ERIZFRIT 2o 720, HHEEERORLZE LT, o4y
A A REEJEA] & [FERIZE L B R 7S] 200mg/ B 12 FH éﬁ‘é 25mg/ A ZFRGE LTz, AFIDO#E 57 25mg/ A %
2T, BRNEERBR T 1 FRRO SN, ZoBETEWERIZRD 6T, HMEDKR MM Z5%E T
L7z,
AR BE CIIRRBOETORBER EIC L VIFEANELT D720, MAOFEI TV RN S i e
HEIZOWTHRAEOIERIZIS U CREHEET D Z &,

4. AERUVHAZICEET 53R
7. BERUVAZICEET 5EE
7.1 ¥ 20mg E AR
20mg FEHHE (1.0%HAD 1X, 2mg HEHK (0.2%%H]) D 5 FRETHDH DT, WAIOL Y HEZIZHTZ>
T, FHEASOEARE, EARAEEICHRE L, BERE L RORVEIICERELTHEHT L2 &,
7.2 B 5H
721 #HEES
FEAA FEIRANC L DI OGmABE L YR RERET D &,
() AEA A FEERHIZFERALTOGRWESE
1 H 0.5~1.0mg 756 L, SRR KL ORIEH OB 2B LN o HERTI 2175 2 &,
() FEF4A FEERRIZFERALTWVSEE
DA EFA FERAIN O AFNCER T 5551203, ApREORGEEZZE L, REEEZRD D
&, RAIO1THRAREIZ, e FrEALT7 4L LT, BAEXREHNA 1 BHAED I8E&ZHL LTS
Z &,
@) EFOELZAUEROFZFERALTVWSES
EREELT 4 U ROFNOAFNCET T 255120, B FeELr7+ 04/ 1 HHED 1/5 &%
AHlO1BHEODELZLETDHZ L,
4) 7o LB RIZFERLTLSEE
T = B = VB EID S ARFIANEE T DAL, T = X = VI HIFEE S I 7 = o 2 = Lot
TREEDS 50%I D95 £ T 17 RELL B D Z & 0D, HIBERE OARK O 3T . AAI O
ZRRGT D ETIC, 7o =L OMPRENEYZREIIKT T2 E TORMEZHITLE L DI
AROBEHENOEETLHZLE2BETH L,




IR D IEH

7.3

722 #EE

723 BE

724 HEOQOHIE

PR MR L 72 5 P8R 2R MG 5 TV 5 B TREMOKIMMAEH L IZH A, EBICARAO 1

AR GBI ITERE OREZBIZR L, @Y 28m RN S o nEERAN /N 722 X5 HEHRE %2
THo52 L, MEORLITI1 AHED 25~50%11 1%, [8.4 ]

PR 2 B ET, BEERPHOOND ZENHLDO TRV &, BWEMFICLY
WET L5613, BEOREBEZBR LN LHEEICITY 2L, [11.1.1 B3]

AR O G2 P IS 5551213, BFEEMROFER L ST ha lCHET 52 L, [11.1.1 Z]]
FREFEINIRS & LTAHZEAT 5158

HHED 1/24 & (1RHEMYS) 2HLE LREVICKDERENEEG 21TV, \ReXNZ L, o
2L, BREREINT G 2 L CT O Haid, MRIIEISEORIERM ORBRICERET 5 2 L.

fRER
7.21

7.2.2

AT O [E] PN B AR 5B 0D AR L D & BROE L T2,

(D) A A A RIEEHBE COPEEGRIT, WIAAOBMNCE, BNINOTA T4 %5055 BED
LEMREEL LT, RbEARETHD 0.5~1.0mg/ BITFHE LT,

(2) V& RIERANKTT DAFN OB A OFPAIE 1 : 3.3~1: 8.5 NWESNTEY, LoEGEND
L WMENEEL 258 kD 1: 8% BZL L, BAFEEOKRERZZEL TREEZRO LN
HEOWELT,

@b FaELT 4+ U ROANCKHTDE ReELT7 4 ERAIOZHIZ1: 5 EHEINTND Z &
HEE L. B, ENEKRRBRTIE. £ FEELT 3 UROFID O AF~OE) R ZRBRIT 220,

@) 7 = Z = VS FIE R L TV D ERED D OE 0 B2 FikiX, 7 = & = VA OB IR ST
STV D EEANREED 50% AT 5 £ TORFMZZE Lk iE LTz,

ARHN O E N R FRER Tl T8O BLUEIZF:3 X ELAT 24 RFHE O ERHR 580D 25~50% DO TAHKI O H &

BAT 0Tz, BEHITAKZ 5 BILL B E U728, SR G508 C 70 6l 10 i, B2 F G35 C

21 B 2 BT o Tehy, A A A A O S G- ISR & 72 D80, PRSI & OVERR R &%

DOEWERS, bk SOTREA K & < N3 2 BRI Hheno Tz,

AR OB EIZE L Cix, BEOIREZBZE LN L 1 HHED 25~50%% BL L L CHEREEIT

5Tk,

723 kU724 WEHDOE FuELT 4 CRFIORMSCE T, EAT O8R5 BOGIMRBA RGO P IR

7.3

KV AEAA FEFREANCIGROBEBER, BIERELE LT, HHEZORS, MR, AK. H O
RIF, B R, ROEE R EOIERBFED LD Z ENTHENTNWDEDO T, BREORIEL B4
L7eNHEEICHET S Z &,

AFNOENEEARABRIZIB N T, 1 RS0 1 HHED 1/24 &% B2 — R 727w OB R I35 L CTARA
ELAXa—3RELUTHRE L, BREEINES 10 0% OBRFEOFER T, HIRNE S 50 #1Tix
39.8% (74/186 1) | K T# 5 18 il Tlk 48.5% (33/68 1) Th-7-, 1 H 6 [ELLED L AF 2 —3
BeEE2Z T RET, LAX 22—z 1 H 6\ EHRE LY BICRETICE > AEELITRD 5
IR o Tohy . ARAI O R 512 X0 FERMEEOIERB BB T 28200855 DT, BEOREIZHE
BETHZ &,

XHEE  BEAZICEAEBEIAM (0. BLBIFoTWHRWV, 1. 20BIFEo7-, 2. BWEICRBIE -7,
3. MRV BEEoT, 4. BRILBEEST) OB 2UETH- =R EMHEOEIS



V. 1BRICEEd HIEH

5. ERERAAE

MEERT—2 /85—

%
| %
BRI 4, HBREES| & 2 (HEpmEn | o | 2 g SBRo>E H Y
v | | 2
L b Reel7y rZHEERAOKE, KB
;gﬁ;gﬁw@%?AEwl REHER A 4 (22~30 ) | — | O | O |@nis. UL sEE#IRME S Ui & &
P Db, BN, L USEMBREO R

SRR 55 /AR | A : EROELT 4 A HIRAR G LT b &
KB ([EN) C-J305 | A LA A FIREAORA ) O 1 O | O i geont . mosimBIEORH

F e A R

FsE A (70 B1)

B #5550/ 1A

F A A FEM

C-J306 |AvA4A FEFHOBA| © | © | © ERRELT B THREGLIZEED

B (ER) i (90 ) BB, Atk B USEHBRED B
© : FFliEEE O : BEEH  — : FEHAEHA
(B&ER 35V O 3 /5 3 ]

FHHRRRBRIZ I T DA ORI IEIZLL FO L B0 & LT,

1)

2)

EREIVFO—ILOEREERVEREDESR
BehBRAA: T H B ETICLA T O _RT M- TIREES 2 ARG L T ziha, oy br— Ll e
L7,
i) REBEFO 1 AEGEN—E
AREEA GBS Z 2R & L, AR A (Day) CTRRBRIEHIE G- BAAAIEZ) = 2 Rp NI Y & - s
DATONTZGE . Yika bl A ILEREEL - S 20 b o & Uiz, £z, RiREfS CH & - HE
TG, WaHl BT ERAEEA - S 20 b D & LT,
i) FIRIREDS T0. Ze L OB< 722wy ) Xk M. 8 (D L) )
ARBREAI B G- B AAREA A & L, 24 B[ (£2 B L OMEMEESFME (Day) KA
&L,
i) VAFX 2 —3OEEN 1 H4ELITF
BRI A P BB AR i L L, 24 BRI L D L A% o — BB BB A KM H (Day) O L A%
2 —FEEH R L L,
7B, WIEIOWER 2 b e — VEERIEEN - SRS, EAREEA T S WA IER v e —
JVEERL & LCHD o 72,
VEJR = 2 b — VBRI, R YE AT T 3R E ORI RE I 2 FIE & L,
PDYBAREERVERAEEDHERUVEDERDESR
B0 B 2 S K OSURUGEE OFE L, ENTER SN TV D BNAERIGFREDOHKRBR AW T
W5, PR - REEORHITIE 9% b EIERR Lz [RhBRHERYE) (FHR) 2Vl L7,
AL, RBIEAIE Gl O HME (VASHE) Lo, U B2 YCEEHERLED 1 (2 hr—L i
#) .2 (ar he—VBAF) | ITERUGEEHELEED A GEHUEE) | B (THESE) ovndin
(2% LT 838 Ol SRR+ 2816 & LT,



V. BRICEd 5

MRHIERAE

B O VAS 5 (mm)
04 | B | 16~ | 25~ | 85~ | 45~ | 55~ | 65~ | 75~ | 85~ | 95~
14 24 34 44 54 64 74 84 94 | 100
0~4 2 2 2 3 3 4 5 5 5 5 5
5~14 1 2 2 2 3 4 5 5 5 5 5
%? 15~24 1 1 2 2 3 4 5 5 5 5 5
= 25~34 1 1 1 2 3 4 5 5 5 5 5
%j 35~44 A A B B D D E E E E E
0\? 45~54 A A B B C D D E E E E
A 55~64 A A B B C C D D E E E
1% 65~174 A A B B C C C D D E E
(mm) | 75~84 A A A B B C C C D D E
85~94 A A A A B B C C C D D
95~100 A A A A A B B C C C D
)0 B % ot ) AL PR Ol B
1 | =2y ha—nikE A | EWYE
2 |arvre— Bk B | R UE
3 | I bR RA C | RmELE
4 |2y bhae—KTF D | &%
5 | 2y he— L RB E | #fk
3) &L

VAS i : BENEE BREUIHAEZEICH D 100mm OMOLENE A L) | Az [HREON &)
ELTEGA, MR 24 BRI U PR ORmADRRE Z RS L ZAICHIZ DT, BN E
BiiE, FIOMEOLEEEND OE S ZHIE LT,

PEIRIRE « BE DM E 24 FEIK U7 B H O A D L~z [0, 72 L (< 72wy ). T\ (AL
VY 1L T20 EEEE ORVY) ) 130 @ GEEITEYY) 1 0 4 B CEMIE L7,

4) QOL i

%5 B C, Medical Outcome Study Short-Form 8-Item Health Survey (SF-8) Z M\, H#F D QOL
RRRMERUR, AR, REREERE (K | (KD A, 157, tERATEERE. OOME, K UH
HAEIRRE () O 8 DOFREHBIZOWTHME L7z (BB L CMROR 21X 1~6 £ TO 6 Bt
BEREAM, A LASME 1~5 £ TO 5 Bekarf)

) [XOI2.Z0tOEEER BARMY <) —Ra7 EERMY ) —XI70FELE) 3R

5) BERR ST

LRl B CHEIRIRILZ [0, o< IR o7z) ., 1. HE VRN o721, 12, THEHRN] .
it T8, E<IRNTZ) @ 4 BB TR L 7=,

6) AFIDLRAF21—FLLTOEME

VAKX o —3REAE N (5EE 7T HE) ZB8 05, AROLAFX2—KE L TORMEEZLLTD

SHIC K 0 A L

PSR L A% 2 — IS 10 HBIC [0 EofKRESTOARN L (L ShWEEo) L (2
BRI o) L 18 pRVIEE o) | T4 RIS T0) O 5 BT

CEJRIRIE L AR 2 — I BEET RO 10 45112 T0. 2L U< RV ). T BE (DLW .
2. & (V) ) . 18 M GEFITHVY) | O 4 B CREm

CBERE  BEH D LI L AKX 2 —FKO 5 O EHEE 5 A EE



V. 1BRICEEd HIEH

(QFRRFEEAER (A-E101 BHER)

AANERRA 23T, & FreL7 4 R O HElE O 55 (1.3mg) K OIERE A5 (1.3mg % 6 FFfH
il CRt 5 Ml 5) BpOFMENRE & 2atbz Mt Lo, B OHREG TIZAANBHMRITNA T, £z, 7 v 24
— A= KD BB EFIRNE S (Img) K OHERE O#&G- (2.6mg) D%, SUEHEI TS (Img) 21TV,
FI G RO FKYENTE &2t A LT, MEiE <, Bl O HREGROAARAO L FutL” 4 v kO H3G
DMmBETEREL, AN LI 2R L, AERE D528 2 BRREIT, ¥ 2 Th-o72, & el
7 YRR 2.6mg HAIAIRE O B 552 O A AR R TR 24% (90% EHEIXH] : 17%~33%) Th -7,
B FEEREDASAFT A Z DT idm < RN GRS IZERBEOBRENGFOND EEZ BN,
LZEMETIE, TRENORGIZB W TR, 77, b, FEBEOEFVWEOFERZREO LN, WTh
HEESIPHEE CTHE R b DT, AAEMICRBEITR)N- 72,

) AFNOAGE SN HEKROMRIZ, 1 B 0.5~25mg ARk XITFH R TG Th 5,

Q) HERGIERAER
RMEE R L
(4)RREEHIEABR
1) BINEREEER
EYERR L
2) REMHR
AMEE R L
(5)EBFE - WEAIHER
OLAEREBEEEZRRELIZE FOTIL T+ VEHEIO—MRERK - B 5HR (FEI/MERR #HIkRNE
5 . C-J305 #ER) v
a) R E
THA | ZhaRILR, FFEER, FFER. B, ki 555

A A N T RO OB AEREE ZARIC, & RrE/LT 4 R 2 FIRP &
G Lo L 2otk O et NSRBI 2 RETd 5,

Flo BRI E LT FRELT 4 D EFRANC LD L AF 2 —3e K5 L2560 ReMitk
OHIMEZRET 5,

A YA A NEEFSESE ] R OFEEH D 20 mkLA EO3S AKFEBE

(A ZOIERRIT S SUER] 69 B : A B A4 R FBER 61 6, A4 NIEEHBERE 8 #i)

(2RI  SUER] 70 B« A B A4 FEABER 62 6, 44 NIEMEHBERE 8 #i)

(U AK = — 3R 5IFMRISIER] 50 1] : A &4 Rl BERE 43 B, 4 &4« RIEEHBERE 7 61)

- FRBRIEANPE G IR ABEAS ATRE, D OFIRNIR 52 Eii T 2720 D — S RFERTE D4

c LT OWF RO IR # 4 i H 0

FEAA NERAEERE . BEREO 7 AU LRI S BNAERICK LA e FERE (1t

Xt % BUH . A x o FUFl, T2 VBHE R T v R—L) NERE

BEXNTWEHE

FEAA RIEERBERE . BEBREAT 14 AU AERICH LA EA A FERIEZHEA LT
BO, BEBTEEOKFREN 2. PEE Rv) |, 13 EE Gk
IR | DORRFAMGAR 77— (VAS) fE28 35mm Bl LT, &
BRETIEAT SUTRBR O HERM AR A © A A FERIE TORRE VI L
MW L7

 FRE GRS ORI B R R BR 7 NV — T D E D - —RIRBEFTHIEIE (ECOG PS) 728 3 LA F &

H ]




V. BRICEd 5

b Ra 74 UEHAZ, PIRERGREE LT, A4 FERBER CIERNRROA A NiE
W1 BEEEIOSUTARE (£20%) (TR) %, 4044 FIEFERBERTIX 0.5~1.0mg/H
T, FEIRPICRREER G5 LT, BEESUIERE LM U, SRR E (LA ST 0 H AT S 038 &
T L 72 G a3 S B A B TR Ls, R LERGEIITAEREK AR Lz, 3R
R GBI RE 28 HRE L7z, #5484 T %ITRBRE(EEM 3B E M 8 w6 & 1w 5
PERRIRIRAE Y LT3 2 R~ DU W B2 21T -7,

ERFOELIAVEHFFONEHRSSE
BOFEAA FEBIMOTYEZ

FOE/Lex (mg/H) — 30 60 90 120 150 180
BAAFTa N (mg/H) 10 20 40 60 80 100 120
F7< F— (mg/H) 75 150 300 — —

b RaE/L 7+ ERA (mg/H) 0.6 1.2 2.4 3.6 4.8 6.0 7.2

A LBREIN DI YER

FTan7 v 7 MT /¢y F (mg/3 H) 2.1 4.2 8.4 12.6
Zxv hAT—7 (mg/H) 1 2 4 6
TrTanyF (mg/H) 0.84 1.7 3.4 5
TEFARREDIEEIL (mg/H) 0.3 0.6 1.2 1.8
b a7 4 o EHAl (mg/B) 1.25 2.5 5.0 7.5

FEFA RESGHALDONYEZR

ELEX (mg/H) 20 40 60 80 100 120
ZxrH#=)L (mg/A) 0.4 0.8 1.2 1.6 2.0 2.4
A¥ =2 K (mg/H) 25 50 75 100 125 150
bt FuEL 7 4 Al (mg/H) 2.5 5.0 7.5 10.0 12.5 15.0

EFOELIA VIFFIOEERVEE
e
FD 1), 2). 8) OWTNODOMEEN - Liz5a ., BT 24 FFEOERHE 580 1.25 f5~1.5 1%
FHREE U CHERREE Lis, BRI ERRBRIEHIE G- 2 0 & L C 24 B (=2 BERE) IR
THEHE L7z, £ OIS T X 2 W51, BRI G- B 6 24 BRI ERGR Ltk & Lz,
1) #ZF 24 FEMOERIBEN 2. PEE Ry | XE 13, B GEFITEY)
2) 24 BKFRILANIC 5 [BILL E LV A% o —3E A 5.
3) FoM, REBREALEA OIS HEM S LE LB BE

BE

AEFZORIR IRV EENLE TH D & RBREATE A TR H AT D L7256
AlREE Lo, iR, FORBEER O LI LW L5813, BEEHE ISV BRSO
WEETH) & &L, 2B, 0.6mg/A LV S BICHEN LIRSS, RBA Tk Lt
BRI R DL & LT,

(LRF1—EDKE)

—RE 7R O EBRREIZ I, A A A FEREOEIRREMES N T 52 L & Lz, RBREA O
HHIBPIZL AT 2 —KE LT FeEA 73 EHRFIZEA L, 1 EH7-Y 0R581T 1 A#ks
B0 1/24 &% BRICEG Lz, BBREAOPIRBGRE L L AX 2 —FoOK MR, @2 L A%
2 —OE GRIFEITFERIE LT 100 ks L,




V. 1BRICEEd HIEH

(GAERTH A )
. HERFEFIIR 5 . HERE
E‘ (Fxf&288) ‘E‘ (18) R
:‘_, |
A EEHE AR (78)
LRF21—EE5RBEHMETE)
FEFAREREER
(f)bt*.?ﬁf’z:{ﬁ‘/.
TR FIIE—)L) EROEIL T4 T EE L, B
(REAR 1R 5) EiaR
FTEFARERE
JEfFEMA
FERG/ &%
A7 — SEA SR f 0 B
gy PRBR A 4 5- 1 k=
Visitl : | Visitl : Visits : | Visit6 :
HIE Visit B h- &5 Visit2 | Visit3 | Visit4 &5 k=
BRLART | BAAAHF HTRE | KT
HER VX —H)| Dayl Day1 Day8 | Dayl5 | Day22 | Day29 | Day30
Visith
e e Day Day Day Day Day -
AR 0~1 8~9 14~16 | 21~23 | 28~30 +dlay3

TEILER : H5BMM% 7T HA ETOERR 2 b o — LERRR
IR GBRME% T H B E TICUL FOTRT A& 7ZIREEN 2 Bk L TV =E . EWa s b
n—LERk E LTz,
i) REBREFIO 1 AREEN—T
i) FIRIREENS T0. Zp L) Uk M1, e
i) LAF 2 —3OELEN 1A 4FLIF
7ok, FIEIOERR 2 > b v — VEEAFEHEN 7= SN2, EARFEIEA - S 72 VWiEAIE
Ehgay be—VERE L TRV -7,
BIKFEEIE B : FHMEHIR L 0oFER (U0 B2 BB R OBRERE) | KRIEE, VAS O
B, LAF 2 —EOBEHERM., © FEEA 74+ U ERANCE D LAY o —3KE HiE
DN (LA X 2 — 3R G ERTOEFRIRE, L A% o —3EE 10 25tk OEHEE,
EIRAEM, BehgE, KO ERE) | QOL FHN, MERFEAM

p=(1y

(EZIED T
FEIMWED 7= DRt BRI K OFEHT I G4E ] (full analysis set : FAS) & L7z,
1) EEFHMIE B 2k D fENT
i) EfENT
BHRM% T HEETOERE Y b — Ll EOMEE 70% LR E L, ZHa )G
ET DM 2 HREZIT> 7, R b —LERED 95%FHIXHIE Clopper &
Pearson E#EKX[H & L7z,
i) RIfEHT
a) E =y bo—)LERE TOBERKICE SV T, Kaplan-Meier #kiC L 0 R R &4
E LT, KHS (Day3~8) TOEEAMFED 95%FEXM (Greenwood i) ZHH L7z,
b) IR b — VERUBE A XIRIC, PIEOER L b e — VERE TICE L2 B
TRt REEH L,
2) R B (2xd 2 f#sT
1) FHMEEIE 2 & oFZhE (Y)Y B2 s K OSREUEE)
Day2~8, Dayl5. Day22. Day29, KOFGH& TR/ IR DORER Z & ITHEEF 21TV,
HNER KL OF D 95%Z2#HX[E (Clopper & Pearson DEHEIXWE) ZEH L7-,
i) TR
Dayl #5467, Day2~8, Dayl5, Day22. Day29. K OMEH-#&T RE/H 15 IRy 0 &5 T B
(0. 2L (@< 1. T 8E (D LRy 1. T20 B%E GEY) ). (30 &
B GEEITRVY) | D 4 Bl ([ToWT, R 2L ITHEER 21TV EERUEIE IO
TRERT 7 7 %AW & B LT,
i) VAS [EOHR
Dayl #5-BH#f#i. Day2~8, Dayl5, Day22. Day29. K& UG T RE/HIERFD VAS fE
DOEFIFEHRARFR T EICHEB L, HBRZER LT,
iv) L AF 2 —dEHARDL
B T LA FHMIR (Dayl, Day8. Daylbs, Day22., Day29) OfHFPHN THEEG I




V. BRICEd 5

3)

TV AFa—3D 1 Hdie b OFEBEEE (A U TMUREE 14670 12555 % B
HEBEZEH L,

v) B RT3 UERBNC LD L AR o =R E RO A0

L A% 2 — P HIERIBERIC OV T, VAKX 2 —EBEHEFHEMRINIZB W TLLT O£

P{To7,

a) EREMOEREMIZOWCTHER Z1ER LT,

b) EREEEOEREMEICHOWVWT L AF 2 —3E G HE 10 D% O 7 v AFEER ZVER
L7

c) BIEAZL (Dayl~9) IZVAFa—FoOELEE (0B, 1~2[E], 3~4 6], 5~9 [H],
10 BBl b)) Z4EFH L7,

vi) QOL #¥Hfh

a) PHIREH =& (Dayl #5-B%AA7. Day8, Day29. M OWkG-#& T HE/HhikiE) (2, SF-8
D 8 OOFMEHE (IR, SRR, BH&EIRE (&K | KO, 7).
FERATERRAE, DO, ROREEEIKGE D] ) I oW TERIMEFRZFH L,
PR A AER LT,

b) FFAMiREH & (Dayl #5-BA4ART. Day8. Day29. KOG TR/ HIER) 12, SF-8
DYz V=227 (FEHY~) =237 B~ —2a7) P RORGRAHET
b OEALBOERFR R EHH L7,

vii) MEIREF A

Dayl #5467, Day2~8, Dayl5, Day22. Day29. K OMEH-#&T Re/H (kR O REARFEAM
(0. FolKBemotzl . 1 HEVIRNAoT2) | (2. EHEDRNZ) | X
118, E<IRNLZ) D 4 B ([2oWT, WS 2 L ICHEEEE 21T o T,

W77 N— T RN
FAS ZXRIC, AEAA FEMHBERELOA CA A FIEHBERF CEEFHMEEA B =
b —VEERR) L RRROIENT 21T > 72,

(REMHDRRT)

YT I—7

UTOHT I N—TTL A% o —3EGFEMM Dayl~7) I[ZHB LA EFRIZOWTH
JER AR LT,

B RBEALT 4 ERANCED VAT 2 —3EG5H Y

B RBEATF VERANCEID VAT 2 —EE L

%)

[XI.2. Z DIbDBIEEN JARY < -7 EBMPY <) —R370OFERE 2R
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b) EEHER

i) AOEZHRUOR—R 54 VEDQHE (FAS)

FEAA K FEAA K AR
fifi R B FEft BB
[N=61] [N=8] [N=69]
n (%) n (%) n (%)
i (%)
SERIE R = 66.08.99 72.0%10.31 66.7+9.27
65 mEA 21 (34.4) 2 (25.0) 23 (33.3)
65 kLl k- 40 (65.6) 6 (75.0) 46 (66.7)
75 %2 bk 8 (13.1) 5 (62.5) 13 (18.8)
PERI]
Bk 37 (60.7) (37.5) 40 (58.0)
P 24 (39.3) (62.5) 29 (42.0)
HE (kg)
EEIE YR 48.60+8.396 52.89+17.805 49.10+9.836
50kg LT 30 (49.2) 5 (62.5) 35 (50.7)
50kg it 31 (50.8) 3 (37.5) 34 (49.3)
FUER (EE4)
S 3 (4.9 0 (0.0 3 (4.3)
i 10 (16.4) 1 (12.5) 11 (15.9)
L7 3 (4.9 1 (12.5) 4 (5.8
HLE 23 (37.7) 2 (25.0) 25 (36.2)
JiF - IR - 15 (24.6) 2 (25.0) 17 (24.6)
WIR - AEHHAR (6.6) 0 (0.0 (5.8
Z DA 3 (4.9 2 (25.0) 5 (7.2)
Lz A
2L 8 (13.1) 0 (0.0 8 (11.6)
HY 53 (86.9) 8 (100.0) 61 (88.4)
SHSEE 1 (1.9 0 (0.0 1 (1.6)
fii 19 (35.8) 4 (50.0) 23 (37.7)
L7 (0.0) 0 (0.0 (0.0)
HibE (13.2) 1 (12.5) (13.1)
iR R P2 20 (37.7) 2 (25.0) 22 (36.1)
WA« ATHER 1 (1.9 1 (12.5) 2 (3.3
saqoliih 38 (71.7) 6 (75.0) 44  (72.1)
S ATESRERAT
SHEEER 3 (4.9 1 (12.5) 4 (5.8
i - THER 10 (16.4) 0 (0.0 10 (14.5)
HEB 26 (42.6) 1 (12.5) 27 (39.1)
JE 16 (26.2) 2 (25.0) 18 (26.1)
i 56 37 (60.7) 4 (50.0) 41 (59.4)
HEER 15 (24.6) 2 (25.0) 17 (24.6)
T (13.1) 1 (12.5) 9 (13.0)
T (14.8) 1 (12.5) 10 (14.5)
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FeAA R FEHA R AR
fifi R B FEft BB
[N=61] [N=8] [N=69]
n (%) n (%) n (%)
ECOG PS*
0 3 (4.9 0 (0.0 3 (4.3
1 22 (36.1) 3 (37.5) 25 (36.2)
2 16 (26.2) 3 (37.5) 19 (27.5)
3 20 (32.8) 2 (25.0) 22 (31.9)
HIAEA B A A FEURIE [N=61]
RO A al Al 26 (42.6) — 26 (42.6)
R 1L B R A 7 (11.5) — 7 (11.5)
ROk Z~<R— L ELA| 3 (4.9 — 3 (4.9
I Ak A 9 (14.8) — 9 (14.8)
Ry = SER Sy 4 (6.6 — 4 (6.6
Tl B = LT EH 4 (6.6 — 4 (6.6
Tx B = VBT 8 (13.1) — 8 (13.1)
BEFEE, & PHEDOH i
2L 0 (0.0 0 (0.0 0 (0.0
HY 61 (100.0) 8 (100.0) 69 (100.0)
VASf& (mm)
S ATE RS 32.4+22.01 59.5+18.92 35.5+23.26
Omm LA F 4mm PLF 4 (6.6 0 (0.0 4 (5.8
5mm LA E 14mm PIF 11 (18.0) 0 (0.0 11 (15.9)
15mm P E 24mm LAF 10 (16.4) 0 (0.0 10 (14.5)
25mm LAl 34mm LAF 12 (19.7) 0 (0.0 12 (17.4)
35mm LA b 44mm LA 5 (8.2) 3 (37.5) 8 (11.6)
45mm L E 54mm LI 10 (16.4) 1 (12.5) 11 (15.9)
55mm LA 64mm LA 4 (6.6 0 (0.0 4 (5.8
65mm LA 74mm LAF 3 (4.9 2 (25.0) 5 (7.2)
75mm LA b 84mm DL T 0 (0.0 1 (12.5) 1 (1.4
85mm LA 94mm LA F 1 (1.6) 1 (12.5) 2 (2.9
95mm LA E 100mm LA R 1 (1.6) 0 (0.0 1 (1.4)
PEIRRREE
0. 7L Gw< 720y 7 (11.5) 0 (0.0 7 (10.1)
1. B\ (D UV 28 (45.9) 0 (0.0 28 (40.6)
2. PR (VY 24 (39.3) 7 (87.5) 31 (44.9)
3. = GEFITEY 2 (3.3 1 (12.5) 3 (4.3
MR A
0. Fo7=< otz 0 (0.0 0 (0.0 0 (0.0
1. HFE VRN T 12 (19.7) 3 (37.5) 15 (21.7)
2. FhEHIRNT- 35 (57.4) 4 (50.0) 39 (56.5)
3. K<HRN- 14 (23.0) 1 (12.5) 15 (21.7)
JVTF=22 V7T A (mL/min)
S ATE RS 71.20+26.215 59.99+23.260 69.90+25.984
30 A 2 (3.3 1 (12.5) 3 (4.3
30 L1 60 A5 19 (31.1) 3 (37.5) 22 (31.9)
60 2L 40 (65.6) 4 (50.0) 44 (63.8)

* ECOG PS : K[E Sl A IR AER 7L — 7 O E o 7o — oK RERHA FE AR
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i) REELBRBRR (REMBIHNRER)

FeAA K FEAA R 2k
i ] ER FEft BB
[N=62] [N=8] [N=170]
E Re®ELT 4 P fE 74.517 25.574 68.924
B THEYER +142.0328 +33.8194 +134.8940
(L AF 2 —3ETr) 1 o ff 34.150 8.669 31.448
(mg) (/M ~ B K AE) (2.11~846.56) (4.09~102.20) (2.11~846.56)
EREELT 4o S fiE 15.5 12.8 15.2
+ Y 7 +9.16 +4.50 +8.78
# 5 PR 72
i 14.5 12.0 14.0
(Day) . o
(B IME~ s5c K A1) (1~29) (8~19) (1~29)
i) RRESE0EET (ZeMETtRER)
FeAFA K FEAA R 2k
i ] ER FEft F BB
[N=62] [N=8] [N=170]
EREELT 4 ¥ fE 6.825 3.943 6.495
1 B A5 Y +10.1934 +6.3728 +9.8403
(LAF 2 —3ETr) 1 o ff 3.230 1.160 3.130
(mg) (/M ~ B K AE) (0.63~66.68) (0.60~19.08) (0.60~66.68)

iv) BB ER R A SR EEROKE (KRBT RER)

SRR A Pt Gtk e B Hr
1~7 8~14 15~21 22~

F A A R EERE 15 47 62 52 31 20

[N=62] (24.2) (75.8) (100.0) (83.9) (50.0) (32.3)
A A NI BERE 0 8 8 8 2 0

[N=8] (0.0) (100.0) (100.0) (100.0) (25.0) (0.0)
SIS 15 55 70 60 33 20

[N=70] (21.4) (78.6) (100.0) (85.7) (47.1) (28.6)

n (%)

* PR IEAIR G544 T H —BRIEHIB 5.5 4m B +1 F TRBRSEHIF 503kt L7z b oo & LT

c) ¥t

i) ERmaY bO—JLERE (EEFHHER)

B

JEIE T 2 b e — LERERIT 73.9% (51/69 f5) Th o7z, KR o —LERERD 95%(Z 18X [

(Clopper & Pearson OfEHHXM) 1% 61.9%~83.7% TH V. 95%IEHEXE D FIRIZEE L7 BHE
THD70%% Enlb o7 (BfEE 70% & 5% T L7z Ml 2 TEKE : P=0.2858) .
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EREOY O—JLE/MZE (FAS)
EEahO—)LERE

0 20 40 60 80 100 (%)
|

| | 1 | 1

73.9%
[61.9, 83.7]
P=0.2858*
[N=69]

[ 195%{E%8X [ (Clopper & PearsonD{SEXfH)
* BEZ70% LR E LI FRI2IERE

BIfZAT

JEIR o1 b — LR E TOEE R B EES W T, Kaplan-Meier #CHEE L7221 > b o —/ Lz
R OHEEIL Day3 T 42.0% TH Y, Day7 X' Day8 TiL 78.3% ChH o7z, £7-. Ewa v b
— VEERRBE DNAIRIOER 2 > b a— LR E TICE Lz Bk CEYE EEHERZ) 13X 4.021.37 H

ThH-o7T,
EREI FO—LERE (HEEE) DR (FAS)
(%)
100 —
£ g - 783 78.3
{:slﬁ? 711
'Y 62.6
I?l 60
1% 48.0
= 420
gé 40 -
E
B 20
0 T T T
@A Day3 Day4 Day5 Day6 Day7 Day8
E B/ 29/69 4/39 9/32 5/22 4/16 0/12
Bl It
ERLE (%) 42,0 480 62.6 7141 783 783
(HETEME)
[95%{EER M]*2 [314, 54.5] [37.0, 60.4] [51.1, 74.2] [59.7, 81.7] [67.3,87.7] [67.3,87.7]

*1)Kaplan-Meierk 1= & S #E E ME
*2) Greenwood;kIZ kU E H
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YEEEIY FO—)LERETOHEE (FAS)

o P T L G M~ T
AFA I SRR () (R)
69 51 4.0+1.37 3.0 (8~7)

i) ACABRA EdA M4 FERENSOUIYBABOEREIY FO—LERE (YT 5 IIL—THEH)
BREA A A FEREE (X a FUOROA - EHRA. B e @& 0H8 - ERAL T~ F—akn
HISUL 7 = o Z = VREAAD - TESAD TR oOEE (e MEFEER) (L, filaRA v
FA RERENDE e BT 4+ CERNANCEI D B2, BEHEE L2 7 HRES LR, BR
a2 b VIERGRIE 72.1% (44/61 B1]) T > 7o, &7 =2 > b 1 — /LR RO 95% 15 #HIX [H (Clopper
& Pearson OEHHIXM) 1X59.2%~82.9% Th 7=,

[N=61]

[ 195%{S#8 X (Clopper & PearsonD{SHEXME)

ERHEIAO—)LERE

20 40

60
I

FTEXA FEREBRICHEITHEBEI Y O—JLERE (FAS)

80 100 (%)
| |

72.1%
[59.2, 82.9]
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i) FHMEHAB C L DFEME GIYBAREERVEREREE) EIREFFHER)
HihEi%, Day8 T 80.0% (48/60 #1]) . Dayl5 T 79.1% (34/43 f5]) . Day22 T 61.9% (13/21 51) .
Day29 T 80.0% (12/15 ) . #E5-#& TR/ IERFIZ 76.6% (52/68 i) Th o7z,

FHE YPYBAREERVERREER) OB (FAS)

(%)
100

80.0 79.1 80.0

80 | 765 758 76.5

742 750

65.2

60 —
ﬁ*”

40

20 +

0 T T T T T T T T
STAEsE) Day2 Day3 Day4 Day5 Day6 Day7? Day8 Dayl5 Day22

T

Day29 B5#TH/
Ll

HBI1%/ 46/68 45/69 52/68 47/62 46/62 45/60 48/60 34/43 13/21 12/15 52/68

Gtk

BH#HED (%) 676 65.2 76.5 75.8 74.2 75.0 80.0 79.1 61.9 80.0 76.5
[95%{E8R A1 [55.2, 785] (528, 76.3] [64.6,859] [63.3, 85.8] [61.5,845] [62.1,853] [67.7,89.2] [640,900] [38.4,819] [51.9,95.7] [6456, 859]

DY BAREERITEEREE AT IAEDE
*2) Clopper & PearsonM1{E X
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iv) ZEEE (BIRHHER)

PEIRIREIZOWT 721 (<2 ) X TR (D LYY | ThomBEOBIAIR., B 5ERtA
BT ETHY, & FeEL T 5 U ERAREZIZIZIODTNORESTYH 6 B ETH -7,

10 d e

50 1=

20 .

ERBEDHRE (FAS)

233

(%)
100 —
90 -
80 -
70 -
& 60
&
L
B
&=
& 40
)
|
a
20
0
Eofilid

(n)

. 22.7
174 [203 [208| |226| |75 16.7 188
10.1
T T T T T T T T T T T 1
Dayl ~Day2 Day3 Day4 Day5 Day6 Day7 Day8 Dayl5 Day22 Day29 R5#TH/
BBk AiE

69

69 69

68 62 62

O7%&LGEELY) EHEEGWLEN) BHEEGEND)

v) VAS [EQ#H (BIRFTHIER)
FIFRICE T % Dayl #5-5lhaRl2 5 O VAS HZ L& (CFHfE) 13-3.9~-14.Tmm TH -7z,

(mm)

60 -

50

40 -~

mo><

20 A

0
RIEE
(n)

30 A

60 60

VAS [ED## (FAS)

44

B EEGEEIAEY)

22 15 69

EHEHZERE
)\o\<
T T T T T T T T T T
Dayl Day2 Day3 Day4 Day5 Day6 Day? Day8 Dayl5 Day22 Day29 R5#TH/
RS R
69 68 69 68 62 62 60 60 43 21 15 68
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vi)

vii)

EROELITAVEHFIZEDLAF1—EDHEERR (BIREEIER)
LA 2 — 3O GARPLIE, Dayl 2>5 Day29 £ TV 1.47~1.95 [5], 1 9E 0.50~1.30 [2] TH

ST,

LAF1—REBEE5RMOHRE (FAS)

. . VAR o =3O ERHE* (7))

P i EEIE R el (e ME~ R ME)
Dayl1 69 1.91+2.547 0.90 (0.0~13.5)
Day8 60 1.47+1.601 0.90 (0.0~6.0)
Dayl15 36 1.94+2.232 1.30 (0.0~8.0)
Day22 20 1.95+2.367 0.85 (0.0~8.7)
Day29 15 1.63+2.635 0.50 (0.0~9.5)

kL AF2—HD 1 Hbiz W OFHRERBICHE S EH

EROELIA VEHFFIOLRAF21—EELTOAEME EIXRFHMEER)

EREMAO7

= m%/wyr/aa%%%vx%a—};& LG L, #5 10 D%RICEREIC X 2EmEMOmN %
FEhE L7k, [0, Eo72<KiBE o TR 2A19.9% (37/186 1) . 1. DR E -7 UL bR

801% (149/186{4-‘) N [o. ﬁ};ﬂja:{ﬁiofzj L B2 39.8% (74/186’{4:) T&)Of:o
EROELIAVEFRBFDLAF1—FLELTOBREEOEDMY - KEEN

(LRF 1 —RR5FEARER)

A 51 50 {5

I ERREL 186 14

0. o< HRE- TR 371 (19.9%)
PSRRI A 2 7 B ER 1. /0B E o7 75 1 (40.3%)

2. WEIIRE ST 42 f (22.6%)

3. MRV IRE-T 24 £ (12.9%)

4. SERITRE -T2 8 (4.3%)
EIREE

tREELT 3 DEHRAIOL AR 2 —3E UTOKRFMEIL, L A% 2 —IREHaMc T4 GRv) )
58.1% (108/186 1f) . [&EE GEEIZHVY) | 13.4% (25/186 1) Tho7-EIE&MN, K5 10 4%
Wi THEEREE (Fvy) | 3L.7% (597186 1) . TEE GEFITHEVY) | 5.9% (11/186 1) LK< 7
-7,

EFOELTA VESHFIDLAF1—FELLTOREROEMNE : BERE
(LRAF 1 —RER5HERER)

FHil%IE [N=50] 510 0tk

2L R Yy )i s At
e 5l U< 72vy) (D UIEVY) Gy GERITHEY) 7 (%)
2L UF< ey 0 0 0 0 0 (0.0
R (DU 17 36 0 0 53 (28.5)
HERE OFVY) 1 56 51 0 108 (58.1)
B GEEITHWYY) 2 4 8 11 25 (13.4)
ait M (%) 20 (10.8) 96 (51.6) 59 (31.7) 11 (5.9) 186
K OKMITMEERT,
C B Gl & B 5 10 31 & CEIRIBEIC (LA D Do T3
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LRAFa—FLLTOREEK

EREELT 4 ERAIO LV AF 2 —3KE L ToORGREEMEMIX, Dayl 225 Day4 £ Tl 0 [|],
Dayb 725 Day8 £ Tl 1~2 I ThH o7z, £/, 5B 4 BILLFDOFEIE X, Day3 @ 76.0% (38/50
) ZFrZ. Dayl 705 Day8 £ T 80%LL ETH -7,

EFOELTA VESHFIDLAF 1 —RELTOREFOEMME . HE5EHK
(LRAF 1 —RF5FHERER)

. . . HE n (%)

A AL 0l 1~2 [ 3~4 [A] 5~9 [ 10 BILI 1
Dayl1 50 26 (52.0) 16 (32.0) 3 (6.0 5 (10.0) 0 (0.0)
Day?2 50 16 (32.0) 13 (26.0) 13 (26.0) 6 (12.0) 2 (4.0
Day3 50 18 (36.0) 14 (28.0) 6 (12.0) 7 (14.0) 5 (10.0)
Day4 50 19 (38.0) 17 (34.0) 6 (12.0) 7 (14.0) 1 (2.0
Day5 46 15 (32.6) 17 (37.0) 7 (15.2) 4 (8.7 3 (6.5)
Day6 46 14 (30.4) 16 (34.8) 9 (19.6) 5 (10.9) 2 (4.3)
Day7 45 13 (28.9) 18 (40.0) 9 (20.0) 4 (8.9 1 (2.2)
Day8 44 11 (25.0) 17 (38.6) 11 (25.0) 5 (11.4) 0 (0.0
Day9 35 32 (91.4) 1 (2.9 1 (2.9 1 (29 0 (0.0)

vii) QOL &¥ifi (B REFHIEE)
SF-8 DA RHAME H OfFATHE R KL O SF-8 ¥~ U —2 =27 OB L &EGHIF T D QOL T T &
B THoT,

SF-8H< ) —Xa7DHFH (FAS)

Pl —2a7 FEATG R FEAT 145 SR + AR YRR 7= e (e M~ oK fiE)
Dayl #5BR%AH( 69 33.23+9.134 31.40 (16.5~55.6)
Jo2N] Day$ 61 36.45+9.778 37.40 (17.2~58.1)
Y~ U =227 | Day29 15 39.63+11.650 37.60 (17.2~56.5)
G847 IR/ LR IRy 69 35.63+10.281 34.80 (17.2~56.5)
Day1 & 5-BA44Hi 69 46.17+8.742 46.40 (29.2~63.5)
FEHRAY Day8 61 44.64+7.841 43.90 (26.9~67.1)
Y~ U—A27 | Day29 15 47.49+5.671 47.20 (38.4~62.2)
P 544 T Rg/ AR Rg 69 45.50+7.915 44.30 (28.3~67.1)
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iX)

FEARETME (RIXREEMIEE)
FEARGEAM OB OFE R, [FHELIRNTZ) XX T EX<IRNZ) ThHho-REOEIEIX., &5 RT
12 78.3% (54/69 ) THV, B RuENL T 5 U EHAIBRESEKTED 76.8% (53/69 1) TH-7-,

EEARETMDHER (FAS)

MERATAN n (%)
BTAT A0 A 1% -

o Eﬁi;;it a&ﬁiiﬂo 7 i;ﬁf) & <l
Dayl #5-BA%AA( 69 0 (0.0 15 (21.7) 39 (56.5) 15 (21.7)
Day2 69 7 (10.1) 13 (18.8) 30 (43.5) 19 (27.5)
Day3 69 1 (1.4) 14 (20.3) 29 (42.0) 25 (36.2)
Day4 68 2 (2.9) 11 (16.2) 39 (57.4) 16 (23.5)
Day5 62 0 (0.0) 13 (21.0) 27 (43.5) 22 (35.5)
Day6 62 2 (3.2) 10 (16.1) 29 (46.8) 21 (33.9)
Day7 60 2 (3.3 10 (16.7) 24 (40.0) 24 (40.0)
Day8 60 2 (3.3 11 (18.3) 24 (40.0) 23 (38.3)
Day15 44 3 (6.8 6 (13.6) 21 (47.7) 14 (31.8)
Day22 22 1 (4.5) 5 (22.7) 11 (50.0) 5 (22.7)
Day29 15 0 (0.0 2 (13.3) 5 (33.3) 8 (53.3)
B 548 T IR/ kIR 69 4 (5.8 12 (17.4) 30 (43.5) 23 (33.3)

d) &£t
i) RitBROREM

i )

i)

RIEFE BRI 40.0% (28/70 i) Th o7z, ERRIEMN BB 5%LLE) X, IR 20.0% (14/70
Bil) . UL 10.0% (7/70 ) . fERL, WEAE 45 7.1% (B/70 #1) T o7z,
BHHIEICESTRIERIZ 7.1% (B/706)) THY | =26, L%, o, FBE s, ek
£ 1B GEL, BN EHIIE—BE) PR LT,

B & ORED H 2 EEZEWEH RO TITRD bNRn o7,

TERFR 7 BIE AR IRKR

FEUCREL U RITER 2B Ric 2 5 & Dayl~7 T 31.4% (22/70 #) . Day8~14 T 13.3% (8/60
%) . Dayl5~21 T 6.1% (2/33 ffil) . Day22 LAFET 0.0% (0/20 ) ToH YV . &5-BAMGHIHIEm
272, Dayl~T7 TRIEMFEBLE 5% EOFLRIT, IR 15.7% (11/70 #) | Hols 10.0% (7/70 f1) |
ff, a4 5.7% (4/70 i) ThH o7z,

LRAFX1—ERSHEHMOREE (T YV IL—THE)

LARMEMATRIGEEM D 5 H | L A ¥ o —FELHFIEMMICE FrEL 7 VERAZ L AF 2 —3K L
LCEGENTEBE (LAXT2—HEEHV) 1360 ., FHSNeholzBE (LAF 2 —3Rkh
72L) X106 THoT,

BIERRBET, LAX2—EKEEHY 31.7% (19/60 ) . L AF 2 —3e572 L 30.0% (3/10
) ThHolz,

BB R IEICE S ZRWERIX, L AF 2 —3EHEH ) TiHlEE 3.3% (2060 1) | Bl WEH, FEL &
1.7% (1/60 #5l) Toh -7z,

REREEH & OBE O B 5 EELRIFERITR® bt s ol



V. 1BRICEEd HIEH

LAF 1 —ER5HREHREORER (REMETARER)

EREETLT 3 U ERBICE D L AF o —His
Y [N=60] 72 L [N=10]
n (%) n (%)

RIE BB 19 (31.7) 3 (30.0)
R R O AR E 2 (3.3) 0 (0.0)
BAEOE 2 (3.3) 0 (0.0)

TR B 3 (5.0 0 (0.0
W 2 (3.3 0 (0.0

AARSE 1 (1.7 0 (0.0)

PR TR B 10 (16.7) 1 (10.0)
FEED E W 1 (.7 0 (0.0

MERElEE 1 (1.7 0 (0.0

SEYR 1 (1.7 0 (0.0

fEERAR 10 (16.7) 1 (10.0)

W2, M K OMERm R 1 (1.7 1 (10.0)
JIE % 1 (1.7 0 (0.0

W B 0 (0.0 1 (10.0)

IR 12 (20.0) 1 (10.0)
{51 4 (8.7 0 (0.0)

T 0 (0.0) 1 (10.0)

L 7 (11.7) 0 (0.0

M 4 (6.7 0 (0.0)

B ORI 1 (1.7 0 (0.0)
HER K 1 n 0 (0.0

— ik - B K O G O R 2 (3.3 0 (0.0
(Y=Y 1 (1.7 0 (0.0)

FEEN 1 n 0 (0.0

(HEYZ N e 1 (1.7 0 (0.0
ekl 1 (1.7 0 (0.0)

MedDRA/J ver. 18.1
VAR o — B GMAELH Dayl~7) ([CRE LA EFREEIS



V.

IBFRICBEd 5 IHH

QI AERBEEEMRELIZE FOEIL T+ VESFIO—MRERRK - R 5HR (FI/IERR KTRE:

C-J306 :RER) 2

a) AR E

THA

Zfiaedtlml, FEEAER L, FEEMR. FERM, Mkmes 5

H ]

H A A I BRI R O 03 AR B R K BT
Li-b & OB, Lotk ROKDBIELRAT 5.
e, BRI HIE LTE REEL 7 4 S ERANC L5 L A% 2 — a5 5 LA 0 e kR
CA AT 5,

b R ®LT 4 R A R RS

P S

A YA A NEEFSESE ] R OFEEH D 20 mkLh Lo AR EE
CAZOERRIT S SUER] 21 B A B4 FEEABER 19 6, 44 NIEMEHBERE 2 #)
(MR GYER 21 B : A A4 FEFABER 19 6, 441 RIEMEHBRER 2 61)
(L R % o — P BETATSIER] 18 il : A Ao R EERE 16 B, A4 FIE6HHEERE 2 41
- Dayl #5-BA46H 2> 5 Day8 £ TIZABER A HE, 230 P 5-% FEhid 2 720 OIS EN 2SR T
x5HE
c LR OOV OFERIRE & FEhtih o&
A A NEHBER - BEBEO 7 AR LRI D NRAERICR LA 44 FERIE (Ere
RBF| AFa KUK, 7oV /(FL R T R—L) BERE
FLEEINTWEE
T T A I BETE BB BREAT 14 H PSR AKIBICK LA A A FEUERAH AL Tk
L, BEBEIFORFEREN (2. PEE RV | . 13 @ Gk
IR | D ORREAFEHE A 77— (VAS) E2Y 35mm PLET, )
BRE LR SRR ERTI N R A E 4 A RERIE TORBRE L L3 L
i L7=E
o R BRI 2K E B B EE R R ER 7 L — T D E O - RIREERHIERE (ECOG PS) 728 3 LLF D

B RaEL 7 UERAZ, PIREEGRE LT, A4 A REARER CIERITEROA B4 A REE
R 1 BEGEIOGUTEHE (£20%) (THR) 2. A4 1 FIEFEHEBEEH TIX 0.56~1.0mg/H
& B TICEGE S Lz, 1 DOEHEAN S OFHEEFEAEE O ERIE ImL/hr & L, ERZBX T
B 5N VERIGA TR 28032 & & Ui, E72, BB EEEE A a5y FH I Al 23 1 5
DL 78 EBFE OREN EREN S 2 &l L7561 1 DO EFHBAL b ORffiiE A& % 20mL/
ALLRET D2 2BE L, WMEBEIEERTE 27 L, 35 S E A TR T E R A3 238
LR LA IR S B AEE I E L, ARBUERSSICTARAEKEFEHA L, &)
BRI S IR E 28 AR & Uiz, BG4 715135 B R B Al S sk BR oy fH S Fili 23 i B & )4
LETRIRHRAE 2 &I B SRR~ Y D B X 21T o T,

ERFOELITA VEHFFONERESEE
#BOFEAA FEENMSOYYEZ

BOoELEex (mg/H) — 30 60 90 120 150 180
BOoAFTary (mg/A) 10 20 40 60 80 100 120
F5< F— (mg/H) 75 150 300 — — — —
bt ReTL7 4 o ERA (mg/H) 0.6 1.2 2.4 3.6 4.8 6.0 7.2
Tz VR ZLEREINC DY ER

Fan7 v 7 MT 23y F (mg/3 H) 2.1 4.2 8.4 12.6
Z7xv hAT—7 (mg/H) 1 2 4 6
UoFanyF (mg/H) 0.84 1.7 3.4 5
TEFARREDIEEIN (mg/H) 0.3 0.6 1.2 1.8

b ReEL7 g o ERA (mg/H) 1.25 2.5 5.0 7.5
TEFA FESFFNSOOYER

EAEX (mg/H) 20 40 60 80 100 120
7 x4 = (mg/H) 0.4 0.8 1.2 1.6 2.0 2.4
F¥a kr (mg/H) 25 50 75 100 125 150
bt ReTL7 4 o ERA (mg/H) 2.5 5.0 7.5 10.0 12.5 15.0




V. 1BRICEEd HIEH

ERFOELIA VESFFHOEERVEE
®e

DIFD 1) . 2) . 38) OWTHNORELMZ LA, BT 24 B O ER R 5RO 1.25 £~
15 B2 ERE LTHREATRREE Uiz, HEITREBRIEAE GG 2R A & LT 24 K] (=2 5
M) IR CHEME L7z, TORMICHERE TERWEEIE., ARG EOERERENS 24 BFFLLERE L
1% & LT,

1) 8 24 FEOEFRMEN (2. HEE Ry ) XUE 130 @E GEFIZRWY) |

2) 24 BEFILIAIC 5 [EILL B L A% o — 3 & & 5

3) Fofh, REBRE(LEAM SIS HEMNLE L DT 5D

BE

AEFZORIR EIC LV BENLETH D &P EEA SUIRBR S HIEM 2 L2 5E .
AREE L7z, R, M OSRBREAI O BN LIl L7258 13, W EBUE IR0V ERBEEA o
WEETH)Z & &L, 2B, 0.6mg/A LV S HICHEN LIRSS, RBA T 1k Uit
R~ A2 E LT,

(LAF21—EDKE)

—RERYZRVRIE ORI I, A A A FEURIEOGFREEINR R TE 52 & & L, RBRIER Ok
HSHHIEL A2 —FKLE LT FrEAL 7+ VERAIZFEHAL, 1 FHZVOR5EIT 1 BEE
B0 1/24 &% BRICEG Lz, BRBREAIOYIRIBGRE L LAY o —FOB LR, #iid s L A%
a2 —OEGRFEITFERIE LT 105 EE L,

FioeiZ 5-WRRE, 1 DOTEFENL S ORI AEIL ImL/hr 2 ERE$T2 2 i E L, BIREB
ZTCHREGNLERBESITEFA 20T & & L, 2d, R EEAT TR R 5 Al 237
FHBALSON 72 EBE O ERENH 5 EHIB LA, 1 DOEKNTAL b ORiEAEL

5 | 20m/ A FET A L b EE LT,
(GAERTH A )
HEREFIR 5 ‘ FER=E
’ (&xF288) =1< (18) R
— |
AT AR (78)
LRAF 21— SHELHM(7B)
FTEAAFEREFER
(-'E)bl:_;?x Tﬂi“/j\‘F\‘/~
JxHE RIRETL) EFOEL T+ ESH | s
(ET#H5) ERAE
FTEFARERFE
JEFEMA .
AEmE/ 28
A7) — S b A 7
gyt FRERHRA P 51 3=k
Visitl : | Visitl : Visith : | Visit6 :
HE  Visit ® 5 5 Visit2 Visit3 Visit4 w5 (=
BRLART | BAAAEF TR | KT
HMER L& —H)| Dayl Day1l Day8 | Dayls | Day22 | Day29 | Day30
Visith
e s Day o Day Day Day Day N
R 0~1 8~9 | 14~16 | 21~23 | 28~30 | 173
day
FEFMER XFRE LT, UTFZ2EIEORBEE & Lz,
FOMERLTEE - % 5-50061% 7 HH £ TOEF o > b o — LERSR, FHMEEIR 2L oFSR BV
B2 UGEE R OBEIRUGERE) | ERME, VAS EOH#RE, L A% o —3Ko& R
P, B ReELT 3 U ERANCL D VAT 2 —REGRFOFHME (L AF 2 —3K
BeHEBTOERRE, LV AX 2 —3EE 10 o%OKRmImE, KREm, &58,
S KOG R . QOL #RAh, AREARZEAN

M GBIA%E T B B £ TICLL RO T A2 REED 2 Bk L TW A, Bma
b —uERk e Lz,
i) RBRFEHO 1 AREEN—E
i) FIRIREENS T0. Zp L) Uk M1, )
i) VAXa—FOEL1H 4RLIT
7p¥5, PIEIOER 2 2 b v — LRGN R 7o SN2, B E R T S VG E
TR a Y ha— LR E LTI o7z,




V. BRICEd 5

(BTED T
FEIMWED T 72 DR BRI K OfEHT I G4E ] (full analysis set : FAS) & L7z,
1) AMMEDFHARIE B 69 2 gt
i) 5% T HH L TOEREa Y b a—LiERER
a) BEPAMAE T AHETOERMm A b — VEREROE D 95%(E#X M (Clopper &
Pearson OEHHXW) ZH M L7,
b) EJE = b — L E COEE B EICES W T, Kaplan-Meier 7512 XY #EAR % HE
E LTz, & (Day3~8) TOERED 95%EHHXH (Greenwood %) #FH L7=,
i) FHMEHIEZ & OFZE (Y)Y B2 s K OSRUGE )
Day2~8., Dayl5, Day22, Day29, KOG TR/ IEReDRER 2 & ITHEEF ATV,
HNFR KL OF D 95%Z#HX[E (Clopper & Pearson DEEIXWE) ZEH L7~
i) &R IR
Dayl ¢ 5-BHaHT, Day2~8, Dayl5, Day22, Day29, K UMERE#&T R/ 1k IR D& f 58 B
(To. 22U (w<7zvyy) 1, T 8EE (DL L T2, FEEE GRYy) ). 180 &
B GEFIZRY) | O 4B 10T, R T SICHEERH ATV, EHELOEEICT D0
TRMES T 72 AW B X% ER LT,
iv) VAS EOHR
Dayl #5-BH#f#i. Day2~8, Dayl5, Day22. Day29. K& UG T RE/HIERFD VAS fE
DOEFIFMEHRARFR T LICHEB L, HBRZER LT,
v) AR o —3KE BRI
B T LA FHMIR (Dayl, Day8. Dayl5, Day22. Day29) OfMHFHN TH G-I
L AF2—3KD 1 Hbiz 0BF T L oL 5 R (MEHA U TMUSE 147 1[04k
SEENEFHEEZEH L,
vi) B REELT 4 VERANC LD VAR 2 —KE RO H 2
LA ¥ 2 — 3P H IR GEMIC OV T, LA F 2 — IR SHRAERRINICIS W CTLLU T %R

fiRHTEH 17572,

a) EIREMOANEMIZ OV THERZIER LT,

b) FIEIRE OEPNEMIZ OV T L AF 2 — KGR & 510550 7 m AFEREERR LT,

c) BlEEH T (Dayl~8) ICLAF a—FoEhE¥ (0FE, 1~2[E, 3~4[E, 5~9 [
10 [BIBL k) Z4EF LT,

vii) QOL FFfh

a) PHmRE & (Dayl Be5-BRtART. Day8. Day29. K OMEEL#& THy/HIEEE) (2, SF-8
D 8 OOFMIEE (RMIMEEKR, JIRMAE, B REEIgEE (JK] | (Fowma, &,
FEEAETERSRE, D OREEE, R OH E&EERRE DEM] ) oW TENFFEZEHL,
BHEER 2R LT,

b) PR & (Dayl #5-BH4451. Day8. Day29. K OFEHH& THi/HIEEE) 12, SF-8
DY~V —2a7T (HEMYP~Y —2a7 Bt~ —2a7) P KOG BEAH]T
NHDOEBROERFRFHEEZ R L,

vii) FEAR LA

Dayl #¢5-BHamT, Day2~8, Dayl5, Day22, Day29, MK OEHET Ry/rh (ko REAR AT

(10, Fol-<BENZhotz) . T1. HFEVIRNZ»-T-] . 2. THFEHIRNT] . X

18, K<IRNZ) @ 4 Beflk) 1o\ T, MR T L ICHEEER 21T o 12,

2) Y7 T N— TR
FAS ZX8I1C, A4 A FlEHBERL A LA RIEEHBERECEMEIMIERE (LR =
v hr—VERER) & REROMT 21T o 7,
(REM DT
YT
UTFTOY T I N—TTLAX o —EE5HFHEALRM (Dayl~7) IZHREALIZAEFRIT OV TH
FEREER LTz,
CERBEALT 4 UEHRHANCL AL AF 2 —FELGH Y
CERBEEALT 4 UEHANCL AL AT o —BE LR L
i) X2 ZOMOBEEY SANYTY—RIT ERRIY Y- 7 OREEIE) B




. IBPRICBIT D IHH

b) EEHER

i) AOEZHRUOR—R 54 VEDQHHE (FAS)

FeAA K FEAA K AR
fifi F BE AT Fefh R
[N=19] [N=2] [N=21]
n (%) n (%) n (%)
il (%)
SEE AR 2= 65.0+10.07 64.0+2.83 64.919.58
65 FEAE 7 (36.8) 1 (50.0) 8 (38.1)
65 kLA k- 12 (63.2) 1 (50.0) 13 (61.9)
75 %Ak 4 (21.1) 0 (0.0 4 (19.0)
PERI)
Bk 12 (63.2) 2 (100.0) 14 (66.7)
ok 7 (36.8) 0 (0.0 7 (33.3)
HE (kg
SEBE AR 51.52+9.993 57.45+14.920 52.09+10.207
50kg LL T 7 (36.8) 1 (50.0) 8 (38.1)
50kg i 12 (63.2) 1 (50.0) 13 (61.9)
FER (EEL)
SASARD 0 (0.0 0 (0.0 0 (0.0
fii 8 (42.1) 1 (50.0) 9 (42.9)
L= 1 (5.3 0 (0.0 1 (4.8
HLE 5 (26.3) 0 (0.0 5 (23.8)
iR R P2 0 (0.0 0 (0.0 0 (0.0
WoIR - AEHH R 2 (10.5) 0 (0.0 2 (9.5)
saqoliih 3 (15.8) 1 (50.0) 4 (19.0)
Luaye 20
2L 1 (5.3) 0 (0.0 1 (4.8
HY 18 (94.7) 2 (100.0) 20 (95.2)
SHEAHR 4 (22.2) 0 (0.0 4 (20.0)
i 7 (38.9) 1 (50.0) 8 (40.0)
A7 0 (0.0 0 (0.0 0 (0.0
HLE 3 (16.7) 1 (50.0) 4 (20.0)
JiF - IR - 8 (44.4) 1 (50.0) 9 (45.0)
WAR + AFHER 2 (11.1) 0 (0.0 2 (10.0)
Z DA 15 (83.3) 2 (100.0) 17 (85.0)
VWL 8 VA
SASAR 2 (10.5) 1 (50.0) 3 (14.3)
b - TEER 4 (21.1) 0 (0.0 4 (19.0)
B 9 (47.4) 1 (50.0) 10 (47.6)
Jiioki) 7 (36.8) 0 (0.0 7 (33.3)
RE R 7 (36.8) 1 (50.0) 8 (38.1)
N 8 (42.1) 1 (50.0) 9 (42.9)
EH 1 (5.3) 1 (50.0) 2 (9.5)
T 2 (10.5) 1 (50.0) 3 (14.3)
saqoliih 1 (5.3 0 (0.0 1 (4.8




V. BRICEd 5

FTeAA K FTeAA K S
fifi F B E AT FEft BB
[N=19] [N=2] [N=21]
n (%) n (%) n (%)
ECOG PS*
0 1 (5.3) 0 (0.0 1 (4.8
1 5 (26.3) 0 (0.0 5 (23.8)
2 9 (47.4) 1 (50.0) 10 (47.6)
3 4 (21.1) 1 (50.0) 5 (23.8)
HIAEA B A A FEURIE [N=19]
BOAEy o R 8 (42.1) — 8 (42.1)
B0 T~ R—n8ug) 2 (10.5) — 2 (10.5)
A% a RUEEH 3 (15.8) — 3 (15.8)
7 x X = )VHER A 6 (31.6) — 6 (31.6)
BEFEE, & OHEDOH i
2L 0 (0.0 0 (0.0 0 (0.0
HY 19 (100.0) 2 (100.0) 21 (100.0)
VAS f (mm)
SERIE AR = 29.7+21.35 41.5+0.71 30.9+20.56
Omm LA 4mm LA 3 (15.8) 0 (0.0 3 (14.3)
5mm A E 14mm PLF 2 (10.5) 0 (0.0 2 (9.5)
15mm LA 24mm LLF 3 (15.8) 0 (0.0 3 (14.3)
25mm LA_E 34mm LA 4 (21.1) 0 (0.0 4 (19.0)
35mm LA b 44mm DR 1 (5.3 2 (100.0) 3 (14.3)
45mm P E 54mm LLF 4 (21.1) 0 (0.0 4 (19.0)
55mm LA L 64mm LI F 1 (5.3) 0 (0.0 1 (4.8
65mm LA b 74mm DR 1 (5.3 0 (0.0 1 (4.8
IR TR
0. 2L UE< 72wy 3 (15.8) 0 (0.0 3 (14.3)
1. ;e (DLW 10 (52.6) 0 (0.0 10 (47.6)
2. PEE UFVY) 6 (31.6) 2 (100.0) 8 (38.1)
3. M GEFITRWY) 0 (0.0 0 (0.0 0 (0.0
MR T
0. o< Rhiphoiz 1 (5.3) 0 (0.0 1 (4.8
1. HEVIRNIeHoT2 7 (36.8) 1 (50.0) 8 (38.1)
2. THE RN 8 (42.1) 1 (50.0) 9 (42.9)
3. <RI 3 (15.8) 0 (0.0 3 (14.3)
JVTF=27 YT T A (mL/min)
SERIE R = 78.56+30.794 72.60+18.526 78.00+£29.561
30 AT 0 (0.0 0 (0.0 0 (0.0
30 LI Lk 60 i 6 (31.6) 1 (50.0) 7 (33.3)
60 L. E 13 (68.4) 1 (50.0) 14 (66.7)

* ECOG PS : KEHUG ARG IR GRER 7L — 7 D JE & 7= — MR BB AL FE AT



V. 1BRICEEd HIEH

i) REELBRBRR (REMBIHNRER)

FEAA R FEAA R Ak
fif R R E B el F R B
[N=19] [N=2] [N=21]
E REELT 4 SEHE 95.515 15.664 87.910
ey 5 TR A +135.7780 +4.9803 +131.0352
(LAF 2 =35 1) o fil 44.450 15.664 24.798
(mg) (/M ~ Fe KA (6.86~552.00) (12.14~19.19) (6.86~552.00)
b REELT SEHME 15.4 12.0 15.0
TR A +9.23 +4.24 +8.87
Be 530
(Day) Hh A 10.0 12.0 10.0
(e /IME~ 5 KA (6~30) (9~15) (6~30)
i) RRESE0EET (ZeMETtRER)
FEAA R FEAA R Ak
fif R R E R el F R B
[N=19] [N=2] [N=21]
E Ra®EL7 4y SEHE 6.864 1.600 6.362
1 HicKE 5 & (R 2 +6.2757 +0.0283 +6.1606
(LAF 2 =35 1) o 3.900 1.600 3.750
(mg) (e M~ KA (1.04~21.60) (1.58~1.62) (1.04~21.60)

iv) BB ER R A SR EEROKE (KRBT RER)

BRI Pt Gt e AB 2 Hc

SETRER | PIEBAEK Day Day Day Day
1~7 8~14 15~21 22~

A A N EER 5 14 19 18 8 5
[N=19] (26.3) (73.7) (100.0) (94.7) (42.1) (26.3)

A A NIEREHBERE 0 2 2 2 1 0
[N=2] (0.0) (100.0) (100.0) (100.0) (50.0) (0.0)

LN 5 16 21 20 9 5
[N=21] (23.8) (76.2) (100.0) (95.2) (42.9) (23.8)

n (%)

s SRERIEAIE 546 T B — RBSGAIE 5 B04A B + 1 % CRUBEERIE 5 456 L= b o & L ARt




V. BRICEd 5

c) Bzt
i) EREOY bO—JLERE
I = e — LRI 85.7% (18/21 ) Th o7z, K= b —LERERD 95%(FHHXH
(Clopper & Pearson OFHHXH) 13 63.7%~97.0% ThH - 7=,

EHFEOY FO—)LERE (FAS)
EROVFO—LERE

0 20 40 60 80 100 (%)
| | | | | |

85.7%
[63.7, 97.0]
[N=21]

[ 195% S8 X H] (Clopper & PearsonD{SHEX[H)

K v b a— ) LER E TOEGE R BICESW T, Kaplan-Meier A THEE L72&g = b o —/ L
B OHEEEIL Day3 T 38.1% (8/21 f5l) TV | Day5 T 4/9 f3i, Day6 T 2/5 fil, Day7 T 0/2 3,
Day8 TO2 I Td -7z,

ERO Y bO—JLERE (fEE) O#F% (FAS)

(%)
100 ~

80

571

60
40

*1) 20 —

(i k) B4 = — D7\ LIkt

o 479451 2/5% 0/2451 0/2451

i) Day3 Day4 Day5 Day6 Day7 Day8

ERBIE/ 8/21 4/13 4/9 2/5 0/2 0/2
ST 5115

ERE (%) 38.1 57.1 - — - -
(HEEE*)
[95% SRR [21.2,61.9] [37.7, 78.1] - — - -

*1) Kaplan-Meierik [~ & S HEEE
*2) GreenwoodixIZ &Y E H

i) AAERA EA A FERENLOYIYEBEZBOEFEI Y bO—ILERE (YT T IL—THEH)
BREAEAA FERE (KXo a RUROF - ERAL b7~ F—AROF LT = > % = VR
THERETOBE (T4 A FEMBER) (O L, BiERA EA A FEFEENOE FrEL T 4 U7E
FANCEI DR Z . EEMEB L2080 T HE&EG LR, B = b —/LERRIL 84.2% (16/19
) THoT-, i ba—/LEEEDO 95%(5HHIX M (Clopper & Pearson OfF#HX M) 1% 60.4%
~96.6% ThH o7,



V. 1BRICEEd HIEH

TEXAA FERBERICSTSEEIL FO—LERE (FAS)
ERarhA—)LERE

0 20 40 60 80 100 (%)
| | | | | |

84.2%
[60.4, 96.6]
[IN=19]

[ ] 95%{E%E X (Clopper & PearsonD{S¥EX i)

i) FHEHAE C L DBENE WY BAREERVERREE)
=%, Day8 T 90.0% (18/20 ) . Dayl5 T 100% (11/11 1) . Day22 T 6/6 ], Day29 T
475 B, P GA& T/ IEREC 85.7% (18/21 f5) TH 7=,

AR QPYBAREERVERREER) DR (FAS)

(%) 100.0
100 950 950

90.0 90.0

85.7
81.0

80 76.2

60 -
ol 52.4

gt

40 +

20

6/6f5  4/5%
T T T T T T T T T

0 T
T{MA%H] Day2 Day3 Day4 Day5 Day6 Day7 Day8 Dayl5 Day22 Day29 H5#THE/
o bR

BB/ /21 16/21  17/21  19/20  19/20  18/20  18/20 11/11  6/6 4/5  18/21
EaiinE

BHED (%) 524 76.2 81.0 95.0 95.0 90.0 90.0 100.0 — — 85.7
[95%{E53ER 12 [298,74.3] [52.8,91.8] [58.1,94.6] [75.1,99.9] [75.1,99.9] [68.3,98.8] [68.3,98.8] [71.5 100.0] — — [63.7,97.0]

*DEYBIREERTREREEICHTIEHE
*2) Clopper & PearsonM{S %8 X [
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iv) EERE
PEIRIREIZOWT 721 (<2 ) X TR (D LYY | ThomBEOBIAIR., B 5ERtA
BICIZN6ETHY, b FaE/LTY 4 U IERAREHZICITTEL ETH -7,

ERBEDHRE (FAS)

(%)

7

(DTS i B ) ek 8 Rt

28.6
10 238 25.0 23.8
143 14.3
*1) *2)

0 T T T T T T T T T T T ]
Eailic ] Day1 Day2 Day3 Day4 Day5 Day6 Day7 Day8 Dayl5 Day22 Day29 R5&T7H/

et ] Tl

(n) 21 21 21 21 20 20 20 20 11 6 5 21

OzLEdary) BEEGLEY BPFEGEL) B SEGERICHEND)

#1) Day22: 7L (JESELY) 145, 8REE (D LJELY) 5651
*2)Day29: B2 (LAY 4. PEE (L) 141

v) VAS [ED H#F%
b FrE/LT 4 o FERGEEERICET 5 Dayl & 5-546010 5 02 k& (FHE) 13-2.2~-16.5mm
Thol,

VAS [ED## (FAS)

(mm)

60 -
EHERERE
504 T

40

30 - O\(
x\\k\%

20

@mo><

104 +

0 T T T T T T T T T
ST{MA%HY Dayl Day2 Day3 Day4 Day5 Day6 Day7 Day8 Dayl5 Day22 Day29 B5#TH/
5 had bR
(n) 21 21 21 21 20 20 20 20 11 6 5 21



V. 1BRICEEd HIEH

Vi) ERBELITA VEHRFICEEZLRAF 1 —EDKRSIKRR
L AF 2 — 3O GRPLIE, Dayl 2>5 Day29 £ TV 0.89~1.86 0], 14K 0.50~2.15 [0 TH

ST,

LAF1—REBEE5RMOHRE (FAS)

S A S AT VA TROB IR (ED
AR R A eiE (e ME~ R fiE)
Dayl 21 1.86+2.413 1.10 (0.0~9.3)
Day8 20 1.04*1.368 0.50 (0.0~5.0)
Dayl5 9 0.89+0.980 0.70 (0.0~3.0)
Day22 6 1.65+1.343 2.15 (0.0~2.9)
Day29 5 1.50+0.866 2.00 (0.0~2.0)

kL AF 22— 1 Hbiz W OFHREREICHE S EH

Vi) ERBEIL T+ VESEIOLRAF21—FLE LTOEMMN

EREMRO7T
EREELT 4+ U ERAIZ L AT a2 —3KE LTREG L, &5 10 5% ICEE I X 2EmEM O %2
T LR, 10 Eo72<KBE-> TRV 28 13.2% (9/68 1) . 1. ZViBE-7-1 LLER

86.8% (59/68 1F) . [2. WEICIEE »7=) LLEM 48.5% (33/68 1) TH o7z,

ERAELITAEHRBFDOLRF21—FELE L TOREHOEMMNE - EHEEM
(LRAF21—RE5FEARER)

EAITaES 18 {1

billncstexs 68 1

0. Fo/e<KHEE-> TRV 91 (13.2%)
FEIRTEFIA = 7 Bl R 1. Z0hE o7 26 {1 (38.2%)

2. WEITIRE-T- 19 1 (27.9%)

3. PR VIEEST 11 4 (16.2%)

4. SERITRE -T2 3 (4.4%)
EIREE

tFm%w7jyﬁ%ﬂ®vx#1~£&LT@%%%Em\Vx%1~£&5%’WMWﬂTwM
57.4% (39/68 1F) . [&EE GEFITHEVY) | 25.0% (17/68 1) Tho7=El&0., 5 10 51
[FREERE (vy) ) 29.4% (20068 1F) . T GERITEVY) | 2.9% (2/681F) L7p-o7z,

EROELIAVEFRBEIDOLAF1—EL L TORSEOENE : BERE
(LRAFX 21 —EBRE5TERNFRER)

FEMBIEL [N=18] B 10 45
e 7L 395 W e Hat
@< 72y DLW Cr ARy GEFIZRE) 7% (%)
2L UF< ey 0 0 0 0 0 (0.0)
BE (DU 4 7 1 0 12 (17.6)
AR (V) 2 24 13 0 39 (57.4)
mEE GEFITRY) 2 7 6 2 17 (25.0)
it 1 (%) 8 (11.8) 38 (55.9) 20 (29.4) 2 (2.9 68
Fh ORI A £ T,

] H&GETE G 10 70tk & TR ICE(LN T SR> T



V. BRICEd 5

LRAFa—FLLTOREEK

EREELT 4 ERAIO L AF 2 —3KE L ToORGEEIL, Dayl 705 Day8 £ Tl 0 [ X% 1~2
Bl EE OEIGIL 55.6% L L ThH o7z, £z, HFEEH 4 BN FOFIEGIX, Day3 @ 78.0% (14/18
) ZFrZ. Dayl 705 Day8 £ T 80%LL ETH -7,

EFOELTA VESHFIDLAF 1 —RELTOREKFOEMN . HE5REHK
(LRAF 1 —RR5FEHRER)

. . " $EE n (%)

A AL 0 [l 1~2 il 3~4 [A] 5~9 [A] 10 BILI 1
Dayl1 18 8 (44.4) 6 (33.3) 2 (11.1) 2 (11.1) 0 (0.0
Day?2 18 4 (22.2) 6 (33.3) 5 (27.8) 2 (11.1) 1 (5.6)
Day3 18 6 (33.3) 8 (44.4) 0 (0.0 3 (16.7) 1 (5.6)
Day4 18 6 (33.3) 7 (38.9) 2 (11.1) 1 (5.6) 2 (11.1)
Day5 18 7 (38.9) 7 (38.9) 2 (11.1) 2 (11.1) 0 (0.0)
Day6 18 9 (50.0) 5 (27.8) 2 (11.1) 1 (5.6) 1 (5.6)
Day7 17 5 (29.4) 7 (41.2) 3 (17.6) 2 (11.8) 0 (0.0)
Day8 17 8 (47.1) 7 (41.2) 1 (5.9 1 (5.9 0 (0.0)
Day9 0 0 (= 0 (= 0 () 0 () 0 (=

vii) QOL 5l (SE1E#H)
SF-8 D&M H OfEHTHE R L O SF-8 ~ U —2 a7 o6, &5 8+ O QOLIZLL Fo &
B ThHoT,

SF-8 47 ) —Xa7DHFH (FAS)

P~ —2a7 FEATG R FEAT 145 S AR R 7S PR AR (e /M ~ B D)
Dayl GBI 21 35.35+£9.518 37.00 (21.2~54.7)
Ay Day8 17 34.78+8.522 35.80 (20.9~47.4)
T~V =227 | Day29 5 33.90+8.586 32.60 (22.6~46.6)
B 544 T W/ 1k 21 36.03£9.066 35.30 (22.6~49.0)
Day1 & 5-BA44Hi 21 47.72+8.354 46.20 (35.6~70.1)
giileh) Day8 17 48.447+10.442 51.10 (33.4~64.8)
P~ =237 | Day29 5 55.10+7.926 53.50 (47.4~65.5)
P 544 T W/ 1R 21 48.89+9.799 52.30 (28.5~65.5)




V. 1BRICEEd HIEH

ix) EIRFHE (SEFHR)
FEARGEAM OB OFE R, [FHELIRNTZ) XX T EX<IRNZ) ThHho-REOEIEIX., &5 RT
12 57.1% (12/21 %) TH Y, 5K T/ IEFCIX 85.7% (18/21 %) TH o7z,

EEARETMDHER (FAS)

IEARETAN n (%)
BAiLSs: FEATIf11% -

e e Eﬁi;;it Hﬁﬂ&jﬁi?of: iagﬁf) * <IEfI
Dayl #5-BA%AA( 21 1 (4.8 8 (38.1) 9 (42.9) 3 (14.3)
Day?2 21 0 (0.0) 6 (28.6) 11 (52.4) 4 (19.0)
Day3 21 0 (0.0) 3 (14.3) 12 (57.1) 6 (28.6)
Day4 21 0 (0.0 3 (14.3) 13 (61.9) 5 (23.8)
Day5 20 0 (0.0) 2 (10.0) 11 (55.0) 7 (35.0)
Day6 20 0 (0.0 4 (20.0) 9 (45.0) 7 (35.0)
Day7 20 0 (0.0) 6 (30.0) 8 (40.0) 6 (30.0)
Day8 20 0 (0.0) 4 (20.0) 8 (40.0) 8 (40.0)
Dayl5 11 0 (0.0 1 (9.1) 5 (45.5) 5 (45.5)
Day22 6 0 2 4 0
Day29 5 0 0 2 3
P 544 T W/ 1R R 21 0 (0.0 3 (14.3) 8 (88.1) 10 (47.6)

d) &£t
i) RNRBROREM
BITERRBIHIX 33.83% (7/21 ) Th-oT-, ERFEWER BBLE 5%LLE) 1%, IR 28.6% (6/21
Bl) ToH Y. TOMOBIERIL, /FRmb], (5L, B, ek, AFHERESRE . B2 T 45 4.8% (1/21
i) ThHoT=,
AR & ORED & 2 EEZRBEIEM L OR G IEFITEED b ho Tz,
AFABR TIIETITRR D bR o7,

i) R BIME A FRBRIKR
PSR BL L7 RBIER 2 BRI A % &, Dayl~7 T 28.6% (6/21 ) . Day8~14 T 15.0% (3/20
) . Dayl15~21 T 0.0% (0/9 f5]) . Day22 LIFE T 20.0% (1/5 %) ToH V. F5ERBEFIIC &)
o7z, Dayl~T7 CTEWEMZBLER 5%LL EoOFGL, IR 28.6% (6/21#1) ThHoiz,



V. BRICEd 5

i) LAF 21 —ERSHATHROREHE (Y TV IL— T

LRV RER D 5 B L AF 2 —Hx b
LTHEshBE (VAT 2—8KE5H V) 1319 #1,

L) 2B TH o7,

BITERRELRIT, VAF2—3ELEHY 31.6% (6/19 ) Tholz, VAFa2—FEERLT

,ﬁzﬂq OD%EEEI N‘LJ &b EZ"L%&?})O fu.o
BRCHEA & OREED & 5 HEZRENEM OG- T IEFIIEED S o T,

LAF 1 —RR5HREHRORER (REEBETIRER)

EREELT 4 UEHANC LD VA o —FfE
»v [N=19] 2L [N=2]
n (%) n (%)

BIVE S BB 6 (31.6) 0 (0.0)
PR SR B 6 (31.6) 0 (0.0
TR 6 (31.6) 0 (0.0)
WEOR 2R, B R OV R e 1 (5.3) 0 (0.0)
RE N 1 (5.3 0 (0.0)
H S 1 (5.3 0 (0.0)
M- 1 (5.3) 0 (0.0)

MedDRA/J ver. 18.1
VAR o — G MAEYH Dayl~7) ([CRE LA EFREEIGS

(6);A R A9fE F

FWEMEICE FuEL 7+ o EHAIZ L A% 2 —3K L
BHENRpoTBE (VAKX 2 —FKixh

(=]

1) ERBERE (—REARERAE. BRECRARERE. FRARBELERRAE) . RERTRT -2 X—XH

. HERFTRERZBORNE
—RRERARERE (KT)
H HY AFI DM HERBTIZIHBT L8R OEMEICBE T 2 MER LR T 2,
BRI CTUUT O B 42 Tl 7o 3/
P 1) PEEEEDN D E A &I U 7o S AR Uy BTBUC AR & & B LT B
2) FKWIRIN (kOO FICEES < BRI TG 2 s Lo BE
3) BEMENIC R G2 BHA L2 B
A ST IE g gk T =
FHATIARISE | 201845 11 A 19 H~2021 42 H 17 A, BN : 128
BEE R, IR, ARG AR ORIRET R, AR OFREGARIL, ik - AR, AL O #E
I (BmMBEEE ) OBERDL (KRR GBIA 7 BRI D AFIBEKT - PILRFE TS Lz
AT T HEREHE) | FUBMEIEESE, SinkAl, THL A7 aA FORERN (RAl&ER%
— H» O ARAI GAE TR « UERFE TICH A U2 FUB s e, finkAl, T4, 27824 F) . A%
Pe. SEKAFREA, EERRRAE, AEESR
<HENFHAEHEAE >
(RTFME, PR, ERREE . A Lo A D, WErL, ITESREIRE A Coet, BRkREEE R
HTDLRAEME
iE B & A ZEUVLE 560 ], Z A VERTM s SRAER] 558 il




V. 1BRICEEd HIEH

it P

LRV R RG] 558 1D 5 B, AANDI G, FrfifED 2 216 6] (38.7%) | Fti
THEDHD 323 6] (57.9%) . PRt E KR OFrfe MIEOHRGREETH Y 3 19 ] (3.4%) TH
ST, AFOGARGHES] (5Bl 12 WFR) 13X 16 F (2.9%) THH ., Pk - BEEFNX
542 # (97.1%) Tdh -7z, Pk - BihrliTFES 149 B (FRE 11.0 H) Thotz,
LRI GUES] 558 Bl 5 B, EIWERIL 97 BIZERO L, RITEARELIEIEGIE 17.38% Th -
7o ERBIVER ORI, R 11.11% (62 #1) | Bl 4.66% (26 f) | #HEZED 2.156% (12 41) |
MEmEAY 1.97% (11 41) | HHIRAY 1.79% (10 #) Th-o7c, HEEABIFEMIL 5 FIIED v, HE
REWEMFREHEIG1L0.90% TH -7, EEREWEMOMEIL. % 0.54% B 6 | FFRIHE,
ODROMELAE 0.18% (1) THH CEL. WEHIIFE—ER) | SETICE - THERNIT D> 72,
ZENRFFEO S b, EEREFEINTZY 27 ORBEIA X, HRME 0.18% (1#1) . HikkE
H2.69% (15 41) | Fls, W2 5.20% (29 4) TH Y | KFMER A LU ADOW|EIT R > T2,
JTHSRERE S R . BB E B DRI BIEI G134 2 20.96% (35/167 #) | 20.81% (41/197
) THot, 72k, FFHERERE, BHRERE O BN ORIERARRE G IR AEEZITRD L
Nnipinoiz,

2) RRBEHELTERFEOARXIEER L -AE - ABROME

FPARPSA
() Z Dt
M E R L




VI S HERIC B9 5 IHH

. EYEB(ICEAT HIER

. REFNICEEH SLEMRIILEHME
TV IR, v e RERBIEKFIY), 7 = v X = = IR
R BEOH DAY OISR EL, BHOBTRIESMT 5L,

. EIBER
(1EREML - YERBF

b FDOF A A RRBEE T T XA T 2R S M OB S 2 IO T2 B ) 7 MG RBRIZB N T,

ERBELT 4 AL IR kDS p AT A RZREICK LWtz R L7 9,

E RO pu A A A RZERZ R S Mld O 2 VLT [358] -GTPyS fia s 2 4etiic 7 2 =

A MEWDR T %777 ECs 23RO L Z A, B REE/LT 4T 0.543nmol/L, & REE/LT7 4+ OREY

ThHhdHE FRENT 42377 8= KT 1240nmol/LL THV, & KaE/L T 437V ua= D7 3=

A MEMIZE FrEALT 0K 1/2280 LAX0 -7 (in vitro) P,

1) Ebp 0. RUKFEFA FZERICHTHE FOEIL T+ D RUKBMOHRMNME (in vitro)
[J7i£]
bt by A HA FZFEREZRB 72 CHO- KL Mild, & b §4 A4 A REFEEZHILIE7- HEK293
fa, ROt b x AEA A FZEEEZHEI ST Chem-1 Mldn bR L2 i 4 A, [3H]
-diprenorphine % y X N x A4 A KU F > K& LT, [3H] -naltrindole 2 § 4441 RU AT K& L
THW, A ERZER L7, RBRWEL LT FoE/L 7+ U HEEE (0.3~300nmol/L (4] . 10~
10000nmol/L [§] . 3~3000nmol/L [x] ) . & REE/LT 4 -3-7 /b2y R (10~10000nmol/L
[u. 6. k] ) . EREEALT 4377 =K (H3G) (10~10000nmol/L [x 6. x] ) %. Btk
KHHRPE & LT [D-Ala2, N-MePhe4, Gly>-ol] -enkephalin (DAMGO) EefEH (1~1000nmol/L [u] ) |
naltriben methanesulfonate hydrate (0.1~100nmol/L [§] ) . U69593 (0.3~300nmol/L [x] ) %
WV, FRENORESEER MR DR L7z 50%MHERE (ICs) MW THMMAZ = Ki iz K
Too BEILFERRAZ 3B K LSRN HEH L, SEHE R E TR LT,
[ R ]
ERaE/L7 403t b p AEAA RZREICK L CHfMMEZR L, Ki flElf 2.6720.142nmol/LL T -
Too FTo. E RBEAT 4 UL APk A VA A RZFERITR L THBMMEEZ R L2, BB RIS
5 KifEDOHE /NG, © RRELT 4+ 0% p A LA RZFERIH L TR E -T2,
EReEL7 3 OREMTHD HI3G KO RaE LT 4 -3- 73y RO u, 6 MOk A4 A K%
BRICHT D Kl FrElr7x X 0m< REMEL D { YT 2 A 7B L CTBRIED
Koz,



VI RS ARBLIZ B3 5 H

Ebp ORVKkAEFA FRBEKIZHT B Ki fE

SR T OB TR TT Ki fit(nmolL)
u ) K
[ N == o A S 2.6710.142 156+6.89 13.0£0.874
E ReeL74-3-7bay R 1100£55.1 NC NC
t RaE/L74+2-3-717 0= FH3G) NC NC NC
DAMGO 4.82+0.661 NA NA
Naltriben NA 0.134+0.00742 NA
U69593 NA NA 1.81+0.437

BT FESZE 3R IR LR DB L, Pl AL R,
NA : 487,
NC : ICs50 2% 10000nmol/L LA FTHh v | HIHREE,

2) EbpuAEXA FRERKRICHT HE FOEL T+ D RURKRMERA EA A FOFEMME (in vitro) ©
(7]
b oy AEFA RZFEEZRBE ST Chem-5 MIOBREEL L 4 A4 A R T R ThHD [3H]
-DAMGO # AW THEGERA T LT-, RBPWE L LT, £ FrE/L 74+ (0.01~1000nmol/L) | &
JLE F (0.01~1000nmol/L) . A%+ = K> (1~100000nmol/L) , K7 = > % =L (0.01~1000nmol/L)
R L., u A A RZEEITRT 2L R KifEZ R, KifElL 3 floFHE TR L,
[R5 R]
b by A A FZERIZHTDE FeeL7 300 Ki HITRENRAEA A o KifiL DIk 7z,
WoT, B RBENLT 42D u A EAA RZFRITKT DBFMEN RS @ -o 72,

EkudEAA F2RIKRIZHT S KifE

AR E Ki fE(nmol/L)
[ N i o P AV 0.3654
b X 1.168
= NV 25.87
Tz HE =) 1.346

FAEIX 3 Bl B2~ T,

3) EMKAEFA RZRAERIIHT HE FAEIL T+ D RURKRMARA EX A FOHEMME (in vitro) 7
[J5i£]
t b k AU A FZFREREFB S W72 CHO Mifah S FR U7z it L IERIA A4 A FU T RTh
% [3H] -diprenorphine % W\ CHEAFERR 2 EhE L7z, RE®WE (0.3~1000nmol/L) & LT, B RKu¥E
NTHy, BAER, AF ARy KT =0 =V &I L, xk A RZRERICHT 5 BT %
AT KA RO, & KiEIEFERE 3EM KL RNDRM L, FYE D EERZE TR L,
[R5 R]
b bk AEAA RZERICHT D FatL7 4+ 0o Ki EIXRENTRA A A RO Ki L &7z,
WoT, BE RRELT+ D kA A FZFERITKT DB R b @2 o7,



VI S HERIC B9 5 IHH

EbkFAEFA FZRKITHT S KifB

AERE Ki fii(nmol/L)
[ N = o A 12.9£1.40
E/LER 65.5+22.6
Fxa RN 5943+671
Tz A=) 86.0+24.0

AT ERRZ 3 BV IR L7 fE R bR U i SR 2 R T,

4) AEFA RZERES TEA FIZHITHE FOEL 74+ o RUREYMT T =X FEM (invitro)
[7i£]
b b u A EFA FZFEEREZ RS2 CHO-K1 M OBFE S %2 FAvwC, [38] 7' 7 /v 5-0- (3-F4
= VU Vf#) (guanosine 5'-0-(3-thiotriphosphate) : GTPyS) #E&HIIEN Z I T7 2 =& MEMEDOZ)
1%+ 50%HIRE (ECs0) % DAMGO O KiEMHEA 100% & L TRkedlz, dEmE L LTk FeE
VT & RN (0.1~100nmol/L) | B Ra €7 4+ 2-3-7/vad NifEfgiE (10~10000nmol/L) | b
FeELT742-3-7v7ua=F (H3G) (10~10000nmol/L) % . [GM:ximE & L DAMGO (0.1~
100nmol/L) Z ##ffi L7z, 2Bk 3 15> ORGSR AEH dhif2» 5 ECso & T 95%EHE XM 2 B L 7=,
[ 2R]
E ReELTr it b g LA REFEICKH L TT A=K MEHEZRL, £ ECs % 0.543nmol/L
Tholz, & MFEFRFFHTHLH E ReELT 4 2-3-7vay REOHSG iFWinbe b g 4841
RZHRIZR L TT T =2 MEEEZ R L2, ECso DN D, u A EA A RZERRIZHTHT I=A K
EHEONIIT e RRENLT + 2 OZFNZEIR 1/249, £ 1/2280 &Ko7,

EbuAEFA FZERIIHTSH7I=X FEM

AERE S Ot R ECso(nmol/L) [95% 15 #E X [#]
E ReEL7 42 0.543 [0.464, 0.636]
= A= YA SVEE I = 135 [118, 154]
t ReeL7 4 -3-7 /07 n=RH3G) 1240 [1090, 1410]
DAMGO 1.08 [0.953, 1.22]

BAEIEFERR 3 115 OREAHEIRIEM iR 5 H L7z ECso & 95%E XM 4777,

EbuFEXA FRZRFKIZHT H2FRFIORET T =X MEMBR
(%)

1257 oo EFOELTHY
B—a EROELTAH-3-F)Lad R
A—a ERFOELTA-3-TILo0=F
100 - (H3G)
O===-0 DAMGO
> Tyl +EsERE
50757
=
50
R
£ 25 1
0 —
-25 T T T T T T ]
1x 107" 1% 10710 1x10° 1x10°8 1x107 1% 107 1x10° 1% 107 (mol/L)

EHIRE



VI RS ARBLIZ B3 5 H

5 Y buFEFA FRERIZHT S FOEBL T+ D RURKRNEA EA A FOT7IT=X +EM (in vitro) D
[57i£]
T v b uAEHEA RZEEFEBLC6 7'V A —~ il OFEEL % AW, [358] -GTPyS fi & HE5R/EH % 15
o7 = A MEMEOZY T 27T 50% A 0RE (ECs0) &Ko7, 512 DAMGO O KiEME% 100%
ELTIRORIEMEZ RO T, RBEYE (1~10000nmol/L) £ LT, & KeELT 4> ENLEFR, FFT
a Ry, KONT7 o X =V LT, BEITERE SRR IR LI ENSET L, S E R E
TEL,
[ R]
ERO®ELT 4y, FAER, AFTVARRKRORT 2 =NDTy b py A RZRRITHTHT7 2
= A MEMEIZ, ECso DN D, B REENLT 4D u A A RZFRRICHT DT T =2 MEERE
ST, RKNIEMHITELER, 720 Z=AOIHICES . AFa RUKTDE RrELT + VIXFERETH
277,

Y b UTEFA FRBEIZHT HT7IZR MEH

AR ECso(nmol/L) e RIETE(%)
EReE/Lvr 4 17.6+3.6 65.11+2.2
E/LE X 78.4+19.0 83.8+t1.0
Fxa RN 3731125 66.11+3.6
Tz H =) 128+25.3 77.1£6.0

FAEILFEBR % 3 Ml 0 K L7 R0 DR U7 S E A = A oR T,

(2)FEshEE T 2 RERAIE
W OFRERTVENT K 2 B 1F OB A F2hE LT,
1) HEE FEGICBIT 280 IEA (=7 Z) : Hot plate £ &% O Writhing (2 X 23 (%8 n=15 LA I)
(DHot plate £
t ReELT7 42 (7 —K) ZHEKR G (HEARP) L. 20, 30, &XU60 531 56°CIZERE L
TR I AEEE, BEHO7D, BET 5 F COWERZHE Lz, BRPAEAEEY O 2.5 %
D% 100% DEIFIEM & 72 U, & - B ER BRI D 50% F 2 & (EDso) &Rz,
@Writhing 7%
b RaELT7 4y (77U —R) ZHEK TG JIERP) L, 15 /3% 0.6%HkE: (60mg/kg) # /8
PEN$EL L, ZOE%D D 20 3. writhing (A RICH LA THOE 32 &5 2238 RIER)
BIEABIZE Lz, EREERICEEREZ B L7284, writhing 28HBL L 72 ERO HELERS 90% Th - 7=
T L aEE A MR G#%C writhing 28EK L7256 & SR ERIE &Ml L. LT o X0 S
MR A L. & - SR ETBMER#R D & EDso 25RD7-,

EIRIEM TSR (%) =100— (writhing /TEIE A HL=/90) X100

2) W[OS ICHB 28 EA (7 >~ k) : Hot plate 52 L 25l (&£ n=10 2L I)
EReEL T4y (7 —K) ZHEERAOES (HERP) L, 60 72%I2 56°CICERE Lo mik LIZHE)
MEzEE, RERO70 ., BET 5 F TOWRZRE L, RN ELEEIY O 2.5 (FO56 % 100% D
BOURIER & A7 L, MR - SERIER BRI S EDso 23RO 72,



VI S HERIC B9 5 IHH

3) HEIFRIRN B G281 2808 1EH (Z > F) @ Hot plate V512 X 23l (%8 n=10 L. F)
b RRELT 4y (7U—K) ZHEFRNES (FERP) L, 20 5%IC 56°CICRHRE L& Bk ki
B EEE, RERO7 | BT 5 £ TOBREZIE L, BRIMELESIYO 2.5 (F0O5E5% 100%
OEIFIER & A7 L, & - SRR BRI 5 EDso 23R 72,
4) HERZ THRGICBIT58mER (7> b)) : Hot plate & U Tail flick %12 X 5238 (£#n=10LL )
(DHot plate i
b RaELT7 4y (7 —R) ZHEK LG (HERP) L. 30 /5%IC 56°CICERE L7-& Bk Fic
i EE, BEikoz 0 | BT 5 £ TOWRZHE Uiz, RPN ELEEIY O 2.5 (50846 % 100%
OEFRIER & A7e L, H& - SURERBBYERERD & EDso 2R 7z,
@Tail flick
t FrELT 4> (7 —K) ZHEIRZ RS (HERY) L. 30 2% ICRIZEWIE A 5 2 TH b [akE
T 5 E TOWREZRE Lz, RN ELUERFOD 2 15 DA O 4 A SR 1F M 4 & 1E L. SR 1EH
BEMEME (R oD R B 2 SR EFIBAMER & LTk, & - SR IERIBGMER IR 5 EDso & R 7z,

D~4) OFRBRAEREZRRICE L DT,

EREELT 4 03~ T A KT v MTBWT, Bk 714 (Hot plate £ & O Tail flick (32U, Writhing
FBIEFRBIC L 5515 BERE @A, #IkN. 2 T) ICBbs3, EREMZRLZY,

RVARVT Y MIH T HEABRAELEVICREZIKEI D EDso B

. ] . EDso(mg/kg)
= Y %
B IR IT % B [95% 1 1< ]
: 0.160
o Hot plate % . [0.146~0.174]
. 0.210
Writhing {% [0.165~0.266]
) 23.0
E H [18.4~28.7]
: . 0.170
o Hot plate % R P [0.149~0.193]
73
> e 0.220
[0.191~0.253]
. 0.220
Tail flick # ey [0.166~0.290]

(3)5 FASEERBRRA - F4RE5R
B L
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VIl. EYEREICET 5EHE

1. MAPREDHR
(1RELEMGILSRE
MR L
QEERFABRTHRRAIN-OPRE
1) HRixs
A AN DS AU R IS FEe RN B - (28 B1l) ST Fpi i Nl (8 4) Lzl &, 1 Adiz ofh
BEEFEREBICBT DMt FotL 7+ RE (5B 72 FEHIE) OBRIZLLTO LB Tho
7o RN G- O EFIRBICEB T 528 7 U 7 T A (CLss) O ¥l (¥R ) 1% 51.3+17.4L/hr,
P GREOEFIREICE T2 AT o2y s V772 (CLss/F) OWHE (HEHERFZE) 1T 61.2+
23.2L/Mhr Tholz, 7ok, EWBeHE MO 30 FEFLINICAKI O 58T LV A ¥ 2 — 35T

DI BF I G RS LT 12,

1BHEYDOKREELEEREDOMEFE FOELT+ VRE

(ng/mL)
12 A O BfnEsRME 2841
o IR THRE 8451 o
10 1
Jiir}
8
th
|2, | o o
4 O.O
2] o) 08 °
gee
P -
0 1.0 20 3.0 40 50 6.0 70 8.0 9.0 100

%52 (mg/RH)
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2) RFREERE
AARNERERLAICE R e 7 RS 1mg 2 FFIRN DU ISR B R G Lc L& o migfh e K
1)L T & R EHER R IR T A =2 TRD LB ThHH-T72 9,

REREERESROMBERE FOEL T+ ViREER

(ng/mL)
25 97 O 1mgEHRMIZSE 64
® ImgRTiRE 6451
20 - EHEEERE
il 15 1
b=
iy
=
E 10 -
L
5 -
0 < T T -I ‘:I‘ T Q
0 1 2 3 4 5 6
B & (hr)
EYBRE/NT A —4 (RREEZEH)
&gﬁ% {%J AUClast Cmax Tmaxa) tie CL/F Vz/F )* z
- Fe 58 | ¥ | (ng-hr/mL) | (ng/mL) (hr) (hr) (L/hr) ) (hr)
FARN 5 n + 0.083 + b) + b) + b) + b)
1mg 6 8.4*+1.3 20+7.2 (0.033~0.10) 2.5+0.36 123*+16.5 439+35.2 0.281%0.0408
BT 4 . 0.26 . . N .
1mg 6 99*16 |9.8£3.5 (0.083~0.28) 5.1£3.5 99.2£18.9 |[672+346 0.1840.0884
SEME AR 2=
a) PYE (s ME~ K ME)
b) n=4

AUClast : ﬁ%ﬁfﬁﬁfiﬁ%%ﬁéﬁﬁiT@mﬁﬁ$/)%§—5§ﬁaﬁﬂ%?Tﬁﬁ\ Cmax : %%Iﬁlﬂﬁq](}%g\ Tmax : %%Lﬁlﬂﬁfq](}%gﬁ
FERF. tue : RO EIRN ., CL/F: ENToeE 7 V770 A FRNES CL: 2827 V7 R), VJ/F:
R ORI RE GEIRNE G - Vo BRI EFE) . L. KRR D IEREHE EEK

) AFNOERB SN AELOHAREIZ. 1 H 0.5~25mg & FHi RN 3Rk Z TRE5TH 5,

3) Bk
<SEAT—% @EOHKE) >
PERERR A B 45 18 BT, & Fu /b7 4 AR ARG 8mg & Z2IEIp LA M G- Lo & & s
e FeeL7 4 CREHERRICEITERD b7z 10,
Q@)HhEE
ZEER e L
4HE=E-HRAROZE
ZEER e L
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2. EYRERP/INTA—H

(1R A&
MUEER R L

(2) R U 2R BE FE 3K
MUER R L

QBYHEXRETEH
VI.1.(2) 2) RRERIRE | &

GHIUTIUR
VIL1.(2) 2) AREEKRE] 21

B)AEHE
VI.1.(2) 2) RLREEERSE | S
(6)Z Dth
ZYERR L

3. B (REalL—sa>) @i
()84T 7535
PG L
(2085 A — S EHER
PG L

4. | 42
NAFTTRASE) T«
HARNERERR AT 22 6 BllCkt L, ZEjERFIC B R B 7 o+ R A] 1mg 2 S0l L EIFRIRN £ 53U T a0l
HERE THRETDL, B FrEALT 4D AUChs: (FARE TH -7 (AUChs ORTEEEDLE K FH5
mRAHG-] 1 1.18)

) AFNOAGE SN HEKROMRIZ, 1 B 0.5~25mg ZFifi kAN XITFH R TG Th 5,

5 9% f

(1)1 % — R B P @ @ 1
MM ERR L

(2)Mni% — B BE AP @@ 1
<BMT—4% (Tvhk,. o9¥) EOES >
TR 17T BoA‘T v M [UC] ke Fu -t 7+ VR 1.56mg/kg ZHERE D& Lz L&, 5 2
TN 24 B[4 O G RER X H 0.0520.01 O 0.02%ug eq./g. FHAMAEH 0.60£0.10 O 0.03=+
0.01ug eq./lg TH -T2,
IR 19 Ho Ay X [UC] ikt FuEL 7+ VIR 6.25mg/kg Z BB D& Lz L&, 5 2
KO 72 Wi O B e L IR 2 0.18+£0.03 2T 0.04%ug eq./g. FHARIMAEF 2.69+0.41 ¥ 0.02+
0.01ug eq./lg TH o7,

*) FRIER 2 0.01 A
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QB)EFT~DBITH
<HEAT—42 (BEEE) >
fERE I LIm 8 B, & Nu 7+ VHEIRIERTIERA] 2mg Zitafkb Lo &, E FrEL7 4+ Ot

NfEEF o AUC Dl 2.56 Toh -7 10,

) AFNOER S AEL AR, 1 H 0.5~25mg & Fi kN U3kl TR 5 Th 5,

4)RER~DFEITHE

ZEERR L
(B)ZE Dt DRI~ DFATHE

<g#T—% (Sv k) EOKS5) >

HMES Yy MZ [“C] BHE FOEILT 4+ VIGERIE Tmokg ZEEEO®RS L= & EOMBFHRISRERE
FGREIRIE  (ug eq./g)

o 1hr 4 hr 8 hr 24 hr 72 hr 168 hr

L= 0.85 0.73 0.73 0.54 0.29 0.15 (<0.01%)
IR SOW- 1)) 0.73 0.70 0.50 0.30 0.12 0.10

B 0.67 0.71 1.11 0.81 0.35 0.23 (0.02%)
Jii 0.63 0.60 0.18 <0.23 0.11 0.13 (0.02%)
Bt 0.63 0.39 0.34 0.61 0.32 0.17

Ry 0.55 0.49 0.34 0.28 0.13 0.15 (0.01%)
R Mk 3.08 1.13 1.02 0.46 0.26 0.22 (0.03%)
JERi 2.96 2.13 2.44 1.26 0.74 0.45 (0.43%)
Jiti 0.76 0.70 0.59 0.37 0.14 0.12 (0.01%)
B A 0.44 0.20 0.22 <0.18 0.10 0.18 (1.51%)
&R 1.17 1.67 0.81 0.43 0.21 0.19 (0.01%)
1ok 1.03 0.55 0.73 0.48 0.25 0.17 (0.01%)
T B 0.54 0.49 0.18 0.27 0.17 0.23 (0.04%)
Jra fig 0.61 0.59 0.50 0.68 0.40 0.19 (0.01%)
R AR 0.65 0.75 0.50 0.30 0.15 0.15 (<0.01%)

n=1, @54 — T VF7 T 7 4= XV MBEFOBRRREZ T L,
< E R (%) : B~ORE ARG BOH R

(6)MITELMEEER
THEEHTIETHIE Lz b bR AR5 3R13 24~30% Tdh -~ 72 (in vitro) 12,



VIL_ EYEhielc B9 5 HH

6. £
(1) BIER L R L B2 R
<HNBEAT—%2>
E NMIBITDE FaELT7 4+ OFERGEREEIT, 3 fIKBEO Vv BAGIZLSE RaE/LT 43
TN u= R~ORHTH D 13,

TREHBAL « FFIR
HEE RS

SioarEgiag

EFOEILTFY

H)La—zxias

H on EFOELTA-3-FILaTEK

ErMEERRENELTORBMEDHEERMNOASTHT

QKB5S 8% (CYPEH) OHFiE. F5F
EREEALT 4RO RRELT +-3-7 L7 u= RiE, CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6,
2E1 KON 38A4/5 % [EHRT 19, CYP1A2, 2B6 & (f3A4 358 L7ehr~7- 15 (in vitro) .
RVEEBHROEERUVZDEE
AP
GRBVOEEDOEERVEML., FELE
bt RMERRE CHLE FeELr T 4 0-3- 7 ay REOE ReELTY 4 0-3- 707 n=REnindt
M uA A A RZFERICH L TCT T=R MEEREEZ/R LN, 2O E REELT 4 OZNZEIH 1/249,
7 1/2280 LMK o7 ([VI2.(1)4) A EX A FRERY T 24 TIIHTHE FAEL T+ D RURKEMT T
—X kEM (invitro) | ZR) ,
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B

AARNERERAICE FEEL T 4 EBETEHA 1mg ZFIRN RO FICB0EERIRG Lz b &, 5% 48
R & CORPIC, FIRNFB S CTIIREEDK 8%, R FHRETITMN 11% 08t RueLr 7+ L LT, §HIkRN
B 5T 36%. PR TIIN27T% N ReEL 74037 r7a= R UTHEE S 7= 9,

) AFNOAGE SN HEKROMERIZ, 1 B 0.5~25mg ARk ITFH R TG Th 5,

bS5 Y RK—5—(ET B 1A
DR L

BRHICLDBRER
B R L

10 ENE=EETHEE

11.

(NEWEEREERE
<HEAT—%2 BO%kS5) >
EEEREIE R (CLer>80L/min) 7 5, 55 B HRERE #E#H (CLer40~60mL/min) 8 {41 K& OV B B RE MR &
BF (CLer30mL/min AJii) 8 fillC & Ru T/ 4 S A RA] 4mg Z RO G L7z & & BHEE
EHHEID S, hEEEEAERERE TIXAUC 23 2 7, BEEBHERERE TIL4BEo7 19,

1) AANOAR SN HIELOHEIT, 1 A 0.5~25mg % Rtk SUT R THRE TH 2,

(Q)FHRelEERE
<HEAT—% #EOEE) >
FFHEREIE & K OV 4% BERFRERER E 835 (Child-Pugh score 7~9 &) 4 1242t e E/v 7 5 B EEHE AN
JerE A Amg 2 ZEERF R O G L7z & & TR EITHRERE F B TR ER & L AUC 2 4 55
Dy T 1D,

ek, HIEFFRRERE BE 25X 5 L LB E S h Ty,

1) AFNOEGE SN MEL T EL, 1 H 0.5~26mg ZFifei RN SUTRRR TG ThH 5.
(Q)EnE

<HEAT—% @O&RS) >

BEREm A (65~74 %) MOMERIES R (18~38 %) 4% 18 fllZ, b FuE/L7 & Ml AN BG4 4mg
BZCMERF AR O G Lz & & MEP e RaEL 7 4 U IEEHERIZ ST DAL )yo 72 19),

) AFNOERB SN AELOAREIZ, 1 H 0.5~25mg & Fi RN 3R TRE5Th 5,

Z Ot
AR L
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VIll. £ (ERLOIESE) T3 HER

r==%
=
o
E

Rl

N
=IB&

< I

RNEEZDEH
Y A GAVAIA

SRR EZTDER

N

2.

B

2.3
24
2.5 BREEA Ly 208 ELEES) 2069 2, ]

2.6 AT Vv a— L PEOBE [FFRmE 2 ERT 5,

2.7 KENIDREAS BT~ T VT a4 Rk UIBEE O B

2.8 it REROEE HE HMmEREBE (0157 %) CORFH % O EEMEME TR H 5 BHF Tl

=
H
22 KB ERETORE [KEQWEPIT 5, ]
5
i

2.9 FIVAT = RGN 2 B G O3B R 1 EFE DN O EE [10.1 2]

AR

(ROBEICEERELGNI L)

1 EERMRIEI O S 5 B RIS 2 #8584 5.

MBPERR B HERE D OAEOBE [FFRINHCREERA 22T 5, ]
KRG (CADAERIE, B, 2 b F=—x15) ([2H 2 BE [(FHORMBORL LoD D, ]

FERDEAL, MFEHHOLERZ S 2T BErH 5, |

fRER

v R
il
2.1
2.2
2.3

24

25
26

2.7

2.8
29

3. 3EEX

=

AxX A&

RELT F AT p FEFA RZEREREEERNZHT 52006, p VA A RZHEEIEEEHIC XLV IER %
SELRBEICTHRE LN &,

FERIIHER 2 A3 2 0T, RGO & 5 8F TIEE O HERT 2,

KBRS WOIR T AR Z T,

MEPENGZE RIS D DA EOBHE TIX N 0 IEEASEENME T LTV 5 DT, AFI O E TR
HHIRERA R LT E ZTBENND D,

A B A A RiEy -aminobutyric acid O Z il L, WS SERH D 2 BlfE SR 2 - 3 g ST
o

HILE EZ 28 L, WA OERNIEL 725,

T a—)L & O RIIAR OEBEIERA Z RS 5700, FERINHIER 2 858 LU, BoEny 7 iERARE o B
EHEBTDHEND D,

K%’Ji?/\‘/?/l/ﬁlﬂ% RIZBT 5 DT, RKFIDOY LT~ TV a A RICk LBEIED H 5 B &kS
L7cYrd. BEERBEISEZEZTRBZENNH 5,

Hﬁﬁﬁ%@%@\ PEE S 2 i3 2 O T SRR OBACIER BB O R 2 £ T 8201 H 5,

U AT A PZFEEEFERICE D Zfiﬁﬂﬁ)ﬁfﬂ%?))ﬂﬂm FNZILE S, AFIOBERIER 2 H bbbk Eh
DD, Flo. RAIOHENRITT 2BEN01H 5, BEOFNECLVSUDEGT AL 2T 556,
BERICHEZEE L, PR @qji‘m‘?fi?fﬂﬂ%' ﬁﬂ:%/fé‘ﬁ@ﬁ S5 b, F, FINEICBOLTA
Ha®ET 52 ENRFINCONLH5EITIT A< &b TEMFNT TV A 7 = ERRE K O ¥ 5% Hhikr
T5HZ L,

[FHRICEES HEE & ETDEH
ST



VI Zzs4efh (B EoiEEss) (CBId 5HA

4. BERUVAZICEET TR L TNDER
[VARERUABAEICEET DEE] 2R

5. EERERMIE L TOHEEB

8. EELERNEE

8.1 EHIZKVEMKGFLLELD LB HLDOT, BIELTHIATV, HEICKGT 52 L, [11.1.1 2]

82 IR, OEVWAKEI L LNH DD T, KA O BFITIE A B EO RIS G A O Mo #FIC
MFIERNEIEET DI L,

8.3 AAx LT HHEGITIE, LTOXGEZQHEICH S, BERICHMEETHZ &,
< RIS KET DR & UG NAIZ DR, Bl - RIS xR & L CHRilEAl 2 OF 3%,
c BRSNS SN TV D EE Tl & R DMOVIREAN H 2 5A8121E, BERGOREERSH 5O
T, AROBEEEET D,

8.4 AFIEIET L2HAICIE, BERCHEET L2 2L, [1.225H]

8.5 AFIDEEHMIMER ZBILT 5720, WURLTEITV, REICHET L &b, BEFIIXILT
WY REZ1T) 2 L, [14.3.1, 14.3.2 ]

fiFsR
8.1 AHI D E NG KRS CHEMRFOBIEHILRD Sie o o3, Fv 7 B REEOENEERFBRIZ BV TRy
EFORIER 2 61 (TR BIEERE) Boohl, £/, ot FuEL 7 4 A EHIORA SCECEN
DOMDIRA A A RERA OB IRSUCEMKA LTI N TND e RREALT 40X u A VA A FZR
HREBMERZ AT 2200, ALKV EMEGEEZELDLZ RS LT, BIEE H5ITTV, HEICE
G452 L,
8.2 AHI D EWERRRER TIRK. O T WHEDOMRCRIEECRHIEE ORIEM 2580 b iz, ARG HoBEIC
(3 H B E O F AR 2 O RO BIEICHER S ERVI O EET D Z &,
8.3 - fHFL, - EMIIA A A REURAICEBEICHBT 5720, THHEGOLERZEBRRE T D720
WZRRE LTz,
<R G OME - JERO O E DIZHRWIRG N H D DT, BERDENH LN TV D BE THlE & B 5l
WIRKA D 5 E1IE, ARIOBEZBET 5 Z &,
8.4 WRIZLVEWEMAZRIT 2 LNH L0 T AAIZHEET 2551 AERICH2EET 2 2L ([V 4.
RERVHAECEET 5FE 722 2H)
8.5 ARANIMIEMAITH D, EFEHIMERZBLIET 5720, WURAL 1TV, IREICHET D E L bic, &
FEICH L CGEE R EEA2TY) 2 ( LMERLOEE) 21 |

6. HENDEREZATHEEICEHT LHIE
MEBE - BEREZEOHLEE

9.1 AHHE - BEREDHLEH

9.11 MEMTHOHLEE
B LR 2GRVl SN G562 RE, BKELRVWZ &, BRBIBOER ST BEnnrd
5.

912 IDEEEEHIVIELEOHLESE
ERARZRT 2BTNRH 5,




VI 2zt (B o) (CBd 5HA

9.1.10

9.1.11

9.1.12

9.1.13

9.1.14

9.1.15

MREREEEDOH S EBE

RN A2 BRI D B E NN B D,

IR EEEDHSEE

REL P SCEEENED LR 2R T B2Zhnid 5,
av I RRBIZHDLESE

TEER AR RPN A R T 2 B 2 hd d 5,
REMETF—SRA0HZEE

PRI 2 L TR E i d 5,
FUKIREREIE TR (AERKESE) DEE

RE NS 2 — T2 nnibh 5,
BIBEREREETE (FPoVURE) OBE
PRI ER ISR U, MR < 2o T D,
EMRE - TILA—IVEKBEXFZOBREEOHHEE
RIFEEETLT,

=5E

PR AR ER ISR U, EZ MR < 2o T D,
BIMZARAERIC K HHEREE . REME. REBFHHEOEE
PREEZBEST L2 0H 5,
HREMYMPIEE R ERIAEILEF N ET o8&
THALE T 2 I 5.

EEOREREOHLIEE

AR EFHERT HBENLRD D,

EEEE. EREXIIEXDESE

oy D AN S IEIRBEET 2 2 &R d 5,
EELGRENBREREOHLIEE

HA LSS, EXEBEZEZ TBEhNH 5,

=

fiRER -
9.1.1

9.14
9.15

GBNED OBE), PHERS 28 2 O T, IfRMHAOER 2 eI BZh i d 5, fMEE FROH %
BEIREG LW E2FAIE 32505, FROBREL T IFHAEICKRET 2L,

AHN D [E N BRIRFRER TIIEBR A RO RIERNIEED DRI o FAY ZER BT VT © REDEN
B R R D 35 G5 Coft AR N K OME M EORIEM (35 161, WP b IEEE) o bhi,

BB, XD 1ENEFT Y RER T LT E REERG-LIRT L 0 RILEZ S0 L Tz,

Flo, WSO R 7+ CBEBIORMCEICSW T, [ IR SRR 2 044 5 RifE)] o8& TIEiE
BT LREEINTBY, FHEAEZBT 2B 200 H 5O TOERERTE H 2 W IR
FEOH L BEICKRET 2 MHEICRET L2 L,

AFN OE P AR TIPS OBITER S 3 61 (W bIEERE) o bhic, £/, o Fo
BT+ YR O SLESLENOMOIRA E A A FERAIOE ARSI N TND Z Lnb I
WEKRERRE O &> 5 BB (R G-$ 2 5B 13RS 2 83 5 rIREtED & 5 O THEEICR G35 2 &,
M SRRSO b 5 F T, ARSI ZL3H D,

AHIDVER L 2 a v 7 KRBIZH 2 B DR EZR Y | fEER AN PRI ERA 2R S h D B 2
b5,



VIL.

el (I EoEEs) (BT 5EA

916 WBAEAA FERAIIKERLGT D& FERINE O BEEEHR MIE & ERMET > R—v A& A& T,
Cheyne-Stokes FEI & 72 %, fREHET & K— 2D & % B8 Tl @ A& THIEEMK 2L 242
nndHsn,

9.1.7  IMEFHARREARVE ARE DK FABEIZR D & KN TORBR BT R < 720 | KR ORH
PENERNRZ V9L 725,

9.1.8  RIEEEREIR MEDBE TIXAMMEREIME T L TR Y, FERMEINEZ 03 < 2D,

919 AANTHEAIC L VIEMEGFEEC D EBRH DD T, HWRLT + 7V 32— URKFOREIEDO & 5 BE T
X, FVIRGFREERZE LT 0D,

9.1.10 RIHH TIFAEBMRENME T L TR Y . FEMSIERICR T 2 BN Em < o T 5,

9.1.11  AANIIREVIBH ., MERIHORR L&D, JIREEL S & 2, £72. BtEOMRIC L 504
HRRPEICINH 3 2720, IREADBED D,

9.1.12 {HbE OEEZMEIT HEMR & 5,

9.1.13 AFORHWTHD 7 NV7 v U BEASEIT. NV EXDREITH LD 77 v U RIAAER L RIERIC, 5
BRENVIC AN E R G Lo 56, 47 1 — X ACME- MRS 2 E ] T2 & OMENH D 19,

9.1.14  ARFNIZARE O s 2 BBk S, F72 Oddi FEK#h & I S 2 1EHR3 B 5.

9.1.15 RIEMEMEBOBEICHRA A A FEURA ARG LcGa, PEEEXRER S b bivd L ORENH
%,

QR BHEEETEE

9.2 BHEEEERE

BHENGEGZGT 272 EREFOREBEZBIE LN G, HEICRGT 25 2 &, PRt EE LRIEH 2
bobhbobBENrH 5, [16.6.1 ]

SR -
AHN D E NIRRT EEOBERRERERFE LRI Lz, SMEICBN T, B FerELr 7+ CFEZROES L
7o WA B OB RE IR EAE T AUC 2349 2 f5ICHIIN L. HE OB HEEIREEHE T AUC AR 4 f5Ic#imL =L o
WD D DT, EHEREDH 2 BH IR ET 2L AIMENENOREZHGT 52 EEFOREZBIZ L
BRPHEEICREGT 528 ((VI10.(1)BMEERERE ) KU I8.Q)EMRKE. SHHE. EEERUVFHOD
FEEERAOBMERARBEE <ENERKRSRICH T2 EHENDORERKRERKRE>) 21)
(Q)FFtRElEE R E
9.3 HrikeEfEEEE
KHEN D& Z AT 272 EBEOWREBABE L 2N S HEICEGT5 2 & REHDERIE LRITER 2
bobhdBEhndd, B, BEOFEERED S 5 BHEZ R L U BRRBRITIER L T,
[16.6.2 2]

fEER -
ARHNOE N ERARFER CIXEE O HEREIEE B 2R Lo, AMEICB T, B Feer 7+ VAIZRO#ES L
7o DT REREE B E T AUC & Cmax (350 4 N L7 & O@E DR H 50T, HEERED H 5 HBE
G258 BN EN R EGEZRGT 22 EBEORELZBE LR bERICKET 52 & ( TVL10.(2)
FHeefEERE) KO I8.QEMRKRE. G6HiE. EEERVFHOAEEERAORERARREE <ENEER
FREABRICH (T DAFHERE (ALT RUBREVIILE V{E) FORMERRBRKRE>) M)
(4)ENERETE R T HE

BE I TV



VI 2zt (B o) (CBd 5HA

(5)4Eb7

9.5 1%
It SFAENR L T2 ATREME D & 5 ZeMEITIR TR EOF M fERME 2 LE 2D & S 558120
BehT Db, ~UARUNLRAL —TREGE EAZESTE., SRS, BHREAR) 28, 7 M TH
ARORE R OVEGFROE T ARE SN TS,
SR Lo G HEERHTAERICIRRER (28, MR, RIR, RE%) RNbobnd 2 &n
b5,
SRR DB GAZ LD | B AERICERIHR D b D ZERD D,

R
AFHN D E N ERIRFRER I W TSR IS0 2 B 5H1IE 7220, SO B a0 7 5 BFI ORM SCEIZ W T TH)
MER (v T A, NLAF—) THREFEARESN TS LEEH IR TWD, £, 7 v MIBWTHAR
DERE K OEFEOER TR HRE S TWD, i TR LTV 5 ATEEM O & 2 ZEITkt LTk, Ao & =2
HE+DBEO L HEHTLZ L
AANOEWNERAR BRI BV TR T 2 % G617V gD & R o /L7 4 BEI O IRA SCGE Tl Bumpy /e
BrAE RBEBUEBRE O FTREMEN LR S LT D,
(@R
9.6 RELIF
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RE N 2 (3.2) 0 (0.0) 0 (0.0
TR 14 (22.2) 0 (0.0) 0 (0.0
A 4 (6.3 1 (16.7) 0 (0.0
BHRE 2 (3.2) 0 (0.0 0 (0.0
e E 1 (1.6 0 (0.0 0 (0.0)
RT#HE

ALT

50U/L Aifi 15000%1?5‘2:% 100U/L ULk
LA MERTAR R BBl 19 2 0
RIVEFHZBUEGIE (%) 6 (31.6) 1 (50.0) 0 (=)
(EE7 1 (5.3 0 (0.0) 0 (=)
FZOF M . 1 (5.3) 0 (0.0 0 (=)
iR v 0 (0.0) 1 (50.0) 0 (=)
LD 1 (5.3) 0 (0.0 0 (=)
R 1 (5.3) 0 (0.0 0 (=)
fGTHR 6 (31.6) 0 (0.0) 0 (=)
Mgk - 1 (5.3) 0 (0.0 0 (=)

[TCH EBRESEHFESE A AGEM (MedDRA/J ver. 18.1) | DREAFE (PT) Zi#Hl L7z,



VI Zzs4efh (B EoiEEss) (CBId 5HA

AFNBGBRMGRTOR E Y v e OERIORIVERFEBLR I Z L N IR d, # e UL e 7 3.0mg/dL Pl EDEH
E 201 TH 7203, BHEMIZERO b, Wb HEEEREIEN T -7,

AFRERI D BIME MR (EEDHEEEEEE LR

BIRN S
e e
1.6mg/dL it ;:gﬁggi ;éf% 3.0mg/dL 2L |-
AR R G514 68 0 2
RIVEFHZBUEGIE (%) 28 (41.2) 0 (=) 0 (0.0
SRR 1 (1.5 0 (=) 0 (0.0)
R 5 (7.4) 0 (=) 0 (0.0
WEE 3 (4.4) 0 (=) 0 (0.0
T 1 (1.5 0 (=) 0 (0.0)
FEIED E W 1 (1.5) 0 (=) 0 (0.0
WEREREE 1 (1.5 0 (=) 0 (0.0)
PR A 1 (1.5 0 (=) 0 (0.0
%R 1 (1.5) 0 (=) 0 (0.0
GEbE 1 (1.5 0 (=) 0 (0.0
ARHRE 1 (1.5) 0 (=) 0 (0.0
Pk 1 (1.5) 0 (=) 0 (0.0
GITIN 7 (10.3) 0 (=) 0 (0.0)
eI 1 (1.5) 0 (=) 0 (0.0
EREYS 1 (1.5 0 (=) 0 (0.0)
FEEL 1 (1.5) 0 (=) 0 (0.0
R 2 (2.9 0 (=) 0 (0.0
TR 14 (20.6) 0 (=) 0 (0.0
M- 5 (7.4) 0 (=) 0 (0.0
BHEER 2 (2.9 0 (=) 0 (0.0
B RE R 1 (1.5 0 (=) 0 (0.0
RT#iE
MEU LE
1.6mg/dL it éﬁgﬁiﬁf iﬁ% 3.0mg/dL 2L |-

A PERTAT R S5 4K 21 0 0
RIVEFHZBUEGIE (%) 7 (33.3) 0 (=) 0 ()
(EE7 1 (4.8 0 (=) 0 (—)
BT 1 (4.8 0 (=) 0 (—)
iR v 1 (4.8 0 (=) 0 (—)
B 1 (4.8 0 (=) 0 (—)
R 1 (4.8 0 (=) 0 ()
TR 6 (28.6) 0 (=) 0 (—)
Al 1 (4.8 0 (=) 0 (—)

[TCH EBRESEHFESE A AGEM (MedDRA/J ver. 18.1) | DREAFE (PT) Zi#Hl L7z,



VI 2zt (B o) (CBd 5HA

<ERERFRRERICE T 2B HAERNORIERARRRE >

AABGBRMGRTO 7 VT F =27 VT 7 A (CLer) OMERIOEIWEHIZEBLRILZ UL T ISR T,

CLer SNCENWEFMBHFZHFEH L& 25, B T CORWEMFEBLRIUS —E DM ITHR TE 7,
WFNGIEEBRENEMN TH -T2,

BRI DRMERARTINE (EEDBHEEREETBEHIIRN)

BIRNES
IVTF= YT TR
30mL/min A 282522 ;éf% 60mL/min LI |-
L ERTAT o S 1145 4 22 44
RIVEFHZBUEGIE (%) 1 (25.0) 9 (40.9) 18 (40.9)
(EE7 0 (0.0) 2 (9.1 3 (6.8
EE 1 (25.0) 1 (4.5) 1 (2.3)
T 0 (0.0) 0 (0.0) 1 (2.3
FEED E 0 (0.0 0 (0.0) 1 (2.3
Bk E 0 (0.0 0 (0.0 1 (2.3
PR A 0 (0.0 0 (0.0) 1 (2.3
LI, 0 (0.0 0 (0.0 1 (2.3)
GEbr 0 (0.0 1 (4.5 0 (0.0)
AHRAE 0 (0.0) 0 (0.0) 1 (2.3
PRk 0 (0.0 0 (0.0 1 (2.3
GITIN 0 (0.0 1 (4.5 6 (13.6)
&SRy 0 (0.0 0 (0.0 1 (2.3
EAR 0 (0.0 0 (0.0 1 (2.3)
FEEL 0 (0.0) 1 (4.5 0 (0.0)
IR il 0 (0.0 1 (4.5) 1 (2.3)
fGTHR 1 (25.0) 5 (22.7) 8 (18.2)
M - 0 (0.0 1 (4.5) 4 (9.1
BHRE 0 (0.0 0 (0.0 2 (4.5)
B RE R 0 (0.0) 0 (0.0 1 (2.3
KT#HSE
IVTF= I VT TR
30mL/min A 2825212 ;éf% 60mL/min LI |-

L ERTAT o S 1145 0 7 14
BIEHIEBIEFE (%) 0 (—) 1 (14.3) 6 (42.9)
(EE7 0 (—) 0 (0.0) 1 (7.1
BT . 0 (—) 0 (0.0) 1 (7.1)
S RE LR 0 () 0 (0.0 1 (7.1)
GITIN 0 (—) 0 (0.0 1 (7.1
IR il 0 (—) 1 (14.3) 0 (0.0
fGTHR 0 (—) 1 (14.3) 5 (35.7)
M - 0 (—) 0 (0.0) 1 (7.1

[TCH EBRESEHFESE A AGEM (MedDRA/J ver. 18.1) | DRAFE (PT) il L 7=



VI Zzs4efh (B EoiEEss) (CBId 5HA

9. BERERKRICRITTHE
BRE I TV

10.BERS

13. BERE

13.1 fEK
PR ENH] . ER B, R EEL. MEIRT, BEEARMIE, EEROE W, IR, OHEORD,
PR, A2, M, BEORBRFRIEIC L2 EWNBlE, RERREZEZTZL03b 5.

13.2 g
LT OWRIFEZEAT O ZENEE LYY,

s FehE AR L, RGBSR, B K& ONWEIRERETC & 0 O 2R R A B AT O .

- BRIEFE AR B 24TV ABEIRFE G IR A ORER S BB L 20 K S HEICKR 5T 2,
7RE, TR ER R I E ReEL 7 3 0 OZREVEWO T, BEOET=X Y V7 %(T
I UL O BRI U Tollal 554 133 AR FE 2 F081 L 7e S bRkt ifiET 5,

« BTG U TR, FEAISE OGS OMBIREEIT 9,

R . AFIOEWNERRBIZBN T, AFIO 1 BELGEN 25mg/H 2B 2 72 BEN 1 FERD S, REH
TRWERIZERD behodc, & RE BT 4+ O EHGIC L > T MO A EA A FERFHA & FERIC,
FEUGm, RN, R, AL, MJEAR N, SRR, HEER O F V., EBIR, OO ik
WA, AR, Mg, EE ORISR X2 ER R HE, REHIREOER N FEE T D RN H H DT,
AFN O ERFZILEE OREBIZER L, B8 G ORERNRD b 5511%, &Gk, REREHIED
B GO R EETT O Z &,

MBEALDIE

14. BFRLDEE

141 RFIFARBOIE
AR a7 RokEEZ AT 2EICHR L THWDHA, #5252 L,

14.2 ERRSHOIE

14.2.1 5B K
FEAA REFION AP T DGR ik & LTI RO 5 OTEBNE 508 R agERe & &
XU TEREHND,

14.2.2 E5HEE
BHFHEICL Y, 77 4 T — BEERMING RIE, REERER, MELEREZ 282
NRHDHOT, BT IHEAITITBRICITI) 2 ENEE LU,

14.3 EFIRMFEHOEE

14.3.1 BRM e 50515, BHROEER, REHESEE B L, REI0 BRI~ & 5 i
fASDFEEL L WE 2 HET 5 L L bic, KFlZ FHOFDORMNRWVE ZAIRET D L O EE
T5Z&, [85ZM]

14.3.2 KAINARE L 72 o 7235 BT e AT IR D ~EH T 5 72 EOLE IZ W CGEblIcfRE 25 2 &, [8.5
2]

fRER
141 Kflze7 FUBERTHAR LG 6 OZEMERBRICE DS SFtE AR OITEEFHE LTERELL ([IV.6.
HADBTEEHTICEITHREM 21 |



VI 24tk (B Fodsss) (355

1421 81422 F 4 A FAIOEFFICBOREEFHTH D,

14.3.1  FEWELH R ORRHZ B3 572 DIZERE Lz, FR/NRITmS o v Fu st 7 4 BP0 RM SGE T
TRFEHIRETEC X 2 BOEM 2l B 5120\ C T84 B33ES N T\ 5,

1432 F 4 FRANLEOHEFHTH D, HEMELH K OB EZBIET 572 DIZ&E LT,

12. 2 DDEE
(NMERERERAICE D < 1ER
RESNTHRWN
(2)FEERFREAERICE D < 1FHR
RIE SN THRWN



IX. JERRAREAER(CRE4 5T H

IX. JEERPREERICRI I S 1HA

1. EEHER

QeSSBS
VI.EHFEEICREY HRE 2
Q)R EMRERER

1) hERG K" F ¥ R /VEWIZ KT THE (in vitro)
hERG { A HEK293 fifd 2 Hv /- hERG K&t (Bl F, v~ =27 vy F 27 J7 0 79E) T, B R
0 E /L7 5 HEEE T 250ng/mL T hERG K& i % 15.0% I L 72,
2) MR, WK, KON RIS I
O4 BRI O KB R G E3MER O 2 BRIEEMAERR (1 X)
AX (E—27 v, WERE, 14~15 » Hln) IZx3 5 NeEL 7+ U 1.75, 3.5 X1 Tmg/kg 1 H
108] 4 RO G T, PR OE AR IER & LC, Wik, 885, REEVIEEN, BN, PREE, K
AR T, RO EG D (P Bs D 3 EME D Tmglkg BEDRH) NEIE SN2, WP b 85 T
SUFTRIRIZ L 0 @eNCEIE LT, 728, Tmglkg TOMERITE S UM P EE SRR (EiIRE
IR 1~5 BEf, MErEIE 12 49 ~10 BEf) £t L=, 72, Tmgkg &5 T, 4 B O& 5 3 FEfitk
(. MERE TSR M EAR T R OB & o 2 R AMBIEZE S 7o, [BIE IR Sl ITI3RE o B iv7e
mole, LDERIITREIA LN o],
©@39 W [FRE N R E R G- KO 8 EEEIE MR (1 %)
A X (B—27)v, WMk, 8.56~9.56 » Hilin) IZx3 5t NaE/L 7+ VI 1.75, 4 X1 9mg/kg 1 A 1
[ 39 MK N 5T, PR O HEMRRIER & LT, #85, RO, R, %A, BEEVIE
BA, HRlE, TR, IRk EABIE ST, WTIL BRI L0 e EE L, 2238, 9mglkg D
HEME 1 B CROEA e B BEME, BEITE), ROV EEXROIEMEDS, MEVE 1 # CREZRENELE I, O
B, ME, ROEEIC BT R oo Tz,
(3)F Dfth > F IR ER
Al v/



IX. JERRAREAER(CRE4 5T H

2. HMHHER
MERESSHEHRER (TVX. Fv k)
i #5 Be5 5 PRI R > LDso IO 95 T
(GR#E) J7E | (mg/keg) |1 BFEMEL (mg/kg) (mg/kg)
~ A e 0 B A 147 (HEME) BT
(NMRI) 46.4 |n=5 215 (HfdE) HEME 147 (n=1) | 215 (n=1) .
147 261 (n=3)
215 MErE 215 (n=1) . 261 (n=2)
261 — ke
=46.4 : B R TEIE]
=147 : FRE, TR, W58, HE
215 : WARAREID DG
261 : RUSHEIR T, HHA
o PR O A
FELCIIAG, g, BRI,
SVt ek A
~UA | R 0 MEEAE 68.1 (HEE) L
(NMRI) 14.7 n=5 100 (HEME) et 68.1 (n=1) . 100 (n=5)
21.5 HEME 100 (n=5)
31.6 — IR RE
46.4 14.7~68.1 : 2. WiEE), Wristh) /25
61%3 PER T, BT R
=68.1 : RERZEM, MIRMERCRE (REHN
P CerE) 72 &
PR IO
FELBCIIAG, fFiE, B
Z vk s 0 i 21.5 (HME) L
(Wistar) 1.0 n=5 31.6 (M) M 215 (n=1) . 31.6 (n=3)
10.0 MM 31.6 (n=1)
21.5 — IR RE
31.6 =1 (RESINIH] ()
=10 : ARERZEH
=21.5: HEONIE, KEOBEE
10, 21.5: B~DW A= BETENIC K
2. BE
21.5 : MUGHHE T, FhiciEsEE (10
mg/kg) . FHE (21.5mg/kg LL L) |
Tt (31.6mglkg)
TRBRES R A
FELCHICIIAM, g, OB, i
it e 7K
7w b | EIRA 0 e AE 4.64 (HfERE) L
(Wistar) 1.0 n=5 KM 4.64 (n=1) | 6.81 (n=2)
4.64 HMEPE 4.64 (n=1) . 6.81 (n=3)
6.81 — ke -
1: IRyREL, ML H R
=1 MEEA, BEE, ROSPEIRT . ARERZEH .
AR 7R R, 3B BT
VTP = 35 S St oD )
=4.64 : REHINME] (M) |
FIUTTRENE, S
6.81: MU OAR b, RIS INENH] ()
PR IO
1. 6.81 : f MR
FELCHICIIAG, g, OB, i
IiRE ol
R O IR ERAR AR TIX AR A
1 (HEtE) | 6.81 (ifei)




IX. FERARRERICBEI 5IHE

QREERESUERER (S b 41X)

Y fd
(GRiE)

&5
Jiik

P hB
(mg/kg/H)

el
1 HEEK

e 55111

BrRt T & AT
(mg/kg/H)

)
(Wistar)

o

0
3.5

7
14

iy
n=16

4 A
+
4 A
EK)

=3.5: 2 - W~ fF & BEATE), g
B, REHIEH, B Rk OMEKE
Jb SRS o A A 2
(2B OZEAITBESEHI R H 1z B4
SUTRERIZ X 0 ez alE « Bk E
WOt LTRSS, pH A
=7 IRERZEH. AR, R 8 &b
(M - 14mg/ke/ B T IiEE)

VR 3.5mg/kg/ H

7 v b
(Wistar)

|

i
n=20

27 A
+
4 JEHE
B

=3.5 : #HFRF. ROGPER T, BE, wiAaftE
B1TEY, BIEED, ARERZZH., WBiE Y.
BORRITEN, T, BRI OBE, K
EHINPNE] CRErE) | AR, 8
KERD (MEPED 3.5mglkg/ AER<) |
(TS OZALITEIEM D% X
TERSE R Z[EME) | ARG & 1L 5
RFHE s SR (VRIS 14mg/kg/ H
DR | WA
7 AR AL 1 ROB TR T L T A
K OMTE R & 0 O fAlkg ()

=7 E (RECHESLCEE) | @IS

RN ()

14 : AP (MEE)

VR 3.5mg/kg/ H

1
(e—27n)

ey

1.75
3.5

i3
n=3~4

4 A [H
+
2 1AM
EE>)

=1.75 : Wik, S5, BREVIEEN. BT,
TEHE ([E1EMEIL S 523, Tmglkg/H T
DYERITIREE, Frgettns & 3k &
W) . PR EGE (EE) | (RE
b (M)
=3.5 : (KIRIKT
7 BEHECD (MEKE)  (RFETEIE) | PR
B (REME) | S R SR
ALT #8900, 285, KOWiAK (HeEES 1 61)

#EME : 3.5mg/kg/

1 X
(B—27 )

o

HERtE

n=7

39 1 1]
+
8 JA[H
[Fl18

=1.75 : BHER, JRRIERE, EMH, BB,
RREAREEA, s, T iRk, B
Zofth, FHHINTAATRE . @
W
=4.0 : KEBD GROFIXEROH S 18H
DI) E DB (IR I [E11E
ARSI & 0 e ICfgE) | i
DS o T IEM-p/ T HifE
9 : TCERAY/EEATEY, HAMIEM: (G 1) |
LB (MEPE 1 61)

MR 9mg/kg/ H




IX. JERRAREAER(CRE4 5T H

(B)EnHE MR
1) E=EMRER (invitro. T X)
~DAY T p—<F IV FF—F (thymidine kinase : 7k) RERIZ TRBHEMHALRDOIEE F CTEfs 1
GERAE RAFHE LT, M Z O BRI AR, b MY U RERE O R E R SR, N
~ 7 AH[EE O # G5 RMERR ClTE R EE e RS o T,

BEinEHEER (in vitro)

R FLRIESE7S I REHEMEAL I 2 IRe Ko N EpT A
T JE A B HRAIF T AH 100~5000 N
(TA98. TA100. uglplate S9 (—) - (k8
TA1535, TA1537) .
Geto (R 5 TR b AR Y > RER 800~3200 S9 (=) KR AL Kbt
ug/mL
800~3200 | 59 (1) | smmsmmEms b
pg/mL
400~1600 | g9 () AL bk
ug/mL
YUAY T x—< | TR N E 50.0~1000 B - ; ~
T 3 L5178y g/ S9 (—) ST AL R ik
50.0~1400 | g9 (4) | mmemEmE At
ug/mL
26:0~500 | g9 () LB bk
pg/mL
BEEEHRER (TUX)
. Bt ; TS HER 153 e
R G | HTE | mgkg) | 1w (v agmbiw | FET IR
B MR ~ U A | 0 M H[A (24 FEEE, & [E3d5
(CD-1) 50 n=5 BERE N () 200mg/kg B
100 1% 48 FfHItE b EAT)
200

2) REMOETEMHRER (in vitro)
Y X LSO EREY RO Dt MiEREERHY L a— 2GR0 5B b R Tl bIRED
FWE RBRENLT 4 -3 7 3y R, B2 AW IRERERRBRE N~ TR 7 —=
TkRBRDOWT N TCHBEBEEEZ RS o T,

KRt (ERFOEILITA-3-FILaL R) OEEEMHRER (n vitro)

Ak H/ R =313 ARG Wk 5 IRF ] FRRL TR EFTA
1 IT 22N AR FRAIFT AR 313~5000 n
(TA98. TA100. uglplate 89 (—) - b
TA1535. TA1537) .

VAT p—~ | TRV UoNEME|  280~4480
Tk 78R L5178Y ug/mL i
it (=72 L.

200 | s9 (+) | R | B
uglm 72 L & fIn)

280~4480 S9 (—) AL
pg/mL

S9 (=) IR ALBR




IX. FERARRERICBEI 5IHE

(4N AR T 5 B
PME R L

G)EEFESHERR (S b VYF)
PEARGICED T v F2IhRE

A% o ERERRZIT T,

O, ZIRRES DB AL bR o Tz,

wERR, 7 v PRV FIE - R RS AR, WS T v M HAER -
VY X TRIREREOED 2 7 v b THAERDOEREBD B OAEFROK T A

EUEZL T

L I e

#h
Ttk

ErEC
(mg/kg/ H)

PERI
1 HFEh AL

E s I

LT REFTA
(mg/kg/ H)

2
(SD)

ZREROE
RE TORIH
I AT B9
5 aklR

#&a

0 iy
0.5 n=25
2
5

HEPE
ZZHEAET 28 HE O
AECHAM 2 L T
bl bt 10 #
ML EFIRR AT A £
‘(‘\

HEME
ZEWERT 15 A~
IR 7 H

BENY -
=0.5: HHEEMICERE L7 PR
YEH ., IR - BT (1
)
>2 : {KE - BEEEHED (M)
ZHAHE - A L
VIR FE A - B L
MEE R
HEN D — % TN
0.5mg/kg/ A A (HEME)
0.5mg/kg/ H - (MfEdE)
HENMW O EFH
bmg/kg/ H (MEHE)
WA OFA - Smglkg/H

IR - iR T A
(B9 % R

2
(SD)

#&a

e
n=23~25

Q= O

—_
()

IR 6~17 H

B
=5 (K - BRI

=
fald « s L

ST
BE) O —ixEME © 1mg/kg/H
BBV O A4S 10mg/kg/ B
WHARDOFEA © 10mg/kg/ H

R L

A
(NZW)

#&n

0 MM

10 n=21~24
25
50

IR 7~19 H

B
=25 : (K& - BRI
50 : —fEIRRED L AL

eI

50 : {RED

ST
BE) O —ix#EME © 10mg/kg/H
FrEhi D45k © 50mg/kg/ H
WA DFE - 26mglkg/ A

R L

7w b
(SD)

HAAE R K OV
R DFRAN
N RHE D H
AelcB4 5
B

#n

0 MM
0.5 n=21~25

PEBR 7 A ~HEE20 H

KEW
=2 HWI/EMICERE L= AR
M. E - B ERED
HANR -
=2 (KEHD
2 4 BAEFEROKT

ML
B O —ix#F#E M © 0.5mg/kg/H
RrEM DASE © 5mglkg/ A
WA DAL - 0.5mglkg/ H




IX. JERRAREAER(CRE4 5T H

(6)BATRIBMERER (V4 )

DR RETRIIERER T, IRIEOE, @R, ERIRN. AN, SUIRRICE R EL T 4 R
ZHERG L2, W oRGRE TH RATRIEE 2759 T L3O bhino T,

BRI 5
) B , e o Py o
B Grep | BEEE ke |1 mmms | mm WL~ IPTR
AR | vaR | WinkE 0 e HE VTSR
(NZW) BiEN | 031~038 | n—3 B SR A 72 L
e
APy
W F
(7)Z DD SR
PAN-3 Y



X. BEHFHEICET AEE

X. EEMEERICEY SEE

1. SAIES
WA B, R, ATEDER | TR
RIS - W, I

2. HREAME
34 (LEMBRARIZHES )

3. BENRETORE
FEIRRATF

4. BV EDIEE

A DT ZIZ L VT 52 &

20. ML EDEE
SMVRBRE R I L CTIRIF S5 2 &

B3 WATEALOTE 5

5. BEW T EH
BEAMERLTAR AV <TvoLEy

6. F—R5) - FAHE
RS, A FRORSIL A

7. EREEEAR
R

:HY

8. WERTARFABRVARES. REELENHFEAR. REFMAKEAR

T RE RERFGEAREAR ARRES FEMEENSFAR | BREMABERR

F A U 2mg 23000AMX00018
201841 H 19 H 201844 7 18 H | 201845 16 H

F LA U YE 20mg P 23000AMX00019

) 202544 A 1 H SUEBGEATRANE : A UE 2mg, TS U 20mg (B — = HEREIS L)

201841 H 19 B &8

9. MEERIIHREM,. AERVAEEEEMEDE
A= ORAA

10.5EERR. AMEBERAREABRVEZOAR
FE L

ABRUZDOAR

DTS UEE 2mg, TS VI 20mg (=T e Ty — < kkalath)




X. EHRHEIHICET HIEHA

M. BEBEHM
FAYREER TV T E REOHFEREYMOESYIE (201841 H 19 H~202543 A 29 A)

12 REHREFIRICET H1FH
AANTIEAETEAE SR 107 5 CERR 184 3 4 6 HAY) (2%, 1R 14 HAARE L L THREGT 5,

13.%8a—F
] EESMEEMEE | BIEZSI—F | Lt FEERE
BR5% = > ~ — -
Rt HOT (1340 &% | “ysmmn— 1 YJa—F) | YRFLAa—E
FIL_A E 2mg 1262544010101 8119401A1020 8119401A1020 622625401
F LA E 20mg 1262551010101 8119401A2026 8119401A2026 622625501
14 BBRBHEDEE

ARANL e R 7 4 UHEEERAICH | ARRAIOTEEIZI T D SR ML TS O (L BRIE 21T > T
WDRMIOBFE IS L CHREEREZT o 25813, BERAEEKSE S [C108) 1ETHEMNEE S B FREE
B 1C108-2) fEEEMIESEE LA EEHELRAETE 2D THD Z &,

KULTF OFRMFZ T2 T 3IN— AT AR—=F TN T A T OEGEAZGRF LIS U TR REKE THR
D EFEE L TR LI HEIZIRS,

T OEEDE) HERWETH D T &

A BEEPEAREELEZDZENTERNDLDTHLHZ L

PRk 81 4F 4 A 26 BT £RIEFE 0426 55 3 5)




XI. 3 ik

Xl. X (73

1. 51X

1) HNEE  BAEREE x5 & Lz DS-7113b S HI O —fRERIR - ket 5308 (RNt s) (2018 4
1 H 19 HA&GR, CTD2.7.6.2)

2) FENEEL - BN AIRBHE A5G & LTz DS-7113b M A0 — X ERIR - ke 578 (2 FH¢5) (2018 4 1
H 19 A7&FE. CTD2.7.6.3)

3) Hiraga K and Ohashi Y : Pain Research 1999;14(1):9-19

4) FENEER A A NRERYT XA TS D8 (2018 451 11 19 HUKGE, CTD2.6.2.2)

5) HEWNEEL : A AL FZEERFT XA TS 27 F=A MEME (20184 1 19 HIKGE, CTD2.6.2.2)
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F2RHMETOZRE IR, HELAOCHERIUTO LB TH D,

hydrochloride injection,
solution,

Fresenius Kabi USA,
LLC, 2020 /- 1 A)

o R
KEOWA SCFE 1 INDICATIONS AND USAGE

(DILAUDID - DILAUDID INJECTION is indicated for the management of pain severe
hydromorphone

enough to require an opioid analgesic and for which alternate treatments are
inadequate.

Limitations of Use:

Because of the risks of addiction, abuse, and misuse with opioids, even at
recommended doses /see Warnings and Precautions (5.1)], reserve DILAUDID
INJECTION for use in patients for whom alternative treatment options le.g.,
non-opioid analgesics or opioid combination products]:
+ Have not been tolerated, or are not expected to be tolerated
* Have not provided adequate analgesia, or are not expected to provide
adequate analgesia

2 DOSAGE AND ADMINISTRATION
2.1 Important Dosage and Administration Instructions

+ Use the lowest effective dosage for the shortest duration consistent with
individual patient treatment goals /see Warnings and Precautions (5)].

* Initiate the dosing regimen for each patient individually, taking into account
the patient's severity of pain, patient response, prior analgesic treatment
experience, and risk factors for addiction, abuse, and misuse /see Warnings
and Precautions (5.1)].

+ Monitor patients closely for respiratory depression, especially within the
first 24-72 hours of initiating therapy and following dosage increases with
DILAUDID INJECTION and adjust the dosage accordingly /see Warnings
and Precautions (5.2)].

+ Inspect parenteral drug products visually for particulate matter and
discoloration prior to administration, whenever solution and container
permit. A slight yellowish discoloration may develop in DILAUDID
INJECTION. No loss of potency has been demonstrated. DILAUDID
INJECTION is physically compatible and chemically stable for at least 24
hours at 25°C, protected from light in most common large-volume parenteral
solutions.

* Discard any unused portion in an appropriate manner.

2.2 Initial Dosage

Use of DILAUDID INJECTION as the First Opioid Analgesic:
Subcutaneous or Intramuscular Administration’

The usual starting dose of DILAUDID INJECTION is 1 mg to 2 mg every 2 to
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3 hours as necessary. Depending on the clinical situation, the initial starting
dose may be lowered in patients who are opioid naive.

Intravenous Administration-

The initial starting dose is 0.2 mg to 1 mg every 2 to 3 hours. Intravenous
administration should be given slowly, over at least 2 to 3 minutes, depending
on the dose. The initial dose should be reduced in the elderly or debilitated and
may be lowered to 0.2 mg.

Conversion From Other Opioids to DILAUDID INJECTION:
There is inter-patient variability in the potency of opioid drugs and opioid

formulations. Therefore, a conservative approach is advised when determining
the total daily dosage of DILAUDID INJECTION. It is safer to underestimate
a patient’s 24-hour DILAUDID INJECTION dosage than to overestimate the
24-hour DILAUDID INJECTION dosage and manage an adverse reaction due
to overdose.

If the decision is made to convert to Hydromorphone Hydrochloride Injection
from another opioid analgesic using publicly available data, convert the
current total daily amount(s) of opioid(s) received to an equivalent total daily
dose of DILAUDID INJECTION and reduce by one-half due to the possibility
of incomplete cross tolerance. Divide the new total amount by the number of
doses permitted based on dosing interval (e.g., 8 doses for every-three-hour
dosing). Titrate the dose according to the patient's response.

2.3 Dosage Modifications in Patients with Hepatic Impairment

Start patients with hepatic impairment on one-fourth to one-half the usual
DILAUDID INJECTION starting dose depending on the extent of impairment
[see Clinical Pharmacology (12.3)].

2.4 Dosage Modifications in Patients with Renal Impairment

Start patients with renal impairment on one-fourth to one-half the usual
DILAUDID INJECTION starting dose depending on the degree of impairment
[see Clinical Pharmacology (12.3)].

2.5 Titration and Maintenance of Therapy

Individually titrate DILAUDID INJECTION to a dose that provides adequate
analgesia and minimizes adverse reactions. Continually reevaluate patients
receiving DILAUDID INJECTION to assess the maintenance of pain control
and the relative incidence of adverse reactions, as well as monitoring for the
development of addiction, abuse, or misuse /see Warnings and Precautions
(6.1)]. Frequent communication is important among the prescriber, other
members of the healthcare team, the patient, and the caregiver/family during
periods of changing analgesic requirements, including initial titration.

If the level of pain increases after dosage stabilization, attempt to identify the
source of increased pain before increasing the DILAUDID INJECTION
dosage. If unacceptable opioid-related adverse reactions are observed, consider
reducing the dosage. Adjust the dosage to obtain an appropriate balance
between management of pain and opioid-related adverse reactions.

2.6 Discontinuation of DILAUDID INJECTION

When a patient who has been taking DILAUDID INJECTION regularly and
may be physically dependent no longer requires therapy with DILAUDID
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INJECTION, taper the dose gradually, by 25% to 50% every 2 to 4 days, while
monitoring carefully for signs and symptoms of withdrawal. If the patient
develops these signs or symptoms, raise the dose to the previous level and
taper more slowly, either by increasing the interval between decreases,
decreasing the amount of change in dose, or both. Do not abruptly discontinue
DILAUDID INJECTION in a physically-dependent patient /see Warnings and
Precautions (5.11), Drug Abuse and Dependence (9.5)].

Je[E D SPC
(Palladone

2mg/ml solution for

injection or infusion,

Napp Pharmaceuticals
Limited, 2024 4= 3 H)

4. Clinical particulars

4.1 Therapeutic indications

For the relief of severe pain in cancer.

Palladone injection is indicated in adults and adolescents aged >12 years.
4.2 Posology and method of administration

Method of administration

Intravenous injection or infusion

Subcutaneous injection or infusion

The medicinal product is to be visually inspected prior to use. Only clear
solutions free from particles should be used.

After opening, this medicinal product should be used immediately (please
refer to section 6.3).

For instructions on dilution of the medicinal product before administration,
see section 6.6.

Posology

The dosing of Palladone injection has to be adjusted to the patients' severity of
pain and to their individual response. The dose should be titrated until
optimum analgesic effect is achieved.

While the dose to be administered should be sufficient to achieve appropriate
analgesia, the aim should also be to keep the dose as small as possible in the
individual case.

Palladone injection should not be administered longer than absolutely
necessary. If long-term treatment is required careful and regular monitoring
should control whether and to what degree further treatment is necessary. Prior
to starting treatment with opioids, a discussion should be held with patients to
put in place a strategy for ending treatment with hydromorphone in order to
minimise the risk of addiction and drug withdrawal syndrome (see section 4.4).
When a patient no longer requires therapy with hydromorphone, it may be
advisable to taper the daily dose gradually to prevent withdrawal symptoms.

Palladone 10 mg/ml injection is not suitable for initial opioid therapy. This
higher strength may only be used as individual doses in patients who have no
longer sufficiently responded to lower doses of hydromorphone preparations
(Palladone 2 mg) or comparably strong analgesics within the scope of chronic
pain therapy. The reservoir of a pain pump can also be filled with individual
doses of 10 mg/ml as the dose control is secured by the pump calibration.
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Age | Bolus | Infusion
Adults and adolescents (> 12 years)

subcutaneous (s.c.) use |1-2 mg s.c. every 3-4 hours | 0.15-0.45 mg/h
0.004 mg/kg
bodyweight/h

intravenous (i.v.) use 1-1.5 mg i.v. every 3-4 0.15-0.45 mg/h
hours to be injected slowly | 0.004 mg/kg
over at least 2-3 minutes bodyweight/h
PCA (s.c. and i.v.) 0.2 mg bolus, stop interval 5-10 min.
Paediatric population Not recommended

(< 12 years)

Transferring patients between oral and parenteral hydromorphone:

Switching patients from parenteral hydromorphone to oral hydromorphone
should be guided by the sensitivity of the individual patient. The oral starting
dose should not be overestimated (for oral bioavailability see section 5.2).

Paediatric population:

Palladone injection is not recommended for use in children under 12 years of
age as the safety and efficacy has not yet been established. No data are
available.

Elderly patients

Elderly patients (as a rule over 75 years) may require a lower dosage than
other adults to achieve adequate analgesia.

Patients with hepatic and/or renal impairment

These patients may require lower doses than other patient groups to achieve
adequate analgesia. They should be carefully titrated to clinical effect (see
Section 5.2).
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F—A N VT ERAEE | C Drugs which, owing to their pharmacological

(DILAUDID / effects, have caused or may be suspected of

DILAUDID-HP causing, harmful effects on the human fetus or
(HYDROMORPHONE neonate without causing malformations. These
HYDROCHLORIDE) effects may be reversible. Accompanying texts
INJECTION, should be consulted for further details.
Mundipharma Pty
Limited, 2024 4 5 )

bENR. RFUIGFICET HECHE

oo RLARN A
KIE DA SE 5 WARNINGS AND PRECAUTIONS

(DILAUDID - 5.3 Neonatal Opioid Withdrawal Syndrome
hydromorphone
hydrochloride injection, | Prolonged use of DILAUDID INJECTION during pregnancy can result in
solution, withdrawal in the neonate. Neonatal opioid withdrawal syndrome, unlike
Fresenius Kabi USA, opioid withdrawal syndrome in adults, may be life-threatening if not
LLC, 2020 £ 1 H) recognized and treated, and requires management according to protocols

developed by neonatology experts. Observe newborns for signs of neonatal
opioid withdrawal syndrome and manage accordingly. Advise pregnant
women using opioids for a prolonged period of the risk of neonatal opioid
withdrawal syndrome and ensure that appropriate treatment will be available
[see Use in Specific Populations (8.1), Patient Counseling Information (17)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Prolonged use of opioid analgesics during pregnancy may cause neonatal
opioid withdrawal syndrome /see Warnings and Precautions (5.3)/. There are
no available data with DILAUDID injection in pregnant women to inform a
drug-associated risk for major birth defects and miscarriage.

In animal reproduction studies, reduced postnatal survival of pups, and
decreased body weight were noted following oral treatment of pregnant rats
with hydromorphone during gestation and through lactation at doses 0.8
times the human daily dose of 24 mg/day (HDD), respectively. In published
studies, neural tube defects were noted following subcutaneous injection of
hydromorphone to pregnant hamsters at doses 6.4 times the HDD and soft
tissue and skeletal abnormalities were noted following subcutaneous
continuous infusion of 3 times the HDD to pregnant mice. No malformations
were noted at 4 or 40.5 times the HDD in pregnant rats or rabbits,
respectively [see Datal. Based on animal data, advise pregnant women of the
potential risk to a fetus.

The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a background risk of

birth defect, loss, or other adverse outcomes. In the U.S. general population,
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the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations

Fetal/Neonatal Adverse Reactions

Prolonged use of opioid analgesics during pregnancy for medical or nonmedical
purposes can result in physical dependence in the neonate and neonatal opioid
withdrawal syndrome shortly after birth.

Neonatal opioid withdrawal syndrome presents as irritability, hyperactivity
and abnormal sleep pattern, high pitched cry, tremor, vomiting, diarrhea, and
failure to gain weight. The onset, duration, and severity of neonatal opioid
withdrawal syndrome vary based on the specific opioid used, duration of use,
timing and amount of last maternal use, and rate of elimination of the drug by
the newborn. Observe newborns for symptoms of neonatal opioid withdrawal
syndrome and manage accordingly /see Warnings and Precautions (5.3)].

Labor or Delivery

Opioids cross the placenta and may produce respiratory depression and
psycho-physiologic effects in neonates. An opioid antagonist, such as naloxone,
must be available for reversal of opioid-induced respiratory depression in the
neonate. DILAUDID INJECTION is not recommended for use in pregnant
women during or immediately prior to labor, when other analgesic techniques
are more appropriate. Opioid analgesics, including DILAUDID INJECTION,
can prolong labor through actions which temporarily reduce the strength,
duration, and frequency of uterine contractions. However, this effect is not
consistent and may be offset by an increased rate of cervical dilation, which
tends to shorten labor. Monitor neonates exposed to opioid analgesics during
labor for signs of excess sedation and respiratory depression.

Data
Animal Data

Pregnant rats were treated with hydromorphone hydrochloride from
Gestation Day 6 to 17 via oral gavage doses of 1, 5, or 10 mg/kg/day (0.4, 2, or 4
times the HDD of 24 mg based on body surface area, respectively). Maternal
toxicity was noted in all treatment groups (reduced food consumption and
body weights in the two highest dose groups). There was no evidence of
malformations or embryotoxicity reported.

Pregnant rabbits were treated with hydromorphone hydrochloride from
Gestation Day 7 to 19 via oral gavage doses of 10, 25, or 50 mg/kg/day (8.1,
20.3, or 40.5 times the HDD of 24 mg based on body surface area,
respectively). Maternal toxicity was noted in the two highest dose groups
(reduced food consumption and body weights). There was no evidence of
malformations or embryotoxicity reported.

In a published study, neural tube defects (exencephaly and cranioschisis) were
noted following subcutaneous administration of hydromorphone hydrochloride
(19 to 258 mg/kg) on Gestation Day 8 to pregnant hamsters (6.4 to 87.2 times
the HDD of 24 mg/day based on body surface area). The findings cannot be
clearly attributed to maternal toxicity. No neural tube defects were noted at
14 mg/kg (4.7 times the human daily dose of 24 mg/day).
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In a published study, CF-1 mice were treated subcutaneously with continuous
infusion of 7.5, 15, or 30 mg/kg/day hydromorphone hydrochloride (1.5, 3, or
6.1 times the human daily dose of 24 mg based on body surface area) via
implanted osmotic pumps during organogenesis (Gestation Days 7 to 10). Soft
tissue malformations (cryptorchidism, cleft palate, malformed ventricles and
retina), and skeletal variations (split supraoccipital, checkerboard and split
sternebrae, delayed ossification of the paws and ectopic ossification sites) were
observed at doses 3 times the human dose of 24 mg/day based on body surface
area. The findings cannot be clearly attributed to maternal toxicity.

Increased pup mortality and decreased pup body weights were noted at 0.8
and 2 times the human daily dose of 24 mg in a study in which pregnant rats
were treated with hydromorphone hydrochloride from Gestation Day 7 to
Lactation Day 20 via oral gavage doses of 0, 0.5, 2, or 5 mg/kg/day (0.2, 0.8, or
2 times the HDD of 24 mg based on body surface area, respectively). Maternal
toxicity (decreased food consumption and body weight gain) was also noted at
the two highest doses tested.

8.2 Lactation

Risk Summary

Low levels of opioid analgesics have been detected in human milk. The
developmental and health benefits of breastfeeding should be considered along
with the mother’s clinical need for DILAUDID INJECTION and any potential
adverse effects on the breastfed infant from DILAUDID INJECTION or from
the underlying maternal condition.

Clinical Considerations

Monitor infants exposed to DILAUDID INJECTION through breast milk for
excess sedation and respiratory depression. Withdrawal symptoms can occur
in breastfed infants when maternal administration of hydromorphone is
stopped, or when breast-feeding is stopped.

8.3 Females and Males of Reproductive Potential

Infertility

Chronic use of opioids may cause reduced fertility in females and males of
reproductive potential. It is not known whether these effects on fertility are
reversible /see Adverse Reactions (6), Clinical Pharmacology (12.2),
Nonclinical Toxicology (13.1)].

#[E D SPC
(Palladone

2mg/m] solution for

injection or infusion,

Napp Pharmaceuticals

Limited, 2024 4 3 H)

4. Clinical particulars

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no well-controlled studies of hydromorphone in pregnant women.
Hydromorphone should not be used in pregnancy unless clearly necessary.

Palladone injection is not recommended during pregnancy and labour due to
impaired uterine contractility. Regular use in pregnancy may cause drug
dependence in the foetus, leading to withdrawal symptoms in the neonate.

If opioid use is required for a prolonged period in pregnant women, advise the
patient of the risk of neonatal opioid withdrawal syndrome and ensure that
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appropriate treatment will be available.

Administration during labour may depress respiration in the neonate and an
antidote for the child should be readily available.
Breast-feeding

Administration to nursing women is not recommended as hydromorphone is
excreted into breast milk in low amounts and may cause respiratory
depression in the infant.

Fertility

Non clinical toxicology studies in rats have not shown any effects on male or
female fertility or sperm parameters.
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KE O SCE 8 USE IN SPECIFIC POPULATIONS
(DILAUDID - 8.4 Pediatric Use

hydromorphone

hydrochloride injection, | The safety and effectiveness of DILAUDID INJECTION in pediatric patients
solution, has not been established.

Fresenius Kabi USA,
LLC, 2020 41 A)

Hi[E D SPC 4. Clinical particulars

(Palladone i 4.2 Posology and method of administration
2mg/ml solution for
injection or infusion, Posology

Napp Pharmaceuticals
Limited, 2024 43 H)

Paediatric population:

Palladone injection is not recommended for use in children under 12 years of
age as the safety and efficacy has not yet been established. No data are
available.
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L0 L., FoesE, A, i (2mg/imL) 1mL, RO OAFESEREZREGT 5,

@ BLAHEA 1A (RREHYOERRE) | TS E 2mg/imL) ImL, &K OAEFAEETR 250mL 1 A%y
RAGT D,

® BUAFKAN 1ALy ONEW & A S K 2mLAC X 0 iR L Z O e, 711 £ (2mg/1mL) ImL,
K OVERRAYER 50mL 1 A ZiREGT 5,

® KA FAN 1ALy ONEW & AR K ImLAC X 0 3R L Z O e, 711 > 7E (2mg/1mL) ImL,
Fe OVEFL S 50mL 1 A2 RAET 5,

@D BAEA 1 ARKROFH 5 ENSEBR LT A 1 (2mg/lmL) 5mL ZiE&T 5,

BlA A 1 AR OG5 &SI L 72F A 1 (20mg/2mL) 10mL #RA7 %,

@ FEAFA 1 AR NS 7 (2mg/ImL) 1mL ZEAG7 5.

RESEHE -

ENEOE (BEAESELT ; 10001x)

(B L. BoA SRR AR IERIF] OBA TR AE PR 7 B B LB HER S N84T, MEICE U Tk
Wt T CoRERY Eh L7, )

BIFEIER : Mk UM | pH, &

BRAEEILHABRDER : £1~6

EMEEAM : 2016 4£ 1 H~2017 4 11 A
(R SN TV D EEA FEANA e OB A 1T AR SE Y FF O b DO TH D, )
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1 BEEZILEABROKBER  #aRRARURERERAEESR
¥ ot [Srt4] AR Hk | & R 0 FE[H] 6 [ 24 W 48 ]
727 —)ViEEH 200mg PEIR B O | MAETOWK | MaBHOWK | MAEH O’
(F—=HTn 7y —] 1Ve | @O |[ZAEE pH 4.4 4.3 4.3 4.3
Bl (%) 100.0 — 98.8 98.3
KV AEFHE 10mg [E2/N MO | MAEHOWK | MAEFOWK | MAEHOWK
[7 AT T AHRIHK] 1% | O |=ZENHCE pH 4.1 4.1 4.0 4.1
BAEE (%) 100.0 — 99.9 99.8
ot/ — VEREM 2mg PER MAEHOWR | MABHOW | BMABHOWK | ABHOHK
[(=—H1] 1% | O |=NHok pH 4.4 4.3 4.3 4.3
BEE (%) 100.0 — 98.9 98.8
o B 2 #E 50mg [N HEOILER | HAOILEIK | HAOIEK | HAOIBIK
CRHF K] 1% | O |=NHot pH 4.5 4.6 4.5 4.5
Bl (%) 100.0 — 99.8 100.0
7 &V A FHERK 1000mg [E2/N B O | MAETOWK | MAaBHOWK | MAEH O’
w | [TvE] 1Va | @ |=AEE pH 4.7 4.7 4.7 4.7
L3 Bl (%) 100.0 — 99.0 99.0
= S P A btie
T |7 Gy T A N Ol R | mEmmoR | SEEROR | SEETOR | SEEo
fi [7 57 A #—] 1# | O =ML pH 4.4 4.3 4.3 4.4
?;: BRAE (%) 100.0 — 100.2 100.3
B ¥ L x— A bmg [E2/N B O | MAETOWK | BMAaBHOWK | MAEHOWK
| [RBARAEARIK] 1% | © [=N#EE pH 4.1 4.0 3.9 4.0
H BEE (%) 100.0 — 99.0 98.2
l% V> k% bmg [E2IN B O | MAETOWK | MAaBHOWK | MAEH O’
% [H = 2853 ] 1% | O |=ENHOE pH 4.0 3.9 3.9 4.1
™ EAEE (%) 100.0 — 98.9 98.8
/[;;i ;g& 5mg PER MAEHOWR | MAEHOW | MABHOWK | ABHOWK
Ty 3K ] fs W pH 4.7 4.7 4.6 4.4
L& O =N s o 100.0 — 100.4 104.1
gk (%) 80.4 — 80.7 83.7
InA A2 FE 0.5mg PEIR MO | MBI O | MAEFH O | MAEHOWK
(AR RLEK] 1% | O |=|NEOL pH 4.3 4.4 4.4 4.4
BEE (%) 100.0 — 99.2 99.0
7 Z a3 20mg [E2IN MEAEBIHOW | MAEPOK | ABHOWK | MAEHOIK
(/741 1% | O |=ZENHECE pH 4.3 4.3 4.3 4.3
BEE (%) 100.0 — 99.2 98.9
r T~V TR [E2IN MEAEBIHOW | MAEPOK | ABHOWK | MAEHOIK
[(=—H1] 1% | O |=NHot pH 4.3 4.3 4.3 4.3
Bl (%) 100.0 — 98.4 98.0
AT (%) 1 B RRELT + VORAGEZOE RS 100.0 & LTHH
g (%) 1 B FREALT 4 OEEERLDOEEN 90.0%Kh D & DTSV TRL#l
a: /{1 T )
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%2 BHEAEZIEABOKBR  BAORERAEXESA
A4 Bl | BRTF SR PRAF I
Sy ¥ Woes [af4] BARE| Ak | &fF e 0 ] 6 HFf 24 IFH 48 1T
AT 4V RNy S PSR MBI O | VB O | MAEHOTR | MAEHOR
250mg FENHOL pH 8.8 8.8 8.9 8.8
[=—¥ 1] ) BAEE (%) 100.0 — 86.5 75.5
PR M PEI O | B O | TAER O | AR O
W pH 8.8 8.8 8.8 8.8
BAEE (%) 100.0 — 99.4 99.1
A 7 237% 100mg PEAR AT O | IEOEH O | BAEHOHK | BAEHOIK
[FnFEEx Y ] . " w pH 4.3 4.3 4.3 4.2
VE | O =W e o) 100.0 _ 101.0 104.9
=g E (%) 69.7 — 70.4 73.1
K7 N L w7 ZAEHK 100mg PR MO | B O | BB O | TAER O
[ e EE ] s e s pH 4.0 4.0 4.1 4.0
1E | O\ A e e 100.0 _ 100.5 102.8
gk (%) 74.2 — 74.6 76.3
HEHX e A 2% PR M PEI O | B O | BAER O | AR Ok
[TARTERT] 18 | O |ENHEOL pH 4.9 5.0 4.9 4.9
AR (%) 100.0 — 99.4 99.2
INE T N HEEH 100mg PR M PEI O | B O | BAER O | AR O
[77A%—] FENHOL pH 7.6 7.8 8.0 8.0
AR (%) 100.0 — 93.7 87.9
s ey
1®1 9 Mk | memmon | mepnomn | saanog | o
S il di OAT HY
pH 7.7 7.8 8.0 8.1
AR (%) 100.0 — 100.0 99.7
Z v 7 A 20mg PR MO | B O | TAER O | WA O
m| [Hr74] 18 | O |ENHEOL pH 4.8 4.7 4.8 4.8
ol BAEE (%) 100.0 — 100.0 100.9
?g AITTUHE 3 PR B O | MBI OWK | BMAEHOWK | BEABF O
w| [(FFr Y AIRTTA] 1% | O [|BENECE pH 4.4 4.4 4.5 4.4
A AR (%) 100.0 — 98.5 97.6
g N TS 1000 PR M PEI O | B O | TAER O | AR O
3| [ =3t 1Vva | @ |ENEL pH 4.3 4.3 4.4 4.3
sl AR (%) 100.0 _ 99.6 99.6
HAH —FEFHK 20mg PR B O | MBI OWK | BMAEHOWK | BABT O
[7 AT T AHEK] 1% | © [|BENECE pH 5.3 5.3 5.4 5.3
BEE (%) 100.0 — 100.0 100.7
P& v 7 EFHNE 50mg [N MBI OW | MAEHOWK | MAEH O | MAEF O
(V57 ZAIATFA ] 1% | © [BENECE pH 6.0 6.1 6.1 6.1
Bl (%) 100.0 — 99.6 99.6
A H Ay MESE 200mg PR AT OW | IEOEH O | BAEHOHE | BAEHOIK
BNEENEY 2B 1% | © [|BENECE pH 5.5 5.5 5.6 5.5
BEE (%) 100.0 — 100.2 100.0
AL py | seemmo | BREENO BREENO | g6 0
FE¥xH] 1 Ve @ |=mEor & &
pH 8.6 8.6 8.6 8.4
BEE (%) 100.0 — 113.6 108.5
&7 a A 30mg o serm e | WOE GO | HEE A O DT
[ T O REBNOW | 7 SROB | RO
pH 9.5 9.5 9.4 9.4
BEE (%) 100.0 — 92.7 88.1
Vel ® B GETD
PR MBI O | EEEHOK o HOEHORK
X pH 9.5 9.5 9.5 9.4
BEE (%) 100.0 — 100.3 102.4
7Y T UERHE 10mg PR MBI OW | MAEHOWK | MAEH O | MAEF O
[7 A7 T AMIK] s . W pH 4.3 4.2 4.3 4.2
LH | O\ RN e o 100.0 — 100.3 100.6
=g E (%) 72.4 — 72.6 72.8
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A4 Bl | BRTF B BRIT I
Bkl ot [Sit4] Bl i | ik | & i 0 I 6 IF[H 24 I 48 [
771 K U EFHK 1.65mg PR MBI O | BMEaBHOWK | MBI OWK | MAEH O
[TARC T ¥ R] 1% | © [ZEENEE pH 5.6 5.6 5.7 5.6
BAEE (%) 100.0 — 100.4 100.0
V7 4amg (0.4%) [E27N MBI OWK | MBI OWK | MBI OWK | MAEH O
(M iy 2 UK ] 1% | © [|BENECE pH 6.3 6.2 6.2 6.1
BAEE (%) 100.0 — 105.3 105.9
K7L =2 50mg [N MBI OWK | MEABHOWK | MAEHOWK | TAEH O
(M P K] 1% | @ |[ZENEK pH 6.3 6.3 6.3 6.3
" BEAFR (%) 100.0 — 98.6 97.4
2 N7 RUF U Img PR MBI O | BMEaBHOWK | MBI OWK | MAEHOWK
b | tE-=at 1% | @ |=mMloe oH 45 45 45 45
B BAEE (%) 100.0 — 99.2 99.0
A | RAAILE Img (2N AT O | B O | MAEI O | EAEHOR
E (55— =4k] 1% | O |ENEL pH 4.3 4.3 4.3 4.2
B AT (%) 100.0 — 99.9 100.1
[ L e A Ra— L#TER 125mg [N MBI O | MBI OWK | MAEHOWK | TAEIH O
[77AY¥—] 1Va | ® ||EANHOL pH 6.9 6.9 6.9 6.8
BEE (%) 100.0 — 98.1 96.7
Yo RAZF R M 100ug (2N AT O | B O | WA O | EEAEHORK
(Vs T 42 77 —=] 1% | © [|BENECE pH 4.2 4.2 4.2 4.2
B (%) 100.0 — 99.6 99.4
V= N— N TFHEA 10mg [E27N AT O | B O | WA O | B DR
(774 %—] 1Va | ® |EANHOL pH 4.7 4.8 4.8 4.7
BAEHE (%) 100.0 — 99.8 100.1
AT (%) : B RREALT + VORAEZOEEZ 100.0 & LTHH
g (%) 1 B RRELT 4 OREAESLDOE RN 90.0% KD & DIZOW TR
a: /"M T
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%3 EAEtH - i
= £1tnit:%§0)$iﬂ:% . 1t5§11|-$§;€-é5: (1)
I T TS
= JC = = N SpmEa
'«[»i o %] FAE| pu |RIFRIF| RBUHA . B
TATAT7— Rl 6 Hrft
s = KN B ﬁ%@;;% %é?f”ﬁ 48 5
HIHOL . D D ) mfiﬁﬂ T B
1ve | ® A o 5.1 16 2
R z 9.1 55,
\ N VEW] | HIBER 3.3
e - Dl @%fﬂ ﬁ*‘%@%ﬁﬁﬂ T (18]
CEATURT P 4.8 7. D
: %j g;?g_ﬁﬁ Bt (%) . 315:00'0 .8 95404 29
a = PR FoRaml | FRGEN | hh 8838
1V | @ |t —g Dl T | PRI | Dok G
FIAV v IR BEE (%) 5 4.6 4.7 6
[T LE] ° ,%%(ié)‘o — 10.0 1 36
PR W s | A TEl — L 100.7
15| @ |=mmr = D Wi BHOER | BAGEY
o 5.1 5.1 - DI
KA/ B P S A Y] - 95.9 i
(KR T ] e 443 S
S . X VE&H NV 3 .
1% | @ | Bt 5.1 A A RO
LR AN 2 B ‘%/jua(ﬁ)) 100.0 — 4 5.1
2 5 Forami (%) 100.4
BT ] - e %@85.3 — — L 100.4
15| © O o BN O | BEBOR | BEBOR 85.6
FARTT 1R AT T L
LRI T 5] . e R T — 106.0 5.3
15| @ | B O | 5 e O | E BB OTR 100.3
2PN pH 5 I DU | 3 I DR
. XA 2 Bk BTR (%) 6 5.6 =6 BN
| D L] . R 1000 — 955 =
e 18| @ | & pH R AR A0 ARG
e D PR T e T T 100, 54 5.4 BENOR
w | (A TA77—~] . [EDIN Ty 00 — 99.5 x
i 148 @ |=PNEOE i TG B I O TR | B VB OV | e yB R O TR | I 98.6
E—TX VA -2 BRIR BlE (%) - 5.0 = REBHOR
(2T A7 7—~] . PEIR 41&@1:00'0 = — 93.5 o
o x| @ || ECEROR | REEAOR | REENOR RS
E—T XY A -3 Sl gEArE (%) 100.0 >1 5.1 51 -
[=A VAT 7—<] e PEIR T TE T O — 98.1
1% | @ |=mEck B O | BT O | EABNOR 98.2
— _ pH 5.2 WEBETI O | TEBT O
E—7 U — ik Ar# (%) 100 22 5.2 5 —
(R T N o E 9.3 L
148 ® W i ABHOW | ABHOWK ﬁ%@@ﬁ@q@w = 9£.4 _
TAHY v 7 1SR B (%) 1gbgo b8 6.8 . M“@ﬁmﬁ
(7 €] PRIk s e — ' .
148 et 4 EEBHOR — 1000 99.9
S ) e —pH — i | sV DR | 35 BV DR | B8 DR
7[/fjj ! jy7 2 Wi BetrE (%) 100.0 21 5.1 1
TIVE o : — -
148 RO AR O AR O] 99.2
TAHV 57 3 B Y1 e S R T B NN
TR | G ————
siear B 3 A .
- £ )] e oH ?5 | BEBTOR | & B 0K | & BT Ok
4[%;%3*@”& 20% BArE (%) 100.0 24 5.4 5.4 5
7 15| @ |=mEor %ﬁ( A0 FLIIR | F 6 OFLEIR 5@2}8\1;3%3“ 998 _
Y VT B 3 iR BIFE (%) 13;)80 89 - Eé(gzhﬁm
(7 €] PRIk s e — ) .
148 o o 3 TEGIET O | BT O 99.9 99.3
_ - ESS ®@ |=EHNBEOE \ oH 60 | VBB O | B O | EaER Ok
LT NG ORI S N i
=k k PR 7 R oy AR 99. )
1E | O |=WEoE pff WABET OWR | FEEEA IR %waﬁmﬁ ﬁ@?gf’ __
ETE 6.3 6.9 32 A O
% (%) 100.0 - : 6.2
99.7 99.3
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A4 fid | PRAF SRBRTE PRAFHTH
| o4 [Srt4] Foa s | ik | &t e 0 W¢i 6 HE[H 24 F§fH] 48 I
~XY U MU U AT FEYL [ERIN B O | AR OWK | MEAKHOWK | MAEHOWK
/10mL [=7m 1Va O |EANEOE pH 4.9 4.9 4.9 4.9
[=7nm] BirE (%) 100.0 — 99.8 99.5
e A A v U HE T% [ERIN MEAEIHOW | MAaBHOWK | MAEHOWK | SAEHOWK
| RS TY] ENHOL pH 8.1 8.1 8.1 8.2
P 148 ® BirE (%) 100.0 = 932 831
3 [ERTS B OUR | MBI O | BB O | EAEI O
= H pH 8.1 8.1 8.2 8.3
. g (%) 100.0 — 99.2 98.5
VA Y R EE 4mg/5mL [ERIN B O | AR OWK | MEAKHOWK | BMAEHOWK
[N T 4 A Ty—~] 1Va O |=ENEE pH 5.7 5.7 5.6 5.7
g (%) 100.0 — 99.9 100.1
BEHE (%) : B FRELT 4 U ORAGHEEZOERE 100.0 & LTHI
Forgi (%) 1 B RRELT 4 OREAESLDOE RN 90.0% KD & DIZOW TR
a: /"M T
x4 EEELELHAROKBR  KBMEEESR (2)
A4 Bid | PRAF BT PRAFIIME
SYEl Bot4 (B4 WA HE| & | T 0 MR | 6 MR | 24 BRRY | 48 HRRY 7H 14 H 30 A
KW 5% PR MEAVED | MAE | A | sl | ey | Ay | oy
(R T ] B ] DI DU DI DI DI DI DI
500mL pH 4.7 4.6 4.7 4.6 4.6 4.6 4.6
1l @ A% (%) 100.0 — 98.2 97.0 93.5 88.9 78.9
Pk ﬁé@% ﬁé@% ﬁé@% ﬁé@% ﬁé@% ﬁé@% ﬁé@%
e ] DR DR DR DR DR DR DR
pH 4.6 4.6 4.6 4.6 4.6 4.6 4.6
‘ B (%) 100.0 — 99.5 99.4 99.5 99.3 99.1
% KEAERTE IERIN MEAVEN | A | A | MEaEy | ey | ARy | ey
M| [REREET ] @ |s=mor DI DI DI DI DI DI Dk
% | 50mL pH 4.1 4.1 4.1 4.1 4.2 4.1 4.1
jﬂ; 1A A% (%) 100.0 — 100.4 100.2 100.1 99.1 98.9
o ﬁéﬁ% MY | MR | MR | BT | SRR | BT
w DI (23 DI DI DI DI DI
=L pH 4.0 4.0 4.0 4.0 4.1 4.0 4.1
A% (%) 100.0 — 100.2 101.3 101.3 100.3 100.2
KEAERTE IERIN MEAVED | A | A | MEaEl | ey | A | ey
(R T ] 15| @ |mmce DI DU DI DI DI DI DI
500mL pH 5.1 5.1 5.1 5.1 5.1 5.1 5.1
B (%) 100.0 — 99.6 99.8 99.0 98.2 96.3

BATH (%) -

bt ReELT 4 ORAEZOE RS 100.0 & LTHN
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x5 EEEILHBROMER  AEMREEREER - RREYICHT IEER
HRAN 4 Bl A PRAF SBRIE PRATHIM
SR R4 [ait4] ook | ik Qs Y 0 FFH 6 FEf 24 K[ 48 IHFRE]
C ~ULF1F 25mg o et o | 4 oy | gty | PR T
% ) = 25 N VIO | AT O | MBI O i
i FENHOL pH 4.6 4.5 4.2 3.9
i) AR (%) 100.0 — 113.1 118.6
fﬁ’é 1% | O Forait (%) 78.6 — 88.9 93.2
H [E2/N MO PRI O | VR OR | AR O | MOk
*%5‘ e %%{;%? (%) 13650 4f 13659 13?6
i Frak (%) 764 — 771 7.6
7 N0 o EER
ioﬁfg’ YENA YRR ER etk | SEmE ol | mE B | S oEHo | ok
(45 2 ] TH | @ |=Aioe pH 3.7 3.8 3.8 3.7
EArE (%) 100.0 — 99.9 100.4
1] ~ #a N V&R S VEH
a1 P | meEsoR | s | TR0 | RGN
" =L oH 18 19 5.1 5.4
e %= (O —
z LB © S P 1%%?%?&% z%ﬁ?%?éﬁ@a
iz PRI | SEQEROW | ReEnow | T gioies
z "l'l:‘!‘:\/
% 3t pH 48 48 5.1 5.4
F A (%) 100.0 — 99.7 97.9
°N 5 N % K
B | Ll 7 05 PR | B0 | wEERow | Do | RO
% Eale pH 7.8 77 7.7 7.6
A (%) 100.0 — 85.4 70.0
v | @ Forak (%) 82.8 — 70.7 58.0
Pk | mEmEomn | BEEROR ‘”ﬁﬁ@%ﬁ “ﬁ@‘ﬁf{f%
HEE pH 7.8 7.7 7.7 7.6
BAFE (%) 100.0 — 85.3 85.1
Frok (%) 78.4 — 66.9 66.7
AT (%) : B RREALT 4 VORAGEZOEES 100.0 & LTHH
KrgwE (%) @ B REELT 4 OREGEZDOE RN 90.0%AKTH O b DIZ DOV TRiHE
a: /(M T I
x6 EREELHBOKE ARZEMELLEVEER - RE
FEHI4 [y P17 SLBRIF PRAFHIRM
g Rocs (&4 FA®R | Hik EGs e 0 FEf 6 M 24 ¢ 48 ¢
Ui ﬁi;ﬁ%ﬁfof%) PR | SV | I OWE | RO | T O
7R SR
Eg 1% | @ |=MEck pH 4.4 4.4 4.4 4.4
%%
i & BAFR (%) 100.0 _ 99.7 99.3
F %7 7 A ME 50mg PR MO VERA OYR | WAVEIH O | MAEIH O | BV H O
(M iy 2 UK ] 1% O |=ENHECE pH 4.7 4.7 4.8 4.7
AT (%) 100.0 — 99.9 99.8
e R
o IR S0me Pelt | SO | BEE O | BERROW | EEEHO
=4t " R
g [(F—=kF o757 —<] 1w O |EAEOL pH 4.1 4.0 4.1 4.1
BATE (%) 100.0 _ 100.1 99.7
T 0 2ome PRI | BB | BB ol | BB | BT
=4t " R
[(F—=kFo 77 —<] LE O |EAHEOL pH 4.4 4.3 4.4 4.4
Bl (%) 100.0 _ 99.9 995

AT (%) :

bt REELT 4 U ORAEZOEEE 100.0 £ L THMH
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