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BEEE REE (BBBEL) BAEE
ALT L-alanine aminotransferase TI7=T ) NIRRT 2T
AST L-aspartate aminotransferase TANRGXUET I ) N T AT =2T7—F
ATR attenuated total reflectance oS3V o)
AUC area under the plasma concentration-time curve I R — IRE T R i e
AUCint area under the plasma concentration-time curve up to infinity | MEFRARER £ T oD b B — e i BR T i fs
AUCha area under the plasma concentration-time curve up to the last JE & AR 2R o IR AR T M R A — R AR T
quantifiable time T
BMI body mass index TG R
CLer creatinine clearance IVTF= I VT TR
CL/F apparent total body clearance RToRE7 VT T A
Crnax maximum plasma concentration e v A R R
CYP450 cytochrome P450 F ~ 7 m— 2 P450
DAMGO [D-Ala2, N-MePhe?, Gly5-ol]-enkephalin -
ECso half maximal effective concentration 50%F Zhi i
ECOG Eastern Cooperative Oncology Group K B B BR 7 v — 7
EDso half maximal effective dose 50% A %) &
FAS full analysis set e K D FFAT o G
GTPyS guanosine 5'-O-(3-thiotriphosphate) 7T U5 0= (-FA=ZY V)
H3G hydromorphone-3-glucuronide ERRELT 4 -3 rn=R
hERG human ether-a-go-go related gene -
ICH Recquirements for Pharmaceutioals for Homan Use it
1Cs0 50% inhibitory concentration 50% PHE R
INN International Nonproprietary Name [ B — A4
JAN Japanese Accepted Names for Pharmaceuticals H AR D = L — 4 T
K potassium VRN
Ki inhibitory constant RHL2 E 4
A (Terminal) elimination rate AR I 1T DI R TE S
MedDRA/J Medical Dictionary for Regulatory Activities Japanese version | ICH [EIB& %3 F RS H ARFEMR
NA not applicable AR
NC not calculable BHIRRE
PS Performance Status — IR REAAG FE A
PT preferred term HEARGE
PTP press through packaging -
QOL quality of life NEDE
RMP Risk Management Plan EH ALY A 7 PR
RH relative humidity FE
SF-8 Medical Outcome Study Short-Form 8-Item Health Survey -
S0C System Organ Class RE BRI IE
SPC Summary of Product Characteristics DR i S ABE
Tk thymidine kinase FIVUFS—F
Tmax time to reach maximum plasma concentration e 15 AT R S B S R )
tie terminal elimination half-life FERAR DIE SR H-80
VAS visual analogue scale MR T a7 RE
V/F apparent volume of distribution based on the terminal phase | 2> F OREKFH 5340 B4
WHO World Health Organization SRR R
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[FBAYE L. 2017 4F 3 I BLEIRIEAGE 2 UG L7,

7£1) World Health Organization. Cancer Pain Releaf, 2°¢ ed, World Health Organization, Geneva, 1996 ({5t {ff#
RS R, DA DA G Ok, H2, A, @R, 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

1#4) National Comprehensive Cancer Network. NCCN GUIDELINES FOR SUPPORTIVE CARE, NCCN Clinical
Practice Guidelines in Oncology (NCCN Guidelines) Adult Cancer Pain. version 2.2016
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0. AFRCPEd2IEH

Il. 2% (B9 S5IEA

1. BR5E4

(&0 4
F VY A®EE 2mg
FLH A®EE 6mg
FLH A®EE 12mg
FLH A®EE 24mg

2F %
NARUSUS® TABLETS 2mg
NARUSUS® TABLETS 6mg
NARUSUS® TABLETS 12mg
NARUSUS® TABLETS 24mg

(3)&FRDHE
AAHNE, & RaE/L7 4 OWREEREAITH Y | narcotic (R3E) + sustain (Fifi) X0 mé L7z,

2. — k4

(f £ (@g&%)
v KeELv7 o+ U (JAN)

(2)% 4 (&%)
Hydromorphone Hydrochloride (JAN)
hydromorphone hydrochloride (INN)

(3)AT L
FEFA KT X =T FI=ANTIT=Z |, /LT (morphinan) FHEK : -orphone

3. HEAX(TRMHERX

*HCl

»
d\

YFRARUANFE
413K 0 C17H19NOs - HC1
& : 321.80

>

5. {e2& (fdiE) XIFFE
(5R)-4,5-Epoxy-3-hydroxy-17-methylmorphinan-6-one monohydrochloride
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KITIET T, PAFAANLKRF Y RIZRORBEITROT <, =X/ —)b (99.5) 1IZHED THETFIZL W,
(3)RiE T

W MEIXRR D B e
(4)Ftm (NS . HR. BEER

s 250°C (5fiR)
(5)ERIE B AR B T 2

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

0.67 (1-4 7 % 7 —/ & pH 9 OFEMTIR)
(7)Z DIt D E 7 RENE

MBI L

2. BB SDERBEHTICHITAREN
(MBEEHUHETIZE TSR EN

®OBk RIS PRAFFEHE LRAFHI wOR
FEHIRFRER 25°C/60%RH 36 » H 7L
RYTF LU HEH
. 14 )@
IR 40°C/75%RH 6 » A Bl L
TR 60°C | T 2 (Fe) 3» A B L
s | - o o N
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. | 20001x(D65 5 7). L 120 5 1x - h e
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V. 2H|(ZBHd 51EH

1. #
(VEIR DK
FhE ()

QQHFN DR KR UK

L7
Hr7E4 (&) B JR& HS
(mm) (mm) (mg)
F L 25 2mg 5K . . -
| #9148 | # 160
F L Z5E 6mg I TN @
81 | %48 | 200
FAFAEE 12mg | T< ) TWVIRE
9.6 | #15.3 [ # 300
FH R 24mg | AA~HHEAR @ @
9.6 | %153 | # 300
@)@Ra— K
Y L
(4)HF DY
BRI L
(5)F Mt
L
2. WA DK
(WEDES GEERS) DEERVFME
Hr7E4 ANy AN
» . e D-vr=F—b, b FrfFrrriilo—2X,
F Y A EE 2mg 1SEH & Ku T/l 7+ iR 2.3mg E7u Aa— AR AT )L a TR AT )L,

(e FEELT 42 & LT 2mg)

BRLER, T<ABAT T INLT FY UL

F LY 2 BE 6mg

18EF e RuE/L7 4 S HEERT 6.8mg
(e kmEALT 4L LT 6mg)

D~vr=Fr—JL, BEReF o iklo—2A,
B0 A 0 — AFBT AT L AN BT AT L
W= TWbgk, T ABAT T UAT R U TN

F LY AEE 12mg

18T e Fo®/L 7 4 B 13.5mg
(e FEENLT 42 & LT 12mg)

D-~vr=h—jl b RrFrrrltin—2,
E7a Ao — AR AT L a NI BT AT )L,
SR bgE. I ATTUALF R A

F Y ABE 24mg

188 Nee/L 7 x R 27.1mg
(e FEENLT 42 & LT 24mg)

D~vr=F—, BERuFrTotrtlo—X,
b7 Ao —AFRT AT )V a TR AT )L,
TNVBEATT IV )VF R oA

R)EREFNDRE
LR




IV. BFIZRE4 5 IEH

3. ATABRODERRUVEE
AR OANA

4. A1 @
A= RO

5. \BAY SR D & 5 KM
AP, i REBME SR STV D,

6. HADZBEMGTICEITOIREN

OB PRAFSMF PRIFIEHE PRAFHA TS
FEHIRFRER 25°C/60%RH 36 » H 7L
[PTP+W8AI] /7 v 48
pIIBEEE 40°C/75%RH 6% H B L
#E 2mg * 12mg:
4 W Rs 5CHERB M RN
IR RE 60°C W 7 2 (ER) 4 ¥ (HHE41)
#E 6mg + 24mg:
oy I B L
G
- 40°C/75%RH T — LK 35 A i L
B
W 20001x (D65 F > o 120 F1x *+ h e
| ) 25CI60%RH v LB (=200W - h/m2) Efere L

AERIEE - PRIR. B, Wk, SR

7. REERVBMBEOREN
%Y L7en

8. L NEEEIL (WMEBLEMNE)
AR OANA

0. FHM%
HR—fkallRis atialiis OSSRk 1 Icks

10.8% - 8%
(NEBFDELGRSR - AK. NNV ERLERSR - AKICHT H1FR
Y LR



V. ®HICBI9 5HH

Qe
(FILY R 2mg)
(PTP, FfEAIAYD)  208E (10 $EX2) 100 &£ (10 £&X10)
(FILY R EE 6mg)
(PTP, FfEAIAY)  208E (10 $EX2) 100 &£ (10 £&X10)
(F LY REE 12mg)
(PTP, FfAIAD)  208E (10 $2X2) 100 &£ (10 £&X10)
(FILY R 24mg)
(PTP, #J&FIAV) 208 (10 5EXx2) 100 & (10 ££x10)
QB)FREE
YL
G BERDOHME
PTP: RUZ7mrELY, TIAI=ULE

M AR RE S S EME
% L7

12. 2 Dt
FY LN



V. 1BRICEEd HEH

V. ‘aRICEI SIHE

1. EEXIEHR
hEENCBEOERBEH SBRBEICEITLHER

(fZE%)

AFN O ENEGRRBR O BAE I IESEFRE Lz, ENERRBER I, PEENSSEOKFE BT 5D ARE Z X
L L L CERR SR O A 22 R L7z,

S MLFH FLRERBR Tl JEA B4 A FER A CITETRENSGE L WA B A N8 AIFEAE ] 0023 AK TR i % k4
2. IRl R A7 1 7 REE (Visual Analogue Scale : VAS) DO 5RO L&A IS & L TGt
BAToT & 2T A, ¥ a RURIIERA] & RRRIC, R O & B OV & 1 0 &) AR BE T 2 8
MRz R LTz (IV.5.(4) 1) OF EX A FERRIEEROAAERRBEEEXRRE LA X0 FURBIERA
EDEEABE-ETHRIEEGRER (FRikdE - FMMALLEEER : B-J303 HER) VISZH) |

. DEERIEHRICEET HEE
RIE S TR

RZERUAE
(1) RZERUVRAEDHESR
WELRAICIZE ReELT7 402 LT4~24mg 2 1 B 1 ERAOKREGT 5, 28 JERICS U GRS 5,
QFEERUVHAZEDHRTRERE - RN
ARHN D ENERRRER O AR I RS E R E LT,
ENERAREBR CIL BN TOE/LE R REOFOE FIRCIHEH SN TS 1 HERGEO RN 20mg TH |
AR EENLEREOROBTIILL: 5 THDHZ &b, RAIOBBHEIX, 4mg/HIZRE LT, ENOE/L
t R OFOE I TIE, 120mg/H2A 1 HHED ERE TS, AFlIEELE XZROF ORI IIHIT T :
5 ThHDHI EMNDB, E/LE R 120mg/ H *Héﬁ“é 24mg/H% 1 AAEDO LR EFRTE LT,
— 07, EERMEEELER T A X AEDIE, MRFEE LTELERTIX 120mg/HELE, A% v 2 R TlE
SOmg/El UL EOE 5 ENRNERBAENDH D &SN THD Z M5, BIHEERER CIIAF OB 5812 EIRIX
RT3, 24mg/ A A M2 72D 5 HIREO HATeh, T OBEDOZAMEIFET XS MBEITRE S iz
272 (1V.5(4)1) QRNAERBEBEEEXNRELIZEROEIL T+ /ﬁﬁ?ﬁﬁﬁ&ﬁﬁzﬁ“@ﬁﬁﬁ&%ﬂ%ﬁ (fRiRgeE
FMABARLFER - B-J304 3ER) 2,5/H) .
AR BE CIIRBE B OEITOREFIC L VIEAN BT 2720, WAHAOFHIEZITWRNB S| K2 &5
BEIZOWTERFEOIERIZIE U CHEHEHERT 2 LERH 5,
H D 895l 130, EERFRREE EE A &2 A~ AR M QM PR TRIR ISR T D R AR O & FELO
TA B A~
<http://www.mhlw.go.jp/bunya/iyakuhin/yakubuturanyou/other/iryo_tekisei_guide.html> (2025/3/3 7 7 & X)



V. BRICEd 5

4. BERUVAEICEET 2EE
7. RERUVAZICHET 5FE
7.1 YIEIES
FEAA FEIRANC L DGO |AE BB L YRR G &BEHETH 2 &
711 AEFA FEBRIZERALTOGVES
1 H 4dmg 7L L. ERAE K ORI ORBUR L ZBL%: L2 b I EREi 2175 2 &,
712 FEFA FEBEXIZERALTVSESE
DA A A FESRAID D ARNCE LT 255120, AAREOR G BREEZZBE L, K5 EZRDD
&, RAIO1BHAEIZ, e FrEALT7 LT, BAEXROF LI BHAED 15 &FHEET S
e,
713 Tz A LMRAEIZERLTWNSEE
7 = B VI RN D ARFIANEE T 5561205, 7 = o F = VI RIRBERIC 7 = 2 = v ol
PEPE DN 50% I T £ T 17T BRRILL L2 % 2 LD FIBEE % OAF O FITBE T . AF O ]
ZBRBT D ETIZ, 7= X =V OMHPRENEUZREIEK T2 E TORMEHITL L EHIT,
AHRNOBEAENOCRET DI EEBETDH L,
7.2 EEEEEF
PR IR L7 G S 08RG O TV 2 B TR A REL L2 5581E, BEbICk FrE
IV 7 A VSR % O A E A DO BB G- 21T VR A M D Z &,
7.3 B8
AFN GBI I TBE OREBZBIEE L, @Y 8mI NGO RIER N RN e 725 X5 H i 217
92 b, WEOHLZIMEAEDI0~50%EE T 5, [8.55MH]
74 BE
BAPICR T 22 eHET, BEREER D LDLND ZENHHDOTITLRNWT L, BWEASIZ X VI
BT 2550, BEOREZBELANLEEITY 28, [11.1.13M#]
75 BEOHIE
KRENDOB % F 1T D56 120F, IBIEREOFBAEZLL Todichx o ®ET 52 &, [11.1.15H1]

(FZER)

711 WHO WA RI A VENZEBITHE RaE/LT 4+ OEMERBHEIX 1~2mg/Fl (1 B 4 FlEG-O54 4
~8mg/H) THYH . ENOE/NLE RO OG- B TR 20mg/HIZzh Ik 1:5 THET L Fax
NT 2 Amgl BITHY 5 2 L b A A A RIFREHBE IR 2 K OB 4 H &% 4mg/H & L7z,

7.1.2 BIHERMREBR TIX, FHA A1 FERA (B e 2 EOH A% a FUORAFL, 7= 7 =ik
MESUE R 7~ R—=ARRAHD) MHELEXBOAFE ORI 1: 5 THRE LIEHEEZSZBITAH~D
BHEEZHRE L, KAV B2 7, ok, KRR TIE, thoA 41 RESFEFIOO80 F 2R, b
ReE/L7 4 UHEFREAERANC LD 2 A b L— 3 VEKIC, B RaE/L 7 4 UHERBERAER
Fl & 5B Lic, EWNBRRR T, o4 44 REFFING, b Ra®/L 7 + Rk
Fl~OEHE 0 B 2 BT D 85 RRERIT A0,

713 7= B VERIZ SR LTS EBENS DU R Z HET, 7 = o Z = VRO E IR FRE
ST HEAREE D 50% 8T 2 £ TORH A ZIE LRE LTz,

7E£ 2) World Health Organization. Cancer Pain Releaf, 27d ed, World Health Organization, Geneva, 1996 (5
TROEVERT #R. DA DIRAD D Ol 52 MR, I, @R, 1996)



V. 1BRICEEd HEH

7.2 EEABREEEEM AT A 2 AEDTIE, BNAEIEICIE 24 FEH O 5 B 12 KDL ERRER 4 5 SR e
S TdHFHERE & . EIRINROAEICED O FRAT L il %@f#@ﬁ%f%é%m%#%@\§
SOBFEIXINLOMENEAE LIZRAZEL TWDH, BDAKERE RN ha—1T 57
Pz +olcay b — b L72RICEHROBEN BTN T 5 Z L3R5 TEY ., %mr@
mﬁﬁﬁﬁ&bf@ﬁ%@ﬁ%&%b L AF o —3KE U TR Uy o RIHE S 2 Heli 2 2 & 235
#HxhTns
BEo T, ARFNEG IR TR LI ACERBIEOEFR N R L HA, BBl ReEL 7 1 Ui
A RN P A & O BRRHB N 52175 Z &

A1) BUICEL  1F 0. R RS B T A H L A~ D8 AR R OMBPEIEIRTRIR ISR D R AR & &
HOTAH v A~
<http://www.mhlw.go.jp/bunya/iyakuhin/yakubuturanyou/other/iryo_tekisei_guide.html> (2025/3/3
T ER)

7.3 EBIAHHEGAER N O ITH R W IS W TR OBUEIZES EATO K 580D 30~50% D TIRHRHE
DR AT > T BB IS — T b ARFI OG- B2 8 B U 7= B3 1L TR L isaki5i ¢ 88 v 19 fil,
B ILFR R HIEER T 51 frh 20 # T, WEZ ICAEFRIC LV IBBREOREN LI L 72> 7o BE 1T HE I
R Cix e <. BIHEMRBR T 24 ThH o7z, WRICESTZRIERONRIZ, BIR 24 (951
RIERE) | RKOREHD 1 CTho7c, W BEEICL > THEIE L, 30~50%MHE L& & DTSR
@m%%#ﬁ%ﬁ% XRED Lotz
AANOWEEIZEE L Clid, BEOREEZBE L7205 30~50% % B L THEMEIZITH) 2 &
74&075@%@tkm%w7¢/%ﬁmﬁﬁiif H T O G-&ORM ARG O IEIC
A VA A R RIEAN I8 O BEBLRE R @%Fﬁ&bf\%B%%®@é\Mﬁ\%ﬁ HO, %ﬁ
B AR, LOEEESEOERABD 5N Z ENTHINTNDEDOT, BEDIREEZBELRNS
BEICHET D L,

& PR RS
(MERERT—2 N\ r—o
£ | % §
BRI 4 REES | X & (BEfBRER | & ) HKEROTEHBY
P M| e
e
b Ra L7 o R RN E S S %
HANE I 8 A-J102 RN B (30 f51]:6 f5l. 5| oo ARE|OHE B GO, ARMEAL )N
B[] 8y 53R ) EYERE ORI BRI KIE
TREOPE
T VA A FEFEHOIELT Y
AANRBGERIR | o oo |44 REORAICHREED | | O | A% sa B R RN B & R &
P R Aoz nnAEREE L7z, AREIOF IR ONZ 2O RE
(180 51 : 90 fil. 2 #f)
AEERYRE (&E 84 Af) L& x
T A A FERP 4 DMK OFME, WY EhED
H A AR i 26 T BBM;;t{F#@%@ﬁA%E% oloele et
SR . M OERHCBE S TILAR b b Ro /L7 5 G RRERESA & L
Bz (50 #) AXa—3ELTEELEZEZOAERME
K OV 2D Mt
© : FFER  — SRR



V. 1BRICET HIEH

(ER PR30 R 00 5 77 3% ]

HEARRBRI BT 2R OFHMITEIIU T O LB & LIz,
1) MYVEBEAREERVERREEOHERVANEDNES

10 % 2 SCEE K OSBRSS OHE L, BN THER STV D 08 AR IR ORI THW ST

WD, CPE - RIE D ORI ik Y2 b SRR L7 ThACHIE R 1E )

2

ZREOBERERI T LEE L L,

MBRFIERE

(F%) %M CEHI L 7=,
AT, RBREEA B G- A2 OISR AN (VAS ) L0 U0 B A SGEEHERRE L (22 b — i) |
(2y bu—)VBAF) | TSR UcERHEARE A (EWUEE) | B (THEUE) OWVFhnilis L

A O VAS 5 (mm)
0wy | B | 15~ | 25~ | 85~ | 45~ | 55~ | 65~ | T5~ | 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
S | s5~44 | Al a]lB]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 AlalB | Blc|c|lc]pl|pl| 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
10 7 2 s B e BRI I o HL
1 | =2v ha—niE A | EUE
2 |arvire—1 Bk B | R UE
3 | oy P LR C | iRpErE
4 | =2 he—VKTF D | A&
5 |2y hue—L AR E | #fb
2) &R
VAS i : BRENFAEZICH D 100mm OOz AR L) . fAuicy [REOWA L LIZEA,
HWE 24 BRI U FHORADOREEZRT & ZAICHIZ DT, RBHYEMIL. FloAL
EOLEND ORI ZHITE Litdk LTz,
PR - BN 24 FERJICE U7 PO A O L% 0. 72 L (E< ey

VY 1
3) QOL sFE™

Medical Outcome Study Short-Form 8-Item Health Survey (SF-8) %MV, EH D QOL % &ARHIERE
B, S IRHERE. REREIRERE (1K) | (KD, T, e ETERRRE.
) D 8 SOFMEIHHEIZHOWTHHE L7z (BRI KL OROIFE AT 1~6 £ TO 6 BefEakl, Z L

(2. rhsgps

ST 1~5 F TO 5 BRI

%)

G\ I

LOERE, R OH

3. &F GEFEITRY) | ©4BEMT

(XI.2. ZDMOBEEEH SFEMYT) —XaF7 EERNY T —RaT70EFERX 2R

M. &g (L
A L 7=,

WA EIRERE OF




V. 1BRICEEd HEH

4) BEERET{M
Fabl B OMEIRIK DL A [0. £oTo< IRV o721, 11 E VIR -T2, 12, FHEDIRNT .
XiE 13, K<IRNLZ) D 4 B CREAM L 72,
5) E FOELT 4 VIGEIGEIRMRFDO LA X1 —KE L TOAEMME
b R E/L 7+ USRI R O L A% 2 —3K L L TOFMEEZ LT OEB I X 036 L7z,
EIEREM ¢ L AKX 2 — 3G 60 0112 10. EolIaEo T L 1 2T o) L (2.
FEWZIRE oT2) . 138, iR E 5T M4, 584 %iokj®5&ﬁfﬁﬁ
TR . LAY o — IR GEAT, 30 0. KOV 60 ki 0. el (R Rvy) o T ®E (D
LIavy) 1. f2 EP%EZ (T“b‘) Iy 180 mE GEFITmY) 1 0 4 Bl TRk
« BURFEBIRFRH] © L AF 2 —FE R, DL THEFIRBBNGO T LKL ON LA, VAT 22—
Tk G-4% offER R (0 HAL) TR
CEREE  BIEH Z LT L AR o — S 5o EfiRE A S
(2)RG PR S AL BR
BERABEEZXREKRELEZE FOTIL T4+ BIMERFRIEIAHE) HEREZESHREOZ2E, AEERUVEY
BEOHRE. TVICEVBRICRIEFITREETOZEORE (F 1 HEEKRSHER - A-J1025EER) 9
R A B Z % E LT, B FaEL 74> (B R/l 7 4 UHEBERERA Img, 2mg. 4mg X
1$U%g\%g)%ﬁ@&%bk&%@%éﬁ&@ﬂ@ﬁﬁ%%ﬁﬁ#okoik\tFm%w7jVKi
L IMIBIFITRD SNTe o tz, BWEMEICOWTIE, & RaE/L 7 4 R AU ERIE & OAA & b i
R RG] L Ehie 2 s L, BRE G TRESOP LA T 2N b7,

) AFNOAB S NT-HEROCHEIZ, 4~24mg 7= 1 H 1 EROTETH 5,

()R B RGRRAER
LR L



V. BRICEd 5

(4)REERIERHER
1) BRNEREEAR
OF EF A FERFIFFERDONAERRBEEZRNRE LA T FUORBEEFEOBEAL-ESELE
EAAER (TRIMUEE - S IMAELEERGER - B-J303 &AER)

a) AR =
THA v | ZhaakdE, FEIER, MEA, CHEEMR. TR R
FEF A A FEUHFFNC L D168 TITERMNE LW A B A A REURAIZE H O 2 AR B 2%t
Gl LT, b RaeL7 4 UIERBERBIERAZ BN S Lz & EogtEROZetts, A%
H B | = R UMERREAR R 2 et R & U RS L T EE R EGRBRIC L v BE 5, £, AT,
5O T RO AIFEEA 77—/ (VAS) EOBLBIC X D, A% a N MR Ga i E A
Wk DL ERFET 5.
A A A RERAIFEEH D 20 5L B2 ALIFEE
(B RIWERRNT I SEm] 178 1 - & R B 7 4 B 86 i, A% 2 KU 92 f)
(LA PEMRMT S MR 180 5] : & Rt /L 7 4+ L BE 88 fFl. AF v = KB 92 i)
BEBEIFICS AR LIEA B A RESRAINELE SN TRY . BT 2 BEELINIC#EYE
x B HI)TAEA A FEFERIZEH L Cng
- BAEBERIED VAS GBI ZE 24 WK U7 BB 0% 24) A% 35mm LA BT, RBRETE AN LK
BROyHHERTASIRA A1 FERANC X 208 VIETRIRIR & LB L L=
o ERE BRGRIR | KR E R R R BR 7 L — T D E O - — IR BE R RS (ECOGPS) 23T D
*
b R /L7 4 VBRI EERA 4mg 1 B 1 [\ X134 % 2 R EEIEREMERS 5meg 1 H 2 [
TG ZBA L, BEEHERLARNS 7 AFEROKRES L, RS EOEEUIRET., [REIE
D1 AESE] (TR) W1 BESFSITH> L L L,
Fio, AEAA FERRAIZEGICHEVREET 288 ORIERZBET 2 BT, Blb~7 x> v b (E
WOTE) RO aralXs vy~ A ViRt GEL - EtoFL) 285 L7,
7Rk, —HERYZRIESE OHTRIFIC, A VA A FERAIOREREEINZE 21T &N TEH L e L,
AREBPEEF I G OB, VAT 2 —3iTe e RIERENARFIZHEH L, 105720 0581338k
HEHN O G BICESERE LTz, VAT 2 —OBRGHRETFRE LT 1R EE L,
HBREXD 1 AR5 E
E ReEsL7 4 B FHa R
(e Re®ELT v (FFxva kv
HEER R AR P R HEER AR AR s P R
®1HE (&5 4mg 10mg
i F2HE 6mg 20mg
SIS %3 HE 8mg 30mg
%4 mE 12mg 40mg
%5 HE 18mg 60mg
%6 M 24mg 80mg
LRAX1—END1EHEYDEREE
ARBREEA O & BV b R IR N T
B51HE 5mg (2.5mL)
%2 HE 5mg (2.5mL)
% 3HE 5mg (2.5mL)
%4 HE 10mg (5mL)
%5 ME 15mg (7.5mL)
e HE 20mg (10mL)
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(HEBTH1 )
RERFEFIR 5 ; HERN
_ (78) o (18) .
EFRELTAUE#
Vid s EROEL I+ VBB RBIERAI+ A 2ok
e A R BB B8R TSR (+ 354 £ 1 R ‘
590 O
# A
NAEREE FXaRU
EROEL I+ GBI RRERNA TSR
: +74F R UIEBIG SRR (+IEA EA 1 FEETER])
RIEIS/ &E8&
FEIMEE A - B5RT L BG4 TR RO VAS fEO 2 b &
A A BIRFHmE R - ?ﬁ%ﬁ@Tﬁ/qﬂtEﬁ@ﬁ?ﬁ%ﬁ (BURERE) | EIRIRE, VASTEOHERE, L A% o2—
R OB GIRPL, QOL #Fli (Medical Outcome Study Short-Form 8-Item Health
Survey (SF-8) ) ™ HEAREEAMN
HIWED F 72 DR RE M T K OFENT I 4EH] (full analysis set : FAS) & L7z,
1) FEFHMIA B (k9 D R
B HRl & B G T HE/ P RO VAS (L EICHOWT, #5-8( VAS EZ2 88 L L35y
FaRWTE ReTl 74 VB 4x s a RO VAS BEEBEOR/N REHEOZE (B B
OELNT A AT RO Ol 95%EEXMARH L, T ERAIELHERAE T
H2 10mm ZEBXRNT L BB LT,
2) BIREHIEE B 23 2 fapT
1) WERETRY/PIEFRFO AN (SRS
a) G TR LR O G IR OMEEER 21T\, Fisher O BEHEMERILIC L 2 F 5RO
i, ROEEOED 95%EHEXME (EHEE) 28 L, £/, £7HA (Day2
~8) TREDINT 21T > 7=,
b) FEH& TR ILRFOBRUEE 2 R 27k EPWE=1, PEEGE=2, BE R FE=3. 1~
=4 BAt=5) L CEMHHELOHEZE N L, Wilcoxon DB FIMREIZ LV 57
MO Z1T -7,
i) JEJREIERE
a) HHATEBEEK TR/ P IERFOZEFEMAE [ 10, 721 O Zevy) J . 1 8 (DL
V) )L T20 SRR GV ) L 18 mEE GERITHEVY ) ) o7 e ABEARHL,
SR ST Wilcoxon DJENFIFREIZ X 2GR D bl & O Wilcoxon DFF 51 & NEML R EIZ X

L GHME & DB AT 572,
b) #%FEMH (B 5Ai, Day2~8, B5/ THE/PIERE) ©, BRI REROSEEZHEH L.
Wilcoxon DNERLFIREEIZ L D% GREM D 21T - 7=,
o) BHEHILICEGATEAITMMA (Day2~8, £G4 THYH LK) OEIEIRE 2 Wilcoxon
DA ZNERRTEIZ £ 0 B L7z,
i) VAS fEDOHER
BEGEE & A3 R (Day2~8, &5 & TH/HIERE) o VASEZXHISEDH 5 ¢t MEIC LY
e L7z,
v) VAF 2 —HOEGIRN
KM E (Dayl~8) T, VAX=—3OELREOENFHRABEROHEE (2 BILLT, 3~4
B, 5ELAE) ZHHLUE,
v) QOL FF{™
a) SF-8 HAGE~ == 7 MZIEWE Y~ U —2 a7 RO~ ) —2 a7 25 H
L. &5l E (50, 5 TR/FIER) OB EZFH Lz, $Hhod D ¢ B
TENC &0 BB & R T R B A Bl U
b) HEHY~ U —2 a7 KRR~ U — 2 27 OF G4 TR IR O 5512 B DZE
LEIZHOWT, BERMEA LIS L U458 iric L # GREM & bl L 7=,




V. BRICEd 5

vi) MEARETAM
a) BHETE B ERT R/ IEREOREIREME [ 10, Fo7-<Ehihrolz) . T1. HEVIE
niginotzy . 12, FhEHIRNT) | T 13, K<) © 4B o7 v 2
R L., Wilcoxon ONENMFIMEIC & 0 5RO LE, & Wilcoxon OFF Bff X A
AT MRREIZ KV BE5-RIE & DIk &7 o 72,
b) HFANH (587, Day2~8, HH M TR/ HIER) CEMMHELOBEZFHH L,
Wilcoxon ONEALFIFREIC £ 0 B 5-HER 2 i L 7=,
o) WHEBEZ LG &AM A (Day2~8, 5T IRe/MIERE) OREIRFEM 2 Wilcoxon
DFF AT ENEAAREIC LV i L7z,

p={tl

F) [XO2.Z0MOBEEER SEMY T -7 LBHUY ) —XIT7OFERE 21

b) BEE=
i) AR UR—R S A UEDEMY (FAS)

v ReEL7 g B F¥va RURE XU
[N=86] [N=92] [N=178]
n (%) n (%) n (%)
Fin (k)
Sl AT R A 70.1+10.19 68.4+9.17 69.2+9.69
65 %A 19 (22.1) 30 (32.6) 49 (27.5)
65 Ll - 67 (77.9) 62 (67.4) 129 (72.5)
75 m Ll 1 27 (31.4) 23 (25.0) 50 (28.1)
PRI
Bk 47 (54.7) 61 (66.3) 108 (60.7)
Mk 39 (45.3) 31 (33.7) 70 (39.3)
K& (kg
Sl A2 YR 2 51.85+11.069 54.65+12.469 53.30+11.863
50kg UL 44 (51.2) 43 (46.7) 87 (48.9)
50kg # 42 (48.8) 49 (53.3) 91 (51.1)
BMI (kg/m2)
25kg/m?2 A5 72 (83.7) 83 (90.2) 155 (87.1)
25kg/m2 L |- 14 (16.3) 9 (9.8 23 (12.9)
FORE (EE54)
fifi 31 (36.0) 25 (27.2) 56 (31.5)
L5 6 (7.0 6 (6.5) 12 (6.7
(=g 26 (30.2) 39 (42.4) 65 (36.5)
B - B - i 12 (14.0) 15 (16.3) 27 (15.2)
WAPR « AEFHER 10 (11.6) 6 (6.5) 16 (9.0)
Z DA, 1 (1.2) 1 (1.1) 2 (1.1
DY ATEIE L
SESEED 1 (1.2) 2 (2.2) 3 (1.7
kI - B 7 (8.1) 11 (12.0) 18 (10.1)
B 29 (33.7) 34 (37.0) 63 (35.4)
fifas 24 (217.9) 26 (28.3) 50 (28.1)
R 38 (44.2) 37 (40.2) 75 (42.1)
i 22 (25.6) 35 (38.0) 57 (32.0)
B (8.1) 7 (7.6) 14 (7.9)
T 9 (10.5) 14 (15.2) 23 (12.9)
oLk 2 (2.3) 2 (2.2) 4 (2.2)
ECOG PS*
0 17 (19.8) 21 (22.8) 38 (21.3)
1 41 (47.7) 50 (54.3) 91 (51.1)
2 21 (24.4) 14 (15.2) 35 (19.7)
3 7 (8.1) 7 (7.6) 14 (7.9




. IBPRICBIT D IHH

b R4 U8 Fx o NRE BRI
[N=86] [N=92] [N=178]
n (%) n (%) n (%)
A A A NEARE
7L 83 (96.5) 89 (96.7) 172 (96.6)
HY 3 (3.5) 3 (3.3 6 (3.4)
VAS fi (mm)
SEME AR 2= 53.5+14.53 52.1+12.81 52.8+13.65
35mm LA_F 44mm AR 29 (33.7) 32 (34.8) 61 (34.3)
45mm Ll b 54mm LLF 27 (31.4) 22 (23.9) 49 (27.5)
55mm LA 64mm LLF 13 (15.1) 22 (23.9) 35 (19.7)
65mm L b 74mm UL 5 (5.8 12 (13.0) 17 (9.6)
75mm YL 84mm DL 9 (10.5) 3 (3.3) 12 (6.7)
85mm Ll E 94mm LI F 2 (2.3) 0 (0.0 2 (1.1)
95mm L F 100mm LA F 1 (1.2) 1 (1D 2 (1.1)
A TR o T
0. 2L Gw< 72 0 (0.0 0 (0.0 0 (0.0
1. EE (DLW 18 (20.9) 18 (19.6) 36 (20.2)
2. PEE RV 58 (67.4) 70 (76.1) 128 (71.9)
3. mE GEFITEWY) 10 (11.6) 4 (4.3) 14 (7.9
V7 F=r27 V7 F A (mL/min)
SEME AR 2= 67.18+28.106 73.52+31.779 70.46+30.144
30 AT 5 (5.8 4 (4.3) 9 (5.1)
30 LIk 60 K 36 (41.9) 30 (32.6) 66 (37.1)
60 Ll I 45 (52.3) 58 (63.0) 103 (57.9)
* ECOG PS : KE R AR RER 7 L — 7 O E D - — IR e AR
i) REELBRBRE (KEMBETTRER)
b R4 U8 F¥a R BRI
[N=88] [N=92] [N=180]
5 HE (R)
SEBE AR R 6.8+1.91 6.9+1.68 6.9+1.79
/M 1 2 1
i 8.0 8.0 8.0
R RAE 8 8 8
SN EIp
SEME AR 2= 6.2+1.79 12.4+3.33 9.4+4.13
e/ IMiE 1 2 1
B 7.0 14.0 7.0
e KAE 7 14 14
w58 (mg)
SEBE AR R 26.5+8.90 75.4+31.92 -
/Ml 4 10 -
i 28.0 70.0 -
R RAE 46 190 -
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i) IS AEDER/ N2 — 2 DEE (FAS)

b R4 U8 Fxa B SIS
[N=86] [N=92] [N=178]
n (%) n (%) n (%)
EdiEa
%1AE 67 (77.9 65 (70.7) 132 (74.2)
B1RE-E 2 A& 15 (17.4 22 (23.9) 37 (20.8)
F1HE-F2HAE-F3I AR 3 (35 4  (4.3) 7 (3.9
F1IAE-F2AE-F3sAEF 4= 1 (1.2 1 (1.1 2 (1.1
SETHRE
BEE 72 74 146
%1AE 53 (73.6 50 (67.6) 103 (70.5)
FLHEF2HE 15 (20.8 20 (27.0) 35 (24.0)
F1HEF 2 HE-% 3 HE 3 (4.2 3 (4.1) 6 (4.1
F1IAE-F2AE-F3sAEF 4= 1 (14 1 (1.4) 2 (1.4
Wk
BEK 14 18 32
%F1HAE 14 (100.0) 15 (83.3) 29 (90.6)
H1HAE% 2 AE 0 (0.0 2 (11.1) 2 (6.3)
F1HE-F 2 HE-% 3 HE 0 (0.0 1 (5.6) 1 (3.1)
c) At

i) BEATEIREGRTR/PIERO VAS EQZELE (FEFHEAIEE)

TRARHE A 77—/ (VAS) I, B RREALT 4+ UBELR A F o a RUBEE TR 5RIED D
DIRTFAFD v, bk TH/H RO VAS EZ LB CFEEHARERA) 13, & Fe®Lr7x

UEE-30.5+20.80mm., A F T3 FUFE-29.1721.46mm TH -7z,

B LR T IR/ IERF O VAS O L B O/ R PEOREFZ (B Fut 7 x Ui —A %=

KRB [95%EH#EXM] 1%, -0.4mm [-5.9,5.0mm] ThH 7=, 95%FFEXM D ERE, FE
EPERFAE 10mm % FEl->7-2 &6, B REEA T 4V EEOFF > a RUOBHITHT B IELTEDR
FRAE S iz,
VAS [EZLE (Z5#TH/PIEE) (FAS)
v ReEL 74+ 8 F¥a R
[N=86] [N=92]
#5471 VAS ff (mm) *V 53.5+14.53 52.1+12.81
B 54& TR/ IR VAS . (mm) *V 23.0+17.91 23.2+18.83*49
B HAifED S O VAS fEZ{b&E (mm) *V -30.5+20.80 —-29.1+21.46%9
VAS 2 b O H/N 5 TF¥E (mm) -30.0 —29.6%4
VAS EZLEO R/ R FEED % (mm) *2) -0.4
[95% 15X [H ] [-5.9, 5.0]
P fE*3 0.8732
*1) FAME AR A2
*2) B R T4 U HE—A4F v a N
*3) T GRS - 581 VAS i, B 5RE)
*4) n=91




V. 18RICEEd 5 EHA

VAS [EZ ke (RS THE/FIEEE) (FAS)

ERFREILTAVE FHFoars B
(mm) (N=86) (N=91)
0 1 VASIEZL RO
RN ZEFHEDZE (mm)* —04
[95%{E#EX 1] [—5.9,5.0]
PiE*? 0.8732
V. —10
A
S
&
g
it
g —20
—30 4 #*) EROELTHB—AFaRVE
—30.0 —29.6 *2) HOBOHT GREAZE 1R ERIVASTE.
B5EH)

=NZRFHIE

i) JERTH/RLEROANE (BRERIEE) EIXRFFHEER)
PR EEICLAEDRIT. UTFTDLBY Thoto, KilfiH TOAZROBER A (£ FrEt/L
TR AF v a RUBE) 13-6.3~5.1 THER L7z, £z, BH&E TR IR Z S0 ok
il TYH, MEEMICABRZITRO bivie - 7- (Fisher O EEMERIE)

AR (BEHEE) O (FAS)

(%)
100 — ) )
5 B EFOELTDFVE OAFaFH 838
#h 792 757 775 — 802
£ 80+ 709 747 743 .o, 736 730 . 74.4
= 646 64.4 —
E%‘ o
E?z 60 7 51, 543
=
+ 40 -
&
s
325 20
=
0 T T T T T T T 1
(n) 86 92 82 90 79 83 74 78 72 74 72 74 71 74 86 91
Eafif=] Day?2 Day3 Day4 Day5 Day6 Day7 Day8 %5 TH/
ik B
AMEQE? —32 02 —38 5.1 0.6 35 —63 —58
[95% SR AG]  [—17.9, 11.5] [—14.1,145] [—175,09] [—92 194] [—13.7,150] [—10.1,17.0] [—19.2,65] [—18.1, 6.5]
PIE*® 0.7640 1.0000 0.6010 0.5893 1.0000 0.6939 0.4020 0.3745

*1) B3hE  FHERIKICK T 5 (ERRE+HEERE) OEHDEE
*2) ERAEIL IO B —AFaRUEH
*3) FisherD B FEHR %

BWHE TR/ P IERROERUEEOSA DI B [FHHSWE] X, B FeeL7 5+ VB 41.9%, 45
a RUBEE3T.0% THY ., BREFEMICEEEIIR O b2 o 7= (Wilcoxon DNEN FIFEE) .
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ERHNEE (RE5RTH/PLER) (FAS)
S E R U[EZ;Z]ZL U RE i%{;:g;jyﬁi
PR B A a2 7+
BEfiTaE 86 91
SERIE R = 2.0+1.03 1.90.99
MR n (%)
BEfTaE 86 92%9
B 36 (41.9) 34 (37.0)
g 28 (32.6) 39 (42.4)
R E 13 (15.1) 9 (9.8
s 8 (9.3) 7 (7.6)
Bk 1 (1.2) 2 (2.2
P fii*2 0.9477

k1) HIHE=1, PEEGE=2, BENE=3, ~L=4, Bft=5 TAaT1t
% 2) Wilcoxon DNENLLFIHEE
*3) KAME 1 FlE&ETe

i) EAERE (RIREHEIRE)
ERERE (U OREER)
PORIRE L, B REEL 74 VRO F o a RUREL bICE RN AR TG TR/ P IERET
AELUENRD bivle (Wilcoxon OFF S S MEALHE : 4 P<0.0001) 25, MIFERIC AR 7272
IR b7 do 7= (Wilcoxon DJENFIFRTE) .

EIEEE (VOREER) (R5RTHE/HRIERE) (FAS)
Be 5T Wi/ kR
P{[E*Z)
e L | e | EE | A P fif*? .
FE G | ol | G | B e | 0T
SAPREID ey |t
el (<72 0 0 0 0 (000) <0.0001 0.7627
H- Vay ) A} 18
SR B (DLW 4 11 3 0 (20.9)
VT H MHE (s 58
- AR (V) 7 36 15 0 (67.4)
[N=86] | _ . 10
lﬁl}_; (}F%&Lﬁ?b\) 1 7 2 0 (11.6)
s o 12 54 20 0
&t n (%) (14.0) | (62.8) | (233 | (0.0 | 86
, . 0
2L (w72 0 0 0 0 0.0) <0.0001
(7] \ 18
R (D LIV 4 13 1 0 (19.6)
F¥ 0
o RUBE | PEE (R 7 47 15 1 (76.1)
[N=92] :
mE GEEREY) |1 2 1 0 ( 4‘_‘3)
s o 12 62 17 1
&t n (%) (13.0) | (67.4) | (185 | (1) | 92

* 1) Wilcoxon OFF 54 & NEN &
% 2) Wilcoxon DNENFIfEE
[ #®ERTEBGK T/ IR S CERIBMREICE(ER SR Do 2613
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EEHE B OEFARE

BRI B OBEIFIREIL, & FREL T4 VHEROAF T a RUOREL bR G/ TR/ LR 25T
WTNOFHI A b, &GRS THERUENRD b (Wilcoxon OFF 5F S NAMARE : 4

P<0.0001) 723, MEERICEBERZITRD SN2 > 7= (Wilcoxon DNEAFIME)

EEREDHERE (FAS)

(%) EFOEILTAE
100 14 20 20
2/// g/ ;
247
]
[
i3 60 -
=
& 40 -
D
|
éa
~— 20 -
: 101 16.4 15.5 15.5 14.1 140
0 T 1
EaTifs| 5w Day2 Day3 Day4 Day5 Day6 Day7 Day8 &5 TH/
el
(n) 86 86 82 79 73 7 7 7 86
A7 il 19 13 13 12 1.1 1.2 1.1 1.1 1.1
+IEHREY  £057 +0.66 +0.64 +0.67 +0.68 +0.67 +0.64 +059 +061
P2 — <0.0001 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001
(%) Fxak i
100 - 7 1.1
) // . W
. 18.5
& 80 .
&
58
B 60
£
H 40 A
D
]|
&
= 20 &
S ieppesd 5 | 8.9 135 12.2 135 130
0 T T T T T ]
B =| K5I Day2 Day3 Day4 Day5 Day6 Day7 Day8 X5 THE/
ok B
(n) 92 92 90 83 79 74 74 74 92
a7 FifE 18 1.4 1.2 1.1 1.3 1.1 1.1 1.0 1.1
HIZHERFEN 047 +0.61 +0.55 +052 +0.70 +0.60 +058 +0.52 +0.60
PiE*? - <0.0001 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001

[ 7L (Fa<izLy) BEWLAEWL) hEEGEN) B SECGEREICHELY)

*1) 7L (ESELY) =0, BE (DLW =1, PEE (L) =2, BE (FEEICHEL)=83TRI71L
*2) Wilcoxon®D FF &+ EIELLIRTE (vs 1 58)



V. BRICEd 5

iv) VAS IED## (BIRFHMEEER)
AR A 77— (VAS) fliE, B RueEL7 4 VEEEOA TV a UL HI2 Day2 (23K
TL., #5R1E &M H O VASfEE ORNCIE, WTINLEBRENRBO LN GHG0H D tin
£ 1 P<0.0001)

VAS {EDQ## (FAS)

(mm)
70 OO AFLORVE Tl AR
60 o—e LROELTAVE HIEDHHHRTE
50 *:P<0.0001
v (BEHME B vs 58D
A 40 8.
S |
e ™ e s At .
20 " *
10
0 T T T T T T T T T
B B5a Day2 Day3 Day4 Dayb Day6 Day7 Day8 EE5#TH/
ok B
FHaRE () 92 92 90 83 78 74 74 74 91
EFRELTAVEH () 86 86 82 79 74 72 72 il 86

V) LAF21—E0HE5KR (BIRFFEEER)
LAF 22— D 1 BdH ofGEE CEYE) 1, e FeELrT7 4+ UBELRTAF 3 FUREL
HIZEEHBFOTXTORER T1IERBTH Y, Dayl~8 DR L AFx o —3EH5EH ((FY
) 1, e ReEL 74 BE2.70, A%y a RUBE23ETH-, 1HEHZY DL AF 2 —3K
O EEED 2 RIELFOBREOEIGIE, T XTOREH THEE HIZ 0% LETHoT=,

LAF1—ROIFESNKR (FAS)

S SR AR B n (%)
FEAMBIRL | PRl AR (1B 2 [ILLF 3~4[q 5 [ELL k
Dayl 86 0.1£0.28 86 (100.0) 0 (0.0 0 (0.0
Day?2 86 0.3+0.76 83 (96.5) 3 (3.5) 0 (0.0
Day3 81 0.4+0.93 78 (96.3) 2 (2.5) 1 (1.2)
tFe Day4 77 0.4+0.93 75 (97.4) 1 (1.3) 1 (1.3)
ENT 4 | Dayb 76 0.4+0.77 75 (98.7) 1 (1.3) 0 (0.0
[N=86] Day6 73 0.6+0.93 71 973 | 2 @7 | 0o (0.0
Day7 72 0.6+£0.99 67 (93.1) 5 (6.9) 0 (0.0
Day8 47 0.3+0.82 46  (97.9) 0 (0.0) 1 (21
ot 86 2.7+t4.74
Dayl 92 0.2+0.72 91 (98.9) 0 (0.0) 1 (1D
Day?2 92 0.4+0.79 89 (96.7) 3 (3.3) 0 (0.0)
Day3 90 0.5+1.14 84 (93.3) 3 (3.3 3 (3.3
Py Day4 83 0.3+0.83 82 (98.8) 0 (0.0) 1 (1.2)
a NRE Day5 79 0.3+0.57 78 (98.7) 1 (1.3) 0 (0.0
[N=92] Day6 76 0.4+0.63 75 98.7) | 1 (1.3) | 0 (0.0)
Day7 75 0.4%+0.75 74 (98.7) 1 (1.3 0 (0.0
Day8 47 0.4+0.57 47 (100.0) 0 (0.0) 0 (0.0)
&t 92 2.3+3.45




V. 1BRICEEd HEH

vi) QOL &¥ifi (BIREHEEE)

SF-8 HARGEM~Y =27 VICEDH KM~ —2Xa7 X, B RREAL T+ VR OAFa R
BEE LI G RN TR G TR IERCABIC LS L GHEO ® 5 ¢ : % P<0.0001) ,
it~ —2a7id, & RaEAL 7 4+ UEECIEERGANC R THRREIRD DL o7
CRHED & D tE) » 1o, WG TR IR O S (REY K OREHRE Y~ U — X a2 7 B b &,
MEERICA B R ZTRD b h ol GBI

SF-8 <) —XRa7X{LE BEALRK) (Ux5RTE/PIEE) (FAS)

ik~ —2a7 i~ —2 a7
G EReELT 48| X N (B RREALT 48| X a RO
[N=86] [N=92] [N=86] [N=92]
R 79 84 79 84
I AE A U 22 D 5.73+10.627 5.02+8.417 2.25+10.077 2.26+8.836
95 %15 #E X [H] 3.35, 8.11 3.19, 6.84 -0.01, 4.51 0.35, 4.18
PlE*2 <0.0001 <0.0001 0.0508 0.0213

k1) FeGHET R/ kR — P AT
*2) MInDHD tRE (vs FRE/I)

SF-8 47 —Ra7E{E (BHELEK) (x5ETE/PIEE) (FAS)

FE~)—2a7 )~ —2x a7
et v Rl T4 0B AR RV |t RoRL T4 0BE| Ao RURE
[N=86] [N=92] [N=86] [N=92]
FIATE 5155 79 84 79 84
/N 3 4.67 6.01 2.44 2.08
e/ ZREBE D ZED -1.34 0.36
95% {5 X ] -3.87, 1.19 -2.02, 2.75
PfE*2 0.2963 0.7641

*1) b FaELT7 oA a R
*2) WO AL  BEmi~Y —2a7, &58)

vii) BERRETAE (BIREHEEER)

BERRET(E (& O REEER)

MEARFEA L, & ReE L7 4 U BEROA Fa UL BT GRNC & 58 TR IR CF
BERENRD b (Wilcoxon OFF 514 X EMFRE : %4 P<0.0001) . WFEMICHERZITR
Lo 7= (Wilcoxon DNEALFIRE)



V. BRICEd 5

MERRETME (V ORBEER) (RSETHE/HIEEF) (FAS)

5 4 T R/ RS -
_ Pfi*D P
B H A iﬂﬁfg;; gﬁéig EbhEn| £ | B | gaphan | 9TFY
S| IRz | IBENZ | n (%) o N UER)
molz | otz
F o< 12 <0.0001 | 0.7683
R 72 hyo 7= g 2 6 4 (14.0)
HED 20
v Rex | BRgaorz 0 5 9 6 (23.3)
LT ] 42
B F b HIRNT- 1 6 21 14 (48.8)
[N=86] 12
L IRNT 0 1 6 5 (14.0)
e . 1 14 42 29
a&f n (%) 1.2) | (16.3) | (48.8) | (33.7) | 6
Fo7-< 6 <0.0001
BRI 7o 7= v 3 2 1 (6.5)
HED 33
R o T 1 g 16 T ] (359
¥ "
IRURE | EhESRN 1 6 17 21
N=92] (48.9)
. 8
L IRNT 0 0 0 8 87
. . 2 18 35 37
a&fn (%) (2.2) | (19.6) | (38.0) | (40.2) 92

* 1) Wilcoxon OFF 54 & NEN &
% 2) Wilcoxon DNENFIfRE
] #&EATE BEKE TR/ & CHEIRFMIZ (LA SR Do -5l

&334 B o) BEER ST4E

MEERGEAE A =277 CE¥ME) 13, B Re® 73 RO F v a RUREE ITEGANT TR
TOR B CHE AN RS B (Wilcoxon D5 S IBRLITE : % P<0.0001) . WO
FHMIATY ., MARICABERZITRD biv/edr o 7= (Wilcoxon DNERLFIRE)
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MEAR ST DR (FAS)

(%) EROEILTAE
100 - — ,,
80 -
RE
iR
i 60
)
?‘3‘ 40
|
Py
g
20 -
14.0
0 T T T ]
B = B 5 Day?2 Day3 Day4 Day5 Day6 Day7 Day8 X5 TH/
kR
(n) 86 86 82 79 74 il 7 Al 86
a7 F1E 1.6 2.2 22 2.2 2.2 22 2.1 22 22
+HIEHERET 090 +0.63 +0.67 +0.62 +0.75 +0.66 +0.62 +0.65 +0.73
P{E* - <0.0001 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001
(%) Fxar g
100
80 -
iR
[
w0 K

(oS mitifE)
5
|

20 337 36.7 36.1 359 419 405 12 402
8.7
0 T T ]
Bl = BEH Day2 Day3 Day4 Day5 Day6 Day7 Day8 %54 TH/
b EE
(n) 92 92 90 83 78 74 74 74 92
AI7EHE 16 2.1 22 22 22 23 23 22 22
HIRERET *074 +0.74 +0.71 +0.76 +0.69 +0.71 +0.64 +0.80 +0.82
PiE* - <00001  <00001  <00001  <00001  <00001  <00001 <0000  <0.0001

] &<EEI= EFHhEHRNTI- HFEYENGN - W For<EBhiihof:

*1) Fo1KIRNE M >72=0, HFEVIRN G >Tf==1, EHFEHENT==2, KEN/=3TRI71t
*2) WilcoxonD FF S+ E B LIIETE (vs 1 58)

d) RRBROR LM

BIERRBLRIT, £ Fu®/L7 4+ 8 68.2% (60188 ) . A ¥+ = KB 54.3% (50192 f5) To
o7, EREWEAIL, BL (B REELT 4 8 38.6% [34/88 f5]] | A% = KUHE 19.6% [18/92
Bl ) | EH (30.7% [27/88 ] . 12.0% [11/92 #] ) | MR (23.9% [21/88 ] | 18.5% [17/92
Bl ) . ER (11.4% [10/88 4] | 15.2% [14/92 %51 ) | HEMED E W (6.8% [6/88 #5111 . 3.3%
[3/92 %111 ) THo7=,

FEALBERIL, & FuEL 74 08 4 6] EH02 7 ME, SAGEGER, IR, EHEAE 1460 |
FxaRUEE6H (AL TR 28] BiL-VOMKT, MRAS, IEH, H5E, SRR E 16
(PR A4 LB UK IR — BE 105 H) ] Th ol



V. BRICEd 5

THRIZESTZREWEMIZ. & A7+ U8 86 UEul 4 51, WRA: 4 6], WA 2 6, fEHIR 2 4
(Zo5 BEL LR Z B LB 20), BLEEAZLRBLLZEE 16, Bo L BEIRZEELL
EE LR ) AFTI ROREIM A5 B, A Lo R 260 BL26l, RUORAE, BHEE
DIRE, B~V ARBEHRIE, BWARENS 161 (20 ) HEb Lg 238 L7 B3 2 6,
WHEESORSLEMLV~NVOERTERERLIEE 16, A Ly X LR 2 38 L2 BE 14, )
fE S RMFIEZ BB LIZBE 16 ] Tholz,

ABRCHEA & OBIED H DI TR b T,

QM AERBEEZXRRELIZE FOEL T+ VIGRIERBERF ORI EHER (R - FOMERHR
E% . B-J304 ;E&) 2
a) FEREEE
THA v

St HEER, HEx IR

FEAA FEBAUEH T ONAEREBE, S04 NERABEFEAON VEREBES, LOERNTE
BE ST AR eSS AR LL B (A A 4 RERAIFEE O N AKRBE 2R E LizAF v a R
CRIERIA & OEAESL T EERERR ( [V.5.(4)1) ORMEE : FMAALEKFER : B-J303 &
B 2] 1B LR AEREREERIC, v N7 5 UG HERK 2 B G (5
K84 H) Lzt 2L EOAMMEERFT S,

F VA A REFAIERAR, A REFEAIFEEA . & ORI EES AR GBI SN L iz 3Th

H 20 Ll E DA AR R

C BAEEIRRICH L, 1 AERHE S &R E /L b X E T 240mg LLFOA A A FEFRAl (L b 1%
A&l A¥va RO, 7= o2 = VIR, XIE b7~ F—=AR0OH) BESShTEY,
FRER AT AT TR BR R ERT S0 A A 1 RERAI CONAERIGEZ AR & L=
EAA RO BRERE)

c BE TGRSR RIS LIEA B A FETRAID G S TR Y . BERERET 2 ML
AN TAHEA A FERAIZER L TRLY, BEREFORREMFMA 7 —/ (VAS) fE G&
% 24 BRNCE U= OmA) 28 35mm BT, BREBREEEA TR H ERIAN A v A1
R AT O AETRIRT 2 38 Ll Lo (et RIEf HEER)

C BIEE S A LGB T, & N7 4 VIEBERRIERAIORA 2 52+ 5% (RikbE
o5 LA L e sk BR 2 IR )

- FRE BRI K E B R R R BR L — 7 D E B T — IR HERE S 2 (ECOG PS) 223 LLF oD
=

PO

BEDAR

FTeAA R
ol R T

FEHA K
FEGE T B4 B

TR
ERAEELER
SINEE R

XN

AIVERRAT R GAER] (FAS)

32 fil

5 1l

13 151

50 #il

L AENERRAT
X RAEH]

PR EW

33 fil

5 1

38 fil

B

33 fil

5 1l

13 151

51 fi
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Ji

VRED

(AEEEH

FEFA NMEHBERLKOAEA A FIEEABERETIE. B FrEA T + CERBRERAIEREF OF)

BIEMAREZRO A, AERZEMICE ReEL7 4 UHEBEIEERANC LA % A4 FL—3 3

VEIToT,

A VA A MERABETETIE, BREA A FEURANCKIG T 2 A &% 2B IR R TEN XX
B HERTS @Y &M L2 825X b Fue 'L 7 ¢ R RE o 0 & 5 % B
L7,

c AEAA FIEHBEFTIEE 1 HE dmg/H) Ok FrE7 4 UHEEBERTAERA O N
hZBE LT,

b Re el 7 4 EREAEE A 2L o v e — LR ER SN D £ TR REG®REKE 7T HE

FCHEMEH 21T o7, B, HGHBHB 7T HBEETIOERa Y ba— L& ER Leh> 2551,

b ReE/L7 4 UHEBERTSERA OB G 2RIk 2 & & Lz,

BRECEES AR L iR S MBS B CII A B EMNIIER T 97, G b FeE L7 1+ VIERER

BRI TG 2B LT,

K1 B A A A FEUEAIO 1 AR EENEARE (L RRE T 120mg/ A% B LT 5) OBRAIE. BED
ZEEEZBE L, —EICEETIER EENST CTEREMICYIY x5 2 L2 mREL LT,

M2 2 v ko — VEEARIEYE - LT OO~@ T R CEM7-IREE 2 ARG L7254, ORIC 1 A5 /I
Tk R E/b 7 BRI A o0 B ke 523 ke, @RS 10. 72 L) XX 1. 8] onvTn
2. @LAF2—HoOBEEN 1A 2ET,

RERTEHICEITAHIE FOEIL T4+ VIERKIEEIMIERFIORE L 1 ER5E

HAE 1 HEGE) 1 Bl 5 & 1 A& 5El%
F1HE 4mg 1mg 4 [A]
%2 & 6mg 1mg
FI3AE 12mg 2mg
FaHE 18mg 3mg 6 [l
%5 MR 24mg 4mg
%6 FE 36mg 6mg
BTHE 48mg 8mg

T EXA FEBRIBRER A E4 A FERBEER

9 % a0 ANAEA B4 4 NETRAIO 1 HE5 & (mg)

A (b FrEL> g x| ATEY= 7 = H = VG kT~
R | TR ey KL

oAl N ®)| = g5 70 |17y = ®g)

X1 HiEEE) e # Ty NAR®D|FopoTy 7| T 5 4 nb S
F1HE (4mg) 20 10 - - - 100
2 HE (6mg) 30 20 1 2.1 0.84 200
%3 HE (12mg) 60 40 2 4.2 1.7 300
%4 % (18mg) 90 60 - - - -

%5 % (24mg) 120 80 4 8.4 3.4 -

%6 MH&E (36mg) 180 120 6 12.6 5 -

%7 HE (48mg) 240 160 8 16.8 6.7 -

a) 1 HAS & b) 3 ARG A&

& 58D

FTEHA FMEABREHELOAES A REFERBEETIE, By ba—LEk&kice RerEL>
U HERRE R RIFI L R C 1 RS EOE Ru T/ 7 4 UHEEREAHMERIK 1 B 1 ER S0
Bx T,

R BhE 2R TIURR PLBS R BR S IR BE CIE, ARk Be 28 AR PR BR O #% 5-4& THRE & [/ U & 38 & L
THENGE Rut/ 7+ CHEEBERERA 1 B 1 BERS2BG LT,

t R eV 7 4 AR RA OB R U R, TN OB EICESE | BB ETER X
T BR R TS 0B &I L 72 BB IS5 L=, & RaEv 7 4 U HEERE AR Ao A oo $ 5 11
IIE 84 A& L, 5K THITRBREEERTSUIRBR D ERI 2 M@ Y) & Ik 2 e 21T -
776




V. BRICEd 5

J o EED

BEHICEITHE FEEL T+ VIERRIEHRBMERFIORE L 1 EIREE

&
H1HE 4mg
%2 ME 6mg
%3 ME 8mg
Fa4HE 12mg
%5 M 18mg
%6 HE 24mg
BTHE 36mg
%8 & 48mg

(LRF1—EDKE)
— IR 7RISR DHEERIFIC . A B4 A FERAIORRFBNK 52175 2N T&Hr e L, 172
L. b REEAT 4+ ERRIERBIERFI OB GENS 7 H B ETIE LV A S o — &R G5HHARM &
L., VAFa—3L LTt FuT) 74 JEBREAKERAZER L-, & FeE/L7 + S HRE
EIESAI D L A X 2 —3KE LTO 1 BH7-0 oRE58EIZ, b Rt 7 1 CEEER K ERA 1
HEGEDOH 1/6 B LFEE LI,

LAFXF1—ERERBTHPETOLRA X1 —F (E FOEIL T+ VIERERIKEEE) BE5ED 1 @
H-YDK5E

L AF 2 —3K
BEHICRIT S . e
b RmEsL T 4 (e Fm%;;gggu)/iﬁwﬁﬂﬂfﬁz
///§ )| 1] | 0) =R
B RAlO 1 B 55 D 1EBE ) OB 55
1R 4mg 1mg
%2 HE 6mg 1mg
%3 & 8mg 1mg
%4 mE 12mg 2mg
%5 M 18mg 3mg
%6 M 24mg 4mg
BTHE 36mg 6mg
%8 HE 48mg 8mg
(REBETH41 )
. mEREN ; 54 . BEEN
> (m&7H) o (=E84R) oo (18)
r DENZE T "
T mawmon)
FTEFAF
EREE EROELTAY
AEAAE s EFRELDFY | | aun
EHERARE IRRAIE SRS LS Pt
RRSEE A
LRGBS MEE

A

FEERG/ &%

FEAIiE

FEEE R : £ Visit KOG TR IR O G 2hR (8]0 8 2 s B M O o)

BIREHIIE B« EmoRE, VASEOHER, L A% 2 —3o®E 5K, QOL il (Medical Outcome
Study Short-Form 8-Item Health Survey (SF-8) ] #®, HEIRFH, & KaE/L 7+
VIR RANC LD L A ¥ o — 3R B RO A NE (L AF 2 —FKo R 5 [E¥)




V. 1BRICEEd HEH

FEIWED T 72 DRt BRI KR OfEHT R G4E ] (full analysis set : FAS) & L7z,
1) FEEFHHIE B 2k B AT
P Z & (v R L7 VIEEERERAER 5% 1, 2, 4, 6, 8, 10, 12 ) W NZ
BG4 TR/ RO H IR (U] 0 8 2 o B I ORI OB ) OB EF 21TV, H=ED 95%
fEEX M (Clopper & Pearson DEHEXM) #FH Uiz, 7ok, 10 B 2 EE K OSRUGEE
OHFEIZHND & R 7 o CIEERERE AR G/ VAS i LT, 44 RERA
FREIEE R BRERE T iﬁﬁgﬁﬁfﬁ”,ﬁ;ﬁO) b NeEL 7 4 CEREI A ERANC L 2w b —
VIR D VAS % IV, BB 6 TR il B2 I AR G AR A 28 IR el BR C oo &
F‘u%zv77rViﬁﬁéﬁ%%fﬁﬁ@ﬁﬂ/ﬁﬁ’rv: R SRR EAR i A B 54 T % 0 VAS fE5 Vv
7
2) RIELMIE B 2 xtd 2 T
1) YA IFG B
FEAMIE & & B OV G-4& T IR P IERF O FE SR TR EE IC D W THREE R 21T o 72,
i) VAS fEOHER
SR ST SRR = & R O -8 T I/ o 1R oD VAS B O BRI 2 FH L=,
i) L AF a2 —3OE G RN
BE L, KR OFFRESIHN TR E SN e RaEL 7 4 Y R E A X
ZOMD L AF 2 —FKD 1 Al OFEE G IED & | KRR O A &2 H
H L7z,
iv) QOL FEffi=2
SEAMME) & & RO G4 TR/ RIS, SF-8 BB~ =27 AP0y~ —2a7 (&
K~V —2a7 | R~ —227) OEHNFHREEZEH L,
v) MEIRETA
PG & & RO G A& TR RIS MEARGEm OSEEE5 51T - 72,
vi) B Ra L7+ IR ERANC K5 L A% o — IR 5RO H 2%
LA ¥ o — 3R BRI R EM 2 %5, LA K 2 —3REEFHELMAN (Dayl~7) OFAf
HZ LIk Ree7 4 USRI RANC L B L A% o — OB EREEHEFF LT,
3) BT T —TREMT
FAS %802, A4 A MEABREH CEEMEEAE (FR) L IRROMNT 217 -7,

H1D ARBRTIE, o444 FERAINOOW BRI, & ReEL 7+ CEBEIEERAIC L2 24 bL—va v &E
Hitzlo, AFl 2GR LT, ENERRBRICB T, oA A4 RETEHID O AF|~OEZET Y 2 12T A2 %58
BRIZ7 0,

12 XI2.Z0MOBEEER BAMNY T —XaA7EEMHYT)—XAT7DFEESE) 2R

b) %%dbg
i) AOBETFEHRUR—R S5 4 EDEFHE (FAS)
A A K FeAA K Wik se BN
i BB Al BERE | Z5IAE LR
SINBE R
[N=32] [N=5] [N=13] [N=50]
n (%) n (%) n (%) n (%)
il (%)
S AR R 7S 68.9+9.88 65.2+11.54 71.2+7.30 69.1+9.40
65 % AT 9 (28.1) 4 (80.0) 2 (15.4) 15 (30.0)
65wl b 23 (71.9) 1 (20.0) 11 (84.6) 35 (70.0)
75 %L b 11 (34.4) 1 (20.0) 4 (30.8) 16 (32.0)
PRI
Tk 17 (53.1) 1 (20.0) 9 (69.2) 27 (54.0)
Tt 15 (46.9) 4 (80.0) 4 (30.8) 23 (46.0)
HE (kg
S AR R 7S 48.54+8.119 | 50.02%+2.258 | 56.58+10.351 | 50.78=8.979
50kg AT 16 (50.0) 2 (40.0) 4 (30.8) 22 (44.0)
50kg 4 16 (50.0) 3 (60.0) 9 (69.2) 28 (56.0)




V. BRICEd 5

AR (B 4L)

fili 16 (50.0) 2 (40.0) 6 (46.2) 24 (48.0)
L7 3 (9.4) 2 (40.0) 0 (0.0 5 (10.0)
HLE 7 (21.9) 1 (20.0) 4 (30.8) 12 (24.0)
BF - A0 3 (94 0 (0.0 3 (23.1) (12.0)
WoIR - AEHH R 3 (94) 0 (0.0 0 (0.0 (6.0)
LRy A
2L 4 (12.5) 0 (0.0 2 (15.4) 6 (12.0)
HY 28 (87.5) 5 (100.0) 11 (84.6) 44 (88.0)
SHEAHD 3 (10.7) 0 (0.0 0 (0.0 3 (6.8
it 15 (53.6) 1 (20.0) 4 (36.4) 20 (45.5)
JiF - B - % 12 (42.9) 2 (40.0) 3 (27.3) 17 (38.6)
Z DA 20 (71.4) 4 (80.0) 9 (81.8) 33 (75.0)
D3 AR
IRl 4 (12.5) 0 (0.0 0 (0.0 4 (8.0)
b - TEER 10 (31.3) 1 (20.0) 1 (7.7 12 (24.0)
HH 13 (40.6) 1 (20.0) 6 (46.2) 20 (40.0)
Jilokil 11 (34.4) 1 (20.0) 5 (38.5) 17 (34.0)
HE R 5 (15.6) 1 (20.0) 3 (23.1) 9 (18.0)
JiEEE 12 (37.5) 4 (80.0) 6 (46.2) 22 (44.0)
T (9.4) 1 (20.0) 0 (0.0 4 (8.0
T (18.8) 2 (40.0) 2 (15.4) 10 (20.0)
ECOG PS*
0 5 (15.6) 1 (20.0) 4 (30.8) 10 (20.0)
1 22 (68.8) 2 (40.0) 6 (46.2) 30 (60.0)
2 3 (94) 2 (40.0) 2 (15.4) (14.0)
3 2 (6.3) 0 (0.0 1 (7.7 3 (6.0
* ECOG PS : KEHUE AR RER 7V — 7 O E D - — IR e AR
FeAA R FTeAA K Wik se SN
fifi R B IR RERE | 55 IAH bk akBR
SINEBE R
[N=32] [N=5] [N=13] [N=50]
n (%) n (%) n (%) n (%)
AGHA © A A FEH A
2L 0 (0.0 — — —
/LB R OA (15.6) — — —
Fx o FogoH 14 (43.8) — — —
7z & = VBRI 4 (12.5) — — —
b7~ R—/ R0 (28.1) — — —
R BE S ML AH Fh skl SRS A
b R e 7 o R A — - 7 (53.8) —
¥ >3 NIRRT R - - 6 (46.2) —
BEAEIE, B OHED A E
7L 0 (0.0 0 (0.0 0 (0.0 0 (0.0
HY 32 (100.0) 5 (100.0) 13 (100.0) 50 (100.0)




V. 1BRICEEd HEH

VAS fi (mm)

SERE AR 17.3+13.50 22.8+24.81 16.5+13.40 17.6+14.58
Omm LA b 4mm LI F 4 (12.5) 0 (0.0 3 (23.1) 7 (14.0)
5mm LA 14mm LR 12 (37.5) 4 (80.0) 4 (30.8) 20 (40.0)
15mm 2L E 24mm PLUF 9 (28.1) 0 (0.0 3 (23.1) 12 (24.0)
25mm UL b 34mm LI 3 (9.4) 0 (0.0 0 (0.0 3 (6.0
35mm L b 44mm LT 3 (94 0 (0.0 3 (23.1) 6 (12.0)
45mm Ll E 54mm BLF 0 (0.0 0 (0.0 0 (0.0 0 (0.0
55mm LA 64mm LLF 1 (8.1 0 (0.0 0 (0.0 1 (2.0
65mm L b 74mm LI 0 (0.0 1 (20.0) 0 (0.0 1 (2.0
PRI TR
0. 2L UE< 72w 4 (12.5) 1 (20.0) 1 (7.7 6 (12.0)
1. EE (DLW 28 (87.5) 4 (80.0) 12 (92.3) 44 (88.0)
2. PEE RV 0 (0.0 0 (0.0 0 (0.0 0 (0.0
3. mE GEFITEWY) 0 (0.0 0 (0.0 0 (0.0 0 (0.0
MR AT
0. o< IRhipioiz (0.0) 0 (0.0 0 (0.0 (0.0)
1. HE VRN ST (12.5) 0 (0.0 1 (7.7 5 (10.0)
2. THEHRNT 18 (56.3) 2 (40.0) 4 (30.8) 24 (48.0)
3. K< IRz 10 (31.3) 3 (60.0) 8 (61.5) 21 (42.0)
V7 F=r27 V7 F A (mL/min)
SERE AR 64.93+18.269 | 64.00£22.653 | 60.72+20.495 | 63.74+18.954
30 AT 0 (0.0 0 (0.0 1 (7.7 1 (2.0
30 LIk 60 A 16 (50.0) 2 (40.0) 4 (30.8) 22 (44.0)
60 LA | 16 (50.0) 3 (60.0) 8 (61.5) 27 (54.0)
i) EHBEEBRERR (REMBHAIFNRER - BEETH)
e AR FTeAA K SN
fifi FHRRE B Fefli B E R
[N=33] [N=5] [N=38]
bt R o EL 7 4 ot Ee e R it S )
OBEMRE (B)
SEME AR 2= 3.9+1.27 5.011.22 4.1+1.30
e/ IME 3 4 3
R 4.0 5.0 4.0
R RAE 8 7 8
i) ;REGHE SBHRERRE (REMBIFNRER : 55
FEAA K FeAA K I bE SN
il FRRE B IR RERE | 55 IAH b akBR
BN
[N=33] [N=5] [N=13] [N=51]
n (%) n (%) n (%) n (%)
B5HE (R)
SEME AR 2= 54.3+30.60 56.4129.51 50.8+23.70 53.6+28.41
RS AR e
MRFE R4 (RIS : 75%LL 1) 33 (100.0) 5 (100.0) 13 (100.0) 51 (100.0)
Hﬁ(g"&gi&;@i [ 0 (0.0 0 0.0 0 (0.0 0 (0.0
RIEARE (IRIEFE : 50%ATH) 0 (0.0 0 (0.0 0 (0.0 0 (0.0




V. BRICEd 5

v) RRRURXIRSAEOEKS (REMRTAREH  KE5H)

FEAA R FeAA R Bl SO
fifi I AR M B RE | 5 LA PR
BB
[N=33] [N=5] [N=13] [N=51]
n (%) n (%) n (%) n (%)
%1 HE (4mg) 8 (24.2) 2 (40.0) 5 (38.5) 15 (29.4)
%2 HE (6mg) 8 (24.2) 1 (20.0) 4 (30.8) 13 (25.5)
% 3 & (8mg) 3 (9.1 0 (0.0 1 (7.7) 4 (7.8)
% 4HE (12mg) 3 (9.1 1 (20.0) 3 (23.1) 7 (13.7)
%5 & (18mg) 6 (18.2) 1 (20.0) 0 (0.0 7 (13.7)
%6 HE (24mg) 1 (3.0) 0 (0.0 0 (0.0 1 (2.0
%7 H&E (36mg) 2 (6.1) 0 (0.0) 0 (0.0 2 (3.9
% 8 & (48mg) 1 (3.0) 0 (0.0 0 (0.0 1 (2.0
Z Dt : 60mg 1 (3.0 0 (0.0) 0 (0.0 1 (2.0
KRG H & 60mg 18mg 12mg 60mg

v) BEREDEE/NZ - OKEF (REMETHRER  K5H)

FedA K FTeAA K I bE SN
ik F AR B FEME R EFERE | S AR bhig kB
SINBE R

[N=33] [N=5] [N=13] [N=51]

n (%) n (%) n (%) n (%)
®1ME 8 (24.2) 2 (40.0) 3 (23.1) 13 (25.5)
1R 2 A& 2 (6.1) 0 (0.0 3 (23.1) 5 (9.8
B1IHE-H 2 HE-H 1R 0 (0.0 0 (0.0 1 (7.7 1 (2.0
HIABE-F2HE-HIHE-H4HE 1 (3.0) 0 (0.0 1 (7.7) 2 (3.9
%2 & 6 (18.2) 1 (20.0) 1 (7.7 8 (15.7)
%2 FE- 1 A& 0 (0.0 0 (0.0 1 (7.7 1 (2.0
%2 e 3 AR 1 (3.0 0 (0.0) 1 (7.7 2 (3.9
W2 HE- 3 HE- 4 HE 0 (0.0 0 (0.0 1 (7.7) 1 (2.0)
H2 MR- 3 HE-F4HE-F5 A& 0 (0.0 1 (20.0) 0 (0.0 1 (2.0
B3R 4R 0 (0.0) 0 (0.0) 1 (7.7 1 (2.0
%4 mE 2 (6.1) 1 (20.0) 0 (0.0 3 (5.9
B4 R 3 A& 2 (6.1) 0 (0.0 0 (0.0 2 (3.9
B4R AR 3 (9.1 0 (0.0 0 (0.0 3 (5.9
%5 M 3 (9.1 0 (0.0) 0 (0.0 3 (5.9
%6 e T AR 1 (3.0 0 (0.0 0 (0.0 1 (2.0
%6 HE- T HE- 6 HE 1 (3.0) 0 (0.0 0 (0.0 1 (2.0)
%6 HE-H T HE- S HE 1 (3.0) 0 (0.0 0 (0.0 1 (2.0)
WO TR S RO | (g 0 (0.0) 0 (0.0) 1 (2.0
60mg
w7 HE 1 (3.0 0 (0.0) 0 (0.0) 1 (2.0

c) At

i) AME PYBAREERVERNER) (EEFMEERE)
AT, B FuE 7 4 BRIV RAIR 54 10 T 78.0% (39/50 f4) | 5« TR/ T
1L T 72.0% (36/50 #]) T -7z, 50 B 20 55 5-4% 12 8 F THEGHR 5 S 4L, W T oRE
iR 01 C & AT T0% L ETH -T2,



V. 1BRICEEd HEH

BEE WYBAREERVEREREE) O (FAS)

(%)
100 938
85.0
g0 780 804 78.9 786
727 72.0
60 -
A
h
40
20
0 T T T T T T T
FHERSE BE5RE BE5%2E BRERGE HRE5#eE RE5RGE RE5RI0E R5%128 RE5E&TE/
1k FF
ABIE/ 39/50 37/46 30/38 30/32 22/28 16/22 17/20 36/50
ST AT 151 85
AE (%) 78.0 80.4 789 938 78.6 727 85.0 720

[95% SR8 X fE1]*> [64.0,885] [66.1,90.6] [62.7,904] [79.2,99.2] [59.0 91.7] [49.8, 89.3] [62.1,96.8] [57.5, 83.8]

*1) AT (VASIE) &Y. VIV B A R EEH ERECIESIQUA—LERE. IVFO—ILENF) . RITBEREREEHEEETI AR
(ERBE. PEERE) LHESN-BEDEIE,
*2) Clopper & PearsonD{E HE X [&]

i) BAERA EA A FEREINSOUYBABOFENE (YT JIL—THEH)
BREA LA FERA (e 3 ROAL AFva RUROA, 7o 2 = VIRRIUL R T~
R—/ L& O A TR oRFE (Fvd o MEABER) 2L, AiiaREA 41 FEmAlZ &
R /L7 4 YRR BOERANCE) 0 B 2 TR0, A3 5% 13 T 78.1% (25/32 #il) |
B A& T B/ IERFT 75.0% (24/32 ) TH o7z,

FTEFA FEREERICETSANE QYBAREERVERREE) OB (FAS)

(%)
100 950 933
83.3
78.1 79.3 79.2
80 1 75.0
68.8
ﬁ*]) 60
o
40
20
0 T T T T T T T
FHEEFE  B5%R1E B5%28 R5%4E R5%6E R5#%6E R5%10E R5R12B RS THE/
ok BF
BB/ 25/32 23/29 19/24 19/20 15/18 11/16 14/15 24/32
ST 513k
BME (%) 78.1 79.3 79.2 95.0 83.3 68.8 933 75.0

[95%{E$EX [E]*2 [60.0,90.7] [60.3,920] [57.8,929] [75.1,999] [586,964] [41.3,890] [68.1,99.8] [56.6, 88.5]

*1) EROEIL I+ EBIE RN R A% 5 F R AT £ OEFTE (VASE) &Y. DIV B AR EEHEREE T (Qrbo—)LEE.
aVAO—LRER)  XIEEEREEHEEETIHEY ] (ERUE. pEERE) LHUESQ-BEDIE.
%2) Clopper & PearsonD{E#E X H
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i) EEEE (BIXRFHMEER)
b NaEL 7 4 U R B RA OB G RNCER RN (/e L) XX [&E|] TholBHD
FE1E 100% (50/50 ) TH Y | b Ru TN 7 4 EERIER A 5% 138 T 80.0% (40/50
Bl) . DABEWT ORI TS T0% U ETh -7z,

ERBEDHRE (FAS)

ERRIBE n (%)
BRSS! BEGTE 7L I ks i E

@< 720y DLW ) GEFIZIRY)
;ﬁ;;;%ég%ﬁ&ﬁ 50 6 (12.0) 44 (88.0) 0 (0.0) 0 (0.0)
B 5% 108 50 4 (8.0) 36 (72.0) 10 (20.0) 0 (0.0
BhH% 28 47 4 (8.5) 33 (70.2) 9 (19.1) 1 (2.1)
B 54% 418 39 3 (1.7 28 (71.8) 8 (20.5) 0 (0.0
5% 6 18 32 5 (15.6) 23 (71.9) 4 (12.5) 0 (0.0
Be 5% 8@ 29 4 (13.8) 19 (65.5) 6 (20.7) 0 (0.0)
B 5% 108 22 2 (9.1) 14 (63.6) 5 (22.7) 1 (4.5)
Beh#% 128 20 3 (15.0) 15 (75.0) 2 (10.0) 0 (0.0)
B 548 T IR/ kIR 50 6 (12.0) 30 (60.0) 13 (26.0) 1 (2.0)

iv) VAS EDQ % (BIREFHEIER)
VAS fEIX, & Fr®/L7 4+ CFIREHRBIERFR SR 12 B ETUTO LB VR LT,

VAS EDQ## (FAS)

(mm)
50
EHEIZERE
40
\Y 30
A
S
B 20 - )/( )\()/(/)\(
10

0 T T T T T T
FHEEFER IG5 ET BR5%R1E BE5#%2E B5%4E B5%6E R5%8E H5R10EARESR12E 5K THE/

; ik B
EFOERILIA VISR R AR S
(n) 50 50 46 38 32 28 22 20 50
THiE 17.6 21.9 21.8 22.3 16.7 18.8 230 16.9 23.8
+IZHRFE £1458 +17.82 +21.25 +19.59 +16.61 +18.14 +23.00 +17.46 +20.69

(mm)

V) LAX 1 —FEDHREKR (BIXREH@EIER)
L AX 2 —HOBEGREIL, b Ra®/L 7 JEBREGKEERIAR 5% 1 LK, &5% 128F
T1H»EYFEHE 0.44~0.59 B TH -7,



V. 1BRICEEd HEH

LAF1—REBEE5RMOHE (FAS)

ST A FE A1 L NBED PR G
SEYEE = R UE R 2 %/ IME B I KAE
;ﬁ;;;%ég%igﬁ;ﬁ 50 0.12+0.435 0.0 0.00 2.0
B 5% 108 50 0.44+0.604 0.0 0.20 2.7
Bl 2 A 48 0.52+0.770 0.0 0.20 3.5
B 4 38 0.59+0.847 0.0 0.30 41
5% 6 18 32 0.57+0.604 0.0 0.35 1.7
¥ 5% 8 29 0.47+0.583 0.0 0.20 1.9
B 10 22 0.48+0.736 0.0 0.05 2.4
Bk 12 19 0.59+0.762 0.0 0.00 2.0

b RaE/L7 + R AR 3 ZF OO L 2% 2 —3KD 1 H H7- 0 OB E G mEHIC H S X B,

vi) QOL F¥ifi (BIREHEIRE)
QOL FE O FHME H L O SF-8 ~ U — A2 7I{Z2OWTC, KA, & aFh R o FEAmHE R 1T Lh
ToLBY THoT,

SF-8H< ) —Xa7DHFH (FAS)

FEATG R FEAT 145 S AR R 7S
- N
{zﬁ;@;%éé;ﬁﬁ&ﬁ 50 40.29+6.869
5% 18 50 39.02+7.133
IRy~ —Aa 7 Beh1% 48 39 39.70+7.338
e 5-1% 8 29 41.21+6.592
Beh% 128 20 40.03+6.950
Be 5% T g/ 1k g 49 37.16+8.212
éﬁ;;;%;iﬁ/ﬁﬁ&ﬁ 50 51.21+6.350
5% 18 50 48.736.998
KA~ —2 a7 Bh1% 48 39 48.54+6.200
e 5-4% 8 29 46.48+6.243
Beh% 128 20 48.25+6.340
Be 54 T W/ kg 49 45.54+7.181

vii) BERRETAEE (B REHEIER)
MEAREEAT TEd IR T TESIRNLZ) OBFOHIEGIT, #5481 90.0% (45/50 f5i]) T
bolzDlzxt L, b RaE/L7 4 R HE A 5% 1T 84.0% (42/50 f51) . L% 12
HE TOTHORHMBRHICB N TYH 80% LA ETH o7z,



V. BRICEd 5

MEAR ST DR (FAS)

(%)
100

J
A / /
o
80 | :
- :
5
i 60
§
) 40
£l
o
=)
= 504 |40 T
300 319 3038 313 " 213 280
- 200

0 T T T T T T T T 1
it B 2 5T HBE®GE HB5%2E B5%4E B5%68 RE5%sE B5%108 B5%128 RERTH/
thib B

(n) 50 50 47 39 32 29 22 20 50
O &<Rht=z  E] EhEHENT: HEVELGN o= W FoKBRNEA T

vil) E REEIL D + UEEAEEIMMERAIZ L S LA X 1 —ER5BOEME BIRGHEEE)
LA o — I RENITH L, & FeT/L 7 4 UHERER M RA 2 L A %o —3K s L
TG LIRR, VAF 2 —3KoB GBI [0 B T M1~2 1) OFE1X, Dayl 2 100% T
HY . ZD% Day2~T7 £TI0%LLETHHT,

EFOEILT 4 VIERRIEEAMMERFICL S LAF 1 —EREROFYMN - REEHK (LRAFXa1—

5 RER)

. . N HFE n (%)

AEAT H REAT 1% o T2k Sl SEILLE
Dayl 23 19 (82.6) 4 (17.4) 0 (0.0) 0 (0.0)
Day?2 23 11 (47.8) 11 (47.8) 1 (4.3) 0 (0.0
Day3 23 11 (47.8) 10 (43.5) 2 (8.7) 0 (0.0)
Day4 23 12 (52.2) 11 (47.8) 0 (0.0 0 (0.0
Day5 23 11 (47.8) 11 (47.8) 1 (4.3) 0 (0.0
Day6 23 10 (43.5) 12 (52.2) 1 (4.3) 0 (0.0)
Day7 23 10 (43.5) 12 (52.2) 1 (4.3) 0 (0.0

d) KitBRo &= £
REXTEH

ZARVERNTRISRAEH] 38 HlizI VT, BIERZEIRIT 31.6% (12/38 #4) TH -7z, FE/eBIERITEL
18.4% (7/38 #1) . fEHIR 10.5% (4/38 #1]) . WM&t 7.9% (3/38 f5l) TdH -7,

"5 E

L MR GHER] 51 FI\V T BITEARBLIZRIE 49.0% (25/51 ) TH -7, E72FIVERIZIRL:
21.6% (11/51 f5) | fEAR, L % 18.7% (7/51 41) . {H5 9.8% (5/51 ) TH-o7-, £7-., HE
REWERNL 5 BB L ., ZONFITERL L OET, B, EH: & 1 6] (P44 NMERBE
BE) . MR, AFREE & 161 (REEES IAH RS BT R CTholz,
BEFERBIZLVELGPILCESTZ 15805 B, AE4A FHEABERD 2 6] (Ei#kL ~LOET,
LA 1R (WThbEERAESFSR) ) | 444 FEFEHEEHRD 1 6] (EH) | RkEEFI
RGBS MEERED 3 f] UIFFEE (EERAHFFESR) | HR, BOKOEKEIR &4 1 61 133K



V. 1BRICEEd HEH

2) ®

®)

%%-
MR L

%

(6):a

BRIER & DR FER S 0 &l STz,

R, 6 IV T LR, 20 B384 A MEHBERO 14 (BEEEOE#RL VO T)
IERBRIEA & ORBEIRN G E TE oW E I S e, ATEFHIPERTE OB ENE O 5N TH D,
ZRNETEDOERTH -7, LA LE NRELT & o R RAE 5B 6% 0T &k LR
A (IKTF) L, Z0FFLEETITRAICEHR LV ASABPE T LTHETICE 2 0D, Bl
MEFPHEO—HFRTHDZ LITHEETET, o, B~V T & HEBRIEA| & O/ BHRILS

ETERW Y EnT,

D AR OEKRBESNEZHAEROHREIL, 4~24mg % 1 A 1 RIEOESESTH D,
1 2) b Reeu7 4 UHEESERERA] (LT v REE) OGRS AREUOHEIX, 1 H 4~24mg % 4~6
BB ARG TH D,

*éﬁﬁ%

MR L
Ji BE Bl S BR

A F

1) ERBERE (—REAREAE. BFECRARERE. FRARELERAE) . RERTRT -2 X—XH
. REFTRERABRORE

ERARERAE (1)

FAYZER T NTE REE (LU, AH) OFHAEETICBT 2R OCAEDMEICEY 5 ME

H iy

RAEERT 5,

BRERIEAL CLL T O SLUER 2 Tl 7 3 /R

1) PG S &R LT AV L, BTSRRI A Be g L7 B3 GREIS T L A EX
R BE T AT REWTh RS LT BF T840

2) RN (MR fE OZRFIFIT IS KW (TG 2 Pltn L7z
3) BEMIMNICIR G 2 MG LB

LEEwapeS Hh gk 7

WIS | 20174 12 A 19 H~2020 4 3 H 18 A, B2 : 128

i
B}
;

m

BEER EIR, ARG BGREOBIRPT R, AR ORI, Pk - BRI, AH LSO BE
I (BRI EGT) ORI (KRR GRS 7 BRI AR GAE T - PIRREE TICRE L
PRASETRN 6T D 80REE) | HUBMEREEE. HinkAl, AL 2T oA Ro&REGREL (RAIR GG
H 2 S AFIB 544 THE « FPIRREE T U7 U rEimssss, dinksl, T4, 274 F) | A%
P, SEOMRAERIE, BRI, AEFESR

<HERFHAEIEHE >

RAFPE, PR, ERkEE, A Lo X BOLONER:, AFHRERE S RE CoR ek, BEEE
BETORLM

iE B % A SR 1222 . e AEVERHA SR 1199




V. BRICEd 5

TRMEFE R GUES] 1199 Bl 5 6, KHIFEGBRAEREOM AEERIL, T I ZEDHD 367 i
(30.6%) . /LT & REED IS 247 fi] (20.6%) . F A REER VT LT & REEA 585 ] (48.8%)
Tholo, HIE 1 AfbGEIE, T RENEY 5.4mg (TRAE 4.0mg) | T/ T ¥ REED Y
3.2mg (FHRME 2.0mg) THY., & FuET/N7 4 2R TIEEY 6.6mg (FR{H 4.0mg) TH-o7=,
LAVERIRT SHER 1199 Bl 5 B BIWEM I 280 BIZERD Hiv, FEEHIE X 23.85% TH -7z,
FREIWERIE, R 14.18% (170 1) | Hls 7.34% (88 fiil) | fEHAR 2.17% (26 #1) | N&H-72% 2.00%
(24 B) Thoie, EEZEWERIL 16 IR b, BHEEEGIX 1.33% Th oo, BRMEHRFF
HDH G, BEREFESNTY X7 TH D FFRINH R KO E X0 o T, EillEE, 1LV
7 A, LK ONERMOFBURIL, U F1 1.08% (13 #1) . 0.17% (2 f5l) | 8.26% (99 i)
Tholz,
AFEOENFAEHE O OB, MHEEREZ AT 2 BHORNEMREBEFIAS1T 28.00% (63/225 41)
Th Y. IR EOH I L 2ANEARERIEICHEFEEETRD b nole, £, Bk
REMRE &2 H 1 2 BE ORIWEMIEHEIG 13 23.44% (75/320 ) TH Y, BHREMEEOHFEIC L 58I
TERFEHEIS ICHEIIAE BT bk d o7z,
#) b Rew7 o VIERRIEEGERA] (AT REE) OFGRENAREROHEIL, 1 H 4~24mg % 4~6 [A]|C
NERAREGETH D,

it P

2) RBEHELELTERFENARRIIEREL AL - KBOYE
B R L
(7)Z Dtk
B R L




VI. RT3 2 A

. EYEB(ICEAT HIER

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

. EIBER
(1) YERBRL - 1EFRKR

b MDA EAA RZEWRE YT XA 7o B SO RSS2 W TR ) 7 G RBRICI VLT,

ERBELT A NL IR kDS p AT A RREITK LWtz R L7z 9,

t RO pu A A A RZERZ R ST Mld O 2 VLT [358] -GTPyS fia s 2 4et5ic 7 2 =

A MEWDR T %777 ECs 23RO L Z A, B REE/LT 42T 0.543nmol/L, & REE/LT 4+ OREY

ThHhdHE FRENT 4377 2= KT 1240nmol/LL THV, & KaENL T 4 -3 77 a= D7 3=

A MEMIZE FaE/L7 4008 1/2,280 L& o 7= (in vitro) 9,

1) Ebp 0. RUKFEFA FZERICHTHE FOEIL T+ D RUKBMOHRMNME (in vitro) »
[J5i£]
bt by A H A RZFERERB 72 CHO- KL Mild, & b §4 A4 A RZFEEZ BB 7= HEK293 #f
fa, ROt b x AEA A FZEEEZHEI ST Chem-1 Mldn bR LR 4 A, [3H]
-diprenorphine % y X N x A4 A KU F > K& LT, [3H] -naltrindole 2 § 4441 RU AT RE L
THW, A EREZER L7, RBRYWEL LT FoE/L 7+ UHEEEE (0.3~300nmol/L (4] . 10~
10000nmol/L [§] . 3~3000nmol/L [x] ) . & REE/LT 4 -3-7 /b2y R (10~10000nmol/L
(. 6. k] ) . EREEALT 4377 =K (H3G) (10~10000nmol/L [x &. 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 R Ki iz K
Too BEILFERRAZ S EIR D K LSRN DHEH L, SEHE R E TR LT,
[ R ]
ERaE/L7 403t b p AEAA RZREICK L CHfMEZR L, Ki fElf 2.6720.142nmol/LL T -
Too FTo. E RBEAT 4 UL Ak A VA A RZFERITR L THBMMEEZ R LA, BB RIS
5 KifEOHE /NG, B RRELT 0% p A LA RZFERIH L TR E -T2,
EReeEL7 3 OREMTHD HI3G KO Ra®LT7 4 -3- 73y RO u, 6. MOk A4 A K%
BRICHT D KifliZe FrElr7x X 0m<, REMEL D { YT 2 A TR L CTBRIED
Koz,



VI S HERIC B9 5 IHH

Ebp ORVKkAEFA FREBEKIZHT 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 FESE 3R IR LR DB L, Pl AL R,
NA : 487,
NC : ICs50 2% 10000nmol/L LA FTHh v | HIHAEE,

ErpuAEFA FZERRIIHTHE FAEIL T+ D RURKRMARA EX A FOHEMME (in vitro) 7
[Hi£]

b oy AEFA RZFEEZHRB I T2 Chem-5 MIOBREEL L 4 A4 A R T R ThHD [3H]
-DAMGO # AW THEGERA FEM LT, RBPWE L LT, £ FeE/L 74+ (0.01~1000nmol/L) | &
e % (0.01~1000nmol/L) | A% = K (1~100000nmol/L) . X OV7 = > % =L (0.01~1000nmol/L)
AL, p A A A RIS 282 R~ Ki i R Tz, Kifilild 3 Bl EEfITFR L,

[ R ]

b by A A REEEIZKHTAHE FaEL7 4+ 00 K HEIZRFORASEA A FO KifEL D IEN»-T2,
WoT, B RBENLT 42D u A EAA RZFRITKT DHFMERN R @ -o T2,

EhudEFA FZRAERIZHT S KI{E

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,

ErKkAEFA FZERICHTHE FOELTA D RURKRIEA EA A FOBRIME (in vitro) ®

[ 5]

b bk AEFA RZFEREZHB S W72 CHO Mifus & /ER U 72 BEES & IERIRA A A R T RTh
% [3H] -diprenorphine % H\W\CTHEA KR A EhE L7-, RB¥%'E (0.3~1000nmol/LL) & LT, & K%
NTFr, BAEXR, IFVa Ry, FRT 2 A=)V 5 L. k AT A NSRBI 28 mE%
AT KUEEZRDZ, & KiEIXERZ 3EHM VK LR RNORI L, FHE R E TR LT,

[ R

t b k AEAA RZHEEICKT S FarEL7 400 K EIIRERRA EA A FO KiEL VKo7,
WoT, E RREAT D kA EAA FZERITHT 2BFMEN b @7,



VI. RT3 2 A

EbkFAEFA FZRKITHT S KifB

AERE Ki fii(nmol/L)
[ N = o A 12.9+t1.40
E)LE X 65.51+22.6
FHxa RNy 5943+671
Tz H =) 86.0+24.0

AT ERZ 3 BV IR Ui R bR U i SRR 2 R T,

4) AEFA RZERES TEA FIZHITHE FOEL I+ o RUREYMT T =X FEM (in vitro) ©
[51£]
b b ou A EFA FZFEEREZ RS2 CHO-K1 M OBEFE S & FAvwC, [38] /' 7 /v 5-0- (3-F4
=V Vf#) (guanosine 5'-0-(3-thiotriphosphate) : GTPyS) #E&HIIEN ZFEEIC T 2 =& MEMEDOZ)
1%+ 50%HIRE (ECs0) % DAMGO O KiEMHEA 100% & L TRkediz, dEmE L LTk FeE
VT & RN (0.1~100nmol/L) |, & Ra €7 4+ 2-3-7/vad NifEfgiE (10~10000nmol/L) | b
FeELT742-3-7v7ua=F (H3G) (10~10000nmol/L) % . [5M:ximE & L DAMGO (0.1~
100nmol/L) Z ##ffi L7z, 2Bk 3 15> ORG A HEFRAE N dhifi 2 5 ECso & TN 95%EHE XM 2 B L 7=,
[ 2R]
E ReELTr i b g LA REFEICKH L TT A=K MEHEZRL, £ ECs % 0.543nmol/L
Tholz, & MFEFRFFHTHLE ReEL T 4 2-3-7vay REOHSG iFWinbe b g 841
RZHRIZR L TT T =& MEEEZ R L2, ECso DN D, u A A A RZERRIZHTHT A=A K
EHEON T RRENLT 4+ OZFNZIR 1/249, £ 1/2280 &Ko7,

EbuAEFA FZERICHTSH57I=X MEM

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 15 OREAHEIRIEM iR 5 H L7z ECso & 95%E XM 4777,

EbuFEXA FRZRFKIZHT HFRFIORET T =X MEMBKR

(%)
125 . .
o—= CFOE/IL T+
—a EROE)LT+2-3-5 )Ladk
A—aA EROEILTAU-3-5)LHYA=R
100 (H3G)
O===+0 DAMGO
> a2 HERE
El\‘ 75 -
z
£
0]
R
£ 25
0 —
-25 T T T T T T ]
1x10°M 1% 10710 1% 107 1% 108 1%x107 1% 1076 1%1079 1%107 (mol/L)

EHIRE



VI S HERIC B9 5 IHH

5) v huFEXA FZERKIZHTDE FOEIL T+ O RURRNEA ELX A FOTIT =X +EM (in vitro) ®
[71£]
T v b uAEHEA RZEEFEBC6 7'V A —~ il OFEEL % AV, [358] -GTPyS fi & HEsR/EH % 15
BT =& MEMEOZ T 27T 50% A0 E (ECs0) ZK7-, 512 DAMGO O KiEME% 100%
ELTIRKRIEMEZ RO T, RBEYE (1~10000nmol/L) £ LT, B ReELT 4>, ENLEFR, FFT
ARy KONT7 =X =V LT, BEITERE SR IR LR ENSEH L, FHE R E
TEL,
[#52R]
ERo®ELT 42, FAER, AFTVARRKRORT 2 F=NDTy b py T A RZRRITHT 5T 2
= A MEMEIZ, ECso DHEND, & REENLT 4D u A A RZRRICHT DT T =2 MEERE
ST, RKNEMITELER, 720 Z=AOIHICES . AFa RUKTDE RrEALT + VIXFERETH

277,

Y b UTEFA FRBEKIZHT 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 U7 R0 DR U7 S E A = A oR T,

(2) EShEE 1T B HEBRAAE
WROFRER T ENT K 2 SR EH OB 2 £ L7,
1) HEEZ F&R5ICBT28mEM (=7 A) : Hot plate 5 & O Writhing 752 X 23l (%EEn=15 LI k)
(DHot plate i
E FrELT 42 (70 —K) ZHER RS (HERP) L, 20, 30, XU'60 7312 56" CICHRE L
TR BB aZE S, REiRDO70 . BKET 5 F TOWRZRIE L, RN EAEEY O 2.5 15
D% 100% OEIRIEA & A7x L, & - SURIER BRI D 50% A% & (EDso) Z K7,
@Writhing ¥
b ReELT7 4y (7 —K) ZHEKR TG HERP) L. 15 5% 0.6%F# (60mg/kg) #/E
PEWNH G- L, ZDE%ES 20 73, writhing (A2 RIZH LT THOZ 32 X 5 22 R_EIR) o
ARABE Uz, EFEERICERRE &5 L7254, writhing 28HBL L 7B HBIFER 90% TH -7
L EREE % W 51%1C writhing 23EK Lo 56 2 S0mERGYE &Il L, LR oz L0 SR E
MGPERAF N L. & - SR ERABMER A 5 EDso 23R 7,

SEIRIEABESR (%) =100— (writhing 1TEHE A HH12:/90) X 100

2) HEROEG BT 28mEH (7~ b) : Hotplate 52 L 23l (£ n=10LL k)
tE ReEL74r (7 —K) ZHRRA&EEL IEARP) L, 60 2% %C_ﬁﬁbtAEmLK@
MErEE, REeWoO0 | BEET 2 £ TCOBERELZHE Lz, RN ELEEY O 2.5 5055 % 100% D
BURIEM & A2 L & - SR ERBBMESR MR 5 50% A2 & (EDso) %3Ro7,



VI RS ARBLIZ B3 5 H

3) HEIFRIRNE G281 2808 1EH (Z > F) @ Hot plate V512 X 23l (%8 n=10 L. |)
b RrELT 42 (7U—K) ZHEFRNES (HERP) L, 20 5%IC 56°CICRRE L& Bk Fic
B EEE, REROY | BT 5 £ TOBREZIE L, BRIMELEBIYO 2.5 (F0O5E5% 100%
OEIFIER & A7 L, & - SURIERABIERIBR DS 50% A2 (EDso) & 3R7z,
4) HERZ THRGICBIT58mER (7> F) : Hot plate & U Tail flick %12 X 53¢ (£#n=10LL )
(DHot plate i
b RrELT 4y (7V—K) ZHEER FERE (HEAH) L. 30 %2 56°CICHRE L&k i
Y rEs, Reiozy , BT 5 £ TORRFZRIE LTz, BN ELEERY O 2.5 (5086 % 100%
OEIFIER & A7 L, A - SURIERABIEREHR S 50% A& (EDso) &Ko7z,
@Tail flick
t FrELT 42 (7 —K) ZHREIRZ RS (HERY) L. 30 2% ICRIEWIEZ 5 2 TH b [akE
THECOBERFEZRE Uiz, RPN EILERO 2 (5L EOME A SR (R B MEE R &fE L, SR IER
BEPEME (R o> R B 2 SR /ERIBAMER & LTk, & - SURIERIBGMER IR 5 EDso & R 7z,

D~4) OFRBRAEREZRRICE L DT,

ERRELT 403~ T ARDT v MW T, Bk 7L (Hot plate £ & O Tail flick 7EIFEITK, Writhing
BIEFRBIC L 5515 BERE @A, #IkN. 2T ICBbb3, BEREMZRLZ9,

RVARUVT Y MIH T HEABRAELEVICREZIKE 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) FERISTRBERT - FAEERRS
SRR L



VIL_ Y Ehielc B4 5 IH H

VIl. EYEREICET 5EHE

1. MAPREDHR
(1aEREEMGILPRE
ZEERR L
QEERFABRTHRRAIN-OPRE
1) BEEE
AR NGRS N BRI AHA] 2mg KO 6mg 2 MERFICHEIR OG- Lz L& o, fifEifhe ResLr 74 v
TR R OSRIENIE ST A —Z ITRD LBV ThoTz 9,

HRZEOKSHOMBRE FOEIL DT + ViREHR

(ng/mL)
15
O ===eO 2mg(n=6)
&——@ 6mg(n=6)
THEEERE
1.0
1m
2
i
=
E
05 -
.................. b4 s
...... Q,...
0.0 _<( | | | | I | | ---?IS ............................ .(T\
0 2 4 6 8 10 12 24 36 48 (hr)
BF
EYBEE/NT A —4 (BREREORERH)
5 Bl | AUClast Cax Tmax® t1se CL/F VJ/F Az
1% | (ng-hr/mL) | (ng/mL) (hr) (hr) (L/hr) (L) (hr)
2mg 6 | 5.31£1.64 | 0.356*+0.115 a 005;?100 00) 8.88+2.25P | 364+66.2 | 461041200 |0.0822+0.0213
6mg 6 | 19.2+499 | 1.09£0.434 a 0332 00) 16.8+6.69 |282+70.5|6910+3030 |0.0465+0.0174
Sl AT R A
a) Al (Fe/ M ~ B K fE)
b) n=5

AUChast : Hﬂiﬂ%ﬂ‘ﬁ!éfifi%ﬁﬁﬂﬁiTo)[ﬁlaﬁrqj{)%&f—ﬂ%%%ﬁ&h%%?ﬁ%\ Crax : %%Eﬁlﬁﬁqj%&‘;\ Tmax : %%Eﬁlﬂﬁqj%fﬁﬁ
FEIRFR . tie : RO IR, CL/F : ANTORE 7 VT 7 A, VJF @ AT ORKMEOARE,. 1 &K
FRIZ I 1T 21 I B 4K
) AFNOAKRBSNIHER O RIT, 4~24mg 2 1 H 1 ERAKREGTH L,

2) BxE
<HNBEAT—%2>
HEERR A B4 18 BillT, & FuE 7 4 R AN 8mg 2 22 I@RF R D i G- L72 & & e
Fe ReELT 4 AAREHEBICEITRD v o T 10,

E) AANOAGESNIZHEROHEZ, 4~24mg 2 1 B 1 BKEO#FETH D,



VIL_ EYEhfelc B9 5 HH

()=
RZMEE R L

GBE -HREDEE
HAR N A T 6 Bz, AK| 2mg Z HEIRE O G Uiz & & ZEHERF L i L CREB K 505 T Crax 1% 1.6
f5. AUCintld 1.3 f5IZHI R L7 9,

. EYRER/AS A -2
(WA E
MR L
(2) W% R IR E 3E 3K
MR L
QRPHRRETEH
VI.1.(2) 1) BEE%kE) &R
@HoIVTFTIUR
VI.1.(2) 1) HEI%S ] @

B)HRmEHE
[VI.1.(2) 1) BEE%RE ] &K
(6)F Dt
M ERR L

. BEF (REaL—Yyay) @

(T A&
RHERSEMBY RBMEAT Tk, —RIGEFRE R O —RIEKRIBR A G T2 2-a2 23— b A MET V& AV TET
L7,

QINTA—AEHER
RHESE BN REMEAT 121, A-J102 3BR ( TV.5.ERERAHE) 2 ) ROE N E/L 7 4 R RN ot 554
DEERBRBRN OGO e RrEL 7+ VRET —42 (147 #, 966 Kim) Wiz, ZORER, R
FOEHE 7 VT T AR LTT AT I AST (T ARG UBET I ) A7 =5 —F) KO Cler (7
VT F= 7 VT T0R) B3, NAFTRATEYT 0 KOe REE/VT 4 AR 00 WG B & 502 %t
LTRFOFEN, TNENFIFHICAERIEEETH T,

.U

HARNBERERLA 6 B, & K1 E/L 7 o L et A A 2 22 iR R O G- Lo b & N AT R T B
U7 413 24% TH -7 10,

<BE FgWYT—4>

HEVES » MiC [14C] #ESRk e R 7 4 M % Tmglkg O & CTHEE O#%G51% ., %5 48 Rt £ Tlo#
HEHRED 94.0% NEIL S iz Z E0vh (IFHIC 33.4%., RHIC 58.0%., #EHIZ 2.7% : n=7 O F-¥IH) |
B ieE b 72 < &b 91.4% I EE BRI S TN D,
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5 9% f

(1)1 % — R B P @ @ i
<#PhT—4>
Tk, [VIL5.(5)Z Dt DMEHADIITH S

(2)Mi% — B BE AP @@ 1
<gMT—42 (Tv k. YF) >
R 17 HORAT v M2 [UC] Bkt Ru /L7 4+ VR 1.56mg/kg Z HEIREO#KG Lzt %, &5 2
F O 24 W[4 OB REIR I3 AR EH 0.05+20.01 &Y 0.02%ug eq./g. FHARIMAEF 0.60+0.10 2 OF 0.03+
0.01ug eq./lg TH o7,
IR 19 Ho Ay X2 [UC] ikt Fu -t 7+ VR 6.25mg/kg ZHERE D& Lz L&, #5 2
TN 72 FEI O R RERR IR 2 0.18+£0.03 Y 0.04%ug eq./g. RHARMAETH 2.69+0.41 KT 0.02+
0.01ug eq./lg TH o7,

*) FEUEIRZE 0.01 A

QB)EFT~DBITH
<HEAT—%>
fEREe A LIm 8 B, & Nu A7 VR RTAIERA] 2mg 285 L L &, & Pt 7 4+ Ot

Mg > AUC Dl 2.56 Th o 72 19,
) ARIOARINAEROHARL, 4~24mg% 1 B 1 ERAHETH D,

(4)EBRA~DFEITHE
RZEER R L
(B)ZE DD EBE~DFBITHE
<#gMT—2 (Tvbk) >
HHESy M2 [“C] ZHE FOEIL 7+ VIEERIE Tmg/kg ZHEEIREOKRE L1z &L TOMB P MRSTEERE
BN REIRE (ug eq./g)

1 hr 4 hr 8 hr 24 hr 72 hr 168 hr
k= 0.85 0.73 0.73 0.54 0.29 0.15 (<0.01%)
MR CLREP) 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%)
Jird 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
N 0.55 0.49 0.34 0.28 0.13 0.15 (0.01%)
5 M 3.08 1.13 1.02 0.46 0.26 0.22 (0.03%)
il 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%)
BT 0.44 0.20 0.22 <0.18 0.10 0.18 (1.51%)
el 1.17 1.67 0.81 0.43 0.21 0.19 (0.01%)
I i 1.03 0.55 0.73 0.48 0.25 0.17 (0.01%)
K& 0.54 0.49 0.18 0.27 0.17 0.23 (0.04%)
fifa i 0.61 0.59 0.50 0.68 0.40 0.19 (0.01%)
RN 0.65 0.75 0.50 0.30 0.15 0.15 (<0.01%)

n=l, BEA— T VAT T T 4 —IT K0P OB RER A 2 BE LT,
< EEIRF A
(%) : B ~ORE ARG EOH =R
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(6)MITEERMEEE
THEEHTIETHIE Lz b bR AR5 3R13 24~30% Tdh -~ 72 (in vitro) 19,

6. ft
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<HEAT—4E2>
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OH H
4

HO
H o EFBELIA-3-FIILHO=FR

EROEILIAY

H)ILa—xEE

H
W on ERFOEILIAU-3-FILaLR

ebmEHRKBMEL TOREMEDHEEERNDASTRTR

QRBIEET H8E (CYPE) DHFE. FEX
EFRELT 4 ROE REELT 4 -3-27 L7 1= &, CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6,

2E1 XU 3A4/5 ZfEET 159, CYP1A2, 2B6 KU 3A4 Z i L7ed > 72 (in vitro) 19,
G)FIEEBHNRDARRVZDEEG

<#MT—% (Tvbk) >
[14C] 15kt RuE/L7 4 V2 Tmg/kg O & THIERR O£ 5%, &5 48 RiE# £ CIZE G HERED
91.4% 3 & RPICER Sz 2 2D (R IC 33.4%. JRHIC 58.0% : n=7 O i) | 5 hicht
BREODR LD 914%IFHIEL ORI EN TS ( [VIARIR ) , —J, B%ETZ v Moe Res
V7 o R & Tmglkg O F & CHLUERR O #5-% Ot AW FIRIARIL 8.9% L R SN TWbH Z &b
7 v N TIEHFRIERRE RN RBD b b,

GRBEVOEFEDOFERUVFEMSL., FELE
bt hEF R THI E RaEL T 4 0-3-7vay REOE Re®L 74 0-3- 707 n= s e
FuAEH A RZREICH LT T=X MEEHEZ/R LD, ZO0IEE RRE/LT 4 O NI 1/249,
#1/2280 LKA o7z ( [VI.2.(1)4) AEA A FEBHRY T 24 JICHTHE FOELT+ D RURBEMT I

— R FEM (invitro) | W)
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B R L

BRZICLBBER
MM ER e L

10HENE=EETHEE

11.

(NEWEEERE
<HNEAT—E>
BHSREIE R 7 0, PEEBEEREREY (VLT F=0 7 VT T A 40~60mL/min) 8 {5 K OVE B
REERE (VL7 F=27 07 72 30mL/min £jifi) 8 HllZt FuE/L 7+ R AT ERA] dmg %
HERAKREG Lo &, BEEERE LD b, PHEEBREREERS T AUC 2 2 5, HEEBEEREEEE
T4 EE0n-o7217,

E) AANOAGRSNIZHEROCHEZ, 4~24mg 2 1 B 1 BKEO#FETH D,

Q) HEEEERE
<HEAT—%2>
FFREBETE 7 8 K N 4 B AT R R 22 F#E (Child-Pugh 2 =17 7~9) % 12 #ic b Ko & /L7 4 st Bl ik
PERUA] Amg Z HERE OGS Lo & & FFREIERE LV b, PEEFHAEREERE CTIX AUC 23 4 fFE0 o
7= 18)0
7k, BEEFHREREERE xS L LB ER ST,

E) AANOEBINZHEROHER, 4~24mg % 1 H 1ERAKRETH D,

Q)= EnE
<HNBEAT—%2>
e mEnE (65~74 i%) M OMEREIE R EnE (18~387%) & 18 HllZ, & N E /L7 R R HE R 4mg
BRI HEER OB G Lz & & MM e R 7 0 VEBEHBIC IR R )o T 19,

E) AANOAGRSNIZHEROCHEZ, 4~24mg 2 1 B 1 BKEO#FETH D,

ZDft
B R L
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B
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AL SEL2BREITITHREGE LN L,

2.1 FPRISIER 283 20T, FFRIHI O & 5 B3 TIET OMEMANEMRT 5,
2.2 KUERWDE T2 Z 7,
2.3 BIEMRABICHEFET D LA EDBE TIX WO | FERFEREAME T LTV D O TAAI OG- TRER N

HPTERA R ZTRENND D,

2.4 FEFA Ridy-aminobutyric acid DO Z I L, W3 SEARHIIL A2 BLE SR 4 25 LRI T

I/\éO

2.5 {MELEEBZIEI L, AEHOEHEIES 725,
26 7= )L EOOFRNIIREER 2R S 5 72w FPRINGIVEN 2858 U, BBy 72 R RE 0O #1275 %6

THIEND D,

2.7 ZIK%U;‘Z7’\‘/7/1/7’7134)1\ BT HDOT, RKRNDKLT ~ T T aA Rk LiduiE o & 5 BE 125

Lca, EERBESEZEZTBThrd 5,
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AxX

W%, Tl ARNONRPBETHBENNH 5, BRAOFMFIZL VLG AR 2R 5546.
BE ISR Z WS U, i & ®¢EW&%%WK%E%F<E ST H &, T, FIRFIZRBWTA
Al 595 2 ENFRNICOPLHAITE P &b THFRN T VA 7 = R KT O 5% thil
THZ L,

MBER I RICEET HFE LT DEH
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4. BERUVAZICEET TR L TDER
[VARERUAEICEET DEE] 2R

5. EERERMIE L TOHEEB

8. EELERNEE

8.1 AFNIRBMERANITHD Z L2 b, BIMARMPRED LRI X 52 HEREWEH ORI LT 5720, Ik
B LTEI 720, ftn720 ., HDW0IENERNRNE D ITHEET D Z L,

8.2 HEHIZKVEMKGFLELD LB HLDOT, BELTHIATV, HEICEGTHZ L, [11.1.1 2]

8.3 IR, HFEVWNAKEI L LRH DD T, ARAIFSG- O BT A B HEOEESE G A 1 5 B O BEIC
MFRSHERNEIEET DI L,

8.4 AHxHHT HHEGITE, LTOXGEZQIHEICH S, BERICHMIEETHZ &,
- ERMC KT DR & UCRE FRIZ DR, Bl - RISk 2 %058 & L CHlMAI 2 0F 3 5.
CBERSIENE LN TV D BE THEE & R D2BROIRKNH 2551, WERGOAREENH L0
T, AREIOWEEZZET D,

8.5 AFIZET H2HEAICIE. BWERICHFEET L2 E, [71.3 3]

8.6 AFIDEHEHMIMERZILT 5720, WURLTE4T, REICHET 2L &b, BEFIIXILT
WY EZ1TY 2 L, [14.1.1, 14.1.3 ]

R

8.1 AFNIRHBMERAFI D=, §EFIZEI S0, B2 0 | DBz LTI L75A . A g o
ERER-ITBZANH S, RAFICIIHEET LI L 5FET 52 &,

8.2 AHI D [EH MK RER TEMIEFORIEITRD LI T72M8, B R B/L 7 4 B B e A o [ N
HR AR B W TEMKFORIER N 2 61 (WTFRHIFERE) Bobhi, o, ot RrELT 5
BN OIRA SCECEAN OMOTEA B A A N A OE IR SUZEMRFORREN SN TN D, B RrELT
FNT A EAA RZRBEBERZET 2200, AKX VEMIKGEEZELDLZ L RHDHDOT, Bl
ZH0IATY, HEICRETLHZ L,

8.3 AAIK Ut R E/L7 I R AE RIS O E N ERAGER CIRE. O F UV ORI EOR thiE S O F|
TERMGRD bz, ARAIL e R /L7 4 e AR S50 B 5-rp o0 BRE 113 B B O 3 iR G R
PO B OB TR SRV L S ERTH 2 L,

8.4 - fEFL, B - EMIEA B A A RERAICEBE ICRBT 2720, PH&EGOLEMEZ ERMEE T 57201

BRE LTz, 7285, RFIL O R E/L 7 4 o SR A3 00 58 TIAH P aBR I ER o TR 3K, HEls -
Wi o> B 5 2 OF ) L 7=,

RGO - ROV E DITRVIRE DN B D DT, FRNESE LN TV DB Tl & 72 550
IREAH DBAITIE, AR FoE/L7 4 R A A O &2 85 2 &,

85 WEICKVEWENZRETHZ LR H LD T, AKAIL P R /L7 4+ CEEBEAERA A HEET 258
Wi, BIERICH S EET S 2 ( [VARZRUVAEICEET 58 7.3 1) |

8.6 AHIKLUE FrE/L7 + R AR IR SE R O 72 | R HASMEH 2 B 1L 2 72 | @bl 7e s
HEATOREICEET D L L bic, BESICH L GEbAREEZ21T) 2 & (LM ERLDEE) 1),
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6. RENERZEZHI HEBEEFICHI IR
(MEHE - BMEEFOHLESE

9.11

9.1.10

9.1.11

9.1.12

9.1.13

9.1.14

9.1.15

9.1 GHHE - BIEEFDH D ESE

HMEMETHOHLESE

IR LD 2o LR SN BE ZRE ., E LRI L, MRHROLERZ ST Tthir b b,
DEEEZEH S VTENEDHLHESE
RERAEEIERT D BENDRH D,
FIREREEEDHLHEE

MR INH Z R D BT & 5,
RICHREMEEDHSEE

PRSI RCEHENIED LR 2R T2 nnd 5,
VaviIREIIHLIESE

TEERA IR I 2 MR T D B T3 %,
REMET O F—ADHLHEE

PRI 2 Z TR Thd b %,
FIRBRREIE TE (MRKESE) OBE
PSR IE 2 Z 2 db 5,
BIBREMEETE (TOV U RE) DEE

MR EHIER ISR L, R m < Lo T,
BYKE - TLa—IIVKERZZOBREEDH S EE
RAFMEZ LT,

=5E

MR IHIERICR L, BN m < > T,
BIARRAERIC K DHFRIEE . FREKRE. REFHHEROEE
HEREEZEET L2 LB H D,
SREMMMPIRE R ERIEHCEFNZTo-8F
ML EB) Z M4 5,

EEOBEROHDEE

R EFRETOBTNDRD D,

PREEE. BREXXIIEXDESE

7y P e W S EERSEEST S 2 L3 D D,
EEGREMBREDOHLEE

A LI2GE, EXEBEZEZIRBEh1rH 5,

fiRER -
9.1.1

NEREH ORE), PHES 2806+ 2 0T, IR OER 2 ST BEhrdH 5,




VL Zz24Ph () EooEEss) (CB9 5IEHE

9.1.2  AFKOE FaE/ 7+ R HE RS o BN AR CIIERARORIERERD bhiehro
e, AARIK e RaE/v 7 R RN E R o B 541 C i AR~ L MR £ O RWER (% 1 41,
WTNHIEEE) BROLA, 96 1HIIEAFIE O Fa €L 7 + R R A G- LLaT & 0 K
MEEEGE LT, £z, S0 RaEr7 5 CRFIORMSGEICBW T, [ Mg R % £ 5
RifE) OBFECIHEERICEGTHZ L] LflcnTBY, HREARZERTLIBZNNH D,

9.1.3  AFKOE RuE/L7 4 HEEERTHMERA O BN Clde Fa L7 + R R AR
[ZBW TSI ORIER 2 2 6] (WTFNHIERERE) ROz, o, WO ReEL 7+ Al
DM CERLEANOMOTRA B A A REIFAIOE IR U ST 5,

9.1.4 JHICIEMEEDOH HBE TIE, MFAMEBSNDZ E08H 5,

915 AFIOIEHE Y a v 7 RREICH B BEFOIERNELR D | FERASSCMERAMSIER SR SN b B2
b5,

916 SRAEA A FERANIREERG T2 & MG D & MWEEFE ME & FERET > R—3 X &2 AE T,
Cheyne-Stokes FF & 72 5, {REHE TV K= 2D H 5 BE TIE, @FEHAETHIERIMA 2L - +8%
nndHsn,

9.1.7  MIEFHARRALE L REDIK TABE /2D L KN TORBBHBI ThR 720 | I OGH
WENEBNRZ VT 25,

9.1.8  FIE R EMAEIR TIE D BE CIXAEFRMAENME T L TR0, FERIHIAE Z v o3 < 2 5.

9.1.9 AANFHERIZLVEMIKGEEZELDLZENHDHDOT, HYERLT - TN a— VRTFOBREREDO H 5 HBE T
X, K VIRGFEZA LT <05,

9.1.10 ZHH CTITAEMMERENMET L TR Y . MRMEWERII T 2SN Em< o> TV D,

9.1.11  AFNIIRE B, IMEKAOBRREL D, JIRNELZGI & 23, Eo. BIREOMEIC X 20 %
HAXPEICHNH T2 729D, RO B 5,

9.1.12 WL OEB Z MK 2EARH 5,

9.1.13 AHORHW T L7V 7 v VEEREERIL. T ERORBWTH D VIV 7 0 CEEREAIR L RIS, E5R
T RNE B S L6, I 47 m— X AOME- MR 2 A58 2 2 L AHE ST g 20,

9.1.14 AANIINED TR A2BESE, £724 vy (0ddi) FEIHZIUHE SE 2118 H 5,

9.1.15  RIEMBREEOBEITRA A A FEIRAIZ XL LeSGE ., TRt EREB R bbb & O®mEN

Ho,
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BEHEN LG ZBIAT 272 EBEDOREBLBE L2R3 6 HEICERET 52 &, JRltANERE LAIE 2
bobhdBTthidsd . [16.6.1 &M]

RN -
AFK O R a T/ 5 o e D e S5 o = N R R BUBR C IR E L O B RE IR & i 2 B abrsh & Lo, N—
ATA VDI VT F =7 VT T A (Cler) BINCAFEFRSRREIREZHHLLE A, BHERTE COf
EFEGRBURDU—E O AT TX oo 7o, SMEIZI W T, TEEE MBS EE T AUC 1349 2 512
L., B OBHERERE B T AUC I3 4 [FIHBML7Z L OWE 190855 DT, BRIEREDH 5 BE IR Y
THGEITEHEN G ERGZGT 272 CREOREEABIE L 2N GEEICHRGT52 L ((TVIL10.(1)EH#EEE
EEE W) .
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9.3 FrHeElEEEE
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HoONDOIBENR DD, i, EEOHEERED D L BE Z x4 & LRI ER L T,
[16.6.2 1]

fi#
AAB O R aE/L 7 o o R RN A SR O = N ER R BR CIT R B 2 TR B B H 2 st & L, AEIC
W, P EEATHERERE E T AUC & Cmax 1359 4 32BN L7- & O 1935 % DT, IHEREEE D H % H
FIEGT 55 8IMENENOREGZRMGT 2R CBFEORBLBE LN SHEEICKRET 52 L ((TVLL10.(2)
FrigeEEEEE 21) .
(4)EIEREE R T 5FE
BE STV e
(5)5E47
9.5 1E4R
A0 SATAER LTV 2 AIREME D & D ZeMEICIT 6 EOFSYEDN G2 EE 2D Ll S5 58120 H
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AR ORE R OVEFLOME T 8E Sh T\,
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b5,
SRR D GAZ L0 | HAERICFERIHS H ot Z L b D,

SR -

AAIJ O R a /L7 4 o e AN e ) o [ PN ES PREREBR 1 3o U TR S 9~ 2 G013 2, iisk o B R
ENT A AR OTLECBNT [EPER (w7 A ~NL2AZ—) TRIZFGFEIRESNTVD] LS
NTW5b, £72. 7 v MZBWTHAROERE R CEFROER T RERE STV D, i SUIEIR LTV % "lhE
PED B DM LTk, Aot Zatta+n038o L, T2 2L,

AEJ O B )L 7 o Mgl RS S5 oo |5 N SR RBR 12 3o W CREI T 3 2 e G413 7, MEsto e |
1L T A 2 UH TR B B 70 AR R BEUE A O RTREMEAN L S LT D,
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el (I EoEEs) (BT 5EA

11.1.2

11.1.3

11.1.4

KEDELDHZ L EFRNEENTNDEHLOD KTFHITA YA A RERAIO Y F AT 27 e LTH
LILTHEY, AFL N FaE/7 + CEEERHERA O£ 512 LT, BARIER & o 128152
L., BEPROLNTGEITIE, 523570 L BURLELZITY Z &,

AFIJ OV R ' TV 7 4 ot s BB 850 o [ PN B PR AR 2 3\ C R i o> 8 7 I I GR
ORI, B Ra BT+ R R RGANZ 3D CTREREH O BIER 2N 2 #1] (T FF
HE) Bobhiz,

WSO Ra T 7 4 2 BHFIOGA SCESCEN O OB A E A4 A K80 A O E 1 IRST b IR A 23
RHEN TS, FFEMENITA LA RERAIOZ T AT 727 FELTHMLRTEY, KAL) E
R eV 7 4 IR R RF O # 52 BR L Cid, BEERZ 0 IcBlE L, BE /RO b
BlE, \EERIET AR, HWUIRLEEZTI Z L,

AHNOEPNFRRBRIC BN T, AR E2HE S 139 flf 1 I TER LV OE T GECH) DRIE
MANFBL LTz, o, FEBERREHE L THEAEN 4 FIIHBLLTZ,

b R EL 7 UHERRE R RF O ENEERRBR IV T, B Ra® L7 4 R Ak R E 2 %
BNtz 207 T 1 FICEd (EE, b RaE 7+ IR ERA IR % EE) ORIVER 3%
U7, £72, HEEEREEMNE LTEAZER 26 (Wb PEE, BEHY) ITHE L,
WO Rt/ 7 4 CBEIORT SCESCENOMOIEA A A RERA OB IRCTIX, 5L, A
ENFEMINTRY , FiE, 5k, $5L, TARZOBE#EE LA AL FEFAIOZ 7 AT 27 b
ELTHBNTWD,

AFIL O RaE/L7 4 ERRE AR OB 5B Uik, BRRIER 2+ icBlgg L, Bk, &
¥ GEEL, HAESOEMEENRD DNBEAITIE, WE XTGP 572 8, MY R0 E 21T

N
— o

AFNOENERRBRIZIBNTA Ly AP EEEREBORIERITR® bhvkh oo b RegLr
7 v MR A A D E N ERRRR IR W T B Re B0 7 o UHRIE R A E A 2 % 5- S 47z 207
2 2 BNZA L AL LENTRBPAZEDRIER (Wb EE) BRI LT,

WA O RaE/L7 4 o BEIOGA SCETITRMENEA Lo 203 [ BENOMOEA A A REwmA OE T
WSCTIE, REMEA Lo A FEEEREBARRE SN TEY . WThoBES 4 A RETFHAIO 7
FATT7 =/ FELTHLNTEY, AAIKOE FaE/L 7 4 e A o #5120 B LT,
B DIERDRH b LN HEITITE U R LE LT 2 &,

1D #%Ieel 1 E0 ERTBREGEEGE T A 2 2 A~ 73 AU M OMBME IR IR 31T 2 ERMIRSE O L BB 7 A

B A~
< http://www.mhlw.go.jp/bunya/iyakuhin/yakubuturanyou/other/iryo_tekisei_guide.html> (2025/3/3 7 7 & X)



VI 2zttt (B EokEgss) (CBd5HA

(2)xnftnEIER

11.2 ZDHMOEIEMHA
5%LL I 5% Al BEE R
W BUE W5, % D FEIE ZERRS
TR IR (20.1%) WHEV, BRI 1A m—X A, FEFR. AElE,
SR [ TeT =7
AN I ] e
HAL2R B (29.5%) | TEM (27.3%) . | BECRIR JEERR PRI, 1Y
{5
JH I g he S
Z DOt P, TR PREA
) BEIC L0 EASHET B,

fEER

ARZEIWER LA ORIER & UCARKI O EWNERR BRI 139 Bt 2 FILL EICHB L 2aEM % 5% L,
%A ) & LCRLH L. & RuE/ 7+ M AN At S oo [E N R AR RRBR R 207 41l 2 B L L Ic 8l L
“EIWER Z THEEARE) & UGl Uiz, E7o. MIRBICREBL L2 ITERIZ. 4K ENEEAR R O R BLRILIC
Hox THEARW ISR Lz, 2Ok, KERMNSTETAHEA A NEEERTREICRET 2 SGT0ME Sz
72, AFICBWTHIEREREDZS U@, 7e7 =71 & HEAH] ICRs L,

<ZED - BHEIZDOWNT>
AFNZFBNT, A A A FEIFANE RO WEE T, LK ORI R GBI FICE < |E SN TV D,

AANIOF AR B (LTI GIER 51 B, 44 A NEMBER 33 ], 441 RIEFETEFRES
B ASF 5 LA L GRBR S IR 18 ) TId A & OB A 4 C & 22 WL - IR O FEBLHRIE 27.5% (14/51
) THoTz,

Fio. AANOFMAEGAER (A4 A NIEEHEE Z515) Tk, AK & OREZ G E TE ROELD - g0
FEHRIT 44.3% (39/88 f5il, 64 1) TH VY, AFITIIA A A NEFRAIEAFEDR2VEE T, B, @R %
<O BT,

AFNOFEMAR LGSR (A4 A RIEE N EE Z255) TR DI EARA & OBEZ GE TE RV - & (64
) © 955, BEIEEPBREORIGIEL 70.3% (45/64) . TEEIL29.7% (19/64) THY . K THPEETH -
7o ML MEMIC X 0 HHIEICE > 7281813 6.8% (6/88) Th -7z, G LIHLE TOHRBIORBRIL

BEHBIME A8 19.3% (17/88) . 2 HHMN 16.1% (14/87) . 3 HAMN 7.4% (6/81) Th W EHBHMHAICEL TR
Do, £, 64 1FD 5 B 62 fFOERIRIZEHE SUTRICTH Y (2 fRIREIE) | 62 o ElfE IT|k £ T
O EENE, BB 1~2 BN S (31/62) . 4 HEANAK 7H| (62/44) Tholo, BIEEONELZLEL L
T DFIE 1 46.9% (30/64) ThoTo, FEAA NEJAIFTHERHRMEORE LML 10~40% O BFH TRl
X3 ERICED v, EADNITIHMERAE T D Z ERZNE I TN DHED,

FTEFA FEBREFERAONAERRBEREEEZRRE LI FOEILD + VIGRRIERKERAIOFE ML EREERIC
BITHEBD - BHEDITZEH o RBE X TOHARA D REFR

N < ¥ s
;;%g;( SRIET Dayl | Day2 | Day3 | Day4 | Day5 | Day6 | Day7 | Day8 AFF
FEHLER 19.3% | 16.1% 7.4% 1.3% 5.3% 2.7% 1.4% 4.3% 44.3%
(R BHHEBIH) (17/88) | (14/87) | (6/81) (77 | @me) | (2/73) | (1/72) | (2/47) | (39/88)

H2) MAERFORMFEIZET 204 K74y (AKRBEMEFREZS A K74 UfERARS, @FHR, 2020)
<https://www.jspm.ne.jp/files/guideline/pain2020.pdf> (2025/3/3 7 7 & X)



et W EoiEES) (B35

EHEMNEMERAXREAERUVEBREEERRE —&
NAERBREZRR E L-ERERRER 2 38R (RN IELERRR, fREFIARASHR) o
Cia=gi

ARFRE
A E 5K 139
RIE A 56 BURE (1154 85
BIEHIEBIEFZR (%) 61.2
BIVE M % OFiFE BB (FEEE %)

REBLURERE

CRIAES S 1 (0.7

&V T A LSE 1 (0.7

BARIE 4 (2.9)
FaEE

= 4 (2.9)

LI 1 (0.7
HIEREE

HFHLLDOET 1 (0.7)

FEIED 6 (4.3

MRS 2 (1.4)

fERAR 28 (20.1)
BREEE

15K 15 (10.8)

L 41 (29.5)

I - 38 (27.3)
FFREERES

iR T 1 (0.7

JiF B 1 (0.7
EES LUK THEBES

W5 1 (0.7

Z O FEIE 1 (0.7

it 1 (0.7
—fi% - £EEES L UEBREHLOIKE

A RIER 1 (0.7

SR 2 (1.4)

(VR 3 (2.2)
ERRRE

TANRTGXUT I/ b T UAT 27— BN 1 (0.7

MR T 1 (0.7

y-INEINRNT AT =T —BHN 1 (0.7

ek 1 (0.7

MAT A YRR 7 2 —BHN 1 (0.7

7317 1 (0.7

BRI OFEE « TTCH [EFREHNFESR B AE MR (MedDRA/ ver. 18.1) | 1ZHD&,
FREBIRSEE (SOC) I L, Sblz, AR (PT) #R#iLiz,



VI 2zttt (B EokEgss) (CBd5HA

EROEILT+ VIEBERKMERNBNOEMALEESRER (ZeUETNRER. E FOELT+ V) (2HF
HEFE5EMNDELEEER PRIRBERER

BH D RBE TOHIM Dayl | Day2 | Day3 | Day4 | Day5 | Day6 | Day7 | Day8 | &fk

" 88 86 76 70 64 59 55 36 88

ik (%) (%) (%) (%) (%) (%) (%) (%) (%)

. - 28 32 22 10 13 11 3 8 65
TATOREER (31.8) | (37.2) | (28.9) | (14.3) | (20.3) | (18.6) | (5.5) | (22.2) | (73.6)

» T 17 10 4 0 1 0 0 2 34
CERNE SR (19.3) | (11.6) | (5.8) (0) (1.6) (0) (0) (5.6) | (38.6)
(4mg/H) | ygap 16 7 1 0 3 2 1 1 28
(18.2) | (8.1) (1.3) (0) (4.7) (3.4) (1.8) (2.8) | (31.8)

R 8 7 3 0 2 1 0 0 21

B (9.1) (8.1) (3.9) (0) (3.1) (1.7) (0) (0) (23.9)

P 0 3 4 2 1 0 0 0 10

(0) (3.5) (5.3) (2.9) (1.6) (0) (0) (0) (11.4)

" 19 19 14 11 6 3 0 0 19

ik (%) (%) (%) (%) (%) (%) (%) (%) (%)

. - 5 5 1 0 1 1 ) ) 9
TATOREER (26.3) | (26.3) | (7.1) (0) (16.7) | (33.3) (47.4)

o R | B 1 0 0 0 0 1 ) ) 2
#9 4 B (5.3) (0) (0) (0) (0) (33.3) (10.5)
(6mg/H) |ye 2 1 0 0 0 0 ) ) 3
Mk (10.5) | (5.3) (0) (0) (0) (0) (15.8)

1 0 0 0 0 0 1

i) . .

e G | © | © | © | o | o (5.3)

. 0 0 1 0 0 0 1

R (0) (0) (7.1) (0) (0) 0) ) ) (5.3)

a) AERERG LT, IRBREGHBEN D, BB TR CUITPIER) FTCREZIZHDPEHFE LRV, HDVIEE
B L7 (BRIRRAEME, NA Z AV A v OREEZET) R, IIHKDOZETHY, B ReELT 4 & DR
HEIRIE M 220,

b) 2 HEUMIL, YHHARICEIZ2HBEMEEZ 1 HERE Lz, 2B, £1HE dmg/R) OG5 EZBE L, RBRIRE
BRI IR BRER O AR &I S A T 1 BT O B AT o 72,

9. BERBRERRICRIZTTHE
BRE I LTV

AN\Y

10.BEHRE
13. BEHRE
13.1 JEIK
REORAME], BRSO, i BEEL, MEAR T, EERB O, EERD IV, BIR, OHBORD,
PRI, N2, MElE, B ORBERIEIC K2 EW R EE, RENRELRE TN D,
13.2 WiE
UTOWERTEEIT) ZENLEE LU,
s G AR L ROEMECR. AHBNREIR K ONWERGERER I &0 @B R R B A AT D
- R HAIR G ATV, B I ORBE G SUIRRESE A ORIEI AR B L 2V X S HEICKR 5T 2,
B, MEBETAIOERRGRMIZE FeEL 7 202KV EVO T, BEOE=X) 7%
1T 9 D XALBE O SUSIZIS U THIEIE G2 1 3EAGEE 2 F08 L7e 2 bRt 4 5.
- WEZIG UCTHIIR, FHEAISE O£ 5 Xt OB IE 51T

D6




VI Zzs4efh (B EoiEEss) (CBId 5HA

SR

AFR O RaE/L7 o o SRR RN RA O E N ERRRBR I 3 T AU e R e Ev 7 4 SR AN
fH D 1 A EN 24mg/ B ZBX TBENETNEN 6 FERO LN, BERGIZEID B2 N GFSF
LT O N2 Do T,

LorL, B REELT 4 OmERGICK - T MORA EA A FEIHH & RIS, FPRNHE], Bk, g,
PEEL. MR T, EERM I, EERO W, BIR, OAEORD, MEE, R, fElE, B1EOREEFEE
(2 & 2 W e, BGOSR FEBLT 2 "TREMED B D D T, $§&UEFD%W7¢VW%WWW@@
FIO¥EERFITBE ORBIZHERE L, BERG OIERIFEO 6N HGEI2IE, &5k, BERHA oK G%
HYIRALEZATH 2 L,

MBERALDEE

14. BRLOIFE

141 EFIZFEFOEE

1411 BARB IR L, IRAROEE R, REFIEEZ HoICHB L, AR O BLSA~OFERH 50
IEMASDREEZ LIRWE D FRET 5 L & bil, Az FH-OFORNRNE ZAIRET H L9
g5k, [8.6%H]

14.1.2 PTP a2ED3AKNL PTP v — 2B B B L CIRAT 2 L 548852 &L, PTP v — hOREAkIC
D, EODELA A REREA~TIA L, TR E R I L CHERIAR SO EE R A ﬁﬁ%ﬁ%%é
ZERBD,

14.1.3 KFDBREL 2o 2B, W XITER~KET 572 EDOREIC OV THENCHET 5 2 &,
(8.6 ]

R

1411 FEWELH RO Z I 572 DICHRE Lz, Fr/NITEs O B N o ev 7 o+ U 8EICII A8 g
2 X D BRI ERE T oW T M) REESh TV,

14.1.2 PTP @l¥0HANHMOERFETH S, [PTP OREKKHRICOWT) (PR 8 4 3 H 27 Aff A 3K
HIFEE 240 5) KO DHrRt i s 56D < BRI EF LI SCEFEOEMRIZH T2 > TD Q&A 122V T
(PR 8145 1 A 17 AR A SGHAE 54 5) IZHEVERTE LT,

1413 A4 A FRANLEOTEEFH TH D, HFEMELH K OB EZBIET 5722 E LT,

12.ZDHMDFE
(EEERER I D < 1R
BE STV
(2)IERGEREABRICE D < EHR
BIE STV



IX. FEERREER (ZBE4 5 IH H

IX. JEERPREERICRI I S 1HA

1. EHEHER

QeSSBS
VI.EHFEEICRY HRE 2
Q)R EMRERER

1) hERG K" F ¥ R /VEWIZ KT THE (in vitro)
hERG H A HEK293 fifd 2 Hv /- hERG K &t (BlR T, v =27 vy F 27 J7 0 79E) T, bR
0 E /L7 5 HEEE T 250ng/mL T hERG K& i % 15.0% I L 72,
2) MR, HHK, KON RIS LI
O4 BRI O KB R G E3MER O 2 BRIEEMERR (1 %)
AX (E—27)v, HERE, 14~15 » Hln) (2635 NeEL 7+ U 1.75, 3.5 1O Tmg/kg 1 H
100 4 RO G C, PR OE AR IER & UC, Wik, 855, REEVIEEN, BN, PREE, K
AR T, R OWEREG D (P Bs D 3 EME D Tmglkg BEDR) NEIE SN2, WP b B5 T
SUFTRIRIZ L 0 @ eMNCEIE LT, 728, Tmglkg TOMERITESG UM P EE SRR (EiIRE
BOEEIR 1~5 Biff, MErEIE 12 29 ~10 BEf) £t L=, 72, Tmgkg &5 T, 4 B O&K 5 3 FEfitk
(2. MERE TR M AR T R OB & o 2 IR BLEZE S a7z s, B I Sl 12138 O H v
mole, LDERICITREIA LN o],
@39 W [FRE N R AE R G- KO 8 EAEIEMERER (1 %)
A4 X (B—27 v, Wk, 8.56~9.56 » Hilin) IZx3 5t NaE/L 7+ U 1.75, 4 X1 9mg/kg 1 A 1
[ 39 MR N 5T, PR O HEMRERIER & LT, #85, RO, R, %A, BEEVIE
BA, HRlE, TR, IRk EABIE ST, WTIL BRI L0 e EE L, 2238, 9mglkg D
HEME 1 B CROS e B BEME, BEATE), ROV EEXROIEEDS, MEE 1 f CREZRENBLE I, O
B, ME, RO BT SR oo Tz,
(3)F Dfth D> FIBEAER
Al v/



IX. FERARRERICBEI 5IHE

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 & 0 B R 147 (HEME) BT
(NMRI) 46.4 |n=5 215 (HftE) HEME 147 (n=1) | 215 (n=1) .
147 261 (n=3)
215 HEME 215 (n=1) . 261 (n=2)
261 — ke
=46.4 : BB R TEIEm]
=147 : FRE, TR, W58, HE
215 : WARARSEID DG
261 : BUSHEIR T, A
Jr PR AR A
FELCIIAG, FFlg, BRI,
SVt ek A
~UA | R 0 HEEAE 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. WiEHE, 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: HENE, KEOBEE
10, 21.5: B~ A= BETENIC K
2. BE
21.5 : MUGHHE T, FhiciEsEE (10
mg/kg) . FHE (21.5mg/kg LA L) |
Tt (31.6mglkg)
JRBRRS A
FELCHICIEIA, g, OB, i
it e 7K
7w b | EIRA 0 e AE 4.64 (HfERE) L
(Wistar) 1.0 n=5 HEME 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 JEEA, BEE, ROSPEIRT . ARERZEH .
AR 7R R, 3B BT
VTP = 3 S St oD )
=4.64 : REHINME] (M) |
FIUTTREE, S
6.81: U OAR AL, 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. FERARRERICBE9 5IHE

QREXRESHERER (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~z ff & BEATE), g
B, REHIEH, B E K OMEKE
Jlb SRR o R A
(2 B OZEAITBESEHI R 12 B4
SUTRZRIZ K 0 ez alE « BkE
WOt LTRSS, pH A
=7 IRERZEH. AR, R 8 b
(M - 14mg/ke/ B T IiEE)

MEFEVE R 3.5mg/kg/ H

7 v b
(Wistar)

ey

i
n=20

27 A
+
4 JEHE
B>

=3.5 : #HFRF. ROGHER T, BE, wiAafttE
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 RB TR T L T A
K OMTE R & 0 O fAlkg ()

=7 E (RECHELCEIE) | BIEAEx

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,
TRt ([1EMEIL S 53, Tmglkg/H T
DYERITIREE, Frgettns & 3k &
W) . PR EOE (MEME) | (RE
b (M)
=3.5 : (KIRIKT
7 BEHER (M) URIECHEIE) | PR
Hoeid () | AR T RPN
ALT 80, =55, ROWIK (BEMHES 1 41)

#EME  3.5mg/kg/

1 X
(B—27 )

o

HERtE

n=7

39 1 1]
+
8 JA[H
[Fl18

=1.75 : BHER, JRRIERE, R, BB,
RREAREEA, s, T iRk, B
Zofth, FHHINTAATRE . @
W
=4.0 : KEBD GROFIXEROH S 18H
DI) E DB (WM I E1E
ARSI & 0 e ICfgE) | i
DS o T IEMp/ T HifE
9 : TCERAY/EEATEY, HAMIRM: (M 1) |
LB (MEPE 1 61)

MR 9mg/kg/ H




IX. FERARRERICBEI 5IHE

(B)EnHE AR
1) BEIEFMEER (nvitro, Y R)
~DAY T p—<F IV FF—F (thymidine kinase : 7k) RERIZ TRBHEMALROIEE F Tl 1
GERAERAFHE LT, M Z O EIRERA TR, 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 () LB 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| T | gt | 1w | (v agpwsy | 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) REMOBEBIEHR (in vitro)
7B XL ORI IZFRD bR e MIER RERHY L a— A @S R0 95 B M THRUBED
HOE RREALT 4 -3 ay RIEREIT, MEE2 O ERERERRBLE N~ A ) v T 4 —~
TkBROWT N THBIRFEEZ R I R o7,

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

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

wOAY T p—~ |~ TRV UNEME|  280~4480
Tk 78R L5178Y ug/mL i
ik (=72 L.

200 | s9 (+) | mmRE | T
uglm 72 L & fIn)

280~4480 S9 (—) AL
ug/mL

S9 (—) IR ALBR




IX. FERARRERICBE9 5IHE

(AP AR
MR L
G)EEHAESHEHE (Ty b, 99X
OG5 DT v bzlbredEtERER, 7 v AU XIR - RIRRAEERER, TN v MHEAERT - H
B ORAEFBERBREZIT o722, ZHRAE. B« BBIRRA, ROHAEROABREICHEITRD LT, EF
BB RO bR o T,
- B | 5 | B5E PRI
W i | i | mgkgB) | 1 mEB BTHH
ZHRREROE| Ty b | & 0 e I TP B -
KETOHH| (SD) 0.5 n=25 ZZECET 28 H AN =0.5 : SE/EMICER L 72 X
VRS 1 B 2 A3 Pl 1R 2 3 L C VER ., IR - B Bl (i
% 3R 5 L7t 10 # )
RILL FERETE £ | >2: (K& - EATERD (M)
< ZHAHE B L
TIWIRSEAE « B L

LT REFTA
(mg/kg/ H)

HEME
BRI 15 H~ A
TR 7 H BEN D — % TN
0.5mg/kg/ B A (HEME)
0.5mg/kg/ H - (MfEdE)
HENW O ETH
bmg/kg/ H (MEHE)
WA DOFA - Smglkg/H
i e IR 6~17 H HE -
n=23~25 =25 : {KH - EEERD

=
fald « s L
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hydrochloride tablet,
extended release,
Ascent
Pharmaceuticals, Inc.,
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o RN
KE O SCE 1 INDICATIONS AND USAGE
(HYDROMORPHONE Hydromorphone hydrochloride extended-release tablets are indicated for the
HYDROCHLORIDE- .. .. . . .
management of pain in opioid-tolerant patients severe enough to require daily,
hydromorphone

around-the-clock, long-term opioid treatment and for which alternative
treatment options are inadequate.

Patients considered opioid tolerant are those who are receiving, for one week
or longer, at least 60 mg oral morphine per day, 25 mcg transdermal fentanyl
per hour, 30 mg oral oxycodone per day, 8 mg oral hydromorphone per day, 25
mg oral oxymorphone per day, 60 mg oral hydrocodone per day, or an
equianalgesic dose of another opioid.

Limitations of Use

+ Because of the risks of addiction, abuse, and misuse with opioids, even at
recommended doses, and because of the greater risks of overdose and death
with extended-release opioid formulations, reserve hydromorphone
hydrochloride extended-release tablets for use in patients for whom
alternative treatment options (e.g., non-opioid analgesics or
immediate-release opioids) are ineffective, not tolerated, or would be
otherwise inadequate to provide sufficient management of pain.

*Hydromorphone hydrochloride extended-release tablets is not indicated as an

as-needed (prn) analgesic.

2 DOSAGE AND ADMINISTRATION
2.1 Important Dosage and Administration Information

To avoid medication errors, prescribers and pharmacists must be aware that
hydromorphone is available as both immediate-release 8 mg tablets and
extended-release 8 mg tablets.

Hydromorphone hydrochloride extended-release tablets should be prescribed
only by healthcare professionals who are knowledgeable in the use of potent
opioids for the management of chronic pain.

Due to the risk of respiratory depression, hydromorphone hydrochloride
extended-release tablets is only indicated for use in patients who are already
opioid-tolerant. Discontinue or taper all other extended-release opioids when
beginning hydromorphone hydrochloride extended-release tablets therapy. As
hydromorphone hydrochloride extended-release tablets is only for use in
opioid-tolerant patients, do not begin any patient on hydromorphone
hydrochloride extended-release tablets as the first opioid.
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Patients who are opioid-tolerant are those receiving, for one week or longer, at
least 60 mg of oral morphine per day, at least 25 mcg transdermal fentanyl per
hour, at least 30 mg of oral oxycodone per day, at least 8 mg of oral
hydromorphone per day, at least 25 mg oral oxymorphone per day, at least 60
mg oral hydrocodone per day, or an equianalgesic dose of another opioid.

+ 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 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 to 72 hours of initiating therapy and following dosage increases with
hydromorphone hydrochloride extended-release tablets and adjust the
dosage accordingly /see Warnings and Precautions (5.3)].

Instruct patients to swallow hydromorphone hydrochloride extended-release
tablets whole /see Patient Counseling Information (17)/. Crushing, chewing, or
dissolving hydromorphone hydrochloride extended-release tablets will result
in uncontrolled delivery of hydromorphone and can lead to overdose or death
[see Warnings and Precautions (5.1)].

2.2 Initial Dosing

Conversion from Other Oral Hydromorphone Formulations to Hydromorphone
Hydrochloride Extended-Release Tablets

Patients receiving oral immediate-release hydromorphone may be converted
to hydromorphone hydrochloride extended-release tablets by administering a
starting dose equivalent to the patient’s total daily oral hydromorphone dose,
taken once daily.

Conversion from Other Oral Opioids to Hydromorphone Hydrochloride
Extended-Release Tablets

Discontinue all other around-the-clock opioid drugs when hydromorphone
hydrochloride extended-release tablets therapy is initiated.

There is substantial inter-patient variability in the relative potency of
different opioid drugs and opioid formulations. Therefore, a conservative
approach is advised when determining the total daily dosage of
hydromorphone hydrochloride extended-release tablets. It is safer to
underestimate a patient’s 24-hour oral hydromorphone dosage and provide
rescue medication (e.g., immediate-release opioid) than to overestimate the
24-hour oral hydromorphone dosage and manage an adverse reaction due to
overdose.

In an hydromorphone hydrochloride extended-release tablets clinical trial
with an open-label titration period, patients were converted from their prior
opioid to hydromorphone hydrochloride extended-release tablets using the
Table 1 as a guide for the initial hydromorphone hydrochloride
extended-release tablets dose. The recommended starting dose of
hydromorphone hydrochloride extended-release tablets is 50% of the
calculated estimate of daily hydromorphone requirement. Calculate the
estimated daily hydromorphone requirement using Table 1.
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Consider the following when using the information in Table 1:
* This is not a table of equianalgesic doses.

*The conversion factors in this table are only for the conversion from one of the
listed oral opioid analgesics to hydromorphone hydrochloride
extended-release tablets.

* The table cannot be used to convert from hydromorphone hydrochloride
extended-release tablets to another opioid. Doing so will result in an
overestimation of the dose of the new opioid and may result in fatal

overdose.

Table 1.

Conversion Factors to Hydromorphone Hydrochloride Extended-Release

Tablets

Prior Oral Opioid Approximate Oral
Conversion Factor

Hydromorphone 1

Codeine 0.06

Hydrocodone 0.4

Methadone 0.6

Morphine 0.2

Oxycodone 0.4

Oxymorphone 0.6

To calculate the estimated hydromorphone hydrochloride extended-release
tablets dose using Table 1:

* For patients on a single opioid, sum the current total daily dose of the opioid
and then multiply the total daily dose by the conversion factor to calculate
the approximate oral hydromorphone daily dose.

+ For patients on a regimen of more than one opioid, calculate the approximate
oral hydromorphone dose for each opioid and sum the totals to obtain the
approximate total hydromorphone daily dose.

* For patients on a regimen of fixed-ratio opioid/non-opioid analgesic products,
use only the opioid component of these products in the conversion.

Always round the dose down, if necessary, to the appropriate hydromorphone
hydrochloride extended-release tablets strength(s) available.

Example conversion from a single opioid to hydromorphone hydrochloride
extended-release tablets:

Step 1: Sum the total daily dose of the opioid
+ 30 mg of oxycodone 2 times daily = 60 mg total daily dose of oxycodone

Step 2: Calculate the approximate equivalent dose of oral hydromorphone

based on the total daily dose of the current opioid using Table 1

+ 60 mg total daily dose of oxycodone x Conversion Factor of 0.4 = 24 mg of oral
hydromorphone daily

Step 3: Calculate the approximate starting dose of hydromorphone
hydrochloride extended-release tablets to be given every 24 hours, which is
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50% of the calculated oral hydromorphone dose. Round down, if necessary, to

the appropriate hydromorphone hydrochloride extended-release tablet

strengths available.

+ 50% of 24 mg results in an initial dose of 12 mg of hydromorphone
hydrochloride extended-release tablets once daily

+ Adjust individually for each patient

Close observation and frequent titration are warranted until pain
management is stable on the new opioid. Monitor patients for signs and
symptoms of opioid withdrawal or for signs of over-sedation/toxicity after
converting patients to hydromorphone hydrochloride extended-release tablets.

Conversion from Transdermal Fentanyl to hydromorphone hydrochloride

extended-release tablets

Eighteen hours following the removal of the transdermal fentanyl patch,
hydromorphone hydrochloride extended-release tablets treatment can be
initiated. To calculate the 24-hour hydromorphone hydrochloride
extended-release tablets dose, use a conversion factor of 25 mcg/hr fentanyl
transdermal patch to 12 mg of hydromorphone hydrochloride extended-release
tablets. Then reduce the hydromorphone hydrochloride extended-release
tablets dose by 50%.

For example:

Step 1: Identify the dose of transdermal fentanyl.
* 75 mg of transdermal fentanyl

Step 2: Use the conversion factor of 25 mcg/hr fentanyl transdermal patch to

12 mg of hydromorphone hydrochloride extended-release tablets.

+ 75 mg of transdermal fentanyl: 36 mg total daily dose of hydromorphone
hydrochloride extended-release tablets

Step 3: Calculate the approximate starting dose of hydromorphone
hydrochloride extended-release tablets to be given every 24 hours, which is
50% of the converted dose. Round down, if necessary, to the appropriate
hydromorphone hydrochloride extended-release tablet strengths available.

+ 50% of 36 mg results in an initial dose of 18 mg, which would be rounded
down to 16 mg of hydromorphone hydrochloride extended-release tablets
once daily

+ Adjust individually for each patient

Conversion from Methadone to Hydromorphone Hydrochloride
Extended-Release Tablets

Close monitoring is of particular importance when converting from methadone
to other opioid agonists. The ratio between methadone and other opioid
agonists may vary widely as a function of previous dose exposure. Methadone
has a long half-life and can accumulate in the plasma.

2.3 Titration and Maintenance of Therapy

Individually titrate hydromorphone hydrochloride extended-release tablets to
a dose that provides adequate analgesia and minimizes adverse reactions.
Continually reevaluate patients receiving hydromorphone hydrochloride
extended-release tablets to assess the maintenance of pain control and the

relative incidence of adverse reactions, as well as monitoring for the
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development of addiction, abuse, or misuse. 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. During chronic therapy, periodically
reassess the continued need for opioid analgesics.

Plasma levels of hydromorphone hydrochloride extended-release tablets are
sustained for 18 to 24 hours. Dosage adjustments of hydromorphone
hydrochloride extended-release tablets may be made in increments of 4 to 8
mg every 3 to 4 days as needed to achieve adequate analgesia.

Patients who experience breakthrough pain may require a dose increase of
hydromorphone hydrochloride extended-release tablets, or may need rescue
medication with an appropriate dose of an immediate-release analgesic. If the
level of pain increases after dose stabilization, attempt to identify the source of
increased pain before increasing the hydromorphone hydrochloride
extended-release tablets dose.

If unacceptable opioid-related adverse reactions are observed, the subsequent
doses may be reduced. Adjust the dose to obtain an appropriate balance
between management of pain and opioid-related adverse reactions.

2.4 Safe Reduction or Dis continuation of Hydromorphone Hydrochloride
Extended-Release Tablets

Do not abruptly discontinue hydromorphone hydrochloride extended-release
tablets in patients who may be physically dependent on opioids. Rapid
discontinuation of opioid analgesics in patients who are physically dependent
on opioids has resulted in serious withdrawal symptoms, uncontrolled pain,
and suicide. Rapid discontinuation has also been associated with attempts to
find other sources of opioid analgesics, which may be confused with
drug-seeking for abuse. Patients may also attempt to treat their pain or
withdrawal symptoms with illicit opioids, such as heroin, and other
substances.

When a decision has been made to decrease the dose or discontinue therapy in
an opioid-dependent patient taking hydromorphone hydrochloride
extended-release tablets, there are a variety of factors that should be
considered, including the dose of hydromorphone hydrochloride
extended-release tablets the patient has been taking, the duration of
treatment, the type of pain being treated, and the physical and psychological
attributes of the patient. It is important to ensure ongoing care of the patient
and to agree on an appropriate tapering schedule and follow-up plan so that
patient and provider goals and expectations are clear and realistic. When
opioid analgesics are being discontinued due to a suspected substance use
disorder, evaluate and treat the patient, or refer for evaluation and treatment
of the substance use disorder. Treatment should include evidence-based
approaches, such as medication assisted treatment of opioid use disorder.
Complex patients with comorbid pain and substance use disorders may benefit
from referral to a specialist.

There are no standard opioid tapering schedules that are suitable for all
patients. Good clinical practice dictates a patient-specific plan to taper the
dose of the opioid gradually. For patients on hydromorphone hydrochloride

extended-release tablets who are physically opioid-dependent, initiate the
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taper by a small enough increment (e.g., no greater than 10% to 25% of the
total daily dose) to avoid withdrawal symptoms, and proceed with
dose-lowering at an interval of every 2 to 4 weeks. Patients who have been
taking opioids for briefer periods of time may tolerate a more rapid taper.

It may be necessary to provide the patient with lower dosage strengths to
accomplish a successful taper. Reassess the patient frequently to manage pain
and withdrawal symptoms, should they emerge. Common withdrawal
symptoms include restlessness, lacrimation, rhinorrhea, yawning,
perspiration, chills, myalgia, and mydriasis. Other signs and symptoms also
may develop, including irritability, anxiety, backache, joint pain, weakness,
abdominal cramps, insomnia, nausea, anorexia, vomiting, diarrhea, or
increased blood pressure, respiratory rate, or heart rate. If withdrawal
symptoms arise, it may be necessary to pause the taper for a period of time or
raise the dose of the opioid analgesic to the previous dose, and then proceed
with a slower taper. In addition, monitor patients for any changes in mood,
emergence of suicidal thoughts, or use of other substances.

When managing patients taking opioid analgesics, particularly those who
have been treated for a long duration and/or with high doses for chronic pain,
ensure that a multimodal approach to pain management, including mental
health support (if needed), is in place prior to initiating an opioid analgesic
taper. A multimodal approach to pain management may optimize the
treatment of chronic pain, as well as assist with the successful tapering of the
opioid analgesic /see Warnings and Precautions (5.12), Drug Abuse and
Dependence (9.3)].

2.5 Dosage Modifications in Patients with Moderate Hepatic Impairment

Start patients with moderate hepatic impairment on 25% of the
hydromorphone hydrochloride extended-release tablets dose that would be
prescribed for patients with normal hepatic function. Closely monitor patients
with moderate hepatic impairment for respiratory and central nervous system
depression during initiation of therapy with hydromorphone hydrochloride
extended-release tablets and during dose titration. Use of alternate analgesics
is recommended for patients with severe hepatic impairment /see Use in
Specific Populations (8.6)].

2.6 Dosage Modifications in Patients with Renal Impairment

Start patients with moderate renal impairment on 50% of the hydromorphone
hydrochloride extended-release tablets dose that would be prescribed for
patients with normal renal function. Closely monitor patients with renal
impairment for respiratory and central nervous system depression during
initiation of therapy with hydromorphone hydrochloride extended-release
tablets and during dose titration. As hydromorphone hydrochloride
extended-release tablets is only intended for once daily administration,
consider use of an alternate analgesic that may permit more flexibility with
the dosing interval in patients with severe renal impairment /see Use in
Specific Populations (8.7)].
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Z(Palladone SR capsules 4.1 Therapeutic indications
mg,

Napp Pharmaceuticals
Limited, 2023 4> 11 H)

For the relief of severe pain in cancer.

Palladone SR capsules are indicated in adults and children aged 12 years and
above.

4.2 Posology and method of administration
Posology

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).

Transferring patients between oral and parenteral hydromorphone

Switching patients from parental 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).

Adults and children aged 12 years and above

Palladone SE capsules should be used at 12 hourly intervals. The dosage is
dependent upon the severity of the pain and the patient's previous history of
analgesic requirements. 4 mg of hydromorphone has an efficacy approximately
equivalent to 30 mg of morphine sulphate given orally. A patient presenting
with severe pain should normally be started on a dosage of 4 mg Palladone SR
capsules 12 hourly. Increasing severity of pain may require increased dosage
of hydromorphone to achieve the desired relief.

Elderly and patients with renal impairment

The elderly and patients with renal impairment should be dose titrated with
Palladone SE capsules in order to achieve adequate analgesia. It should be
noted, however, that these patients may require a lower dosage to achieve
adequate analgesia.

Patients with hepatic impairment
Contraindicated.

Paediatric population

Not recommended.

Method of administration

For oral use.

The capsules can be swallowed whole or opened and their contents sprinkled
on to cold soft food.




XIl. BE&EE

AINZ BT 2AFOZRE TR E, MIELOHEIZLLTO LB Y TH D, ERNOAGENE ORI TAH 24648+
L2 &,
4. FMEEXRIFZR
hEENCBEDERBEMH S FIEEICHITHIER

6. FARUVHA=E
WE., RAIZIZE FREL 742 LT4~24mg % 1 B 1 EROFEET 5, 2B, ERITE C CEHE
oA R

7. AERUVHEICEET 5FE
7.1 #YEIERE
FEAA REJRANC L DIBROAImABE L TR G RERETH L,
711 AEXFA FEBRIZERALTOGNES
1 H 4mg 2B L, BURSEK ORIER ORBURILZBIEE L2 b &R 2179 2 &,
712 AEFA FEBRIZERALTVDES
DA A A REIRAID D ARNCET T 2561201%, AAREORGEESEZEZE L, BERZRD D
Tl AFlO1BHEIZ, e RrEALT AL LT, BEAERKROAI L BHED 15 B2 BLETD
NP
713 Jx A )LBHRIZERL TS ESE
7 = X = VBN EID DARIANEE T LA, 7 = o F =AM FIREER IS 7 = o =it
TRIED 50%IZI§ 5 £ T 1T RRILLED ) D Z &G, FIBEELE O AR O F 18T . AHI D4
ZRBGTHETIC, 7o =V OMHPRENEGZREIKT T2 TORMEZHITLE L DI
AHNOIEHENORET DL 2BET L L&,
7.2 ERiETREE
PIR S PE TR U 7o O m ZR MG DTV D B TEBMOKIENREL L 5813, EbiIZt Rt
IV g R A D B A O B REE N 5 21T VR A XD Z &,
7.3 B8
KA G- BRI 1T DR A BIZE L, WU 22 BN R G D NEIWER R R/ & 72 D K 5 R B 17
I b, WEOBZIEHED 30~50%H &35, [8.5 %]
74 BE
HAPRIZBIT 228 EIT, BEEEPH DONDE T ENH LD TITLRNWT &, RIERFIZL VI
BT 5561, BEOREZBILZLAANGEEREICITY 28, [11.1.1 58]
75 #E5OHIE
AR OG- 2RI 2561203, BIERORBLAY SToOICihx lCBET 2 &, [11.1.1 B3]




XII. ZEEE

2. BB T HEBERIEFR
VEIRICRE S S BNMER (A —R S UTHE)

4 M 2E PO E

F—A N7 VTR | C Drugs which, owing to their pharmacological

(JURNISTA effects, have caused or may be suspected of

HYDROMORPHONE causing, harmful effects on the human fetus or
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PROLONGED-RELEASE | effects may be reversible. Accompanying texts
TABLETS, should be consulted for further details.
JANSSEN- CILAG Pty
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KEOWA SCFE 8 USE IN SPECIFIC POPULATIONS
(HYDROMORPHONE
8.1 Pregnancy
HYDROCHLORIDE-
hydromorphone Risk Summary

hydrochloride tablet,
extended release,

Prolonged use of opioid analgesics during pregnancy may cause neonatal
opioid withdrawal syndrome /see Warnings and Precautions (5.4)]. There are

Ascent no adequate and well-controlled studies in pregnant women. Based on animal

Pharmaceuticals, Inc.,

2020 4 9 H)

data, advise pregnant women of the potential risk to a fetus.

In animal reproduction studies, reduced postnatal survival of pups,
developmental delays, and altered behavioral responses were noted following
oral treatment of pregnant rats with hydromorphone during gestation and
through lactation at doses 2.1 times the human daily dose of 32 mg/day
(HDD), respectively. In published studies, neural tube defects were noted
following subcutaneous injection of hydromorphone to pregnant hamsters at
doses 4.8 times the HDD and soft tissue and skeletal abnormalities were noted
following subcutaneous continuous infusion of 2.3 times the HDD to pregnant
mice. No malformations were noted at 2.1 or 17 times the HDD in pregnant
rats or rabbits, respectively /see Data/. 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,
the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2 to 4% and 15 to 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
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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 (5.4)].

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. Hydromorphone hydrochloride extended-release tablets is not
recommended for use in pregnant women during or immediately prior to labor,
when use of shorter-acting analgesics or other analgesic techniques are more
appropriate. Opioid analgesics, including hydromorphone hydrochloride
extended-release tablets 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 1.75, 3.5, or 7 mg/kg/day (0.5,
1.1, or 2.1 times the HDD of 32 mg/day 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 6 to 20 via oral gavage doses of 10, 25, or 50 mg/kg/day (4.3, 8.5,
or 17 times the HDD of 32 mg/day based on body surface area, respectively).
Maternal toxicity was noted in the highest dose group (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 (4.8 to 65.4 times
the HDD of 32 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 (3.5 times the human daily dose of 32 mg/day). In a published study,
CF-1 mice were treated subcutaneously with continuous infusion of 7.5, 15, or
30 mg/kg/day hydromorphone hydrochloride (1.1, 2.3, or 4.6 times the human
daily dose of 32 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
2.3 times the human dose of 32 mg/day based on body surface area. The
findings cannot be clearly attributed to maternal toxicity.
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Pregnant rats were treated with hydromorphone hydrochloride from
Gestation Day 6 to Lactation Day 21 via oral gavage doses of 1.75, 3.5, or 7
meg/kg/day (0.5, 1.1, or 2.1 times the HDD of 32 mg/day based on body surface
area, respectively). Reduced pup weights were noted at 1.1 and 2.1 times the
human daily dose of 32 mg/day and increased pup deaths, delayed ear
opening, reduced auditory startle reflex, and reduced open-field activity were
also noted at 2.1 times the HDD. Maternal toxicity was noted in all treatment
groups (reduced food consumption and body weights in all groups) and
decreased maternal care in the high dose group.

8.2 Lactation

Risk Summary

Because of the potential for serious adverse reactions, including excess
sedation and respiratory depression in a breastfed infant, advise patients that
breastfeeding is not recommended during treatment with hydromorphone
hydrochloride extended-release tablets. Low concentrations of hydromorphone
have been detected in human milk in clinical trials. Withdrawal symptoms can
occur in breastfeeding infants when maternal administration of an opioid
analgesic is stopped. Nursing should not be undertaken while a patient is
receiving hydromorphone hydrochloride extended-release tablets since
hydromorphone is excreted in the milk.

Clinical Considerations

Monitor infants exposed to hydromorphone hydrochloride extended-release
tablets through breast milk for excess sedation and respiratory depression.
Withdrawal symptoms can occur in breastfed infants when maternal
administration of an opioid analgesic 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 (6.2), Nonclinical Toxicology(13.1)].

Hi[E D SPC
(Palladone SR
capsules 2 mg,

Napp Pharmaceuticals
Limited, 2023 4= 11 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 SR capsules are 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
appropriate treatment will be available.

Administration during labour may depress respiration in the neonate and an
antidote for the child should be readily available.
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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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(HYDROMORPHONE 8.4 Pediatric Use
HYDROCHLORIDE-
hydromorphone The safety and effectiveness of hydromorphone hydrochloride
hydrochloride tablet, extended-release tablets in patients 17 years of age and younger have not been
extended release, established.
Ascent
Pharmaceuticals, Inc.,
2020 429 A)
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Not recommended.
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