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INN International Nonproprietary Name I — i 44
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K Potassium r RPN
Ki inhibitory constant FHE E#K
A (Terminal) elimination rate AT 1T D IH S L EH
MedDRA/J | Medical Dictionary for Regulatory Activities Japanese version | ICH [EFSESEHFEE B AFERR
NA not applicable ARl
NC not calculable BHIARE
PS Performance Status AR RERTAIL FiR A
PT preferred term HARGE
PTP press through packaging -
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RH relative humidity HE S
RMP Risk Management Plan L Y R 7 B PG
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R 40°C/75%RH S — LB 3% A b7 L
AR T
w. | 2000lx (D65 7 7). o 120 Jlx + h S
x 25°C/60%RH ¥ VB (=200W + h/m2) Efere L

ABRIEE - PRIR. B, Wk, S RE

7. ARERVBHEROREN
GAS RO

8. L NEEEIL (WMEBLEMNE)
AR

9. At
HR—ialBis ahsliRis OSPik) ks

10.5% - A%
(EENDELGRSE - . SNEINHEKREESE - EICET 515K
L
Q8
(FILSE KiE 1mg)
(PTP, FfpAIAY)  208E (10 $£2X2) 100 &£ (10 £&X10)
(FILSE K& 2mg)
(PTP, #zfAIAD) 208 (10£EX2) 100 & (10 $E X 10)
(FILS E Kt 4mg)
(PTP, #AIAD) 208 (10£EX2) 100 & (10 $E X 10)
QB)FiREE
YL



V. SANCEE4 5 H

(HBHRDOME
PTP: RV 7mbLr, T7AI=0 AL

MABR‘ SN S EHME
AR

12. 2 it
Y L



V. 1BRICET HIEH

V. ‘aRICEI SIHE

1. SEEXIIHE
hEENCBEDERBEN S BBEICEITSHER

(FZER)

ARHI O ENEFRBRORAIC LS E#E Lz, ENBEFRRR I, PEEND&EEOEFE /T D08 ABE %
G L TEREERLOL AF 2 —3KE L TORMEZME LT,

S IR BEHERER Tl FEA B A REUR A CTIIER A SE L2 WA B4 A R AIFEREH 0 03 AE S B % x4
2. EIRAHl O ER T 1 7 KRE (Visual Analogue Scale : VAS) HO#5-Hit% OB({LE A FEIE & L THET
BTl & 2 A AF v a RUMERRERL L [ARRIS, PR O @ ORE & £F 5 S FEA AR BE T3 2 8
AR L ([V.5.(4)1) OFEAX A FERFIFEERADHAAEREBEEENRE LIz X0 FUERIERED
EEAL_EEHRILERGER (B - EMAALEGRER : A-J301 HER) V) M) .

BIFHEMRBR CIL, ZHREERE FvAd a4 MEMBEEMABEE) 235U A K% KkE 84 A (12 @) &
B UIRR, BIEREE oy ha— L OFAHRE I ([V.5.4)1) ONAEREEEXMELLI-EFOE
LT+ VRIS RFIORAFREHREE Ak : FOREYHER  A-J302KER) 2 2H) |

Fo, HIMHEHRBR CAANZ L A 2 —3RE L THRE LI E 2 A, EWEMA a7 OEHm & & 5aiox
% Peh 30 4315 KON 60 4314 T ORIERE ICH A B RUEN R SN (TV.5.(4) 1) Qb AERESE
EXRRELIZE FOELT A VEIREEFI ORGSR (BN : EMARLHER : A-J302 35 2) )

2. EERIIHRICEET 5T E
RE STV

3. HZRUHAE

(MAZRUVAZEDMRER
WH. RAIZIZE FeE/L 742 LT1 H 4~24mg & 4~6 [BZ0ERE 0% 545, B, JERISCT
HEIERT 5,

QFEERUVAZEDRTRE - 1R
AFNOENERRBR ORI RS EHE L,
ENERRER T EANTOELE RBEAOF OB TR SN TND 1 HEGED TR 20mg TH Y |
AFEELERRAOZO DT 1 : 5 THDHZ b, AFOEHAEIZ, 4mg/BIZERE LT,
ENTOE/LE XEOAIO 1 HEGED ERIX 120mg/ H Th 2 28, [EHF RS BT A 2 0 AEDZiE,
HEFFER L L CE/E XTI 120mg/ A LA E, A% 2 KT 80mg/ H UL EOFHEENMERIGAENGH D & &
NTWDHZ Enn, HIAHEMBRER CIIARA OB G 8&IZ EIRITERT 3, 24mg/H 2B X 72 BE N 3458 H L
T, IRLDOBREOLREMICHETREMEIIRO b2 o7 ( [V.5.(4) 1) QNAEBEEERRE
Lz FEEL I+ VEIRERFORAKRGHER (BNkEE : FOERLARER | A-J302 HER) 2) 1)
HISERE D D i B DR & O B AR BB T AR O HIER OHE S LTk, o441 NEE
Hl & FERIZE L B RBEOFID 20~120mg I[ZFHY 95 1 H 4~24mg # HL & LT 4~6 NI B O &5 L,
BEOFERICIG U ClEEIERT 5 L 9% E L,

H D EIEIL 1. ERAREE EER Y A F 2 A~ AR R OB MR IERIC R T D ERAREOEH L FH O
A K A~
<http://www.mhlw.go.jp/bunya/iyakuhin/yakubuturanyou/other/iryo_tekisei_guide.html> (2025/3/3 7 7 & X)



V. 1BRICEEd HEH

4. BERUVAEICEET 2EE
7. RERUVAZEICHET 5FE
7.1 EREFEMIES & LCARIZFERT 555
VEIR MR L 72 5 AR R M S T B B TREM O AR L - HITARAI OB
REENHE G 21T WSR2 X5 2 &, $§@1@£imﬁ&5$®thm%w7¢/ﬁ& MR P B0 1
AHED 1/6~1/4 N5+ 25 2 &,
7.2 EREREE
1 HHEZ 478 L CTHEAT2HEAIIE., 6 RHIEOERICROKET S &,
1 HH&E% 6 5% Lﬂiﬁﬁ#éfﬂ/\ X, AR E OERICRE NG T 52 L, ZOHE, RKOME
IRZL5F R0k 9 ICERM OB 22 abE THREFTH L TE S,
721 FEKRE
FEAA FEIRANC L DIRROFMA BB L CHIEE G RERETHZ &,
(N AEF A FEERFIZERALTVEVESE
118 1mg.1 H 4mg 2> 5 B#h U, SRR L OEWEH ORBURN A BIZLZ L2 O HEREH 2175 2 &,
(2 AEF A FEERFIZERALTVWSEE
DA A A FEFHAOAFNCET T 5551203, iGREORGESFZEE L, KREEZIRD D
Tl AFO1THHEIZ, B FeEALT 4L LT, BEAEXROA LI BHEDO 15 E&EZBLZLETD
Z &,
B) 7z LBEHFRIZFER LTS EE
T = B VAR BARBINEE T HGAIE, 7 = o X = VA RIFIBERR IS T = X =D I
TEIED 50%\ I $ 5 £ T 1T R RILLED ) D Z L e, HIBEE % OARKI O I8 . AFI O
RGBT L2 ETIC, 72 =L OMHPRENEGZREIK T T2 E TORMEEZHITLELEBHIC
AHNIOIEAENORET DL 2BET L L,
722 g
ARG B R ITBFE OREEZ B L, MO8 NG O WRIER N BN E 725 &5 F &%
1192 &, dmg 775 8mg ~D# & (1 A 4 B FIEGK) L 6mg 706 12mg ~DOH&E (1 A 6 [A]
ERRGRE) OEEERE HEOHRIIMEMAED 30~50% L35, [8.4 2]
723 BE
AT 28 eEIL, BEREERNS DL ZENHLOTIThbRWnW &, RIER%
WET 25513, BEOREZBE LN LEEIT) 28, [11.1.1 2]
724 ®EOHIE
AHN OG- 2 P IET 256 101E, IBEEROBBZL Tl ha l2HET 52 &, [11.1.1 2]

fi#ER -

71 DAEROEYRIEICET AT A RI A4 L EDT, F 54 FEIHMERFIOEO L 2% 2 —FL L ToOR
A% 58131 HHEDOK 10~20%DFRGEN/HEINTWDL I MG, AROENMMEHRERICB TS L
AFa—IL LTo 1 EEGREITL, RGO 1 BAERCESOSE R (1/6~1/4) & Lz,

£ 2) BAKIE OFEMFIECET 20 A R74 > (HAEMER S SEMERTA T4 o ZAS, @FHW, 2014)

7.2 WD a7 4 o RIBIERANT 4~6 FFH ST 4 KR 2 & ORGP BUE S TR Y | [ENERRRER T
31 AgEEHEE 4~6 1L Lz, 720 1 B 6 BIOERKRG TIIREICRIENSBEL TEEOAB LR D
7o, BLEEANC 2 [\l & —EICRE LT,



V. BRICEd 5

721 (1) WHO A RTA LVENZEITHE RaE/L 7+ o OMEUERLEHEIT 1~2mg/Al (1 B 4 B 50854

4~8mg/H) THV , ENDOE/NL b REOFOE G55 TR 20mg/H Xz Htb 1:5 THET S e i
ENT 4 4Amg/ BITHYST52 L0, A4 A RIEFEHBEICHT 2 AF OBRGHEIT 4mg/ A &
L7z,

721 (2) FHAHEMRR CIX, #FEA A A FERA (ELrexEOA, Fxoa RUgOF, 7o 2=

AL BT~ R= AR AAD 2HELEXRARE ORIt 15 THE LZHE&E2SZITAH
~OBFEBEBE L, AFNTEI KR T,

721 (3) 7= Z = VIRIZEA L T D EBENL DU R Z FEIL, 7 = o F = VISR O E AR SUTED

7.2.2

Wl S VT EEANREE DS 50% AT 5 £ TORMZZE Lt L7,

£ 3) World Health Organization. Cancer Pain Releaf, 2nd ed, World Health Organization, Geneva, 1996 (it
SURBERERE R, DAOTRADD OfFSL, 52 K, HA, @K, 1996)

S5 TLFA FL i aRiR K OV AR R IR I ) T IR A DO BUEICEE D E T O 58 D 30~50% Dl TIREREE
DR HAT o T2 AR I — T ARF O F 58 % i U 72 B 115 I L akiER < 88 i 22 fi,
MR T 47 B 16 Bl Th o723, WEZICHEEFRICL HEREOBEN LI L R oo BE
AR (EREE, JEEFE. BERICEIE) ZEBILE 1HIOHT, 30~50%HE L7z L & DZEMEICRE
FTAREMEIRD SN2 oT,

AR OB EIZE L X, BEOREEZBE L7215 30~50%Ma HE L L CHERSI 21T 2 &,

723 kO7.24 ot Rut/7 5 R ORM SCGE TR, EA T OR G BEO SR RGO kI &

V. AEAA FREFNSBOBEBUER ., BIER LS LT, BEHEEZORS, MK, &K, HO %
T, B AR, ROBIEEOERNRDOOND ZENTHSINTNDLDT, BEDIRELBIL L2
PNOEEIEET D Z &,

17358

MERT—2 /85—

|z | 3
A4 HERE B xt % (B EERER) % @ g SR H Y
e - . RAIITE R aE L7 5 et s o 5
§§§§%$ A-J102 g?ﬁ*ﬁ&(%ﬁ“GW‘5— © | © |[HE FRE 2k, DA R CHMEIED B
i 2. WY RIET B EO B

B A TR EE REOBNEFH LTV E b XROFIS ., KKz, #hhkk 1:8
9tk A-J201 | DAAERBE (T061:354], |© |© |© | XNt 1:5 TUIV 2L &ED, HR
? P 2 #f) MR OV 2 D Rt

FEAA RIEMHEHOIEF A
RN i Agaop | T FEURAICHEIREEO RS | | O A3 RRRR AR S Lz, AHIO
LR ARV ATERG B (180 fi - A T OV Atk DR

90 1], 2 #f)

A A R E A A AR A ENES (RRE 84 Af) Li-t&xo
EEVN 3L agzon |1 FHEAOBAERBE K| o | o | o |REIEROADME, WO IDBIEO B
Rt OV T A PL e 3R B 2 0 R 3 AFZ L AKX 2—FE LTHRELELEED

(50 ) A T OV Atk DR
© : FEfMEEr — : JERRATEA



V. 1BRICEEd HEH

(BR R 20 R 0 &1l 773K ]

F KRB B T D ROFHM LU T O LY & L,
1) MYVEBEAREERVERAEEOHERUVANRDNES
510 B A B K BRSO HIE T, BN THER STV D 08 AR ORI THWW ST

W5, R -
BEhHRIL,

KGO OFHI Tk 9% b LSRR L7 T FHE S
ABRERAI B G-RT1% OFSR At (VAS ) L0 910 B 2 e lE e 1 (= b e — L de®) |

(FF&) ZHWTFHm L7,

2 (may bo—VBAF) | ISURSCEEHESE A GGHUEE) | B (THELE) OWVTFInZiE L
eRBEDOBEREICKHTLHE L L,

MREHELLE

2) & JEaT
VAS &

AR O VAS £ (mm)
oy | 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
%J 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
& 35~44 AlalB ] B DdD|[D]|]E|E|E]|]E]|E
0\? 45~54 AlAa|lB|B|lc]|DpD|D|]E|E|]E]|E
A 55~64 AlalB | B|lc|]c]|DpD|D|E]|E]|E
ﬂ% 65~174 A A B B C C C D D E E
(mm) | 75~84 AlAalalB]Blc|c|c]|Dbp|Dp]|E
85~94 Al Al Al alB]B]lc|c|lc]|]Dbp]|D
95~100 | A | A | A | A ] A]lB|B]c|c|c]|np
B0 Bk A S ) E e B O P E AL
1 | 2y he—LdE A | FWYGE
2 |arvhre— B B | R UE
3 | 3 hE— RO BT C | MEdE
4 | av hE—METF D | A%
5 | 2y hu—/LRRE E |k

CERENTHEEICH D 100mm OO EE A/ L) | Aid [REOWRA) & LA,

W5 24 RN U FORADREZ R T & ZAICHIZ DT 7z, AR EAIL, Fofz
EOLENREND DR S & JE itk L7,

EIRRE - AR E 24 BRI U O HD L~ v % 10, 721 (F< 7wy | .
3. MW GEFITHY) | O 4 BeMETRME L 7=,

FY)
3) QOL R

[9. rhigps

GRavy) o

M. &g (L

Medical Outcome Study Short-Form 8-Item Health Survey (SF-8) %MV ., HE D QOL % & IRHIEEE
DO, LK OH F&EIFERE O
) D 8 SOFEHBINZOWTHHE L7z (BRAMERE L MK DR 2% 1~6 £ TD 6 BefEaHili. 4Ll
S 1~5 £ TD b BEREREAM)

& B REREE, RRBCEIRERE (1K) | IROTE A, TS, FhRATRRERE,

%)

4) BEARET{ME

LR B OREIRRILE [0, Fo-<Rivrorz) ., 1. HE VRN -T2,
i 130 <INz @ 4 B TR L 7=,

[XI2. ZDMDEEEY BEMY <) —Xa7 EEMMYTY) —XRaAT70EERE 2R

2. FHEDIRNT) .



IR D IEH

5) LAFai—ELLTOAMMN
AFDOVAF 2 =KL L TORMELZLLTOEBIC LV EHE L7z,

» JEIRARAN -

< JEIRIREE

VAR 2 —FEE 60 5412 10. Fo7=<iBE - Ty . 1. &DiEE-7=1 . 120 1
B E-72) o 18, e bipnEoTl . T4, BRIKIRE 72 O 5 BPE CTRFMm
L AF o —HEEEA, 30 5%, KO 60 &I 10 2L OE< vy | I @& e (D
UIRVY) 1. T20 e OV 1 . T80 mEE GERICHVY) | D 4 BB CREf

c HRFEBIEH] © L AF 2 — I GH% DL THERAIRNINGOIZ LR N DR EZ, L AT 2—

- FEhE 4K
(2)ESPREEIE A ER
BERABHEE

SEHE AR RGBSR (S HEfD) TREAT
BEZR 2 LT L A% 2 —HH 5 O EHE 2 4R

MRELEERBELTA Y (RFIRFHBRERE) ERKRSROTEME. ZEERUVEY

BREORE. TVICEYBRBICRIEFIREOZEDRE (5 [ HERKREHER : A-J102 5E5) ¢

fERER A BMEE G L LT 8 FrE/L T 4 v (KAl Img. 2mg. 4mg Xitt Ko E/L 7 + R HERA 2mg.,

6mg) % Hilal#

L7 Z0REMEROERMEICEEIIe o1, £7-. B REELT 4 10 L AWK E

FREO BRI o To, FEMBREICOWTE, AFIKOE FuE/L 7+ CRBIERA & &I A &I sl L

T I Eh e AR

L., BREKREG CHRENLP LAT2BmA AL,

) AFNOAGB SN HEKROMHEIZ, 1 A 4~24mg % 4~6 B ARG TH D,

Q)RERSERFRAER
1) DARRBEZBZHRE LM ALREHER (BIEE - 3 T HLEEER - A-J201 BER)

AR E
TWA | SiERkIERE, MIERL, EEMR, WATEER iR
ELE REOFNT L > TORAERIREP OBE ZXRIC, & Ra T/ 7+ AR IR~ 0 &
H B | &7V, E RBEAL T 4 DEALEREDODLEEF Y ba— LV OEREE S L ICHRT 5, I
AR R 2% R 5,
TV E R AANS &Ko THEEH O 20 HLL LD A KSR EH
(A MR S SIEW 70 1] 2h A1kt 1 : 8 #E 40 i, zh A7tk 1 ¢ 5 #F 30 fi])
(LR MEMAT S SIER 71 1 =h ke 1 8 BEA1 il =h/ikk 1 5 &£ 30 #il)
« [FEBUGH (P aRakis) (R E R SRR RER 7 L — 7 O8O - — R EEF R Z (ECOG PS)
N 3LUFDH
g | BERERAET 3 AL RSO B e R OAIZ ERR S & LT 60mg/ H id 90mg/H OV
MN—EOHEEZRALTWDLHE
CEBEEERETS H A U, ERmEN 10. 72 L R 72wy | 3T T &|E (D LEWY) | Tho
&
c HBEBEATS HICBITA LV AF 2 —RKoH G508 1 H 2L T Thon#
XA A OPOF RIS (24 W) \2d1F D EMEIEL
RIBENIE 1 8 BEXITN I 11 5 BEICEEMEA B0 1), BRIk T 2 ERRE L LTo®
e REAOFE E ReE/L 7 g SEBEIHERANCO D B 2 EFa Ly he— LERNELNDET
O XX 5 BREIOWTNEWEIRERE L,
* o b Re e 7 4 CHERBERRERAI O 1 BRES I, RS EFEEYcoTL e 2R OAOREE
T TREL, SO CHEDHT 1 HAEEZ 6 BT TRAKESG Lz (TR) . REB#E+, &
Ra eV 7 4 ERRIERI A ERA OB 5 BITER LN & & Lz,
7o B, — 7RISR OMEIRIC KV BB A OBRERE IR 5 &2 ML L9 A8, Bl £ L b R
WEROANZEIAD VAR 2—KOEENRTE L2 L Lz (BBEMBIIROA YA A FERAD .




V. 1BRICEEd HEH

EROEILT+ VIERIEEIRESRFID 1 BiRE5E

b R/ 7 4 RSN 1 AR5 5
1 A EHE=Y O E)
AT OE /L e 3RO A& AT OE /L e 3RO A H &
60mg/ H 90mg/ H
¢ o 7.5mg 12mg
AL 8B (1.25mg) (2mg)
4 . N 12mg 18mg
CRERERL (2mg) (3mg)
(REBETHA )
FE- Pl EHEZG-BEAL RERIET
14 LA RSB 28FE
" REREFIRESH
iy AL -8R #apeE
" ALl 58

FEBIVMO—LEREGSHET, LLLIL5AMHE

EEIEMIEE ¢ AR o b n— LR
MULTD 1) ~iil) T 27 RS 2 F Rk L7500, B o ha— LRk & L7,
1) BRI 5k
i) SRS T0. 22 L (<2 | 3T ML 8\E (D LYY | o Thsd
i) VAFa—ZKoEHR1H2EHUTF

RIREHII R« BG4 TR/ IERFOA 2R (SURSGER) | IR, AR 2 77—/ (VAS)

EOHERE, VAR 2 —FOFERN, B ba— LERE TOMRE., QOL M
(Medical Outcome Study Short-Form 8-Item Health Survey (SF-8) ] ™ EARFTEAM

(B D@
BRWED T 72 2 AT R A 13 R DT S4EH (full analysis set : FAS) & L7z,
1) EEREMIE B 29 5 RENT
IR Y b — LERRIC OV THEELF 1TV, ERERTZED 5% EHEKME2HEE L,
Fisher OB HEfERIELZAWTRI I 1: 8 BELZII 1 5 BEOREEITV, B hr—/LiE
BEEOZE BhIit 1 521tk 1: 88 . RUZED 95%FHKM AR H L7,
2) EIWEHIIE B (2% 5 fEtT
i) BEHETRFIERFOF )
a) BWEK T/ IEEEOMEEER 24TV, Fisher OEBMESRIEIC L 0 R EGFEM % i, ROH
HEDFZED 95% XM EHH Lz,
b) VAS O_—2F A E7R 34mm LA FOEEITIBNT, FEH& TERY/PILR O] ) B 2 B
A7 #HH L, Wilcoxon ONENMFIREC & 2 BRI O ik 517 - 72,
i) YRR
P HRTE B GRE TR IEREOEIF®RE [ 10. 720 A< Zevyy) 1, T 885 (LI 1,
Mo, &kpE (V) | . T8.EE GEFIEYY) 1) o7 n 2EEZHH L, Wilcoxon DA
PEFIRRE £ 0 # G5B o bz, &Y Wilcoxon OFF 51 ENANMREIZ £ 0 #%5-5ifE & O Lhig
{1 o7,
iii) VAS EOHR
B 5Rl & B A& T HE/ P RO VAS LIS HOW T % 581 VAS 2 258 L L 70514y
Wiz DTG O E2{T 572, &7HEiH O VAS i, %O VAS DAL EO BRI &
ERH LU,
iv) VAF a2 —3KoEHRM
KRl H T L A% 2 — 3B GBI OHEEF 21T o 72,
v) ERay bue—LERE oM
BB GRRB E N SER oy b e — LERE TO B EERH L,
vi) QOL ¥
a) SF-8 HAGER~ == 7 DIV K~ U — 2 a7 RO~ ) —2a7 2 & H
%, KRl E (BEaT, BE&TR/FIER) OFNRHREEZED L, BRI 5K TR/
HIEREZ XIGD 8 D ¢ MEIC L0 bk LTz,
b) HEHY~ U —R a7 RO~ U — R a7 OG5 TR/ IERFO & S-5i105 0EA
B|IZOWT, BEAMEEZIEE L LI s inic L 0 & 5RO 21T o 72,
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vil) BERRAEAT
B 5R & B GA& T /P IR OBEIRGEM ( 70, o< ho7zl o Tl HEVIRNAEN-T72]
2. THEHIRN-) . T 13, I<IENTZ] © 4 B o/ o A$HE2HH L. Wilcoxon DJENT
TR EI X 0 B GREM o g, & O Wilcoxon OFF 5+ X NEM R EIC & 0 B ERiE & O 21772,

) [XOD2.Z0tOEEER BARMY <) —RaA7 EERMY ) —XIT70FELEE) 2R

*1) FAS : Se KOMEHTRIGEEM (full analysis set)

QEEES
a) AO#EIFHRUR—R 54 VEDOMHE (FAS*D)
hke1: 88 k1 5B
[N=40] [N=30]
n (%) n (%)
Fin (k)
i AR A2 66.1+9.10 65.2+11.22
50 A 2 (5.0 2 (6.7
50 L b 60 R 8 (20.0) 6 (20.0)
60 kLl E 30 (75.0) 22 (73.3)
65 mEA 15 (37.5) 15 (50.0)
65 L I 25 (62.5) 15 (50.0)
75 %L b 5 (12.5) 6 (20.0)
PRI
Bk 25 (62.5) 26 (86.7)
2ok 15 (37.5) 4 (13.3)
K& (kg
i AR 22 51.61+9.065 53.23+10.319
50kg LL T 20 (50.0) 13 (43.3)
50kg 2 20 (50.0) 17 (56.7)
BMI (kg/m?2)
i AR 22 20.01+2.859 19.93+3.339 ™
CIECS e = 8- JmP i E R =4
60mg/ H 33 (82.5) 24 (80.0)
90mg/ H 7 (17.5) 6 (20.0)
FORE (EE54)
SHSARD 1 (2.5) 0 (0.0
fifi 21 (52.5) 15 (50.0)
HLE 5 (12.5) 3 (10.0)
(=g 4 (10.0) 10 (33.3)
B - - B 1 (2.5) 0 (0.0
WAPR « AEFHER 5 (12.5) 1 (3.3)
Z A, 3 (7.5) 1 (3.3
BRI
2L 8 (20.0) 5 (16.7)
Ho 32 (80.0) 25 (83.3)
SHSALS 6 (18.8) 2 (8.0)
fif 10 (31.3) 7 (28.0)
A 1 (3.1) 1 (4.0)
AT - RH - 4 (12.5) 10 (40.0)
WAPR - ZEFH SR 1 (3.1) 0 (0.0
Z DA 28 (87.5) 20 (80.0)
) n=29
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Zhhte 1 : 8 B ESIal: A ¥t
[N=40] [N=30]
n (%) n (%)
DY APEIRETINL
SHSHER 3 (7.5 0 (0.0
R - JEE 10 (25.0) 6 (20.0)
B 12 (30.0) 10 (33.3)
fifaEp 18 (45.0) 14 (46.7)
fE 3 (7.5 10 (33.3)
JE 14 (35.0) 9 (30.0)
L= 5 (12.5) 3 (10.0)
T (12.5) 4 (13.3)
Z A, 2 (5.0 0 (0.0
ECOG PS*2
0 13 (32.5) 6 (20.0)
1 20 (50.0) 13 (43.3)
2 6 (15.0) 6 (20.0)
3 1 (2.5) 5 (16.7)
BEFERE, AOHEDR K
2L 0 (0.0 0 (0.0
Ho 40 (100.0) 30 (100.0)
VASf& (mm)
AL K OV - Rl i o> S35
Sl AT YR A2 14.0+10.48 15.3+12.61
Omm 2L E 4mm LLF 10 (25.0) 9 (30.0)
Smm UL 14mm LA F 12 (30.0) 6 (20.0)
15mm 2L E 24mm BLF 10 (25.0) 9 (30.0)
25mm U b 34mm UL 8 (20.0) 4 (13.3)
35mm UL | 44mm LA F 0 (0.0 1 (3.3
45mm U b 54mm UAF 0 (0.0 1 (8.3
PSR IR E
0. 2L GEL 22wy 12 (30.0) 13 (43.3)
1. 8B (D LB 28 (70.0) 17 (56.7)
2. PR RV 0 (0.0 0 (0.0
3. mE GEFIZRWY) 0 (0.0 0 (0.0
W AR T A
0. Fo=<KBNnZhhot= (0.0) 1 (3.3
1. HFE VRN T2 1 (2.5) 8 (26.7)
2. FHEHIRN~ 27 (67.5) 13 (43.3)
3. <Rz 12 (30.0) 8 (26.7)
V7 F=r27 V7 F A (mL/min)
Sl A YR 2 76.12+27.759 70.13+31.809
30 A5 0 (0.0 1 (8.3
30 LAk 60 i 13 (32.5) 13 (43.3)
60 LA I 27 (67.5) 16 (53.3)

*2) ECOG PS : K[E G ERIRFRER 7 /L — 7 D58 8 7= — R R FE 1
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b) REE LEFERR (REMMRITHREH)

ke 1 : 8 B k1 5 R
[N=41] [N=30]

5 (R)

Sl AT R A 2.84+0.51 3.1%+0.78
FS AL g

Sl A R A2 11.9+1.77 12.9+4.29
w55 (mg)

Sl A2 YR 2 16.4+4.15 28.3%+10.40

©F=FLi3

a)E@EIY FO—)LERE (FEFHEIER)
I o 2 b — VR, 20k 10 8 B 95.0% (38/40 1) . #h7ikk 1 : 5 # 83.3% (25/30 i)
Tholz, b, WEHMOER 2 b —/LEZRR0ZE [95%FEMXM] 13-11.7% [-26.6, 3.3]
Thololn, AERETRD LN ) -7 (Fisher O EBMERE : P=0.1298) |

EHEIY FO—JLERE (FAS)

EEaUNO—ILERE

0 20 40 60 80 100 (%)
|
95.0%
$hAkk1:8%% [83.1, 99.4]
(N=40) f i ’
—11.7*0
] [—26.6, 3.3]
P=0.1298*2
MAtk1:58% . ‘
(N=50) 83.3%
[65.3, 94.4]

H[ 195%(S %X fH

*1)FhLE1: 5B —%hH kb1 85
*2) Fisher D E 1 7E 3%

b) ISR TH/PLEBOENE (BIRFHMEER)
i) AshE
B TR IR ORI, Bk 1 8 BE 90.0% (36/40 f511) | #h kb 115 B 90.0% (27/30
B) ThoTo, e B B ERERICA RO ZEITE O B2 ) - 7= (Fisher OEBHE={E : P=1.0000)
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BRE (5T F/PIEF)

(FAS)
A

40

60

80 100 (%)
|

$hAkk1:88%
(N=40)

90.0% —‘

ShAtk1:58
(N=30)

[ 195% S A X

0.0*2
[—14.2,142]
P=1.0000*3

90.0% J

*1) EFEETE (VASTE) KU, SIYBAREEHELETIAN I QUrO—LEE, IVFO—LRIF) . R/IZERREEHEER
ETIHY I (ERARE. hFERE) LHESh-BEOESE,

*2) N1 5B —Fh ALkt 8%F

*3) Fisher D B EER %

i) MYBEAHEE

VAS OX—R2F A EMN 34mm LA FOBFEEZ G E Uiz, BE& TR/ ILEEO Y)Y B 2 S
a7 (EHE EEEZE) X, 9 1: 88T 1.910.56, 2 itk 1: 5 BT 2.0£0.58 TH Y
BEHICEERZEITIRD bR o7~ (Wilcoxon DNENFIFE : P=0.6289) .

DYBAHREE (RSETE/HILE) (FAS)

A1 : 8 B k1 5 EE
IRl e [N=40*D] [N=28*D]
n (%) n (%)
I B X A 3T *2)

SEBE AR 1.9+0.56 2.0+0.58
ay ha—)LiE 9 (22.5) 4 (13.3)
av hr— LR 27 (67.5) 22 (73.3)
I b LR R AT 4 (10.0) 1 (3.3)
ay he— KT 0 (0.0 1 (3.3)
ay he—L AR 0 (0.0) 0 (0.0
P fE*» 0.6289

*1) VAS D_X—R2 5 A lD 34mm UL F D BEE & xt5
*2) v bhe—AkE=l, 2y b= VEK=2, 2 hr— LR E=3, 2 hr— /LK T=4,

ay hue—/LRRE=5 TXaTrik
*3) Wilcoxon DJENLFAfR E

c) BiEmE (BIRFHMEIER)

PR HRE DOFF AL CPEME AR R ) 13,

ke 18 BETIIHERT 0.7£0.46, #E#& T M/ kAF

0.8£0.49, #h71kt 1 : 5 BETITE 501 0.60.50, 5K THE/HIEEF 0.720.60 &, W oG58
HERGRIEFERET R o 72 (Wilcoxon OFF 5+ X NEAARE : 2177k 1: 8 #F P=0.7266., 21kt 1 :

5 ftF P=0.3594) , 7253 ¢ G-HEENC

BEREITERD bR 0o 72 (Wilcoxon DJEN FIHEE : P=0.6204)
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EREEE (VORBER) (RS5ETE/HIEF) (FAS)

P A& T R/ o 1k By
- AU | mE B pyen | P
- A 7E Al A= 75
W < | L EE% Grrnc| O | s ﬁ?*ﬁgh
)| VY we) |t '
, . 12
el (<72 8 4 0 0 (30.0) 0.7266
(/DU \ 28
R (D LIV 3 24 1 0 (70.0)
bk 0
1: 8% | FEE (B 0 0 0 0 0.0)
[N=40] (’)
mE GERITRWY) 0 0 0 0 0.0)
e o 11 28 1 0
&t n (%) (27.5) | (70.0) | (2.5) | (0.0) 40
, . 13
2L (B 2wy 9 3 1 0 (43.) 0.3594 0.6204
(/DU \ 17
R (D LIV 2 14 1 0 (56.7)
ZhAikk 0
1:58 | PEE (FV) 0 0 0 0 (0.0)
[N=30] (’)
EE GEFEICRWY) 0 0 0 0 (0.0)
s o 11 17 2 0
&t n (%) 367 | 61 | @1 | 00 | 30

* 1) Wilcoxon OFF 54 & NEN &
% 2) Wilcoxon DNENFAfEE
] #5000 & BT IR R IERE & CREIGIRE I LR B D L7 b o T Bl %k

d) VAS {ED #F (BIXREHEIER)
P& TR IR Z 31T A VAS 28 b8 CEE MR Z2) (X, 2k 1: 8 B 0.2+7.73mm,
A 1:5#£0.4£10.47mm TH Y | HEHRENIEITRD Sz o 7o G580 : P=0.8287) ,

VAS {EDQ## (FAS)

(mm)
35
OO FhALLT:8EF EHEFERE
30 | e—e Fhhk1:58 T T
25
\% 20
A
S
fiE 15 1 D ermsressraransrannssnarnnnrnaanans i,
10
5 —
0 T T —
it B B 5 BERTH/PIER ®RER=ECAM)
ShALk1:88 (n) 40 40 38
$hAkb1:58 (n) 30 30 27
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VAS [EZ ke (RS THE/FIEEE) (FAS)

M1 8 R k1 5 R
[N=40] [N=30]
SEEE EFEERZE (mm) *V 0.2+7.73 0.4+10.47
B/ FEEME (mm) 0.1 0.6
BN HEHEOZE (mm) *2 0.5
[95% 1545 X [#]] [-3.8,4.8]
P fl*d 0.8287

*1) BT R LR —$ 5Al

*2) $hke1: 5 BE-2h kb 1 : 8Bt
*3) W GLIAL S - #5807 VAS g, #58F)

e) LAF 1 —EDKZREKR BIRFHEIER)
LA 2 —HOFGEEIT. ke 1: 8 FE, bttt 1 : 5 8L 125 3 HE (Day3) £ TOAEE]
HAIZBWT, H80%ULOEEFETIAHZY 0EXIT1IETHo=,

LAF1—ROFESNKR (FAS)

ERHR = HE n (%)
S
AT | P AR R | 0 [al 1] 2 [A] 31 4 [\ILL L
Day-2 | 40 0.20.46 (832:.))5) (156.0) (2?5) (0(.)0) (0(.)0)
Day-1 | 40 0.2-0.48 o0 | a1 | @5 | 00 | 00
@i | 0.120.22 90 | 60 ©0) ©0) ©0)
g | 10 0.270.48 oo | 15 | (@s) 00) 00)
A || Dayz 40 0-4-0.87 @0 | azs | oo | 00 | @s
[N=40] | Day3 33 0.3+0.63 (7%5(.38) (15?.2) (0(.)0) (3.0 (0(.)0)
Day4 ! 3.0 0oy | 00 | 00 | 1w | 0o
Day5 0 - 0 0 0 0 0
Day6 0 - 0 0 0 0 0
#rat 40 1.4+2.34 - - - - -
Day-2 | 30 0.3-0.66 (72637) (153) (1(?.0) (0(.)0) (0(.)0)
Day-1 | 30 0.470.77 o0 | o0 | €1 33) ©0)
@ |2 0.2+0.41 00 | @0 | ©0 ©.0) ©.0)
wa | 3 0.3-0.78 @9 | 139 | 00 | 0o | 6
fﬂjg J?g; Day?2 30 0.6=1.04 (7%):.[0) (1:;1.3) (13.0) (3?3) (3?3)
[N=30] | Day3 26 0.8+1.23 (517§7) (236. 1) (7?7) (38 (7?7)
Day4 3 1.3+1.53 @9 | 639 | 0o | 69 | 00
Day5 2 2.0-2.83 (50.0) (0(.)0) (0(.)0) (0(.)0) (50.0)
Day6 ! 0.0 100.0) | (©0) ©0) ©0) ©0)
it 30 2.8+4.59 - - - - -




V. 1BRICET HIEH

f) B> bO—JLERFTOHRE (BIRFHHER)

ERay b —/LERETICE L HEUE, &5 2 HH (Day2) T, zhhtb 1: 8/, itk 1:5

BEE BIZ80%LLETH ST,

ERIY FO—)LERFETOBRE (FAS)

$hAHke1:58£ [N=30]

80.0
16.7
0 33 0
T , - T 1
Day2 Day3 Day4 Day5  FRiERK
24 0 1 0 5

(%) %A1tk : 8% [N=40] (%)
100 925 100
90 7 90 -
80 80
70 70 -
£ 60 £ 60
= %
D 50 D 50
&l £l
B 40 & 40
30 30
20 20
10 10
25 0 0 50
U T T T 1 0
Day2 Day3 Day4 Day5  FRiERL
(n) 37 1 0 0 2 (n)
ERaVhO—)LERSESE
95.0% (38451])

g) QOL i (BIRFHEEER)

EEIVMO—ILERESE
83.3% (2531])

FER TR PIEREOF AR Y~ U — 237 IR~ ) — 2 a7 OZEREIVWFhoRERET
bIGHTL I LA BRETRED ool GHEDH D tE) o o, REHFEOLKTHH
BRATRD N o7 GEBT)

SF-8 < )—XRa7X{LE BALRK) (5K TE/PIEE) (FAS)

HRY~) —2a7 By~ —2a7
BGRE A1 8B A1 5B A1 8B WAk 1 5B
[N=40] [N=30] [N=40] [N=30]
S E AR YR e D 0.56+5.800 —0.59+17.782 —0.95+8.486 1.60=6.539
95% 15 #E X ] -1.29, 2.42 —-3.49, 2.32 -3.66, 1.76 —-0.84, 4.04
P fitf*2 0.5432 0.6827 0.4831 0.1906
k1) BeEHET B/ IR R R
*2) MInDHD tRE (vs HEAHD)
SF-8 4 < 1)—Xa7ZkE (EHELE) (X5&TH/HRIER) (FAS)

ik~ —2a7 i~ —2 a7
BT A1 8EE | B 1:5RE | A1 8EF | A 158
[N=40] [N=30] [N=40] [N=30]

e/ ZFSEEE 0.45 -0.44 -0.91 1.55

T/ ZRSEBE O ZEFD -0.90 2.47

95% 13 HH X fH] -3.85, 2.06 —-0.95, 5.88

P fE*2 0.5470 0.1539

*1) Ak 1 5Bk 1 8B

*2) BN GUBILE &GV~ ) —2a7 | &5H)



V. 1BRICEEd HEH

h) EERRETEE (RIREFMIEE)
BT R IERRIZ 3 1T D MEIRFEAT OFE ST W TR G CHLRGATE R LARRETED S
72 o 72 (Wilcoxon O FF 5 A+ ZNANARE) . 7236 K G- CHE R 21T O 720> 72 (Wilcoxon
DONERLFIRRE : P=0.7303) .

BERRETME (U OREER) ORSETH/HIEE) (FAS)

Be 5 T R/ I v
. P fifi*v Pl
%ﬁ’é—ﬁﬁ j;;j/f;;; %iz * &)i &) iy < /El\§+ (VS &‘H_“gﬁ_ﬁ) (VS /;{jjjjtt
5 S| Benrs | R |0 (%) L:8#)
Mmootz | »olz
Fo7< 0 0.2657
IR hho 7= 0 0 0 ° 0.0
HEY !
e | B ° ° ' P ey
5
AET T 21
1: 8% . 1 4 17 5
130 | (67.5)
. 12
X< IR 0 0 6 6 | 300
Az 0 1 4 24 1
Atk n (%) 25 | (10.0) | 60.0) | (275 | 4°
E57-< 1 0.3667 0.7303
Ao 1 0 ' ° G
HEY 8
e RS 0 ’ ’ © | e
f: 5 #f EHED 0 4 8 1 5
oy | B (43.3)
. 8
X< IR 0 0 1 T | e
- . 0 8 12 10
Atk n (%) 0.0) | 267 | 400 | 333) |

% 1) Wilcoxon O 511 & NBAFE
% 2) Wilcoxon DNENLFIHEE
[ &5 EHGHE TR/ PR & CTREIRSTARIC LN 2 B 72 s - T2l %

@M

IWEMZEHL=RIT, ke 1 8 B 29.3% (12/41 %) | 00k 1: 5HE26.7% (8/30 f5l) ThH -7z, £7¢
IWEMIZ, Bl /It 1: 8 HE9.8% (4/41 1) | &7k 1: 5HE3.3% (1/30 #) ] . MOMEIR (4.9%
(2/41 #51) | 10.0% (3/30#1) )} Toh o7,

EEZAEML., 27k 1 8 B3 R, A Lo A, Bl & 141 | 2k 1: 58 16 (5%
ThHoT,

B IRICE S -RWERIZ, W 1 8B A L R 1 BRI A 1 : 58 Bk 1 TH -7,
AR T TR b ho Tz,

i}

Hol HEO
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(4)FREERDEAER
1) BMHERREEERAER
DOF EA 4 FERFIFEERADIAAERBREENRE LEAX SO FUERESEDEFALZETREEK
ER (BNWkEE : SEIMAHLLEREER - A-J301 EABR) v
a) R E
FHA v | BEaIER, IR, BEAL, CEER. TR R

A A A FERANC &L D10 CITER PSS LW A B A REURAIFEEE A 08 AR BE & x5
LLT, & REEAT & EBIRAVBIERA 28N G LT & EOFIMER O Z 2L, AFva R
YRR A IR & LT IR (L T B EMEGABRIC K o> TRET T 2, £72, RGO G/ TR
DFRFERFHE A 7 —L (VAS) EOZRIC LY | AF a3 RIS 2 S ML EET 5,

F A A FEIFHIFES O 20 mLL EO A KSR BE
(AT TR 172 61 - & Ra 'L 7 4+ L BE 88 i, A ¥ a FURE 84 4)
(Ze VMR REF 172 6] : & Ra L7 4 LB 88 f5il, A% 2 R Bt 84 fi)

c MASERBICKT LIEA A A FERAINELG- SN TR Y, BeET 2 BELINICA E A4 RERAIZ
FEHLTWRWE

< BEBGEIFO VAS E GEZE 24 BRI U728 O A) 2% 35mm LA E T, REBRE(TEM UL
BRASHHERI SR A E A A FEIFANC K 2 03 VSRR & LB Lk L=

o FRE BRI | 2K B SRR R R AR ER 7 L — 7 D E 8 - — IR BERHI SRS (ECOG PS) 728 3 LA F 03

b REEL 7 4 BRI MERA 1mg T A F o RS 2.5mg 2 1 A 4 [\ (8], &,
AR ICTHEZBBL, WEHE LRSS 5 ARRO#EE L, &5 E0ME =L, &
BREEAIO 1 ARG E] (FR) 160V 1 BT T 2 &L Lz, %ﬁ%ﬁ%ﬁﬂﬁD&ErFﬁﬁm iﬁulElO)%‘Q
H5n 3 BELLEZE T 72, BRI E L Y S OIRENME L SN HEAITIE., HBra ik L
EIRIBR~ I B2 52 L LT,

F7-. A A A FERBAIBG VIR T 25 OBIEM 285+ 2 BT, b~ 27 R 7 4 (#
WMOTEE) EOraralXI o <A Vg (G - lEH-0 ) %4&5 L7,

B, YRR O RIC XV BRI OB IR 52 LB L T O HEAIE. VAT 2K &kE
TEDZ L L Uz, BBREEAERGOM. VX%1~%1%»tzﬁ&ﬁW%w%%ﬁﬁb 1 [A]
BT OWEEITRBREROBRERICHKSERE L, VAT 2 —ROBERIRD 5\ IR A
LV AR 2 —FROFHGMBIFERE LT 1RRILLEE LT,

H H

HREXD 1 BEEE

E ReE®/L7 4+ 8 . o
g ke
(b FoELT 4 F¥va N

M E P ) (s 1 IR
%1 HE (&G 4mg 10mg
%2 HE 8mg 20mg
% 3 Ha 12mg 40mg
w4 ME 16mg 60mg

LRAX1—ED1EHEYDEREE
FEREEA O H & TV b RIGEEHE N A
F1HE 5mg
%2 HE 5mg
%3 AR 10mg
%4HE 15mg

(HABRTH1 )
AEREAIREH : rE=Y
(5B ) : (RR28H)

X
Y

X

A

EROEL T+ E
EROELIAUIEBIEEANMERA + 4+ arky
EAEAAFERH ERMIEHTS5tR (+ A EF AR BRI
B5HP0
NAEERESE FFaREE
EROELTA GBI ERAI T SR
+AF AR GBS E (+IEAEA A FEEREH])

RERG/ &

YN
RN
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BRIEEE

TR BGAT & BGRET R/ P IERF O VAS [EO 2 i

Survey (SF-8) ] ¥ | HEARZFAM

(B DENT)
FEIMWED T 7= DR BRI K OfEHT I G4E ] (full analysis set : FAS) & L7z,
1) FEFHMIA B Xk DR

BIRGHIIE R - G4 TR/ P IERe DA RN (BURUCERE) | BIRmE. VASHOHRE, L A% 2—
HOFEHRPL., QOL #Hfi (Medical Outcome Study Short-Form 8-Item Health

FEAT G

g=1110y

P G-H1 & 5T R IERF D VAS E R OV VAS EE b RO BRI EEH L-, #5wi
VASfliZ 58 L Lzt 2 A< RaeL 74 UL 4%y o RUOREO VAS il
B EO IR/ _FEMEOE (B RREL T 5 UH—A4F v 2 RUBE) Ol 95%13 18 X [
FEHL, TOLERPELHERFMETH S 10mm 2B 27202 & 2R LT,
BlIVEEAMIE B (2% B fdT
1) BHEETRHRIERFOGE (BURSGEE)
a) PEHHET IR/ FIERF OB DR OFFELEFT 21T\, Fisher OEHMERIEIZ L 0 B HHEM %
B, ROEROED 5% EHEXKMEH M L, /-, £5iH (Day2~6) TREFED
fRMT ZAT o 72,
b) FGHME TR/ ILRFOBFUGEE 2 2 2 7k GEWtE=1, PHEEUE=2, BELE=3,
=4, Bb=5) L CEMFHFRLUSHEELZHEH L, Wilcoxon DIEMFIMREIZ LV &
SR O 21T 572,
7o, AR OSRUGEE 25589 18, B 5-A1 VAS 23 35mm i O BE BFIE LT
WAL, 35~44mm & L -7,
i) TR
a) FHHTEH G TR P IERFOEERE [ 10, 2L Ry 1, T ®E (D LUF
V)1 T20 HREERE GV )L T80 EmE GERICHYY) 1) o AEEARTL,
Wilcoxon ONERIFIMREIZ & 0 & G-HEM O bl J O Wilcoxon DFF5+F ZNERLRREIZ L
Y B LRI & O &2 4T o 7=,
b) AFHli H (J¢GaT, Day2~6, BHH& TR/ IR CEMMRHELOBEELREMH L,
Wilcoxon ONEALFIRREIC L 0 BEREE O 21T > 7=,
o) WHEREZ LITHRERTE 7N H (Day2~6. #GH&TIR/HIERE) OIRIFTRE 4 Wilcoxon
DOFF A ENARIAREIZ L 0 g U7z,
i) VAS fHEOHER
a) KaHiiE (581, Day2~6. BHETR/FIERE) Z &0 VAS 5L OB 501 & &7
Ao VAS [EOZ(LEOFEMFFELZF M L, tREICK W REHE O EZIT o7,
b) BERME LA E (Day2~6. H54& TH/IEEE) o VAS lZ2 G0 H 5 ¢t TS
KL,
V) VAF 2 —HOEGIRN
FZFHH (Dayl~6) T. L AF a2 —FOFEGEHOENRFELOHE (2 BT, 3~4
|, 5ELLE) 2R L,
v) QOL 7
a) SF-8 AAGEM~ = =2 7 VIV F KR Y~ U — 2 a7 ROSEMH Y~V — 2 a7 25
Mg, FaHli B (BEGRT, SE-&TRYPIER) OBFRMEREZRED L, Bh5a1e k5%
THE/ IR E XSO H D tRTIC XL Y LT,
b) HERMY~ U —2 27 F ORI Y~ U — 2 27 OF 55T B/ P IR o587 5 028
{bREIZOWTC, BERMEE AR L L2 oiric L v BERB Ok Z21T -7,
vi) MEARETAM
a) PG E G TR IERFOMEIRFEG [ [0, Eo7-<IBheho7z) o 1. HEVIR
Nieholzy | 12, EHEDIRN) | T 13, KRN © 4 B 07 v 2
EEF ML, Wilcoxon OIANMFIKEIZ XV # 5RO, &K Wilcoxon DfF 511 &
NEAZAREIZ L $5-R/ifE & D2 1T o 72,
b) #FHEH (%5781, Day2~6, #5 & TR/ L) CERORFEROBEEZRH L,
Wilcoxon ONENFIRREI & 0 B GREE O g 21T > 7=,
c) WHRET Lz A& KFETE (Day2~6, %58 TR/H ILEE) OERFEAN % Wilcoxon
DOFF A E AR EIZ L 0 bk LTz,

1) [XM2.Z0MOBEEEN SAMY <) —Xa7 EBRNY <) —Xa70FERE 21
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b) EEHER
i) AO#EZHRUOR—R 54 VEDQHHE (FAS)

|SRN=E A SN +4 FXa N XN
[N=88] [N=84] [N=172]
n (%) n (%) n (%)
i (%)
SEME AR 2= 67.7+10.29 66.8+10.14 67.3+10.19
65 mEA 27 (30.7) 33 (39.3) 60 (34.9)
65 Ll 61 (69.3) 51 (60.7) 112 (65.1)
75 m Ll b 25 (28.4) 18 (21.4) 43 (25.0)
PRI
Bk 54 (61.4) 62 (73.8) 116 (67.4)
2ok 34 (38.6) 22 (26.2) 56 (32.6)
& (kg
i AR A2 54.06+10.682 55.98+11.220 55.0010.958
50kg LL 32 (36.4) 24 (28.6) 56 (32.6)
50kg 2 56 (63.6) 60 (71.4) 116 (67.4)
BMI (kg/m2)
25kg/m? K 73 (83.0) 73 (86.9) 146 (84.9)
25kg/m?2 LA I 15 (17.0) 11 (13.1) 26 (15.1)
FRE (EE4)
FHSAERD 2 (2.3) 0 (0.0 2 (1.2)
fiti 30 (34.1) 33 (39.3) 63 (36.6)
HLE 4 (4.5) 0 (0.0 4 (2.3
M 24 (27.3) 26 (31.0) 50 (29.1)
B - - B 13 (14.8) 9 (10.7) 22 (12.8)
WR - Gl g 11 (12.5) 9 (10.7) 20 (11.6)
oLk 4 (4.5) 7 (8.3) 11 (6.4)
DY APEIETINL
ISR 4 (4.5) 2 (2.4) 6 (3.5)
RS - JFE 16 (18.2) 15 (17.9) 31 (18.0)
B 34 (38.6) 30 (35.7) 64 (37.2)
fifaEp 25 (28.4) 23 (27.4) 48 (27.9)
iRl 25 (28.4) 34 (40.5) 59 (34.3)
JH 20 (22.7) 22 (26.2) 42 (24.4)
EH 7 (8.0) 11 (13.1) 18 (10.5)
T 13 (14.8) 11 (13.1) 24 (14.0)
Z DA, 2 (2.3) 2 (2.4) 4 (2.3
ECOG PS*
0 29 (33.0) 17 (20.2) 46 (26.7)
1 38 (43.2) 41 (48.8) 79 (45.9)
2 16 (18.2) 17 (20.2) 33 (19.2)
3 5 (5.7) 9 (10.7) 14 (8.1)
A A N R
2L 86 (97.7) 80 (95.2) 166 (96.5)
HY 2 (2.3) 4 (4.8 6 (3.5)

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



. IBPRICBIT D IHH

|SRN=E A SN +4 Fxa B XN
[N=88] [N=84] [N=172]
n (%) n (%) n (%)
VAS f (mm)
i AR A 54.8+15.44 53.9+12.09 54.3+13.88
35mm Al 3 (3.4) 0 (0.0 3 (1.7
35mm LA b 44mm AT 18 (20.5) 21 (25.0) 39 (22.7)
45mm LA b 54mm LA 30 (34.1) 28 (33.3) 58 (33.7)
55mm LA 64mm LAF 17 (19.3) 19 (22.6) 36 (20.9)
65mm LA b 74mm AT 10 (11.4) 11 (138.1) 21 (12.2)
75mm LAk 84mm LA 4 (4.5) 4 (4.8) 8 (4.7
85mm LA L 94mm AT 4 (4.5) 0 (0.0 4 (2.3)
95mm LA b 100mm LA F 2 (2.3) 1 (1.2) 3 (1.7
PN B
0. 2L Gw<72\) 0 (0.0 0 (0.0 0 (0.0
1. 8 (D LIV 26 (29.5) 20 (23.8) 46 (26.7)
2. R (EVY) 51 (58.0) 56 (66.7) 107 (62.2)
3. mE GEFITmW) 11 (12.5) 8 (9.5) 19 (11.0)

VT F=r7 VT Z A (mL/min)

SERE AR 71.83+28.628 68.90+23.927 70.40+26.401
30 A 2 (2.3) 2 (2.4 4 (2.3)
30 LUk 60 A 32 (36.4) 32 (38.1) 64 (37.2)
60 ULk 54 (61.4) 50 (59.5) 104 (60.5)
i) REELBRBERRE (XEMBRITIRER)
b Rl 7 4 U8 Fx o NRf EEN
[N=88] [N=84] [N=172]
B5HE (R)
SEEE AR 5.7%+0.91 5.6+1.02 5.6+0.96
e AATIE Y
SEME AR 2= 19.1+3.37 18.7+3.76 18.9+3.56
i EE (mg)
SEEE AR 22.1£7.21 59.5+29.53 -
JRIEFE n (%) *
70% At 6 (6.8 8 (9.5) 14 (8.1)
70%LL k= 80% Ak 0 (0.0 1 (1.2) 1 (0.6)
80% LA L 90% i 1 (1D 1 (1.2) 2 (1.2)
90%Lh = 100% A 1 (1D 3 (3.6) 4 (2.3)
100% 80 (90.9) 71 (84.5) 151 (87.8)

*AREERIT G5 RIE/20) X100 THRH
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i) IS AEDER/ N2 — 2 DEE (FAS)

b Rl 7 4 U8 Fx o NRf EEN
[N=88] [N=84] [N=172]
n (%) n (%) n (%)
EdiEa
1R 66 (75.0) 60 (71.4) 126 (73.3
FLHE-F2HE 20 (22.7) 17 (20.2) 37 (215
F1HE-F2HAEF1AE 0 (0.0 1 (1.2) 1 (0.6
F1HE-F2HAE-F3IAE 2 (2.3) 5 (6.0 7 (4.1
E1HE-H 2 HE-H3AR-F4HE 0 (0.0 1 (1.2) 1 (0.6
SETHRE
BFEH 74 155
%1AE 60 (74.1) 50 (67.6) 110 (71.0
31 RE-% 2 A& 19 (23.5) 17 (23.0) 36 (23.2
F1IHE-F2HE-5F1HE 0 (0.0 1 (1.4) 1 (0.6
F1HE-F2HAE-F3IAE 2 (2.5) 5 (6.8 7 (45
B1HAE-H2 HE-H 3 AR-F4HE 0 (0.0 1 (1.4) 1 (0.6
Wk
BEE 10 17
%1AE 6 (85.7) 10 (100.0) 16 (94.1)
31 RE-% 2 A& 1 (14.3) 0 (0.0 1 (5.9
c) At

i) BREREREGRTR/PIEFRFO VASEQZLE (FEFEIEFER)

TRARHm A 7 —v (VAS) I, B RREALT 4+ UBELR A F o a RUBEE TR 5RIED D
DILT RO v, G TRE/PIERF O VAS a2 b CPEEEEERZE) 13, & Rt 7 s

H-80.024.12mm, A F =3 FUHE-26.0£23.65mm Th -7z,

B LR T IR/ IERF O VAS IEOZAL B O i/ “SVFEORERE (B RrEL 7 4 V-4 %=

RUBE) [95%(E#IXH] (X, —8.4mm [-9.8, 3.1mm] Th->7=, 95%(FHEXHE D LR, FE
LRSI 10mm % FEIS7-Z &b, B RREA 7+ VEEOAF T a RUREHTHT A IELHEN
WRES 7=,
VAS [EZLE (IZ5#TH/PIEE) (FAS)

b R4 U8 F¥a NURE

[N=88] [N=84]
$e 5.7 VAS 6 (mm) *V 54.8+15.44 53.9+12.09
P 54T W/ R VAS f (mm) *V 24.7+22.11 27.9+21.05
5 RIfEL SO VAS L& (mm) *V -30.0£24.12 -26.0+23.65
VAS fEZ b D f/h R TFHE (mm) -29.7 —26.4
VAS fEZALE O/ ZF FAED % (mm) *2) -3.4
[95%(EHE X [H] [-9.8, 3.1]

P fE*3 0.3057

k1) FHE = FEYE (R =
%2) b RoELT U B-FFva N

*3) o RIAE - #5017 VAS B, #55f)




V. 18RICEEd 5 EHA

VAS [EZtE (RS THE/HIEEE) (FAS)

ERREILTAVE Fxarv i
(mm) (N=88) (N=84)
0 I ' VASEZALED
RIN_FEFHEDZE (mm)*) —34
[95%{E#E X ] [—98,3.1]
P{E* 0.3057
_10 -
\%
A
S
fE —20
&"
1t
=
%0 —264
—29.7
BN—RFHIE ) ERDEL TV B —FF LR B
—40 - *2) DA GREAZE K R ERTVASIE. & 58)

i) RERTHR/PILBFOAEDE (EENEE) (BIXREHHER)
BRCGEEIC L AHERIT. UTDOEBY Thotl-, F/-. BHEKTH/FIERZ S WO
fli BIZHBWTY, WEEMICA B RZIRD b e o 7= (Fisher O EERERIE)

BAYE EREHEE) OH#HBE (FAS)

(%)

ﬁ>l<1) 100 —_

;‘% W EFOELDAVE OAFarv#

~ 80 7 63 72.0 716 730 69.3  69.0

= 62.4 :

B o0 60.3 573

&% 53.4 51.8

= 434

+ 40

&

=3

B 20

B4

=

~ 0 T

(n) 88 83 85 83 84 78 82 75 81 74 88 84
Edfig=| Day2 Day3 Day4 Day5 Day6 BRERTH/
thiE B

BHEOE? 10.0 10.5 40 146 —14 03
[95%{E 4B X ] [—4.9, 24.9] [—43,254] [—10.9, 19.0] [0.2, 29.4] [—155,12.7] [—135, 14.1]
PiE* 0.2216 0.2123 0.6290 0.0661 0.8597 1.0000

*)FE FHEFRIT TS (ERHBRE+HPEERE) DEHDEE
R)EFOELTAH B —FFar 8
*3) Fisher D E ERER %

B TR IR O R U EE O DO H S [FHHWE] X, & Fe®/L7 4 8 40.9% (36/88
i) . A ¥ a3 FURE31.0% (26/84 f5) Th V| B GHEMICA B ZITRD HiL7e - 72 (Wilcoxon
DINENEFARRE) o
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ERHNEE (RE5RTH/PLER) (FAS)
S t R U[E/:;Z]ZL NG 3 7&3%[\;1::8:]‘/%
PURSGEE A 27 *D
SEBE AR 2.1+£1.16 2.2+1.20
NEk n (%)
e 36 (40.9) 26 (31.0)
U R 25 (28.4) 32 (38.1)
s 14 (15.9) 12 (14.3)
A 10 (11.4) 8 (9.5)
(e 3 (3.4) 6 (7.1
P fE*? 0.3383

*1) FHYEE=1, PEERE=2, BEYE=3, ~L=4, B=5 TAa7T1t

% 2) Wilcoxon DNERT FIAkE

i) EEEE (BIRFHMHER)
EiERE (Y OREER)

PIRIREE X, © FeEL T 4+ VR OA T a RO L b IR AN TR G T R/ LR T

BRUeENRO bz (Wilcoxon OFF 51 ENEALHUE : 4 P<0.0001) A3, MHERICHE R
IEF8 O HivZe o7z (Wilcoxon DIANZFIFRE)
ERBE (VOREER) (5K TH/PIEE) (FAS)
B AT W/ LB
P{[E’d)
N nl | o | [ | PV :
B Gi< | U | B e | BH | s s R TEY
20 | WY wme) |77
L K< 700) 0 0 0 0 0 <0.0001 0.8119
(0.0)
(7)) \ 26
C ke | E UV 7 16 2 | 205)
V7 F KEHE (O N 51
- AR (V) 7 26 18 0 (58.0)
[N=88]
B GEEICEY) |1 7 3 g <112%5>
A o 15 49 23 1
&7 0 (%) 17.0) | 657 | @61 | ap | 88
\ . 0 <0.0001
2L (< 70 0 0 0 0 (0.0)
. W (D L) 4 13 3 0 (223(.)8)
v
o RUBE | PSR RV 8 32 15 1 (65667)
[N=84] 8.
EEE GEEICHEY) |1 3 2 2 (9.5)
e o 13 48 20 3
a7k n (%) (155) | 67.0) | 238 | 36 |

* 1) Wilcoxon OFF 54 & NEN &
%*2) Wilcoxon DNENFAIfRE

0 HBGRATE B GH T RE/PIER & TRIF A AL A DL o Tl



V. 1BRICEEd HEH

&5l B DEFRE

BRI H OFEEIRE X, WA IS BEOBEICEVME T L, BHETR/PIEREZ ST
NORHEH &8GR0 & LR THEREENRD bz (Wilcoxon OFF5AF EEAMBE : % P<
0.0001) 23, WEEFICHBERZEITRO bivien -7 (Wilcoxon DA FIRE)

EREBEDHRE (FAS)

(%) EROEILTAE
100 1.1
26.1
% 80
&
[
E 60
&
a0+
2
P
[=]
~ 20+
185 17.0
0 T \
Balil=! Day6 58T/
bR
(n) 88 88 85 84 82 81 88
Ra7 FEYfE 18 13 12 12 12 10 11
B EE +0.63 +0.70 +0.67 +0.68 +0.68 +067 +0.69
PiE*? - <0.0001 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001
(%) FHFar
100 P 1.3 14 36
230
& 80
&
[
B 60
B
?‘; 40
2
A
2
20
14.1 135 15.5
0 T T T \
Eai=| Day4 Day5 Day6 BERTE/
el o3
(n) 84 83 83 78 75 74 84
A7 FEiiE 1.9 14 1.3 1.2 1.2 1.1 1.2
+ERE R +056 +0.68 +0.73 +0.68 +0.64 +0.64 +0.72
PiE*? - <0.0001 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001

O7zL0a<ary)  EHEEGWLELY) hEEGEY) H SEGEEIREL)

*1) 750 (L) =0, BE (DLELY) =1, REE B =2. BE FEEITHEL)=83TRAT7{L
*2) Wilcoxon®D FF 54 FIELLIE TE (vs & 571T)



V. BRICEd 5

iv) VAS [EQ ¥ (BIREHTEIEE)
MR A 77— (VAS) X, B RR®EALT 4 U EEROA S a RUBEE $1C Day2 LA
MR T L7z, &5 E &M A O VASEE OFIZIE, WTFNbAERENRD bivie RHEDH

D LRE 4 P<0.0001) , 7235, AFHIH O VAS HOELEIX, HEREHIC

Niemotz (LHRE)
VAS fED ## (FAS)

OO0 AFORUEH

FHECRERE
HIEDH S HRTE

o— EROEILTAE

*:P<0.0001 (ZFFE B vs 1% 580)

BRETRD S

(mm)
80 —
70 —
60 —
50 —
\%
A |
s 40
&
30
20
10
0
£Fifi B
AHLaRvE#(n)
EROEILTAUE (n)

T
5

84
88

83 78
85 84

V) LAF 1 —E0REKRE (BIRFFHEIER)
LAFX2—3D 1 BHz oG EE CEIE) 1L, & R 74 U BRORF v a Ut s
HICEGHMPOT R TOWRER T1IERBETH Y, Dayl~6 DL AF = —HE LAk (F¥
) X, e ReEL T4 RE21[0, AT a RUBE23RBITH-TZ, 1 HHTED DL AF 2 —3K
OB 2 LT OBFEOFIEIX, WL BICTXTOREH TIO%L ETH-T,

T — T — T
Day5 Day6 S5 TH/ LR

75 74 84
82 81 88

LAF1—EDEEKR (FAS)
T SRR BE n (%)
FEAMmGIER | TEE AR R () 2 [ILLF 3~4 [ 5 [EILL |
Dayl1 88 0.2+0.45 88 (100.0) 0 (0.0) 0 (0.0)
Day2 87 0.6+0.97 80 (92.0) 7 (8.0) 0 (0.0
b Ro Day3 86 0.3+0.65 85 (98.8) 1 (1.2) 0 (0.0)
ENT 4 F | Day4 83 0.4%0.72 81 (97.6) 2 (2.4) 0 (0.0)
[N=88] Day5 82 0.4+0.83 78 (95.1) | 4 (4.9) | 0 (0.0)
Day6 73 0.2+0.60 72 (98.6) 1 (1.4) 0 (0.0)
At 88 2.1+3.05
Day1 84 0.1+0.40 84 (100.0) 0 (0.0 0 (0.0)
Day?2 83 0.6+1.06 79 (95.2) 3 (3.6) 1 (1.2)
4% =k | Day3 81 0.6£0.95 79 (97.5) 1 (1.2) 1 (1.2)
iEd Day4 78 0.5+0.75 76 (97.4) 2 (2.6) 0 (0.0)
[N=84] Day5 76 0.4+0.74 74 (97.4) | 2 (26 | 0 (0.0)
Day6 69 0.2+0.47 69 (100.0) 0 (0.0) 0 (0.0)
&t 84 2.3+2.81




V. 1BRICEEd HEH

vi) QOL &l (EIREFMMEIER)
SF-8 HAGEM~ =27 ML 2KV~ —2a7d, E RrREL T+ LA X a R
BEL BICHRGANC AR TR G TR/ TIERICAEBIC LR L2 GHEod 5 ¢#iE : P<0.0001 (b
FeE/L7 4+ ff) . P=0.0005 (AF> =2 FUEE) ), KR~ —2a 7%, mife biok
HRNZHA_RTHEBERZITRO b otz (RISDOH D tiE) . o, BHERTR/P IO
R R ORI~ U — 2 a7 28 b &id, MBERICHEBRZTRO bed -l GEo s .

SF8 YT —ROATEE (BHALLE) (RSERTHE/DILE) (FAS)
FEY~)—2a7 )~ —2 a7
Eiac it t REELT 4 U8 AFa RUBE (e FeEL 7+ 08| %23 RURE
[N=88] [N=84] [N=88] [N=84]
FEAT 145 83 75 83 75
LA fE A R D) 5.52+8.871 4.25+10.038 1.74+8.605 1.35+10.122
95 % {3 HH X [H] 3.58, 7.46 1.94, 6.56 -0.14, 3.62 -0.98, 3.68
P fE*2 <0.0001 0.0005 0.0689 0.2516
k1) BHHE TR/ R R AT
*2) EDOH D tIRE (vs F 5l
SF-8 4 <) —ROT7ZE{E (BFELE) RS TE/PILEE) (FAS)

iR~ —2a7 i~ —2 a7
51 EReEALT 4 8| AF v a RUBE | ReEr 74 08| 4% a KU
[N=88] [N=84] [N=88] [N=84]
BEfiTaE 83 75 83 75
e/ ZFSEEME 5.29 4.51 2.10 0.96
BN R PR 0.78 1.14
95 % 1E FE X 4] -1.89, 3.45 -1.20, 3.48
P fE*2 0.5652 0.3385

*1) B FaELT7 4o BHE—FF%a R
*2) WO AL . BEaiY~Y —2a7, &58)

vii) BEERETMEE (BIREEMEIER)
BEARETE (V O REEER)
BEARGEMGIE, & RaEL 7 4+ VBER O S a RUREE ICBGRNC A~ E 58& T R/ IR CF
BN b7z (Wilcoxon DOFF 54 E NEALARE : P<0.0001 (b K€L T 4+ F) . P=0.0012
(AFxva RURD) ) . WEEREICAERZITRD b -7z (Wilcoxon DNELLFIRE)
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FEARETME (V D RSEER) GREERTHE/HRIEE) (FAS)
$ 544 T I/ I
)
. Eokl| HEY . P f*v P
BeH-gi T | EhEh| X< a3 - (vs ¥
- | B |n (%) = RURE)
molz | oz
Fo7m< 8 <0.0001 | 0.1804
R hyo 7= v 1 6 1 (9.1)
HED 29
ko | R 0 6 15 8 | 330
Nrxy | Ehibh 43
B | mn 0 8 e 121 (48.9)
[N=88]
I 0 0 1 7 <;n
N 0 15 45 28
il o) 0.0 | 170 | 611 | (1.8) | ®®
Fo7< 3 0.0012
RN hy o 7= v 1 1 1 (3.6)
HED 34
s, |JERVEDOE ! 1 13 7| os)
N
S| E=hEH 38
o R - 0 8 21 9
N=84] iRN7- (45.2)
. 9
X< IRn- 0 2 3 4 (10.7)
N 1 22 38 23
&t n (%) 1.2) | 262 | (452) | 274 | B

* 1) Wilcoxon OFF 54 & NEN &
%*2) Wilcoxon DNENFIfEE

T &G &R 54 TR/ Ik iRy & CREIRFHMIZ 2L DAV 7R 7> T fildK

£ &7l B 0D B AR 5T

MEIRAEMG 2 =7 CEHE) X, B FaeL7 4 0B RO a RUBEE BICHRGRTICE AT
TOFE R THERENRD bz (Wilcoxon OFF BT X EMARE) o WEEMICAE 27213
7o 72 (Wilcoxon DNEMFIRE)
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HEARETMDHERE (FAS)

(%) EROEILTAUE
100
80 —
BE
AR
=F |
{fi 60
=
A 40 A
D
2|
Py
a
20 7 318 318
' 26.2 256 309 :
15.9
0 T T T T 1
BB BEH Day2 Day3 Day4 Day5 Day6 BERTE/
oh LB
(n) 88 88 85 84 82 81 88
237 FyiE 16 19 22 2.1 2.1 2.1 2.1
+HIEHEFEY  £078 +0.71 +0.67 +0.62 +0.66 +0.68 +0.69
PiE* - 0.0084 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001
(%) 7.'-:\—"/: FJ%*
100 7 % 7 7
80 | /
iE :
&
e ]
{ifi 60
§
40
D
2|
P
S
20 X
27.7 ’is s 284 274
10.7 :
0 T T ]
Eahi=! 58 Day2 Day3 Day4 Day5 Day6 BERTE/
el
(n) 84 83 83 78 75 74 84
Ra7 EHfE 16 2.1 2.1 20 19 20 20
+HERFED 072 +0.74 +0.69 +0.69 +0.65 +0.73 +0.77
PiE* - <0.0001 <0.0001 0.0004 0.0052 <0.0001 0.0012

[ &<EEN 1= ] £#HEHIENT- HEYRNGE M1 W Foi=<ERhiEmhotz

1) FolKIRNGEMo1==0, HFEYIRN G oT=1. EHFEHENT==2, KENT-=3TRa71t
*2) Wilcoxon®D FF S {4 E B LIIRTE (vs 1% 571T)

d) RRBROR LM
BITERRBIHEIT, & Re®L7 4 U8 61.4% (54/88 fil) | A ¥+ =2 KB 54.8% (46/84 fiil) ThH
oz, ERBIERIZ, BIR (B o7+ 8 22 6] 25.0%, A% =2 RUBE17 6] 20.2%) ., f#
(20 B 22.7%., 17 B 20.2%) . WEM: (1561 17.0%. 13 6] 15.5%) . .l (13 ] 14.8%. 11
# 13.1%) Th o,
EEZBWEMZ, B Feer7 4 U8 4 6 (IR, sREerEiiz, hEttioz, B, KOIEM2% 1
Bl CED R ONEM R —BE THRE) 1 . Ao FURE 36 (EIR, RAmerEitide, TR H 2345
1% THotz,
BHHRIRICESTZEWEAIZ, B RueE 7+ U8 5 6 (AR, FREEMATZR, O 16, IEHES 3



V. BRICEd 5

Bl (GELRONRILAR —BH TRID) ) | AFoa NUBE6 ] (R, BURMENZ%, B, FFHRER
B 1L R 2 ) Thol,

ST, B REELT B L] GREEENGZE) | Ao = N 2 ) CIFIRE R, a2 % 1 )
ICD B, 20 ) HRBEEH L OREBIRD O LHB SN b O, B REELT 4 RO

ifige L&, A a FOBOFEERE 1HITH o7,

QNAERBEEERRELI-E FOEIL T+ VEIRERAORAESHER (BIME - FIMHERAGER
A-J302 iER) 2
a) AEREEE
THA v

Zfiakdtlal, HEEEAER L, HEER, I R 5HR

FEAA RERAE AT ON EREBER., A FEBRASEERONAEFEEE, KOERNTE
BE S AT ARKIH MAH L akER (A Ed A FERAIEERAONAERBEE MR E LiAF v a R
YRRt & OIEVELL —EEMEERER (TV.5.(4)1) D) BNHsE - EMAALERER - A-J301 SKER)
B BN LD AERBERE R SRS, £ RuTL 7 4 e R 2 B S (RE 84
) L7z & XoZEMLROFEIEERFT 5, 2B, BIRNARERNE LT, B RrEL T+ U
Bt B E SR 2 L A 2 — 3K L U CIRE L= A 0 e L OE M 2 i+ 5,

FEHA FEUFAIEAS, A4 A FEURFIBEEA, R OARAE A ERBRICS I Lo i
20 ML E DS AR R
C DAEIRIZXE L, 1 HERR S E3E /L E R R T 240mg L FOA B A A REURA] (B b 1%
Ol A% a RO, 7= Z = VAL T s~ F—AR0f) BEs STl ,
B BT R Bl SR BR O R R S8R A © A REESH AT O N AL = A0 &l L7 (F
EA A N BRERE)
« BEBRGEAT 14 AUNICA EA A FERFIZER L TR 57, BEBREIF OGN R 7 —L
(VAS) fE GEZ 24 FERICR U2 EHORA) 25 35mm LU BT, 3RBR B RER TRy E
FlASHRA B4 A REEAITONASEIRIGR 2 M3 Ll L7238 (e A RIEfTHBRE )
« AFIEMABBERBRK TH, & Fa®L 7 4 S R E B O RE 2 /84 5% RFIE
FELEHEGERBR SN B HE)
© FRE BRI K E B R R AR SR L — T DO E S T IR EEET R (ECOG PS) 23 3 LA F o
#

-

BEDAR

FEAA K
B

FEAA R
FERE AR

BV B 55 T FA ELise ik Bk
BINBERE

XN

AIVERRHT R SHER] (FAS)

30

7

10 5

47 151

L EVEMRAT X SE B

30

7

11 5

48 3]

L A o — F P BRI R GUAE ]

14 151

2 151

16 #

ik

AEAA PHEABERETIL, BIARA E A1 REUHAN G 5 225 1R B R E M UL
B oy AR AT AN B & HIWT L7 Y A B RIEBERETIE 4mg/ A . AHIEE I kAR S
TR RE CIIAH 5 AR LGB TRED F A WIEI A R & LT, ZhEhe FrRELT 4 VR
HEEDVHOE S O N e 52 BRMG L, fck 84 ARIAREIT - 72,

b R a7 o R BIACE S O B R, SRR AL AT SRR o 4L A A3 A B8 L T L7 4
Ao, TEHE (FTR) W 1 BT o728 e Lz, 2k, 87 A& (48mg/H) £V
BIET DB AL, RIHRO 30~50%H i % B 22\ BB BT IR AT S I3 SRR 05 H8L I A 73 % G- 2 D
L, #8580 ERIZRE LR T,
AT, BB AR AT SRR E AT 25 L LT L7235 A0S, FRICHED, EY & H s b
AEE CREREL L, H1HE dmg/H) k0 &SICHENLERESICE, £ FeELT 4
> SR B R 5 & th 1k LB Y 22 SR TAIR ~B 0 B 2 7,

SMMGRA EAA FEEAIO 1 A GRS @ AR (e b RIAFT 120mg/A 2 AR L T25) OBAE, B
OEEWMEZBE L, —JEIC2ETIE e BN TRV X 5 Z L2 ie & LT,
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%

BE5AHE
b Ra L7 4 CHEERERERA O 1 BEG5E
- ol _ _ %E@tzéﬁégﬁ)yr _
51 o 2 o3 o 4 O | W6 | BT
ME | HE | HE | HE | HE | AR | &
HGEA E 4 A FHUF
il AR ?ﬁ&%;}}ﬂ[/g\gﬂfﬁi@@ o 6mg | 12mg | 18mg | 24mg | 36mg | 48mg
I L7 ) B tmg (61a) | (61a) | (61al) | (6]) | (6a]) | (6
FTEAFA R e o (4 [a])
eEmmap |0 IE
B B bk -
TR A B B 57 T AH bh s 8mg | 12mg | 16mg | 24mg | 36mg | 48mg
S TR & (40E0) | (40E]) | (40D | (4E]) | (4E) | (4E)
TEAA FEEFIRER . 7 E4 /4 FEREEH
xf T % AR BRI A ANEHEA B4 A FEFHIO 1 ARG & (mg)
Q@%% 7 = B = VG KT
(EREELTH V| Fobx [Fxa R :
R AERA D | @nAl | EOA | ey hx o |[Famreoh| ousane| L
1 B# G R) Al
%1 HE (4mg) 20~29 10~19 - - - 100~149
%2 A& (6mg) 30~59 20~39 1 2.1 0.84 150~299
%3 AE (12mg) 60~89 40~59 2 4.2 1.7 300~400
% 4 FE (18mg) | 90~119 | 60~79 - - - -
%5 & (24mg) | 120~179 | 80~119 4 8.4 3.4 -
%6 HE (36mg) | 180~239 | 120~159 6 12.6 5 -
%7 HE (48mg) 240 160 8 16.8 6.7 -

a) 1 HAS & b) 3 ARG A&

(LRX21—EDKE)

—BEAY 72 IR O BEBRIC L 0 SR A O BEREB I 5 2 M LT BEA ST, VAT 2 —HERETE
HZll L, A FEABRBERLOA A A FIEFERBER T, RS (v Foerz
F R R R DB EABIB L THS 7T BAE TIIABREHO T, LAF2—HKL LTt
RaEL 7 4 LV HERBER A 2 5 5 L, L AF 22— (b a7 4 ¥R R ie: 545))
DO 1EHFEY OBEERT, RBREK (v Faer 7+ UHEEBERRERED) o 1 ARG5S T T
[ 2AX o —EEHFELM COL FuE/L7 4 VHEFBEIHERAIO L 2% 2 —3 L LTo 1 [
Lok (THR) CKESESHRELE, £/, A REHBREHT, AIBRLI A A K
FRAIZHHA L TCWABED L AF 2 —3 (v RrE/L T 4 UHEBEBAERE) o 1 EH7-0 o
TG, REBIEA (v Roer 71 CHEBERERAD) L aiaRAs v 4 FEwAlO 1 ARG
BORBIIS LT TRICESERE LT,

LAX 1 —ZEES5HEHRTOE FOEIL I+ VIEEIEAIRMEREFD LA X2 —FELLTOD 1 @H
Uk E5E

BRI L LTo LAFa2—3KL LT
b Rl 4 BRI RA | b R e LT o SRR R A

D1 BEHREE DO 1ESH-Y O H 5
w1HE 4mg 1mg
%2 & 6mg 1mg
%3 MR 12mg 2mg
w4 HE 18mg 3mg
%5 MR 24mg 4mg
%6 MR 36mg 6mg
FTHE 48mg 8mg




V. BRICEd 5

(GABRTH A )
. HBEAIE S Y
< (x&84HM[) =E: (2878 R
«—>
LAF 1 —ERSHAELHM*OEM)
XAEA AP ERABEERRUAEA(FEERBEERERREL, AIRELEET S,
ST | ACAArERBE
S B > ~ > 7-~
G b es o e
Bk e 56 I 4H L 8REA B
ShEs
RIEER{F/ &%
EHERIIEE : 45 Visit KX O 58 TR IERFO AR (80 3 2 B g K OER B )
BIKFEGIE R : ERIRE, VASHOHER, L AX a2 —FORHRI, & Re®/L7 1 UHERER K
P H HRIFNC LDV AF 2 —38L Lo CERmEMEMN, EmmMmE, RN
M. FEhEl%x) . QOL #Ffi (Medical Outcome Study Short- Form 8-Item Health
Survey (SF-8) ] | HEARFHAM
(BZhED RN
HIWED F 72 DTt RE M I K OFENT x5 4EF] (full analysis set : FAS) & L7z,
1) EEREMIE E X9 D AENT
P Z & (v R L7 UIEEmE AR 5% 1, 2, 4, 6, 8, 10, 12 #H) KO
BT RE/ P IR OA2hER (8]0 B 2 BB K OBR B ) MO D 95% 588X ] (Clopper &
Pearson OEHHKXM) Z#HEH LT,
2) BIVKEHGIE B (Zxtd 2 f#AT
i) JEJRoEE
FRAMRER) & & R OB G4 T IR/ R IR O TR TR IS DWW TR R 21T o 72,
i) VAS fEDOHERE
FEAMIE & & RO G-4& T IR/ IR D VAS fE A B L7z,
i) LAF 2 —IOE G
BE T L, AIHMARE O AN TR EINTZ LA X 2 —3L LTOE RrELT
PR B BRI UL ZF DD L 2% 2 —3RD 1 H 7= ) OFEHF G REIHIC IS & | &34
R O BRI G =& R Lz,
iv) B ReELT o BRI A O L A% 2 —3K e L TOFDME
LA o — 3P GAMIERISRERA BT, VAT o —3 R AN (Dayl~7) Ot ReEL>
+ VEERERTERA DO L A X 2 —FE &L L TORGREORET — % 2 W TULFOER 51T 72,
RO SREEICOWTHEREZER LT, BHF Z &I VA ¥ o —3KE AR
DOEFRBEROVEEZFH L, TOENHFHEEZ T L,
e < EIRIRE O SPNEEIZ OV T L AR o —3E R & 15 30 431%. 60 3207 v ZAFER

ZVERK L, Wilcoxon D5 ENARLHRE 21T - 72,

* T RTOFERBFRIC OV TERR I RE R Ui, 7o, SR RBLOMERE1ER LT,
- BlEH (Dayl~7) ZliCLAF¥ 2 —IKOFEREEZHEFH L,

v) QOL 7
FEAMEE & & RO EAE TR/ IR IS, SF-8 HAGEi~=2 7 AP0V~ —2a7 (&
TV~ —2a7 | EHHY~)—2a7) Z2HEHL,

vi) MEARETAM
PR 2 & ORI R TF o< otz . THFEVIRNZ»-T-) . TEHF
HIRNTZ) T TEL<IRNZ) O 4 BRECIME L, FEEEEEH N L,

) X2 ZDMOBEEN SAMY < —Xa7 EBMNY <) —R370FERE 2R

3) Y7 I — TR
FAS XI5, A4 A REHBRER CEEEEE (FR) L REOMIT 21T 72,
(REM DB
Y7 IN—7
UTFOY T I N—TTLAF 2 —FERHFHEHM Dayl~7) IR LI-EEFRICOVTHE
FEEFEIT -T2,
A A A RERBERXIA A A FIEFHEBER» O e E/L 7 4 MR RN S
kL A% —HEEHY
A A A MERHEBEIHEXIIA A A NIEFEHEEEDP O FuTL 7 R RN R
AL DL AR - H 2L




V. 1BRICEEd HEH

b) EEHER

i) AO#EZHRUOR—R 54 VEDQHHE (FAS)

FEAA R A AR Bk e KON
i R T el R R | 2R TLAH PR
SINBE
[N=30] [N=7] [N=10] [N=47]
n (%) n (%) n (%) n (%)
Fin ()
Sl AT R A 62.4+10.96 67.4+13.96 67.6+7.52 64.3+10.88
65 %A 19 (63.3) 2 (28.6) 3 (30.0) 24 (51.1)
65 ik Lh I 11 (36.7) 5 (71.4) 7 (70.0) 23 (48.9)
75 m Ll 1 4 (13.3) 3 (42.9) 3 (30.0) 10 (21.3)
PRI
B 16 (53.3) 2 (28.6) 8 (80.0) 26 (55.3)
etk 14 (46.7) 5 (71.4) 2 (20.0) 21 (44.7)
KE (kg
Sl AT R 22 55.93+12.961 | 48.19+7.090 | 54.98+9.411 | 54.57+11.714
50kg LL T 8 (26.7) 4 (57.1) 3 (30.0) 15 (31.9)
50kg B 22 (73.3) 3 (42.9) 7 (70.0) 32 (68.1)
FER (EE4)
FHSAERD 1 (8.3 0 (0.0 1 (10.0) 2 (4.3
fii 13 (43.3) 1 (14.3) 1 (10.0) 15 (31.9)
FLE 7 (23.3) 0 (0.0 1 (10.0) 8 (17.0)
M 4 (13.3) 2 (28.6) 4 (40.0) 10 (21.3)
B - - B 1 (8.3 2 (28.6) 0 (0.0 3 (6.4)
WR - Gl g 2 (6.7 1 (14.3) 3 (30.0) 6 (12.8)
oLk 2 (8.7) 1 (14.3) 0 (0.0 3 (6.4)
Luage Aitiva
2L 2 (6.7 1 (14.3) 2 (20.0) 5 (10.6)
Ho 28 (93.3) 6 (85.7) 8 (80.0) 42 (89.4)
SHSFR 7 (25.0) 1 (16.7) 2 (25.0) 10 (23.8)
fif (21.4) 2 (33.3) 3 (37.5) 11 (26.2)
b 0 (0.0 2 (33.3) 0 (0.0 2 (4.8
JiF « BB - 10 (35.7) 3 (50.0) 3 (37.5) 16 (38.1)
WK - TSR 1 (3.6) 0 (0.0 0 (0.0 1 (24
Z DA 24 (85.7) 5 (83.3) 8 (100.0) 37 (88.1)
DY ARSI
IR 3 (10.0) 0 (0.0 1 (10.0) 4 (8.5)
ki - B 4 (13.3) 1 (14.3) 1 (10.0) 6 (12.8)
R 11 (36.7) 5 (71.4) 3 (30.0) 19 (40.4)
ikl 7 (23.3) 2 (28.6) 1 (10.0) 10 (21.3)
R 6 (20.0) 4 (57.1) 2 (20.0) 12 (25.5)
JE 8 (26.7) 3 (42.9) 3 (30.0) 14 (29.8)
[osa 3 (10.0) 1 (14.3) 2 (20.0) 6 (12.8)
T 6 (20.0) 0 (0.0 3 (30.0) 9 (19.1)
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FTeAA e AR Ellyre7d KON
i R T el R R | 2R TLAH PR
BINBEEE
[N=30] [N=7] [N=10] [N=47]
n (%) n (%) n (%) n (%)
ECOG PS*
0 7 (23.3) 2 (28.6) 3 (30.0) 12 (25.5)
1 12 (40.0) 4 (57.1) 4 (40.0) 20 (42.6)
2 8 (26.7) 1 (14.3) 1 (10.0) 10 (21.3)
3 3 (10.0) 0 (0.0 2 (20.0) 5 (10.6)
BRI A EA A FERA
2L 0 (0.0 - - -
EL B RO 5 (16.7) - - -
Fx v a RogAaH 17 (56.7) - - -
7 X = VREFTA 2 (6.7 - - -
kT~ R—akn#l (20.0) - - -
BV Jie 2 o5 T AR LB
BRI
b N a7 4 S e B R S - - 6 (60.0) -
& va N UHERE R - - 4 (40.0) -
BEFERE, AOHEDR K
2L 0 (0.0 0 (0.0 0 (0.0 0 (0.0
Ho 30 (100.0) 7 (100.0) 10 (100.0) 47 (100.0)
VASf& (mm)
Sl AT (R A2 28.7+24.60 61.9+11.38 24.6+24.22 32.8+25.83
Omm LAt 4mm BLF 7 (23.3) 0 (0.0 2 (20.0) 9 (19.1)
Smm UL 14mm AT 4 (13.3) 0 (0.0 2 (20.0) 6 (12.8)
15mm A F 24mm LA F 2 (6.7 0 (0.0 3 (30.0) 5 (10.6)
25mm U b 34mm UL 6 (20.0) 0 (0.0 1 (10.0) 7 (14.9)
35mm UL | 44mm LA F 3 (10.0) 0 (0.0 0 (0.0 3 (6.4)
45mm LA b 54mm AT 3 (10.0) 2 (28.6) 0 (0.0 5 (10.6)
55mm LAt 64mm LAF 3 (10.0) 2 (28.6) 1 (10.0) 6 (12.8)
65mm ULt 74mm UL 1 (8.3 2 (28.6) 0 (0.0 3 (6.4)
75mm LA 84mm AT 0 (0.0 1 (14.3) 1 (10.0) 2 (4.3
85mm LA b 94mm AT 1 (3.3 0 (0.0 0 (0.0 1 (2.1
PN B
0. 2L Gw< 72\ 6 (20.0) 0 (0.0 1 (10.0) 7 (15.2)
1. 8 (D LIV 16 (53.3) 0 (0.0 8 (80.0) 24 (52.2)
2. PR (EVY) (23.3) 5 (83.3) 1 (10.0) 13 (28.3)
3. mE GEFITmWY) 1 (8.3 1 (16.7) 0 (0.0 2 (4.3
BEEAR A ATk
0. o< Rz hnot- 0 (0.0 0 (0.0 0 (0.0 0 (0.0
1. HFE VRN T2 (20.0) 3 (42.9) 1 (10.0) 10 (21.3)
2. FHEHIRN~ 13 (43.3) 4 (57.1) 3 (30.0) 20 (42.6)
3. <Rz 11 (36.7) 0 (0.0 6 (60.0) 17 (36.2)
V7 F =277 F A (mL/min)
Sl A2 YR 2 84.03+24.493 | 52.41+20.099 | 62.48+19.976 | 74.73+25.956
30 A5 1 (38.3) 0 (0.0 0 (0.0 1 (21
30 LAk 60 i 2 (6.7 5 (71.4) 5 (50.0) 12 (25.5)
60 LI I 27 (90.0) 2 (28.6) 5 (50.0) 34 (72.3)

* ECOG PS : KEHU ARG IRGRER 7L — 7 D JE & 7= — e R BERT AL FE AT
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i) 5 L IRERR (REEBITTRER)

FeAA K FEAA R B hsiE XN
fiff FH BB E B FEME R RE | BB ILAE bhi ik R
SINRERE
[N=30] [N=7] [N=11] [N=48]
n (%) n (%) n (%) n (%)
F5HM (A7)
i AR 2 43.7+31.52 21.6+14.66 32.7+28.28 38.0+29.64
REL IR
IR (IRFEE : 75%LL 1) 26  (86.7) 6 (85.7) 10 (90.9) 42 (87.5)
W2 IR¥EA S b
(RS - 50% 1 - 75%3) 3 (10.0) 1 (14.3) 0 (0.0 4 (8.3)
PREEARR (IRIEE : 50% A7) 1 (3.3) 0 (0.0 1 (9.1) 2 (4.2
i) R ERAEOES (TEMETRER)
FEAA K FEAA R BljksE XN
i R R M ABERE | 85 I PLRGAER
SINRERE
[N=30] [N=7] [N=11] [N=48]
n (%) n (%) n (%) n (%)
% 1 M&E (4mg/dmg) * 17 (56.7) 7 (100.0) 4 (36.4) 28 (58.3)
% 2 A& (6mg/8mg) 2 (6.7 0 (0.0 3 (27.3) 5 (10.4)
% 3 A& (12mg/12mg) 5 (16.7) 0 (0.0 3 (27.3) 8 (16.7)
% 4 AR (18mg/16mg) 0 (0.0 0 (0.0 1 (9.1 1 (2.1
% 5 & (24mg/24mg) 3 (10.0) 0 (0.0 0 (0.0 3 (6.3
% 6 & (36mg/36mg) 2 (6.7 0 (0.0 0 (0.0 2 (4.2
%7 A& (48mg/48mg) 0 (0.0 0 (0.0 0 (0.0 0 (0.0
Z Dfth : 90mg 1 (3.3) 0 (0.0 0 (0.0 1 (2.1)

*AEAA NEHBERE R OA A A NI AT O F S/ RN EE 5 TR LR 2 A O &

iv) B5EREDBRE/NZ — U OEFH (REUBINRER)

FEAA R FedA K B AR
fifi F BE T Ml A ABE R | 5 A beiaBR
BINBERE
[N=30] [(N="7] [N=11] [N=48]
n (%) n (%) n (%) n (%)
w1 15 (50.0) 6 (85.7) 4 (36.4) 25 (52.1)
B1HEH2 AR 2 (6.7 0 (0.0 1 (9.1) 3 (6.3
W1HE-H2HE- 1 AR 0 (0.0 1 (14.3) 0 (0.0 1 (2.1)
B1HE-H 2 e 3 & 1 (3.3) 0 (0.0 1 (9.1) 2 (4.2)
H1IAE-F2AR-FE3AEH 4R 0 (0.0 0 (0.0 1 (9.1) 1 (21
%2 ME 0 (0.0 0 (0.0 2 (18.2) 2 (4.2)
%2 FE- 1 A& 2 (6.7 0 (0.0 0 (0.0 2 (4.2)
52 FE-5 3 A& 4 (13.3) 0 (0.0 1 (9.1) 5 (10.4)
%3 ME 0 (0.0 0 (0.0 1 (9.1) 1 (2.1
HI3ME-F4HAE-FEs HE-FHe AR 1 (3.3) 0 (0.0 0 (0.0 1 (21
B4 IR 5 A& 1 (3.3) 0 (0.0 0 (0.0 1 (2.1
%5 M 2 (6.7 0 (0.0 0 (0.0 2 (4.2)
FEoHE-F6HEHETHAEF6HE 1 (38.3) 0 (0.0 0 (0.0 1 (2.1)
%6 AR5 TRE-TOM : 60me- 1 (3.3 0 (0.0 0 (0.0 1 (21

D : 90mg




V. 1BRICET HIEH

v) BEBGHBREAR SMREERORH" (REBTERER)

Day Day Day Day Day Day Day Day
1~7 8~14 | 15~28 | 29~42 | 43~56 | 57~70 | 71~84 85~
;g;;;g%;;; 30 26 22 18 13 12 10 3
N (100.0) | (86.7) (73.3) (60.0) (43.3) (40.0) (33.3) (10.0)
[N=30]
FEAFA R
\ 7 5 5 3 0 0 0 0
el 100.0) | (714 | (7L4) | G29) | 00 | 00 | 00 | 00
Bt 45 T A
- . 11 10 8 4 3 2 2 1
t%fiff?ﬁnguﬁii%gi (100.0) | (90.9) (72.7) (36.4) (27.3) (18.2) (18.2) (9.1)
3 48 41 35 25 16 14 12 4
& [N=48] (100.0) | 85.4) | (72.9) | G2 | @333 | 202 | 2500 | (83)
n (%)

 TRUBIEAIE 544 T A-PRBRSEAIEL 500 I+ 1) % CRRBRSAIE 50 kRE L 7= b 00 & LTHER

c) B
i) AR QUBIAREERVERNEE) (FEIMER)
BHFRIL, B R/ 7 4 HERRE R ERAIREE 5% 1 3T 80.9% (38/47 ) Th 7=, 47 #

I:P

11 Bl ez 85 H H & TRk 5- & TR Y, &5#% 12 HOAHEIX 90.9% ThHh -7, &5

TP IERFOFRHRIT, 66.0% (31/47H#]) Th-oTz,

DR WYBAREERVEREREE) O (FAS)

(%)
100
923 90.9
809 84.0 84.2
: 80.0
80 4 75.7
66.0
ﬁ*l) 60
ol
40
20
0 T T T T T T T
FTERFER 5% E B5%2E HB5%4E BE5%ZeE B54%sE B5%10E B5%128 5K THE/
ok B
BB/ 38/47 28/37 21/25 16/19 12/15 12/13 10/11 31/47
Bk
AHE (%) 80.9 75.7 84.0 84.2 80.0 92.3 90.9 66.0

[95%({EREXR]*2 [66.7, 90.9] [58.8, 88.2] [63.9,95.5] [60.4, 96.6] [51.9, 95.7] [64.0, 99.8] [58.7,99.8] [50.7, 79.1]

*1) E T (VASTE) KU, CIYBAREEHEELETIAYN I QUrO—LEE, IVPO— LRI RIZEBRREEHEER
ETIHENICERARE. PEESRE) LHESI-BEDEE.
%2) Clopper & PearsonM{E#E X [

i) ACARA EX4 A FEREN DU Y BZROENE (T JTIL—THH)

KA EAA FERA (ErexROAL A a RUROAL, 7= X = VEMMAIIE R T~
F—VBA]) TR OBE (FEA A MERHEER) XL, AREA EA 4 FERAINDG
R e e/ 7 o R ERANCE) 0 B 2 7o/ 5, AR 5% 1 1T 80.0% (24/30 f) .
P G4 T RE/FIERFT 73.8% (22/30 i) TH o7z,



V. 1BRICEEd HEH

FEFA FERABEFICETL2AME GIYBAREERVERREE) OHBE (FAS)

(%)

100.0

100

933 91.7 90.9
83.3
80.0
80 —
733

ﬁ*” 60
;‘)]
x

40

20

0 9/9%5)

I I I I I I T
FEMEFE  HRE5RE BRE5#%2E B5%4E HBE5%6E B5%8EA B5%108 R5%128 BERTHE/
ohk B

BB/ 24/30 20/24 17/17 14/15 11/12 10/11 9/9 22/30
ik
A3E(%) 80.0 83.3 100.0 93.3 91.7 90.9 - 733
[95%E4ERMM]* [61.4,92.3]  [62.6,953] [805,100.0] [68.1,998] [615998] [58.7,99.8] - [54.1,87.7]

*1) EROEIL T+ BRI B R F IS 5 5T O E B ETE (VASTE) &Y. UV BEAREEHREETIEMIQU M —ILEE.
aVbO—LRIF) RIZEFREEHERETIHY ) (EHRE, PEEHRS) LHESN-BEDEE.
*2) Clopper & Pearson{E 8 X &

i) EEEE (BIRFHMHER)

b RaE/L 7 4 CEERERVESRIAR O SRS EIRIREN 72 L) XX TR TholHBFED
HE51X 67.4% (31/46 B) TV . b R eV 7 + o EFeE A x5 5.4% 1 38 T 80.9% (38/47

B) . PABEEFEMREH T 7T0~90% TH - 7=,

— . FERNCERMREN THEE ] T TEE] ThoTmHRFEOEIAIX
Ho. BE%1HETI19.1% (9/47 )

ERBEDHRE (FAS)

32.6% (15/46 f5]) T
L7y DIBRA IR CH 10~30% TH - 7=,

VEIRTRE n (%)
A A RF A BRLZE 2L iR fiE 5 g e
(i < 72 \) (D LI (V) (GEFITIR)

s | 46 7152 | 24 (22 | 13 (283) 2 (4.3)
5% 138 47 9 (19.1) 29 (61.7) 7 (14.9) 2 (4.3)
5% 28 37 6 (16.2) 23 (62.2) 5 (13.5) 3 (8.1
5% 438 26 8 (30.8) 15 (57.7) 1 (3.8 2 (1.7
5% 618 19 7 (36.8) 8 (42.1) 3 (15.8) 1 (5.3)
# 5% 81 15 3 (20.0) 7 (46.7) 4 (26.7) 1 (6.7
Fehit% 10 38 13 3 (23.1) 8 (61.5) 2 (15.4) 0 (0.0
Behith 12 38 11 4 (36.4) 4 (36.4) 3 (27.3) 0 (0.0
BT R/ R Ak I 47 9 (19.1) 19 (40.4) 12 (25.5) 7 (14.9)




V. BRICEd 5

iv) VAS fED % (BIRETHIEE)

V)

vi)

VAS fEIx, #5071 (8 30~35mm) (2, b N7 ¢ UHEEE R RIER G4 18 TR
20mm & 720 . LR, 5% 8 E T 20mm THER L. 5% 10 A 12 # TI3K 10mm
ThoT,

VAS fEDQ #F# (FAS)
(mm)

60

50 EHEHIZERE

40

mo><

TN | i

10

0 T T I
FHEBFER E5RT RS5%1E B5%2E B5RGE BE%eE R5%6E 54108 15%128 HERTE/

ik B
(n) 47 47 37 25 19 15 13 11 47
FHiE 3238 206 22.7 17.3 16.7 19.3 9.3 8.8 28.8
+EHERE +2583 +21.83 +24.83 +21.00 +24.71 +25.68 +11.79 +13.20 +29.96

(mm)

LAF1—ROE5RKR (BIRFHHER)
VAF 2 —EOBREREIL, b FrEL T 4 R 5% 1 LR, &5
T1HDHEY VK 0.2~0.4 [, F5% 8B LIFEIL 0.1 [FIAIM TH - 7o,

=
»
G
Hb

LAF 1 —REBEE5RMOHERE (FAS)

ST AR ST L HBEID PR
SRR 2 e/ IME Hh L B KAE
Beht% 1 47 0.40+0.601 0.0 0.10 2.0
P54 2 38 0.44+0.870 0.0 0.05 4.3
Be 514 4 1 27 0.20£0.299 0.0 0.00 1.0
H51% 618 18 0.33+0.839 0.0 0.00 3.3
P51 8 15 0.08+0.182 0.0 0.00 0.6
Peb% 10 38 13 0.05+0.078 0.0 0.00 0.2
BhH% 128 11 0.09+0.202 0.0 0.00 0.5

* b RaEL7 4 VRIS MERIF T F OO L AF 2 —3Kd 1 HH 7= OEHE 5 [a s HS X &
L7,

ERAELT+ VIERENBEEFIO LA X1 —FL LTOADYE FIXREMER)
ERENMRO7

b R BT o UHEERE A A 2 L A % 2 —JK e LTS L7oRER, 5 60 53 ORI
2a7 CEHE) 13153 THY., (1. ZhihEo7z) & 12, WECHEE->7) OFFETH-o 7z,
EREM UEREL 40 B) &2 22 7RNZERF LFER, EwiEfmA a7 2 Dk (12, @EICR
Fol) . 18 RVIEEST) . XiT T4 BRIZIEE-T] ) OEIEIEL50% (20/40 [A]) TH

>77,
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EFOELT+ VIGRIGEIMMERFIO LA F 21— E LTORSHOFEMN | EREM
(LRAF 1 —RF5HERER)

FEAL1% 16 131
SERE AR 1.53+0.858
JEFRHREFN A =1 7 B R e/ Ml 0.0
R 1.50
e KA 3.0
HIE R 40 [A]
0. Fo7e<IBEE- TN 4 (10.0%)
. . 1. ZhiRE-oi 16 (40.0%)
PR 2 = B 2. WEIZIRE o7 11 (27.5%)
3. MRV iEEoT 7 (17.5%)
4, FRIREST- 2 (5.0%)

R EHHH RIZEE L O L AF o — B GREMR P OEWEMNA 27 OFEMEICESETEH L,
FoTeKIBEE-TWRN=0, ZWIEEo7-=1, BWEIZIEE-72=2, MR VIEE-7-=3, BRIZIEE-T-
=4 TAaT4k

EIERE

b ReE/L7 4 UIEBERHIERAI O L A ¥ 2 —3 L Lo bR, &5 30 0%, K160 77tk
OEIFIREIL, 2REME (UEHE 40 [B]) CTHEIFLRER, B5A1X. 82.5% (33/40 [2]) 23 [
EEEOGEVY) ) UE TEE GEFITEYY) | Tholmolzkt L, #5 30 0% &N 60 75#% 121X,
ZNZEh 82.5% (33/40 [A) KN 87.5% (35/40 [A]) 728 [72L (< 72wy | X Mg (DL
) | THY BRI THEEICUE L7z (Wilcoxon OFF 51+ X ELFE : 4 P<0.0001) .

ERAELT+ VERIEEAIMERAID LA F 1 —FLE L TORSRHROEMMN : BREEE
(LRAF 1 —ER5FENRER)

B ht%
FEA R A e 5-5i L R e At o e P fi*D
Ry | (D UmWy)| Gavyy) |GERISEW)) [\ (%)
2L GE< 72y 0 0 0 0 0 (0.0) | <0.0001
b 50 43 B (D URWY) 1 6 0 0 7 (17.5)
N EETRC T 1 20 6 0 |27 (67.5)
B GEREIZHY) 0 5 1 0 6 (15.0)
At E (%) 2 (5.0) |31 (77.5)| 7 (17.5) | 0 (0.0) 40%2)
2L GE< 72 0 0 0 0 0 (0.0) | <0.0001
W 60 BE (D UFWY) 2 5 0 0 7 (17.5)
N EETCTD 5 18 4 0 |27 (675)
B GEREIZH) 0 5 1 0 6 (15.0)
aFk | (%) 7 (17.5) |28 (70.0)| 5 (12.5) | 0 (0.0) 40%2

* 1) Wilcoxon O 54+ = NELIHE
*2) FIMIRE O EMHEME 2 ER Lz,
1 #&5aTE. %5 30 0% & ON60 0tk & TEMIMIEIZELN I B IV 7= [BE



V. 1BRICET HIEH

LRFa1—F L L TOREFKERERM

b REELT 4 VIEBEEE I ERA O L A % 2 —3R E U CORREFBRFRE (D L TH 8RN
B2 LU DAL 13, SR AR Dz 38 BTV T 24.9 47 (Ml 10
3. HHE 20.5 93, KE874) ThV, LAF 2 —3kbEHAED 5B 51.2% T 15 55~30 4
RN RFEBLRD DAL,

EFOELT A VIERRIEEAMMERFIOL A X1 —EL LTOREKROBFMN : IR EBREHA D
BE (LAF 15BN RER)

(%)

100 —
N R REEECEORIEE
o—0 HEFRBFEORIEEERIE
80
p:l]
E 60
;@& 51.2%
(21[@)
% 40
al 24.4%
= (10[)
20 49% 24% 7.3%
(2@) (@) (3ED
0 - T T T _ T —_/
ShERFBEFHE 159> K 154~ 3093~ 454y ~ 6053 LLE NA*
307K 459K 605 K

DEXEHEOSATEELZES  AELHBNAZEED)41E
* DL TLEBNENBNIBOEBELONEI >z O B R BRBHRB O FHAN TELL oz RIZEBHEN RN DAETZ
ERFREIL T+ EEIERIRERF O EBR S THO NI,

LAFXa1—FELTOERRBH
bt R E/L 7+ UHEBRERNSMERAI DO L AR 2 —3 L L COEGEREIL, ST LEBY THoiz,

ERAELT+ ERIEAMERAD LA X1 —FLE L TORSRHOAMMN : EEREK
(LRAF 1 —RER5HERER)

. . . BEE n (%)

A= R 51 5% 0E <2 - 5 BELE
Dayl 16 11 (68.8) 4 (25.0) 1 (6.3 0 (0.0)
Day?2 16 7 (43.8) 8 (50.0) 1 (6.3) 0 (0.0
Day3 14 4 (28.6) 7 (50.0) 3 (21.4) 0 (0.0)
Day4 13 4 (30.8) 8 (61.5) 1 (7.7 0 (0.0
Day5 13 5 (38.5) 7 (53.8) 1 (7.7 0 (0.0
Day6 12 7 (58.3) 4 (33.3) 1 (8.3) 0 (0.0
Day7 12 8 (66.7) 3 (25.0) 1 (8.3) 0 (0.0

vii) QOL &}l (BIREFMEIERE )
SF-8¥~V—2a7mn5b, RV~ —2a7iL, UFDOLEBY THoTz,



V. 1BRICEEd HEH

SF-8 47 —RaTEILEDHR (FAS)

FEATG R R S AR R A
Beh% 18 47 1.66+10.078
Fh1% 438 26 -1.34+9.243
HiRHY~) —2a7 | F5% 8 15 -1.07+10.144
B 5% 12 8 11 -3.31+8.224
P 544 T R/ PRI 47 -3.31+11.352
Bhk 1M 47 -1.24+9.108
B 5% 4 8 26 0.24+8.154
B~y —2a7 | &5% 8 15 -0.93+9.782
Beh1% 128 11 0.36+9.268
P 544 T Ry PRI 47 -3.94+10.362

viil) EERRETAE (RIRETEERE)
MEIREFAR L, LT O LB Tholz,

HEARETMDHERE (FAS)

(%)

100
80
BE
5§
iff 60
&
&
D 40 -
%IJ 615
& 57.7 :
= 487 468
20 36.2 38.3 40.5 36.8
0

T T T T T T T T 1
AT A BEA  BE®RGE BERE BS5%4E BSgeE BS5HsE E5#108 B5#I12E BRERTH/
kB
{n) 47 47 37 26 19 15 13 11 47

L] &<BEf- [ EoFEBENT: B HFVENGH-f B Fof-ERGN T

d) &£t

i) RABOREM
RITERRBIERIT 60.4% (29/48 f5]) TH V. EREEMIL. Bl 27.1% (13/48 fi) | WaH:,
IR 4 22.9% (11/48 f) | {4 16.7% (8/48 f4]) . FEMED F > 6.3% (3/48 fiil) Th -7z,
EERFEIEMIL 10.4% (5/48 %1) TH V| a3 i, WONZA Lo A, G, KOEEMED E
WIS 1 BIEED BTz,
BERIICE S TZRIERIT 20.8% (10/48 ) Td v | a4 5, IR 2 #], WA Lo X
PHPAZE, Bl KRR 234 1 BRSO BTz,
FETIE, A A REABERET 2 6, AFIFIHLEGBR S INBE R T 2 IR =8,
ABREEA & DK FBIRILBE 7 U &l S 47z,

i) BRI BIERFERRKR
HEICREL L-mIER 2B nlic % & Dayl~7 T 45.8% (22/48 ) . Day8~14 T 17.1%
(7/41 #1) | Day15~28 T 17.1% (6/35 5l) . Day29~42 T 16.0% (4/25 i) . Day43~56



V. BRICEd 5

ii )

T6.3% (1/16 ) . Day57~7T 0% (0/14 i) TV . BIFEMFRIFE. BIEHFEIBERL I,
Dayl~7 g b %o 7o, FGHZ K- TN 5 Z &1d72 0 > 72, Dayl~7 OFIVEHFEL
BREM o T ERIT, IR 18.8% (9/48 1)) | ol 16.7% (8/48 #i]) | Waht 14.6% (7/48 #i)
ThHoT,

LRAF1—EEEREHEORLME (VT IL—THHT)

FEAA RERBER UIA A A FIFEHBEERICBN T, B ReEA 7 4 R R Ao
Fla L Axa—3KE LTREEINTZEE (LAF2—ELHD) 132006, EhIhiholk
FH (LAX2—F L2 L) 2176l ThoT,

RERZRBIRIT, LAF 2 —EEL5HD 55.0% (11/20 ) | L AF 2 —FEEL 2R L 41.2% (7/17
Bi) Thotz, FHINHD L, HIRA VAT 2 —FE L L 5.9% (U17H) IZxLTLAF =2
—HEHHY 35.0% (7/20 ) & @mroT,

HEZRMEMAZ, LAX 2 —REHH O TEEMEDE N 5.0% (1/204]) \ LAF 2 —F L
THEM: 5.9% (1/17 #) TH 7=,

BeLGHIEICE S RIERIL, VAT 2 —3 &5 H » CHEIR, o % 5.0% (1/2041) . L AF =
—3K Py 7 UCIEM: 5.9% (1/17 ) ThH o7,

LAF 1 —RER5HAETHAFOEER (REMBHTHRER)

L AF o — 3R
&Y [N=20] 72 L [N=17]
n (%) n (%)

BIVE BB 11 (55.0) 7 (41.2)
T A B 1 (5.0 1 (5.9
NS 0 (0.0 1 (5.9
AR 1 (5.0 0 (0.0)
PR SR B 8 (40.0) 1 (5.9
FEED E 2 (10.0) 0 (0.0)
fGEHR 7 (35.0) 1 (5.9
DR 1 (5.0 0 (0.0
FHENR 1 (5.0 0 (0.0)
B NGB 7 (35.0) 5 (29.4)
(EE7 3 (15.0) 2 (11.8)
GITIN 4 (20.0) 3 (17.6)
i i 4 (20.0) 2 (11.8)
FERG ¥ X OV TRk b 0 (0.0) 1 (5.9
% D FEAE 0 (0.0 1 (5.9
—i% « RHEER O G OREE 0 (0.0 1 (5.9
FEEL 0 (0.0) 1 (5.9
B R AR AT 0 (0.0 1 (5.9
7= T N = R e =3 0 (0.0) 1 (5.9

MedDRA/J ver. 16.1

) AFNOERBESNIZAELOCHARIZ. 1 H 4~24mg % 4~6 BIICHERAKRSTH 5,

2) BReMRER
MM E R L



V. 1BRICEEd HEH

(5)EE - HEERHER
EROEL I+ URBERFIRESPESEICE FKAOEL T+ VEIRMEEFIZLAX 1 —FLELTHEALESA
DEAM—DAERBEEEZRNRELEZE FOEL 7+ VHRRERLFORHIRESHRE (Bikk  FONERDR
E% : B-J304 B &L Y) 9

1) HERE

T

Zfiaedtlml, FHEER, FER R

F A A FERRAEH T ONAEREE . A4 FERAPEEHON AEREE, KOENTER S
TEARTGE B AR PR ER (4 &4 A FEURAIFERH O AEIREE 2R & LA %2 3 B UARBIERGS

B ] L e b~ BB RER) (CB LA A E A A, E R b 7 o o A 2
BY (RES84H) LizéxnReMEOENNEEHTT 5,
FEAA RERAER T, 4844 REURAIBEMFEA, K OMREES I EERBRIc S L7230 s 20
%Ll LD AR R
(B 2Tt BUER] 50 i)
xf G (ZEMMTRBIER O 5> LA A A REABERLE A EA A FIEFHABERECE FasL 7+ 08
PRI A A 2 L A 2 —3 L LTRSS (LAX2—3EEHY) BF 17 6], ESn2ho
77 (LAF2—3EE521L) B4 21 #4)
(U A% o — 3R G T GUE 5] 23 1)
(AEHRTEH) A44 MEABREHEOA A A FIEEREBERETIE, & ReEL 7+ UREERE O
YEIEEAELZRD S0, HERELICE Fe e 7+ R R RANZ L 5 2 A
Mo —va v aiTo7,
B 5 8 ACAA FHEABERROA EA A FEEABERTIL, EH o b a— LR e K
eV g AR RAI LRI 1 BRSEOE Faer 7 5 UREMERA] 1 B 1
EIEF AR = d
BEHIZETSE FOEL I+ UERERFIORES 1 IS E
H&
%1 HE 4mg
2 HE 6mg
%8 = 8mg
FaHE 12mg
%5 HE 18mg
%6 MR 24mg
57 HE 36mg
F8HE 48mg
Vi es

(LRAF1—EDEE)

—EEA 2R D HEBRIF IS, A A A FERAIOGERHEINZR 52175 Z &M TEDH 2L &L, 2EL, &
R e/l 7 R RAI O EBIME S T HEE T L A 2 — 3R EFEMR & L, L AF 2 —3R L
LTE NaE/L7 4 UHERER M RAI 2R Lz, & Ra L7 4 I RNE A O L 2 & o — 3K
LLTo1EHEY oEREIT, b FaeL7 4 o5REERA 1 BREEORN 1/6 BELRE LT,

LAF1—ERSREPFTOLRATF 21— EREKO 1 BHEYDIEREE

BEHICHITAE RREL T 4 LAK 2 —HD
B 1 A5E 1EB7= o5&
01 AR 4mg 1mg
%2 & 6mg 1mg
58 & 8mg 1mg
%4 M 12mg 2mg
%5 HE 18mg 3mg
%6 & 24mg 4mg
07 AR 36mg 6mg
B8 HE 48mg 8mg




V. BRICEd 5

(HBRTH1 )
. AEREN ; B54 . REEE
L (&=&78) o (&={&84H) oooaB)
v DEZE=TTE g
! | HEEMEOB)
FEF AR
¥ o ERBE EFOEILTA>
' FEAAR BV AE3H EFOELDFY | ] EUE
FEREE R PERF ERRAR
FRIREESE W48
hESRBRSNES
RERS/ B
FEFHMEE ¢ 4 Visit KOG TR/FIERFO & R e EL 7 4 IR OG5 (8)0 B x B
B OV S )

FRIRR | o sp iR - b e 4 o MREETHERANT £ 5 L 2% = — SR SR DA LRI,

L A% 2 — OB L [AE)

ERFOEILTA VIERIEAMERFIZL S LA F 1 —EREKROEME

b N uE)L 7 4 HEERE RIS MEIENC X D L R % o — IR B OGN E L FOEHIC L 0 3 L7z,

ST | - EWARERN : LA X 2 — 3B S 60 40%I2 [0. To7-KBE>TWWARW) | (1. 2B E-7-1 . (2. 1
BB E 720, 13, R 0iEE~7z), T4 BEBIZIEE -72) O 5 BFECHHM

CBGEEC BIEE T LIce Fuee T CIEBERERANC X5 L A F o — 3ok 5k e 85

(BT

EFAELT + VIERIEEAIMMERFIZ LD LA X 1 —RBREHOFUMN

L AF 2 — R G REN 2 RIS, LA X 2 —HIEEFHEYRE (Dayl~7) Ot FaE/L7 4 U8
TR RN RANC K D L AR o —FER B REORET — X I ESEZ LT OERF 21T o7z,

 EIRREA O EREMICHOWTHERZAERR LTz, BF T LIV A% 2 — 3B G-F AWM 1 O RiE D
EHEEREL L, FOENREHEEZ R L,

“BIZEA (Dayl~T7) Zlick R 7 CEEEAHERANC LD LA T 2 —SOR G E L L
72

(RO

H$ITN—T

UTOY T I N—F T A% o — 3 EERERK Dayl~7) IR LA HEEFRICOWTHEEEFT 1T
STz, ek, BEMMTRISER (HEREY) 258 L LicEiHiiTbianol,

<A EA A FEMBERIIA A A FIEHEER» O Fr T 7 4 CHEEERTHMERANC L5 L A
Fa—¥EEHY

A EAA RERBERUIA A A FIEFEHEER O RaEL 7 o VEERERBIERANC LD LA
Fa—¥EERL

2) E FAELT+ VIGRRIEEIMMERFIZ L Z LA X 1 —EESHOAMME (BIREHEER)
LA ¥ o — B E I RERICH L, B REEL 7 4+ UHEEBHR A E L A F 2 —3K e LTHRE L
TRER, 5 60 Dk OEFEEMA 2T (CEEHE) 13223 THoTm, &REM (ERE 73E]) OAaT
BNCEERE LT/ R, R A a7 RN 2Lk (12, @EICEE-72) . 18 e iGE -7 o XX T4
SERICIEE-T2) ) OEIRIX65.8% (48/73 [0) Thotz, VAX 2 —IOEL RS 10 [B])] UL M1~
2 [El] OFIEIX, Dayl (2 100% TH Y, ZD1% Day2~7 £ T 90%L L TH- T,



V. 1BRICEEd HEH

EFOELT & VIEHIGEAIRIERFIICK D LAF 1 —RIRSHOEMNME : EHEN

(LRAF 1 —RER5FHERER)

PIRRER A =2 7 BIEE R

FA 51 45 23 {5

SERE AR 2.23+1.080
FIRARAI A o 7 BRI EH R 2N 0.5

R 2.00

e KA 4.0

I E R 73 [a]

0. Fo7e<IEE- TN 3 (4.1%)

Z/EE -7

22 (30.1%)

WEIZIEE -T2

22 (30.1%)

w o=

DRVIRE -T2

18 (24.7%)

4. BRI E- 1=

8 (11.0%)

O RILBE Z L O L AF o —EKEGRER P OEEEMA 27 OFEEICHE ST E M L,
FoLKEE-oTWARWN=0, ZDIEFEo72=1, WEIZBEE-7-=2, 72 VIEFE-72=3, BRIJEE-7-=4 TAa7T
1t

EFAELT & VIEHIEEAIRERAICE D LAF 1 —RESHOFMNE 50K
(LRAF 1 —RER5FHERER)

. . . BEE n (%)

A= RFA B OE <2 - 5 BELE
Day1 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)

3) LAX 1 —EBRSHEHMOZ LM (YT VIL— T

F A A NERABER UIA EA A RIEERBERICB VT, B ReEL 7 4 R A 2 L 2
Foa—FLELTHEREINTHEE (LA 2—FEKEHD) X174, HEINLho72HBE (LAF 22—
BehRL) 21 BIThHoTz,

BIVERRBRIL, LAX 2 —EEEHY 294% (B/17H]) . L AT 2 —3EH72 1L 28.6% (6/21 #l) TH
0. FLRIORBBRIILLTO LB Thol,

EEZFBERIT NCEERIEICE S TZRWERIL, VAX2—3KELH Y TEHRLSVOIKT 5.9% (1/17
Bl) . VAT 2 —HEER L TEL, EE & 4.8% (121 41) Tholo, Bk L-VVIKFMEFIEL, b R
ENT o UBRBERAIB B R B ICEHR L VR EE (KF) L, 2o EFEHETTICRAICEHR L
ADMET L THTICE > 7o, AEFNE, BT OHENREO b TEY | ZANETDOERTH 7203,
HLAUETFARECO—RTHDL Z EIIAETET, Fo, Bl LV O & RBRIER & o R FBIR
IFEETE RV S ST,



V. BRICEd 5

LRAF 21— 5HEHEORER
(REMBETHNRER KREH] )

LA o —HE .

Hy [N=17] 72 L [N=21]

n (%) n (%)

BIVE S BB 5 (29.4) 6 (28.6)
bl 1 (5.9 0 (0.0)
LR 1 (5.9 0 (0.0
TR E 3 (17.6) 2 (9.5)
FHL VDK T 1 (5.9 0 (0.0
ST 1 (5.9 1 (4.8
fGTHR 1 (5.9 1 (4.8
NGB 2 (11.8) 4 (19.0)
GITIN 0 (0.0 2 (9.5)
g 2 (11.8) 4 (19.0)
BT R X OV T ARk 0 (0.0 1 (4.8
s 0 (0.0 1 (4.8

MedDRA/J ver. 18.1

) AFOAB SN RELOHARIZ, 1 H 4~24mg % 4~6 BICHERAKETH D,

(6);AFRAafE A
1) ERARERE (—REAREAE. FECARERE. FARBELERAR) | RERTERT -2 X—XH
. RERTRERABRORE

FRARERE (K T)

FTAYZEER T NVT E REE (LR, AH) OFAEETICKT 2L R OEMEICET 5 S
REESd 2,

BERRE CLL T O ZE M2 2Tl 7= 77

1) PEENG EE LW L7 AERICH L, BLICARI 2 # G L8 (BEICT VI A8EX
KRBE T VT € REWTh O ERE L BE TSR

2) FKWIRIN (kOO EFICEES < BRI IG5 2 s LB

3) BEMEINIC R G2 BHA L2 B

TR ek

ARG | 20174512 A 19 H~2020 43 H 18 A, BN : 128

BEG R IR, AR GBAARF ORRRFT R, AANORGARDL, ik - BLEIRDL, AHILS O SR
I (BmMBEEE ) OBERDL KRB GBAA 7 BRI O AFIFEKT « PIEFRFE TS Lz
AR 28R EE) | PUBMIEEIE, SR, FAl. 27 aA FoRGRN CRAI# G5 s
H 5 B AR G4 T« WPk E T U7 HuBEiigse, finkAl, THlL 27 ua K) | B2
Pe. SEKAFREA, BRI, A EESR

< HENFHEHE >

RAEVE. PEREDE], ERREE. A LU A BELKOWEM, HFHREEERE ToReM, BileEE
BECTORENME

iE B L TR TEINAR 1222 1], 22 MR RAES] 1199 4

H H

i
B}
;

m




V. 1BRICEEd HEH

it P

LRI GAES] 1199 Bl 5 B KA GBREFREOMEAIEANL, T REDHH 367 #i
(30.6%) . F /LT ¥ REEDIH 247 il (20.6%) . T/ AFE/X O /LT & REED 585 Bif (48.8%)
Thole, FlEl 1 AibGEIT, TV AN FY 5.4mg (FTRIE 4.0mg) . T/ T B NEEN L
3.2mg (PHAE 2.0mg) THY., b FEE/LT 4 2ETIEFEY 6.6mg (THRIE 4.0mg) TH-o7-,
LEEVERIAR SIER] 1199 Flod 5 b BIMEAIE 280 BB Hh, BHEIAIL 23.35% Th o7,
FREWERE, (HFL 14.18% (170 ) | ML 7.34% (88 ) . fEHIR 2.17% (26 ) | EH: 2.00%
(24 ) ThHoto, EERFEWEMRIZ 16 i@ b, HBEEAIT 1.383% Th oo, ZRMEHRTF
DO b, BERRESNIZ Y A7 Th DG R MR OWE 1T /2o 1o, BilklEE, 1 L
A HEL K ONEM:OFBLR DU, E i 1.08% (13 #1) | 0.17% (2 fl) . 8.26% (99 1)
ThoT,

AREOBELSFAEHB DS 5, FEREES LA 2B ORWEHRBHEIA 1 28.00% (63/225 i)
THY . MFHEREREOFEIC L 2 AERREREIG ICRIMAEZITRD bR otz, 2. Bk
RERE S 249 5 BE ORIERRBEI 1L 23.44% (75/320 ) TH Y . BEHREREH O HIZ L HHE
TERRBEIS ISR AEERITRD bhviknoT,

E) RH (P RE) OFRBINTHRELOMEIZ, 1 H 4~24mg % 4~6 FICHEIR ARG Th 5,

2) RRBEHELTERTFENARXIEER L -AE - ABROME

MR L
() Z Dt
MR L




VI S HERIC B9 5 IHH

. 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

E NDOFEAA RRBEET T XA T 2R S M OS2 W T2 B ) 7 MG RBRIZB VT,

ERBELT AU NL IR kIS p A EFA RREITK LWtz R L7 6,

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 7V a= D7 3=

A MEMIZE FrEALT 5 DK 1/2280 LAX0 > 7= (in vitro) 7,

1) Ebp 0. RUKFEFA FZERICHTHE FOEIL T+ D RURKBMOHRMNME (in vitro) ©
[J7i£]
t by A H A FZFEREZRB S CHO-K1L Mild, & b §4 B4 A REFEEZHBILIE7- HEK293
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,
[ 2R ]
ERaE/L7 403t b p AEAA RZREICK L CEfMEZR L, Ki flElf 2.6720.142nmol/LL T -
oo FTo. E RREAT 4 UL Ak A VA A RZFERITR L THBMMEEZ R L2, 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 RS ARBLIZ B3 5 H

2)

3)

Ebp ORVKkAEFA FREBEKIZHT B Ki fE

SR T OB TR T Ki fit(nmolL)
u ) K
ERa®s/L7 2 2.6710.142 156+6.89 13.0£0.874
E ReeL74-3-7Lay R 1100£55.1 NC NC
t RaE/L742-3-71v7 0= FrH3G) 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,

EbuFAEFA FZERIIHTHE FOEL T+ D RURKRMBA EA (4 FOHEFME (in vitro) ®

[71]

t by FAEFA FZFEREZHEBLEET. Chem-5 MLDOPEEEH LN u AEFA YT RTHL [3H]
-DAMGO # AW CHAERZFEE L7-, RBWE L LT, E FrEL 7+ (0.01~1000nmol/L) | E
JLE % (0.01~1000nmol/L) , 4% = K> (1~100000nmol/L) , % X7 = > % =L (0.01~1000nmol/L)
BEME L, 4 A EAA RZEEICHT 28273 Kifiz R 72, Kifiid 3 o FHETE Lz,
[#25]

by AETA RZREICHTHE FrELT 4 00 Ki HITAREHRAEAA RO Ki @k 0 iErro7-,
WoT, E RBEALT A+ D u A A A RZHFEITT 2HFMEN R b &0 o7,

EhudEAA F2RKRIZHT S KifE

R E Ki fE(nmol/L)
E Re®/LT 4 0.3654
/LB R 1.168
F¥a RNy 25.87
T A=) 1.346

B 3 B EHME A 7RI,

EbkFAEFA FZBRICHTEHE FOEIIL T+ D RURRMEEA EF 4 FORIE (in vitro) 9

[5i%]

b bk FEFA RZFEREZHB S W72 CHO Hifus & ER U 72 BEES & IERIRA A A R T RTh
% [3H] -diprenorphine % W\ CHEAFERR 2 EhE L7z, RE®WE (0.3~1000nmol/L) & LT, B RKu¥E
NTFv, FAER, X aRy, BT XV EIFIi L. &k A RZREICET 5 BME4
AT KifEE Rz, & KifllidERZ SERVIKLUZ/BRNSHEH L, FHEEERE TR LT,
[543

b xS RZEERIZHTSHE Ree/L7 400 Ki fEIFAENEA A A Fo KifEXL D IE»ro7-,
WoT, B RRELT + D kA A FZFEERITKT DB R b @2 o7,



VI LRI B9 5

EbkFAEFA FZRKITHT S KifB

AEBRE Ki fifi(nmol/L)
[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) FEFA RZRES T2 FIZHTHE FOEL I+ D RURBEYMOT T =X LEE (invitro) 7
[71]
b b u A EFA FZFEEEZRER S CHO-K1 M OBFE S %2 v, [38] 7' 7 /2> 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=,
[ ]
E ReELTr it 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,

EbuAEFA FRERICHT 2EEFORET T =X MEMBR
(%)

125 7 o o EROELTAY
—a EROEL T+ -3-FLadk
—aA EROELTA-3-5Lo0=F
100 (H3G)
O===+0 DAMGO
7 EiE+IZHERE
El‘\ 75 -
=
&
B %0
R
£ 25
0 -
-25 T T T T T T ]
1x10" 1x10°10 1x107° 1x10%¢ 1x107 1x10% 1x10°8 1%10* (mol/L)

RHIRE
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5) Sy buFEFA FRBERIZHTHE FOEL T+ O RURKRMEA EL A FOT7IT=X MEMS (in vitro) 9
[71]
T v b uAEHA RZEEREBLC6 7'V A —~ il OFEEL % AV, [358] -GTPyS fi & HE5R/EH % 45
2T T=A MEEO 1527 T 50%HNRE (ECs0) #3Rb7-, & 512 DAMGO O AIEMEE 100%
ELTIRRIEMEZRD T2, RBWE (1~10000nmol/LL) & LT, B Ru®EL7 4>, ELER, FFV
ARy KONT7 =X =V LT, BEITERE SRR IR LI ENSEH L, FHE R =
TEL,
[#625]
ERo®ELT 42, FAER, AFTVARRKRORT 2 F=NDTy b py T A RZRRITHT 5T 2
= A MEMIZ, ECso DN, & RBEALT 42O u AL A RZRERICHT DT I =R MEMES &M
S, BRRNIEEITELER, 72 Z=AVDIRICEL, X a R LD RrEL7 4+ VEFERETH

277,

Y b UTEFA FRBEKIZHT HT7IZR MEH

AR ECso(nmol/L) e RIETE(%)
E ReE/Lvr 4 17.6+3.6 65.11+2.2
E/LE X 78.4+19.0 83.8+t1.0
Fxva RN 3731125 66.11+3.6
Tz H =) 128+25.3 77.1+26.0

I EER A 3 Al VIR U7 - DR U7 P E AR R 2 R T,

(2) B EEM T D ABRAKIE
W OFIRITEN K 2 S0 FEH OB A FE i L7,
1) HEE F&RSICBT28mIEN (=7 A) : Hot plate ¥ & O Writhing 352 X 53l (& n=15 Ll I)
(DHot plate i
b RaELT 42 (7V—R) ZHEIE FELS (HERP) L, 20, 30, K160 53412 56 CICHRE L
B BB A RS, RERKDIZY, BT 5 E TOBMREHE Lz, BRSELETYO 2.5 %
D E % 100% OEIFIEM & A7 L, F&E - SR EA BRI D 50% A4 (EDso) &Rz,
@Writhing ¥
t FrELT 4> (7Y —K) ZHREEZ TS HEARH) L. 156 %12 0.6%M (60mg/kg) #/E
PR G-L, ZOE%PD 20 53, writhing (2 RICH LA THOZ T2 &K 5 R fER) o
AIEABILE Ulo, ERMERICHERZ 5 L2356, writhing 28HEBL L 72 BEO HELEEDR 90% Th o7z
T EBE 2 W 54T writhing 23H K L7256 2 BURERGIE & il L. DU oA X0 S 1E
Mtz R L, & - SRR BRI 5 EDso 23R 72,

BUREH B ESR (%) =100— (writhing 17EM#E A& HEL/90) X 100

2) HEROESIZRBITH8EMIEH (Z > ) : Hotplate $5IC X 238 (KA n=10 LI I)
tE ReELT 4y (7 —K) ZHEEREO&E HEARP) L. 60 2% 56°CICRE L e @ik LICHE)
MzEE, RO, BHET 2 ETORKFZHIE L, BRRNELESEY O 2.5 5056 % 100% D
BRI & 7 L. & - SR ER IR S 50% A %h& (EDso) &R 7z,



VI S HERIC B9 5 IHH

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) BHERZ TFTHRGICBIT58mWER (7 v F) : Hot plate £ & O Tail flick #:12 X 27l (%58 n=10 LA )
(DHot plate i
b RaELT7 4y (7 —R) ZHEK TG (HERPF) L, 30 5% 56 CICHRE L&k 1o
B aEE, RETRO20 | BT 5 £ COWREZIIE Lz, RS BAEBIY O 2.5 5086 % 100%
OEIFIER & A7 L, A - SURTERAGIERIEHR S 50% A& (EDso) Z3RH7z,
@Tail flick
E FrELT 42 (7 —K) ZHEIRZ RS (HERY) L. 30 2%ICRIZEWIEZ b 2 TH b [akE
THECOBEBRFEZRIE Uiz, RPN EILERO 2 (5L O A SR (ER MR R &fE L, SR IER
BEMEME (R o> R B 2 SR /EFIBAMER & LTk, & - SR IERIBGMER IR 5 EDso & R 7z,

D~4) OFRBRAEREZRRICE L DT,

E RRELT 4 I~ U A KRTT v MTEBWT, B )7 (Hot plate K& O Tail flick 13 BV, Writhing
BRI L5 515) © &G O, SRR, BT (ZBHb L3, $miEM 2R L7z 10,

RVARVT Y MIH T HEABRAELEVICHREZIKEI 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) FERISTRRERT - FAEERRS
LR L
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VIl. EYEREICET 5EHE

1. MAPREDHR
(MAaRLEMGOLPRE

ZEERR L

QERRAR THREIN-IPRE
1) BERRA
OHEREIERE

HAS N RN B (538 58 6 ) I2AK] 1mg, 2mg KON 4mg & ZEfEREICHEIRE NG L7z & & 0,
Mg e R/ 7 CREHER K OHMEIE ST A =2 1ZRD LB TH o7 9,

HEEORSHOmMEBEHRE FOEIL D + VIREHR

(ng/mL)
3 —_
O====0 1mg(n=6)
B—a 2mg(n=6)
A——aA 4mg(n=6)
EHEFEERE
it}
%=
i
=
E
+
....................... mg.ﬁ Crrrass ‘r ‘=‘
24 36 48 (hr)
S
EMEIRE/NT A —42 (BEFOHRSEHE)
&5‘5 'fﬁlJ AUClast Cmax Tmaxa) tie CL/F Vz/F }Lz
1 #| (ng-hr/mL)|  (ng/mL) (hr) (hr) (L/hr) (L) (hr'1)
1mg | 6 | 1.80%0.583 | 0.664%0.302 (0223(;00) 5.26+3.35 491+229 | 3290+£1560| 0.185+0.111
2mg | 6 | 4.05+0.949|0.980+0.352 © 221? 50) 9.24+5.88 405+124 | 4920%+2400| 0.102+0.0603
4mg | 6| 10.3%=3.31 | 1.95%£0.563 © 533(; 02) 18.3+11.7 335+90.1 | 8710*+=5470|0.0466+0.0173

PR fiE R

a) PORAE (R/IMiE ~ K AE)

AUChast : E B ATREZR f A& AL E T O MHE P AE — B A T E RS, Comax » B MAE IR E . Tmax : Ferm MLAE PR E
BIERER], tuz « AR ORI, CLIF : R oeH 7 V7 T A VIF @ BT ORKMSMER, 1q:
FEARFNZ IS 1T 2 W Fd L TE

1) AANOARSNIZHELOMHEIT, 1 A 4~24mg % 4~6 FICHER ARG TH D,



VIL_ Y Ehielc B4 5 IH H

QRE®RE
HARANERR A, & FeEL7 4 CHERERA] 1.3mg* % 6 FFEIHRE T 5 RIKE®HRSG Lt &0, M
e FaEL 7 4 VIREHERE R OSEYEIRE T A —X XKD LB Tho7z, 5 BIHELZOMET
B FrE/LT7 4+ 0 AUC X, PIRIEG%OK 25 Thole, £7o. 5 HHBRGRZRICITEFRIREISEL
TU7= 1D,

* b NuEL 7 4 IR ORIIERA] RARAGR) - LT, A TVLEMERERICEY SRB ) TREL

REZOZSHOMERE FAEIL T + ViREHR

(ng/mL)
25 - AR5 (n=6)
5@ B %5 (n=5)
EHE 2R RE
2 ]
m 15
43
$
=
= 1
05 E
E I TT ——
0 T T —— *
1 2 3 4 (B)
T T+ 1T 1Tt 1 B
S5EIREES
EMEIRE/INS A —4 (1.3mg REFRESHOYREIZER)
w AUCO-ﬁhr Cmax Tmaxa)
Pi%e (ng * hr/mL) (ng/mL) (hr)
6 1.48+0.470 0.849+0.432 1.00
(0.822~2.03) (0.239~1.40) (0.500~3.00)
SR AR A (/M ~ I KD
a) Pl (F/IME~ F K AE)
AUCo-6nr : $%5-1% 6 WER F T oo 45 AP — R dh AR T i fl
EMFEE/NT A —4F (1.3mg REXREED 5 @HKE%)
¥ AUCtau Cmax,ss Tmax,ssa) t1/2,ssb)
P (ng * hr/mL) (ng/mL) (hr) (hr)
5 2.90*+1.12 1.52+0.937 0.650 13.3+3.37
(1.52~4.51) (0.571~3.07) (0.250~1.52) (9.04~16.4)

T AR S R/ ME~ROKAE)

a) PRAE (e/IME~ iR K AE)

b) F%IE 4

AUCtau : £5-MH0E Z & O MHE e B — Wt TR, Cmaxss + EHARAE T O M
Tmax,ss © & #RAE T O 5 AT PR EEBERFH], tuzss 1 7 IRRE TORAKAH O I

1) AANOARBSNIHELOHEIT, 1 A 4~24mg % 4~6 FICHER ARG TH D,



VIL_ EYEhfelc B9 5 HH

2) BkE
<HNEAT—E>
RN B L4 18 BillC, & R E /L7 IR IA| 8mg A 25 IERF R ARG Lo & &, mifEfe K
0V g VPREHERS I ZEITRR O Lo T2 12,

1) AANOARBSNIHIELOHEIT, 1 A 4~24mg % 4~6 FICHER ARG TH D,

(3)h&EE
MY ER R L

GEE -tRAEOFE
AARNEERERR N BV 6 Bl AKl 2mg ZHARR OB Uiz & & ZEjERF L bhlt L CRLBEGFF T Crnax 1 1.3
5, AUCintld 1.3 fFIZEER L7249,

1) AANOARBSNIZHIELOHEIT, 1 A 4~24mg % 4~6 FIZHER ARG TH D,

2. EMEERM/NT A—4
QD) Liiwaps
MR L
(2)RULEEE
AR L
(AR EETEH
VI.1.2) 1) QBEEEE] SR
HIPIUTIVR
VIL.1.2) 1) QEEESE) SR

B)HPmBEE
MVI.1.(2) 1) QHEREIES ] S
(6)Z Dfth
M ERR L

3. BEM (RExL—>3y) @i

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

QUITA—SEHER
FHE S B REMEATIZ 1T, A-J102 3R, A-J201 35 & Y A-J302 iR/ S b -miih e Faer 7 4 v
RET—% (147 ], 966 Kixi) M- ( TVLERKREKE) SR ) . ZORR, Rordoey s )77
WKL TCTNT I AST (TANRNTGX VBT I ) 70 A7 27 —8) kO CLer (Z VT F=027 U7
TUR) WD, NRAFTTRATETT 4 O R )07 5 CRBEA ORI Tk U CRIEFOFEN,
ENENHFFNCHEREERETH T,
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4. % U
BARNBERERA 6 FIZ, & FuT/L7 5 AARBERK 2 2B EER ARG L& AMFTAM 7T+«
1% 24% ToH - 7= 1D,

) AFNOAGB SN HEKROMHEIZ, 1 H 4~24mg % 4~6 BICHEIR ARG TH D,

<3E .8 T—45>

HEVEZ » bz [14C] ke Ru®L 7 4 VHEEEE 2 Tmg/kg O R CTHIARE D8 514, &5 48 Bl £ Clo i
HHRED 94.0% 0 EI E e (BEHFHIC 88.4%., JRHIZ 58.0%. #EHIZ 2.7% : n=7 OFHIE) | BHHG
BEmDD 72 < &1 91.4%IXHEMILE N LRI TV 5,

5 9% f

(1)1 i — B B P @
<g#MT—42>
Tk, [VI5.(5)Z DD~ DITH 2R

(2)Mni% — B BE AP @@ 1
<gMT—42 (Tv b, OYF) >
IR 17 BO RGBT v Mo [14C] ke Fuev 7 5 UHEREIE 1.56mg/kg 2 HRREOKE Lz &, ¥E5 2
T8 24 FER4 O R REIR EE IR 1R 0.05+0.01 & T* 0.02% ug eq./g. RHAIMEEF 0.60+0.10 &% 0.03+
0.01ug eq./lg TH o7,
R 19 B PG HX(C [4C] ikt Fue/L 7 VIR 6.25mg/kg ZHRREOKE Lzt &, ¥E5 2
e % 72 R4 O JRERR EE IXAR 2 R 0.18£0.03 KX 0.04™) ug eq/g. FHAIMEF 2.69+0.41 KT 0.02=+
0.01ug eq./lg TH o7,

*) FEYE(RZE 0.01 Al

QR)ET~DBITH
<HNBEAT—%2>
fefeZ L 8 BillZ, & N B 7 f UIERERA 2mg # R GH G Lz & B REE/LT 4+ » O/ T
» AUC DItiX 2.56 ThH o7 19,
E) AANOABENITZHEROHEIX, 1 H 4~24mg % 4~6 [BICHFR OB E TH 5,

(BB~ DB
LR L
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(B)ZF DD BB~ DFEITHE
<gT—42 (Tvk) >

HHES Y Mo [“Cl F8E FOEILD + VIEEEIE Tmo/kg ZEEIREOERES L1 & EOEBTPRNERE

FGREIRIE  (ug eq./g)

K

1 hr 4 hr 8 hr 24 hr 72 hr 168 hr
EIkE 0.85 0.73 0.73 0.54 0.29 0.15(<0.01%)
Mg COMER) 0.73 0.70 0.50 0.30 0.12 0.10
G 0.67 0.71 1.11 0.81 0.35 0.23(0.02%)
fis 0.63 0.60 0.18 <0.23 0.11 0.13(0.02%)
B e fEN; 0.63 0.39 0.34 0.61 0.32 0.17
DR 0.55 0.49 0.34 0.28 0.13 0.15(0.01%)
5 Mk 3.08 1.13 1.02 0.46 0.26 0.22(0.03%)
JH I 2.96 2.13 2.44 1.26 0.74 0.45(0.43%)
il 0.76 0.70 0.59 0.37 0.14 0.12(0.01%)
BRI 0.44 0.20 0.22 <0.18 0.10 0.18(1.51%)
NS 1.17 1.67 0.81 0.43 0.21 0.19(0.01%)
ek 1.03 0.55 0.73 0.48 0.25 0.17(0.01%)
i 0.54 0.49 0.18 0.27 0.17 0.23(0.04%)
e fit 0.61 0.59 0.50 0.68 0.40 0.19(0.01%)
SIRNI 0.65 0.75 0.50 0.30 0.15 0.15(<0.01%)

n=1, 24— I UF T T 7 ¢ —IZ L MR OBERERE 2 RIE L,

< E PR AR
(%) : B ~OROFEE RO EHE

(6)MIRERMEEE

SEBRENTIE CRIE Lz b MRS A& 3RIX 24~30% TH -7z (in vitro) 19,
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6. £
(1) BB R UL SRR
<HNBEAT—%2>
ENMIBITDE FaEL7 4+ 0 OFEREHREEIT, 3 fIKBEO IV a  BIGIZLSE RaE/LT 4 -8

I u= R ~ORHTH D 19,

RBHERGL - ATl
HEE KBRS

SiooUgias

EFOEILTAY

FIILa—xE

H
H on EROELTF-3-F)LaLK

ErMEEPRBEMEL TOREMEDHEBEERNOARSTRTR

QKB5S 58F (CYPEH) OHFE. F5F
tERrELT 4+ KO FRENLT +2-3-7 07 1= Rk, CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6,
2E1 KON 3A4/5 ZFAEHRT 10, CYP1A2, 2B6 KN 3A4 ##FE L o7 (in vitro) 17,
REEBHROEERUVZDEE
<#gMT—% (Tvbk) >
[UC] #Eilk e R e 7 4 VR % Tmglkg O & THERE N# 5%, %5 48 Bl £ Tl 5 RE D
91.4% 3 MEHH & RPICEIR S 7= Z & D (IEHHIC 33.4%., JRHIC 58.0% : n=7 OFHfE) | F5HUH
RREODR LY 914%ITIHEEN LRSI TS (VL4 ) , —J, T v Mck Re®
V7 4 R & Tmglkg O R CHEIRR O # 5-1% Ofet A ERRIH X 8.9% L HIHER T b Z L hb,
Z v MNCIEIEE R R AR b,
GRBEMDEFEOEERUEMLL, FELE
b MIER B TH DL E RREAL T 437 ay REUE RRELT -3V n=RiEininbe
buAd A RZFRICH L TCT A=A MEWEEZ R LIS, Z0O I3 REE/LT 4 2 OFENEI 1/249,
7 1/2280 &Ko7 (IVI2.(1)4) #EX A FRERY T 24 TIIHTHE FOEIL T+ VRURBEMDOT

dJ=R kEM (invitro) | &R)
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7. B it
HA N A BHICAA Img, 2mg KW 4mg Z HERRO&REG L & &, 5% 48 Il E CorRPic, &5 &
DI 8% N FaE'E/L 740 LT, BEEOK 330%™t ReE/L T 40-83-7 7= b L THSn- 9,

) AFNOAGR SN HEKROMEIZ, 1 A 4~24mg % 4~6 BICHEIR ARG TH D,

8. FIVARR—E—ICET H1ER
Y EE R L

9. BWNEHIZLDBRER
B R L

10.5ENDERERTHEE
(1) BRRelEERE
<HNBEAT—2>
SRR T B, PEEEMERERE (L T7F=0 7 VT T A 40~60mL/min) 8 B K& OV B %
REEERE (/L7 F=227 177 A 30mL/min #iifi) 8 HllZt FuE/L 7 4 L EEERA Amg % Hilalfk
A5 Lol &, BHRIETE LV b, PHEEBEEREEE TIXAUC 28 2 5, HEBHRERELE ClL4

fEmin-o 7219,
) AFNOEREINT-HAELOCHEIR, 1 H 4~24mg % 4~6 BN HEROE S5 TH 5,

(2) FFHREREEBE
<HEAT—E2>
IS RE IE &5 8 M O P4 FE TR REFSE 8 (Child-Pugh 2 217 7~9) % 12 6ilC b R 1 e /L7 4 o W et R
dmg FHEREOHG Lo & & FEREERF L b, PEEFEERF RS Tl AUC 2 4 fFEn-o7 19,
7k, HEAFHSRERERE xS L LRI ER ST,

1) AANOARBSNIZHIELOHEIT, 1 A 4~24mg % 4~6 FIZHER ARG TH D,

(3) =&
<HEAT—%>
fEREmnE (656~T74 i) KOMERIEGEE (18~38 %) & 18 fllZ. b FrE/ 7+ FEREHRA 4mg %
ZEMEREHL AR O G- Lz & &, P e RaeL 7 4 VIREHERICZEITERD Do 7z 20,

1) AANOARSNIZHIELOHEIT, 1 A 4~24mg % 4~6 FIZHERAKR S TH D,

1. Z D1t
M E R L



VI Zzs4efh (B EoiEEss) (CBId 5HA

VIIl. £ (ERLOZIESE) T3 HER

ERNREFTNDER
EIN Ty

Rl

S & ZDEH

 (ROBHICITRE LG &)

2.1 FERERMERINEI OB 5 EE (PRSI A iR 5, ]

2.2 JUEIHEFRETORE [KESWEYIT 5, ]

2.3 EBYERREICRIE T D LA ROBE [MFRIHCIER R 22 8mT 5, ]

2.4 FERIREE (CAMNAERE, BEE, 2 bY F=—3H8H) b5 BE [(FHORBERS b s, ]

2.5 BRELEA Ly 208 ELEEB) 206l 2, ]

26%ﬁ7w:~w$%®$%[ﬁwmﬁ%%ﬁ¢é ]

2.7 KHNDRSY B T~ T VT A RISk ULiBuE o B

2.8 HimERBROBHE HEHMERGE (0157 %) CHRMES O EELMENE FHoOH 5 BE TIX
SER DAL, TBEMIRIOIERZ X T BENn b D, ]

29 FIIVA T = SRR & G- O3 G- AR 1A UN OB [10.1 ]

gt

EREELT AT p A EFA FERBEIEREZET 2200 p A A FZFEEREBERIC LV IERE

HleswHBEICERE LN &,

21 MERINEIER 2 A 5 0T, MR O B 5 BE TIEZ OERBSHEET 5,

2.2 RESWORTF &3,
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BEinEHEER (in vitro)

R FIAIESYSS TR REHEMEL N 2 PR ] SR N9 T T
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b FuE/VT o CHERREERA O F R REE 2 LT O LB Y IRT,
KE, EE, A—ARNTVT ATFF TITA FAY A ZVT ATUH AL AR5

(Martindale 40th ed. 2020)

FRHMETOZRE IR, HELOCHERIUTO LB TH D,

hydrochloride solution,
Rhodes
Pharmaceuticals L.P.,
2023 412 A)

oo RN
KIE DU S 1 INDICATIONS AND USAGE
(DILAUDID- DILAUDID Oral Solution and DILAUDID Tablets are indicated for the
hydromorphone . . .. .
: management of pain severe enough to require an opioid analgesic and for
hydrochloride tablet, . . .
which alternative treatments are inadequate.
DILAUDID-
hydromorphone Limitations of Use

Because of the risks of addiction, abuse, and misuse with opioids, which can
occur at any dosage or duration /see Warnings and Precautions (5.2)], reserve
DILAUDID Oral Solution and DILAUDID Tablets for use in patients for
whom alternative treatment options [e.g., non-opioid analgesics or opioid
combination products]:

* Have not been tolerated or are not expected to be tolerated,

* Have not provided adequate analgesia or are not expected to provide

adequate analgesia.

DILAUDID Oral Solution and DILAUDID Tablets should not be used for an
extended period of time unless the pain remains severe enough to require an
opioid analgesic and for which alternative treatment options continue to be
inadequate.

2 DOSAGE AND ADMINISTRATION
2.1 Important Dosage and Administration Instructions

Ensure accuracy when prescribing, dispensing, and administering DILAUDID
Oral Solution to avoid dosing errors due to confusion between mg and mL,
which could result in accidental overdose and death. Ensure the proper dose is
communicated and dispensed. When writing prescriptions, include both the
total dose in mg and the total dose in volume.

Instruct patients and caregivers on how to accurately measure and take or
administer the correct dose of DILAUDID Oral Solution.

Strongly advise patients and caregivers to always use a graduated oral
syringe or measuring cup, with metric units of measurements (i.e., mL), to
correctly measure the prescribed amount of medication.

Inform patients and caregivers that oral dosing devices may be obtained from
their pharmacy and to never use household teaspoons or tablespoons to
measure DILAUDID Oral Solution.
+ DILAUDID Oral Solution and DILAUDID Tablets should be prescribed only
by healthcare professionals who are knowledgeable about the use of opioids
and how to mitigate the associated risks.
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+ Use the lowest effective dosage for the shortest duration of time consistent
with individual patient treatment goals /see Warnings and Precautions (5)].
Because the risk of overdose increases as opioid doses increase, reserve
titration to higher doses of DILAUDID Oral Solution and DILAUDID
Tablets for patients in whom lower doses are insufficiently effective and in
whom the expected benefits of using a higher dose opioid clearly outweigh
the substantial risks.

+ Many acute pain conditions (e.g., the pain that occurs with a number of
surgical procedures or acute musculoskeletal injuries) require no more than
a few days of an opioid analgesic. Clinical guidelines on opioid prescribing
for some acute pain conditions are available.

* There is variability in the opioid analgesic dose and duration needed to
adequately manage pain due both to the cause of pain and to individual
patient factors. Initiate the dosing regimen for each patient individually,
taking into account the patient's underlying cause and severity of pain,
prior analgesic treatment and response, and risk factors for addiction,
abuse, and misuse /see Warnings and Precautions (5.2)].

* Respiratory depression can occur at any time during opioid therapy,
especially when initiating and following dosage increases with DILAUDID
Oral Solutions and DILAUDID Tablets. Consider this risk when selecting
an initial dose and when making dose adjustments /see Warnings and
Precautions (2.1, 5)].

+ Initiate treatment with DILAUDID Oral Solution in a dosing range of 2.5 mL
to 10 mL, 2.5 mg to 10 mg, every 3 to 6 hours as needed for pain, and at the
lowest dose necessary to achieve adequate analgesia. Titrate the dose based
upon the individual patient's response to their initial dose of DILAUDID
Oral Solution /see Dosage and Administration (2) and Warnings and
Precautions (5)].

+ Initiate treatment with DILAUDID Tablets in a dosing range of 2 mg to 4
mg, orally, every 4 to 6 hours as needed for pain, and at the lowest dose
necessary to achieve adequate analgesia. Titrate the dose based upon the
individual patient's response to their initial dose of DILAUDID Tablets /see
Dosage and Administration (2) and Warnings and Precautions (5)].

2.2 Patient Access to Naloxone for the Emergency Treatment of Opioid
Overdose

Discuss the availability of naloxone for the emergency treatment of opioid
overdose with the patient and caregiver and assess the potential need for
access to naloxone, both when initiating and renewing treatment with
DILAUDID Oral Solution or DILAUDID Tablets /see Warnings and
Precautions (5.5)].

Inform patients and caregivers about the various ways to obtain naloxone as
permitted by individual state naloxone dispensing and prescribing
requirements or guidelines (e.g., by prescription, directly from a pharmacist,
or as part of a community-based program).

Consider prescribing naloxone, based on the patient's risk factors for overdose,
such as concomitant use of CNS depressants, a history of opioid use disorder,
or prior opioid overdose. The presence of risk factors for overdose should not
prevent the proper management of pain in any given patient /see Warnings
and Precautions (5.2, 5.3, 5.4)/.
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Consider prescribing naloxone if the patient has household members
(including children) or other close contacts at risk for accidental ingestion or
overdose.

2.3 Initial Dosage
Initiating Treatment with DILAUDID Oral Solution or DILAUDID Tablets

Dilaudid Oral Solution

Initiate treatment with DILAUDID Oral Solution in a dosing range of 2.5 mL
to 10 mL, 2.5 mg to 10 mg, every 3 to 6 hours as needed for pain, and at the
lowest dose necessary to achieve adequate analgesia. Titrate the dose based
upon the individual patient's response to their initial dose of DILAUDID Oral
Solution.

Dilaudid Tablets

Initiate treatment with DILAUDID Tablets in a dosing range of 2 mg to 4 mg,
orally, every 4 to 6 hours as needed for pain, and at the lowest dose necessary
to achieve adequate analgesia. Titrate the dose based upon the individual
patient's response to their initial dose of DILAUDID Tablets.

Conversion from Other Opioids to DILAUDID Oral Solution or DILAUDID
Tablets

There is inter-patient variability in the potency of opioid drugs and opioid
formulations. Therefore, a conservative approach is advised when
determining the total daily dosage of DILAUDID Oral Solution or DILAUDID
Tablets. It is safer to underestimate a patient’s 24-hour DILAUDID dosage
than to overestimate the 24-hour dosage and manage an adverse reaction due
to overdose.

In general, it is safest to start DILAUDID therapy by administering half of
the usual starting dose every 3 to 6 hours for DILAUDID Oral Solution; and
every 4 to 6 hours for DILAUDID Tablets. The dose of DILAUDID can be
gradually adjusted until adequate pain relief and acceptable side effects have
been achieved [see Dosage and Administration (2.5)].

Conversion from DILAUDID Oral Solution or DILAUDID Tablets to
Extended-Release Hydromorphone Hydrochloride

The relative bioavailability of DILAUDID Oral Solution and DILAUDID
Tablets compared to extended-release hydromorphone is unknown, so
conversion to extended-release hydromorphone may lead to increased risk of
excessive sedation and respiratory depression.

2.4 Dosage Modifications in Patients with Hepatic Impairment

Initiate treatment with one-fourth to one-half the usual DILAUDID starting
dose depending on the degree of impairment /see Use in Specific Populations
(8.6), and Clinical Pharmacology (12.3)].

2.5 Dosage Modifications in Patients with Renal Impairment

Initiate treatment with one-fourth to one-half the usual DILAUDID starting
dose depending on the degree of impairment /see Use in Specific Populations
(8.7), and Clinical Pharmacology (12.3)].

2.6 Titration and Maintenance of Therapy
Individually titrate DILAUDID Oral Solution or DILAUDID Tablets to a dose
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that provides adequate analgesia and minimizes adverse reactions.
Continually reevaluate patients receiving DILAUDID Oral Solution or
DILAUDID Tablets to assess the maintenance of pain control, signs and
symptoms of opioid withdrawal, and other adverse reactions, as well as to
reassess for the development of addiction, abuse, or misuse [see Warnings and
Precautions (5.2, 5.14)]. Frequent communication is important among the
prescriber, other members of the healthcare team, the patient, and the
caregiver/family during periods of changing analgesic requirements, including
initial titration.

If the level of pain increases after dosage stabilization, attempt to identify the
source of increased pain before increasing the DILAUDID Oral Solution or
DILAUDID Tablets dosage. If after increasing the dosage, unacceptable
opioid-related adverse reactions are observed (including an increase in pain
after a dosage increase), consider reducing the dosage /see Warnings and
Precautions (5)]. Adjust the dosage to obtain an appropriate balance between
management of pain and opioid-related adverse reactions.

A supplemental dose of 5 to 15% of the total daily usage may be administered
every two hours on an as-needed basis.

2.7 Safe Reduction or Discontinuation of DILAUDID Oral Solution or
DILAUDID Tablets

Do not abruptly discontinue DILAUDID Oral Solution and DILAUDID
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 DILAUDID Oral Solution and DILAUDID
Tablets, there are a variety of factors that should be considered, including the
total daily dose of opioid (including DILAUDID Oral Solution and DILAUDID
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 co-morbid 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 DILAUDID Oral Solution and
DILAUDID Tablets who are physically opioid-dependent, initiate the taper by
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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, evaluate 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 an extended period of time, 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 (5.14), Drug
Abuse and Dependence (9.5)].
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4. Clinical particulars
4.1 Therapeutic indications
For the relief of severe pain in cancer.

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

Adults and children aged 12 years and above

Palladone capsules should be used at 4 hourly intervals. The dosage is
dependent upon the severity of the pain and the patient's previous history of
analgesic requirements. 1.3 mg of hydromorphone has an efficacy
approximately equivalent to 10 mg of morphine given orally. A patient
presenting with severe pain should normally be started on a dosage of one
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Palladone capsule 4 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 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.
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(DILAUDID- 5.5 Neonatal Opioid Withdrawal Syndrome
hydromorphone
hydrochloride tablet, Use of DILAUDID Oral Solution or DILAUDID Tablets for an extended
DILAUDID- period of time during pregnancy can result in withdrawal in the neonate.
hydromorphone Neonatal opioid withdrawal syndrome, unlike opioid withdrawal syndrome in

hydrochloride solution,
Rhodes
Pharmaceuticals L.P.,
2023 12 A)

adults, may be life-threatening if not recognized and treated, and requires
management according to protocols developed by neonatology experts.
Observe newborns for signs of neonatal opioid withdrawal syndrome and
manage accordingly. Advise pregnant women using opioids for an extended
period of time of the risk of neonatal opioid withdrawal syndrome and ensure
that appropriate treatment will be available /see Use in Specific Populations

(ERIA
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Use of opioid analgesics for an extended period of time during pregnancy may
cause neonatal opioid withdrawal syndrome /see Warnings and Precautions
(6.5)]. There are no available data with DILAUDID in pregnant women to
inform a drug-associated risk for major birth defects and miscarriage.

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

The 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
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recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Fetal/Neonatal Adverse Reactions

Use of opioid analgesics for an extended period of time during pregnancy for
medical or nonmedical purposes can result in physical dependence in the
neonate and neonatal opioid withdrawal syndrome shortly after birth.

Neonatal opioid withdrawal syndrome presents as irritability, hyperactivity
and abnormal sleep pattern, high pitched cry, tremor, vomiting, diarrhea and
failure to gain weight. The onset, duration, and severity of neonatal opioid
withdrawal syndrome vary based on the specific opioid used, duration of use,
timing and amount of last maternal use, and rate of elimination of the drug by
the newborn. Observe newborns for symptoms of neonatal opioid withdrawal
syndrome and manage accordingly /see Warnings and Precautions (5.5)].

Labor or Delivery

Opioids cross the placenta and may produce respiratory depression and
psycho-physiologic effects in neonates. An opioid antagonist, such as
naloxone, must be available for reversal of opioid-induced respiratory
depression in the neonate. DILAUDID Oral Solution or DILAUDID Tablets is
not recommended for use in pregnant women during or immediately prior to
labor, when other analgesic techniques are more appropriate. Opioid
analgesics, including DILAUDID Oral Solution or DILAUDID 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, 5, or 10 mg/kg/day (0.4, 2, or
4 times the HDD of 24 mg based on body surface area, respectively). Maternal
toxicity was noted in all treatment groups (reduced food consumption and
body weights in the two highest dose groups). There was no evidence of
malformations or embryotoxicity reported.

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

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

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

8.2 Lactation

Risk Summary

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

Clinical Considerations

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

8.3 Females and Males of Reproductive Potential

Infertility

Use of opioids for an extended period of time 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), Clinical
Pharmacology (12.2), Nonclinical Toxicology (13.1)].
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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 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
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appropriate treatment will be available.

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

Breast-feeding

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

Fertility

Non clinical toxicology studies in rats have not shown any effects on male or
female fertility or sperm parameters.
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hydromorphone

hydrochloride tablet, The safety and effectiveness of DILAUDID in pediatric patients have not been

DILAUDID- established.
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hydrochloride solution,
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Not recommended.
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