2024 4 10 A 5T (58 12 hR)
H A HE P 5 /0 FH 7% 7 872391

EERAARAELI—T+—L
H AR B3k A2 o TF 5080 4H 2018 (2019 AEHHRR) 1T YERL L CTIER

5-HT: 2 B AE 2 il it F
O/t O UERIE T EF

POFD 51 0.75mg
POX D w2009 0.75mg

Aloxi. LV. injection - LV. infusion bag

#l TSl

&

A ORG K| B AGEEELEE—EMFEOLLTECLVMENTLZL)

7 0% 0.75mg :
1 AmL H 2% /& b o e 0.84mg (S /b b LT 0.75me) 2 &4

R 7R 7 OF SRRy 0.75mg
148 50mL H Xe /& b VIR 0.84mg (S /& hr v b LTCO0.75mg) &4
i i P m& o o%m & ba oHEEgRE (JAN)
= 4 : Palonosetron Hydrochloride (JAN)
N N > E: £4 3 S -
BRI A o 7 B¥*T8E 0.75mg 7AaXAmEEsE/Nv Y 0.75mg
R K IR 8 - | CSsBOTKGMEAHE - 20104F 14 20 H 20124 811 16 H
R R s & g g | SCMIEMELGERAEAH 20104 4 7 16 A 2012 4£ 11 71 30 H
e B WA H BH: 20104 4 H 22 H 2012412 H 5 H
MaEEE @A) - | wenosr o APBELL T EMREtT
R - BRERHA % #: 2t : Helsinn Healthcare SA (Helsinn #. A1 &)

EXFHRELH
N E B %

KRS T2ERR At R I Rk
TEL : 0120-20-4527
BUhabhteE&EDO| (LB -8H - YoRERZRL)
IR BRI AR — A —
https://www.taiho.co.jp/
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EERA VIEL—T+—LFIHOFEIZOME —BXRHEREFIEE —
(20204F4 H t4zT)

EERA VI EL—T+—LIEROER

A EELOERNRERFERE LT, ERMAERLBAMASCE (UUT, R’RAAGE) 7
b5, ERBLYTERM - JEHENE O ERIEFE D A H G100 873 5 3K 5 0 @ 1E 11
i AT DB, IR SCE ISR S N E e BAT T 2 BICEEM 22 W LB R 5E 0
Ho, BIEAEOEEFRMYE (LLF, MR) E~OFHROBMFERSERIC LY HHE
MELTE TS, ZOBRICLEREREZMEAICATTL2OOHA Y A F & LTESR
A A a—T 4 —5 (LLF, IFERES) Mad LT,

198842 H A Be A= (LR, HWER) B2/ N Z B BIFOMENN | TFRL#Ebk
AL TFREHEEHZ RE L, T ORI9984FIC AN 3/ NE B 208, 20084, 201341
AR EERE B S DIF#SEZHOUET 21T > T&E T,

IFEC#k ZEH2008LL %, IF iPDF%‘:@%%E’J?—§7 LTI 2 Z ENRAIE 2o T,
THUCEY, B CEOFERUGT N H > T2 GG WET ORI T — & Z BN L 2 IF 3R

WRRtIN D Z L Lo T, Eﬁﬂ?ﬁﬁﬁ@IFi L R R AR S s (LU, PMDA)
D EEAEE LG REREDOX— (http!//www.pmda.go.jp/PmdaSearch/iyakuSearch/) (Z
TAEN TN D, Ef%ﬁi:mm%i@ﬁE%%wmm%ﬁ%@%#éﬁ%&LfF4
VA B a—T F— LRRR &L, fHx OIFNRA CEEZME T 2@ EEHE®RE L

Tl bl A - *ﬁﬁb“@/\é

2019FE DI CELMEHO L HIZE D, TTFR#EHEH2018] AR, 4 TE
W EHES ORCIEREMIEINCET 0 A FTA ) ICHAETLHEREHOLD, €D
BB A SRE LT,

IF&IE
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FEAM - W - SRR T R E FHIEFIIFOFTEMEH L IR R, S0HZ 5L IS
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LOLEVWIRBMEFOZ L EAIEE LTS,

[FORMITE T — X 2 HEARL L, BIRSETORKIILE TR,
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HISE A RT7A4 v, WEWa—F 47 - TI77 7 4 2A50HKE - EREZTID %
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BY, MRE~DA VX Ea—XHLOTIGAEZR EICEY FIHE B ODPIFONE % FoHE
SHELIRXLDTHALZ LEEZEHL TEBLRITNIE bR, BEEENLH LN D IEHR
OF AR AR L, ZORBIEE Rk, EREBICH T oM EFER MR T2 2 &
AR OARBE THY | IFZFHA L THHEESZBIZMESL 2 L DI LTV &0,
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RS

BE= (FE N B (ER)
07-PALO Nr ) e ORI RO RS-42358-197
09-PALO e /¥ e rORHY) RS-25233-198
5-HT 5-hydroxytryptamine (serotonin) : 5-t Ku¥ v h 7FX¥ I (knm b=)
ALT ALAT, alanine aminotransferase : 7 7=« 73/ 7 A7 =7 —F
AST ASAT, aspartate aminotransferase : 7 A/X7 X V7 I /) T U AT 2T —F
AUC area under the concentration versus time curve : & — B dh i T~ mifs
AUCoint area under the plasma concent‘ration-time curve up to infinity :

P& 5-1% PR R IRE ] 2 ~C oD if 5% A g - IR ] T i R

BDZ benzodiazepine : XV VT E L
CCr creatinine clearance : 7 V7 F =7 U T T R
CINV chemotherapy-induced nausea and vomiting : {L52FIER R EL - IEH:
CL, renal clearance : 7 U7 7 &
CLtot total body clearance : £ 7 V7 J A
Cmax maximal concentration : fx & e &
CR complete response : SEE
CTZ chemoreceptor trigger zone
CYP cytochrome P450 : 5~ 7 @ — A P450
EDso fi 50%f 2h &
EMA European Medicines Agency : BRI & 385 )T
FAS full analysis set : i K DA xF G EEH]
GABAA v -Aminobutyric acid : y -7 3 / &R
HEC higly emetogenic chemotherapeutic agents : ra 2 fi i H M A 5 74
hERG t b ether-a-go-go P& 1
ICso inhibitory concentration 50% : 50%BH 5 & &
IAY intravenous : FfkAN
kel TH 2R B e 4K
M4 metabolite 4, 6-S-hydroxy-palonosetron : /X2 /& fa O : 6-S & Fu K
M9 metabolite 9, N-oxide of palonosetron : /31 /& k2 > O#H : N-4F 3+ Rk
MEC modelately emetogenic chemotherapeutic agents : H %5 B {k it M by T fid 5 A1)
N/n number
NCCN National Comprehensive Cancer Network : K& IEHR R Y hU—7
pKi SRR D EEA OB (Ki) DA%
PM poor metabolizer : {REHEEFEIE MDY K TR
QOL quality of Life : ZE{EDE
QTc QT interval corrected for heart rate : L% IE QT @
ti/o half life of elimination : 1i452< - )85
Trax time of the maximal concentration : &z & ik & 21 2 FEfH
Vs volume of distribution at steady-state : EFINFEIZI T B oA B
Vds volume of distribution associated with the terminal phase :

A RABT 1T D o0 A Al

VA =2/ il N w i

Sn ke UM RS-25259-197

VN =1)A el N = N
A M

RS-25259-007




BZE(CBH9 518 H

1.

FFEDERE

FEVERE IS |2 kE 9 2 A AR RIS s O TR BT 2 LD TR M s
WiEZZ T HBEICLE>T, REREMZIK L LEWEHN OO LHSTHY |
BEO QOLICHEE 52, S HITIRREOMEICEEL METHEND D,
FEALSEHIEIC X o THR SN D ED, RO S BRI H0AS A SR 5B 4
% 24 BRERILAINIC R BLT 25 [ - Ngnk ], §ias A SRR 5-BRiA TS 24~
120 K¢ (2~5 A B) BERHET 5 TERHEL - mik], HUas A K 5B
hh 120 REILLAKE (6 H HLLKR) b Ffed 2 [EERMIEG - m], fiek
EOTRHHEGIC LD O TR T 5 [RHMEED - Rk, FinAsEo
EEEZDETTHEESND [PEMEELDL - mHt] 12EIh, ZORE
SRR I PUEME RS A OFE, S h &, BHREEICLV R D,
ﬁE\A@@@%ﬂ&ﬁﬁziﬁéﬁu\%%@%ﬁmm@a®fﬁ:f
LAIMBZHNTWAN, ZOHTH 5-HTs ZREITEE LDV 2872 L
TEYAPIZBWTHENZ 5-HTs R AR FAINEEISH ST b
KMEEE L T MRS HIT AL 2RO~V AR TR SN, b Pl
IR 23K 40 BEfE] & FERICR < ZERRPMFHZ L 0 5-HTs AR L
TEWRESBUFE R ORI 2 F T 5 5-HTs B REhiAl e /& he v
et (7 1 % U FRE 0.75mg) H*OARA~DEAZ HIFE LT, 2005 4 4
A X0 ERRE DR ZBRLA Uiz, £ OREH., WAMRRRBR ORE 5 & [FEk
MRk R OB YRR L @M k3 2l 2h R mme S 4, 2006 4= 7
HE0FERESNTZT T =& b a CEERE % REE & U7 sk e A M 1E 2
{EAFATRERF FLEERBR IS X 0 = O F DS e Sz,
THUBMEIIG A (X7 T F %) 85 124E 5 MbaRER GO, Erk) G
A EGTe) ) ZWISAEE LT, 2010 4 1 27 2% U FE 0.75mg (/3 A
7 OVEA] 5mL) | 2012 4F 8 HIZT v & U TEEHE N v 7 0.75mg (/3 v 7 |
50mL) OERBEEG L7Z (7 ex vk 0.76mg, 7 2% U aldlifiE Ny
7 0.75mg, LA, A&, D%, 1878 Bl i F i i 2 K OVRs 7E i FH Ak
R A 2 JE M L. 2020 42 4 AICHEERFF LT o7/ R, 2021 4F 6 1
IS, ERESREOME, AR VR EEORREICET 5EE,. B
14LE2HE S FADONAETONTRICHEY LRV E OFEEMEE
7=,
Fio, Atk 28 HLLE 18 LA FaXIGe & U sk H 1R 3 B i I f IR IR
FBIARRBRIC KV . ZOF MR S 41, 2021 4 5 A2 18 %L F &
BT B35 O ERBE TS LT,

#o8\m b ORBTORNDOEARME (0.75mg) (XiEs &8 &

D3FEETHD,




| 1. mECET3EA

2.

HEOBRRFHEFLE

(1)

(2)

(3)

(4)
(5)

(6)

PUBMEIEIG A (VAT T F %) BEITHE D Atk R OERMEO B,

WG BIRE X X A AT 25 2 * D 5-HTs 2 FIEHAI T,
(p13, pl6~21 &)

N /v hrr b LT0.75mg & 1 H 1 [RIEFE T SREEE L E,

=L, 18U ToEEFICIZ ey har b LT 20ugkg 2 1 H

1 EEEOT A ET 22 e L, B 2O ERIZ 1.5mg T3, 18

[ O [RIFR CAHKN & 23 A B ~ IR G- Lo RBRIT 2 7o ]

M COREREGITRET TS, (pl4~15 )

L FIE (VAT T F %) Ehan 1 B SC, R 2zt R 4

RLET, (pl13, pl6~21 )

b b T OMmE R 15 40 BT L7z, (p34~37 £R)

5-HTs S2 A RICHE A BRI & IR A L £,

- 7 v NEBWME O S AERRE E AV, Se ) herofids
BRMEEZ RS LS, Se 2 be o 5-HTs 28K T 5 Ki
fE1E 4.0X 10 "mol/L T L7z, (in vitro) (p29 M)

- b b 5-HTs ZFEOMBIFI L v 7 2, %&F 5-HTs Z 5K
A OREGHAME LM LIRER, Se /& b o 5-HTs /K
(2% 4% Kififi 6.3X 101 mol/L. T L 7=, (in vitro) (p30 %)

HARBERE LT, Yav s, 7T 74 7% v— (TR, RBAR,

g R, PR R, i EAR T E) (TR BEEART) Re bbb

L2 ET, (p48BH)

(A ] ENTHM = Lz BRI (BN 2BV TRtk il 4 &

72 o T SEBIE 55T Bl 170 #1 (30.5%) ([CRIMEM 23380 Hivk
L7, ERBEIWERIZEMK 17.4% (97/557 #) . ALT H4/0 4.3%
(24/557 B1) . 9E% 3.2% (18/557 i) . AST ¥4/ 2.9% (16/557
B) DEX QT M IE MW IER 2.7% (15/557 f) | &[5 2.3%
(18/557 ) TL7=, (p19 &)

[18 LA T o BE] EWN CHEM SN - KRR (4% 28 HUL L 18 /%
LUF) 2B\ TG4 & 72 o T EFI%R 58 fild 2 4
(8.4%) ICRIMERMREO bILE Lz, RIEHONRIL, AST
. ALT #80, v -GTP #4010, SR A 141 (1.7%) TL
Tz, (GKIRE) (p21 M)

[VI. 8. GIMEH] DIHZM,

X B AFERIRT A S EEH AT A KT 4 2 2028 4F 10 AYGT 26 3K



(1. BEICET 358 |

3. HEORAIFHIFE

4. BIEGRAICELT
Ay ~EHHE

5. ABEHRVRE -

ERALDOFHREE
(1) HEBEH

(2) & -ERALD
HRFIE

6. RMP O#f &£

7RXLE#EEE/N YT 0.75mg

(1) 50mL O ¥z 100mL V7 k3 Z2E A L2 BAITH 0 | EAIFH
MOFFH 2 HAHCTE D,

(2) BWigA, MEGGEO ) 27 2T 5,

(3) W= hERBEICL, Ny ZICHEAL Z25E#T 2 2 & TBltEZ & o,
HAIOW Y &2 ZBhIETE 5,

(4) HAFR O OFES TR, $Hi2 ENRE L A Bz, EREFY % 1
MTx 5D,

L7

IS Y A7 EHEEFE A2 R ED L, #WUNCHEET D &,
[T.6.RMP O#f% | DOIESM,

RN

ZEMREIR
[EELGHEFESINIZYRY] (EELRBENYRY] (EELTEFER]
YAyl T T4 T7F— | - QTHER AP

BRECEY SRHER
C R L

| FRECES S ZAEMEROTOOES) | ERIcES< ) 27 BuMED T2 OEE)

EEAREUERFEOHRE DR &/MEETEOBE
BENEERREMERETD BEDY RV &IMEFES
EMOEERREMHERTH BIDY R HMEES
* FRERE AT A T18 LT ) 7L

BWEICET SRE - RO EOME

L

O BT, MSLATBOEN L R RS O B O [ B 5L 1 R SR~ — 2 T
B LTI EEN,



I. &A%Y 5I1EH

1. BR3T4
(1) 4 7% eifiE 0.75mg
7 u X erlifFHE N v 7 0.75mg
(2) *4% Aloxie I.V. injection 0.75mg
Aloxie I.V. infusion bag 0.75mg
(3) AFFDHEK PALONOSETRON @ TALO] B DOREIZL D,
2. —f#4
(1) f%& (@dix) \nm /& b a R (JAN)
(2) F4 (fadi%) Palonosetron Hydrochloride (JAN)
3) RT L 5-HTs S B ARFEHURLHIEA © - setron

3. BEXXIETRMER

5 1e%E4 (F4iE) (3a.8) —2-[ (385) -Quinuclidin—-3-yl]-2,3,3a,4,5,6-hexahydro—1 A-benzo [ de] -
XIFAXE isoquinolin-1-one monohydrochloride
(CAS A4 EICHEIL, A PR ESEEREIZ L D)

6. BRAA. A&, BS. | (S U3 = — K)
iLEES 08-PALO (Helsinn #1)
RS-25259-197 (Syntex 1)




II. BT T HIEE

1. MEEZHEE

(1) 4488 - K PR A~ KA GO SRIEDOHM R TH 5,
(2) BERM% 1) SFEEENC 30T DR
B i WBHRE (mg/mL) BAERADBHRERT

FEfs = F v 0.021 E e ETE TN
Vi 0.28 R & TERIFIZ < W
PEG 400 <1 R & TERIFIZ < W
2-7 s ) — 1.3 Wiz < v
TEhr=hUN 1.60 Bz »
FrE Ly —RR— 3.40 B v
T & ) —1(99.5) 5.2 Bz v
CAFNANKRF YR 16.0 RRFETFIZ »
Fuvrrrsya—u > 42 RRET TN
7K >660 D TET T

2) #HE pH W BET R 5 IR A

MG R L
(3) B FHRHEE (RH) 75% K% Y 82% D 8 HARIFH% DS TF CTld. 1T & A EWIBME
TERD 7o Tz,
(4) Bhm (DfER). fls K 315°C (4 fiR)
E, BES
(5) BRIEEFBRTEH pKa : 8.9
(6) NERE YRR L

(7) ZDMOELRMEE | e
[a]®’: —88.0°~—92.0°(100mg, 7 v rA/LA, 10mL, 100mm)
LRHNRIY (W K) : 242nm (A ¥/ — VIR (1—100000) )




| I AR EE |

2. BB DEREEHLT BEREELHTICEBIT2REN
TBITHREN . REEMH R#E
= S BE i
B =z | =% m REME . m &
BWIRE | . LDPE*! 4%/ e
-~ B 25C | 60%RH HDPE*? |5 A 60 7 A HEEN
- o . LDPE*! 4%/ e
IEEEER | 40°C | 75%RH HDPE* K5 A 6 & A kN
60C | 50%RH |~ &= ik 4 18 fH] BlEE A
: —L7e L
10c| 77 MY st QR | R
i [ B UaES \
e BROKTRY
o 80°C | 75%RH GEEa) 4 B[ (B E O BN
g 87 2 380 7o
NI HE | o | B
St 571
el o me |kehr| o e

1 REER) = F L
*2: WmEER) T L

HEER - MR, B E . R, BAEMIRE, £

3. AU ORERRERE., | madalBis
2% (1) S T WO BN E VE - (R &+ 242nm)
(2) AL A7 S VRE S (RAE T U 7 LEERITE)
E Rk

WKk~ 797 4 —IZXVERT D,

filt




IV. &R 5IEH

1. & ®
(1) HfzDXA - 7AXT8E 0.75mg
X Bl EEA
- 7RFXOAERE/NY T 0.75mg
X B WESHFA (B0mL DA 100mL @Y 7~ oSy ZIEN LT AT
FE F A1)
(2) ZFDSHER VIR FEECBE0T5mg | FOXT ABEE v 0.75mg
S8l i
W/
% N
PR e 0, VB AR DR L0, VB AR D IR
(3) #EAa—F EARRAAR
(4) EEOHHE - 7RXIEE 0.75mg
pH: 4.5~55
BELL GEHEASERICHT D) 81
- 7 OXEFEE/NY Y 0.75mg
pH : 4.3~5.3
BELL GEHEASERICHT D) 81
(5) Zmih A=A




(V. wEIcEYZEE |

2. HEIDMERK
(1) A GEYERSY)
DEERVHME

(2) BREFORE

(3) &8

3. BTIBMEDHR
RURE

4. h ff

5. ilBAY HFIREMED
b B TMY

B FORUHE |7 OFDRERE
0.75mg /N % 0.75mg
BE 1 5mL H 148 50mL
N A . .
o |l T e ©75me) 07500
AL R U A 450.0mg
D-vr=hF— 207.5mg
| TF BT R T AR 2.5mg 2.5mg
I PES . P NN 18.5mg 18.5mg
A = kR 7.8mg 7.8mg
KEAET R U A i o
Y i e

- 7B X 8E 0.75mg
1 (AmL)*# Na 0.20mEq

- 7RFDREEE/NNY Y 0.75mg
142 (50mL) ' Na 7.90mEq

REERR L

BRSNS

ML

T MEm L LT RO B RE ST,

0 H
«[D
= N
-HC1

N

H *HCl1

07-PALO 09-PALO




| V. ®EIEY3EE |

6. WHDEBEHTIC
BIToREMN

- 7AXT8E 0.75mg

ERELTICET2REM

3 Ty — =
2 B EET mE | % RERE g | T R
BRI | oo | WO AL T | . ‘
% B 25°C | 60%RH L R (57 36 & H RN
— 1 W5 AN T |
MR | 40C | TE%RH | 1 e e ) | 6 T HFE P
o — NI U AT T AT |
o 2C = n ey S| R
o | VL AN T ANALT| .
60 wigs sy | BB R
FaWE D E
- o e % 22
5] At R
ol ok S ER, 2TO
5 o 5 <
2 25¢C —/L7 L D657V 120 i Tif;ﬁ%m
AN (20001%) =y 5 Ix - hr =
(R W E G R
. o 0 Mt 77 ANAT
¢ | 25°C | 60%RH fypreayyn JREEN
oo ko | & W (EES AT 135 ‘
ol s AR | L Ix-hr| OUEW

% 1 IR R O E OAESMET (8 300~7501x, ) 5001x T 1 H¥EY 8 B T 1 4 H [
(30 H)ITHEY

AGETEE - MR, #EERUBR. pHL BEME. = N h*o v RIEE,
NIEVESRY) . ANEPERoRL T, M, E &

- 7ARX T RERE/NY T 0.75mg
BRESHETIZBT2REN

e RESH e 127
E e - " REMEE HA R
iﬁﬁﬁg 25°C | 60%RH 36 4 H HEEN
ﬂﬂﬁ?ﬁgﬁ 40:C 75%RH i;f;i YR 2 6 j[%ltﬂ RN
{1 | 40°C | 20%RH 6 & A HEEN
# | 60°C | 75%RH 4 JEM JRREN
— VR EE R SE i L O i I
(g t) &7
s o hue—)L D65 T 7| RAmEES T | 120 5 B
o L (25001x) () Ix + hr i
[5] Y P *3
- it Lt
I % J/_J[E)
B — R A
(B6)
a2y bm—)L |EN* | REEN* (1225
2L WEOE | 8% |Ix-hr BRSPS
— VR EE R
GHEYE)

*1 : JRBE IR OB E ORAESME T (K 300~7501x, ) 5001x T 1 H - 8 KEfH) T 1 4 A
i1 (30 H) ICHA Y
*¥2 1 Ny TRKET T AF v 7 -MONREENTEELZLD

*¥3 Ny IRIK(T T AF v 7 B-OHNER L)
RIEEE MRk, #eRBR. pH.
RUEMERY) . R, M, & 82

_9_

HRWHE, = b BRIAER,




(V. WY 38R |

7. ABERVBHRED
ZEM

8. thFl & DESEL
(HELFHEIL)

EARRAAR

(1) BEZE

B & tb:

RESEH

BRI

LEBR
1) Wik & Of A

7 a X UERE 0.75mg 1 31 TV E AR 1A L E 1

Ny JREERE LI,
2) WU R & DR S

AL RAN T LT O W0 HIEIZ TRE L,

O W SCFREHR O FAE e OV 8IS U 72 i R Tl L
T2th. TEXUEE0.75mg 1 3 T, T u ks
WEFENY 7 0.76mg 1 Ny 7 LIRAE LT,

Q@ 1 USSCREH O FE K OV I HE U 72 IR MR CEm L
Tete., —EEDOEREEIRD 5T 5% 7 N U HHERIKIZ
THIRL, 7uxU#iE0.75mg 1 N1 TV, 7eX
TEETEAN Y 7 0.75mg 1 Ny 7 EIRA LT,

3) WA K OV Hiz S A LA O VRS ) & DA

OFERANE T 7 87 0.75mg 1 A T AL, 7aF
VTEETEN Y 7 0.75mg 1 Ny 7 EIRA LT,

QFEFAZ —ERDOAEHRRIER D 21T 5% 7 F UL
FHRIZTAIN L, 7 2% U §8E 0.75mg 1 /31 7L & IRA
L7,

ENBOLT (R - B fviTE) | BRI : 24 FFH (B
KT % $EAGER R

A8l pH ZBEIGEMG, 1 REHEI#., 3 ek, 6 Rpf# & O 24
B ICHIE L-, @827 0% U8 0.7ome ZRAE%. 6
RERTE M OY 24 BERI#R 12, 7 8 & o il ERE N v 7 0.75mg 130
BE%, 3WFHE. 6 Rl L O 24 R ICHE LT,

nB, GEIFRAEEZ 100%E LTHRR L,



| V. ®EIEY3EE |

8. fth#Fl & DEEEIL - 78X 8E 0.75mg
24 g o ESE FI]RAK B R ik

(MEAEFHZIL) BT TEM 100 AR | 24 R | 9 7 Ok BB

(DD=) Uz WP — LT 1g AR | 24 Wi | BEBT DS NICE Y
4 % Y — LIENKE 30mg AEAER | BRAEL | DT AR
X% Y — VESHIK 100mg ARl | BRAER | DT ICaE
7'V 77 F i 50mg* AR | 24 R | AT SEAOK THhTAITE Y
7V 75 F 1k 50mg” 5%7 R UMK | 6 Rk | EAEH>DbTITEY
Z > & 50mg/100mL AR | 1 RERITE | MR SR
F &1 50mg/100mL 5%7 R BR[| 1 Wi th | M - o A
ANRT Y EER 1g APRAHIR [ 24 FERIH | IAEH SIS AOE THOTMICE Y
AT ERIE 1g 5%7 KRR | 6 BEfE)th | MG i - o s i
F ) LA 0.25g APRER | 24 RERR | AT I - S A B
F o LA A 0.25g 5% R0 BER | 24 B 14 | 500 6 T B — 9 5 (A T
7 2% UM 50mg 5o <o | i | TR EEAORCL TS
7 u Y — K FiE200mg ARl | BRAER | DT ICaE
T SR 5mg — BLAEY | A0 LR O AOREE v
AU Y VEHK 10mg — Bl EE% | A%
TR Ty AP ESK (25mg/mL) — 1 REM % | EEEH >3 2N B
VN E 7 b EREM 200mg AR | BAEE | A%
TV v 7 AYE 20mg — Bl E% | B
Vv e A R\ — LM 500mg — 1RE% | EEEH SBAOK THOT 2B Y
U v a ik 20mg (2%) — 3 W | Moy I — ot v i
FFT I v F VIENH — 24 Wi | &R T
S _ mapp | REORTOTNEY | 24 W E

HEOKT

5-FU 1% 250mg — 6 W% | (o v I — P (v
7 Xy ka7 10mg — 3% |G aEH R Ao
74> —N {1 10mg — Bl & E% | MR faEE N
7 U LHEHA 500mg AERER | 24 R | I S0 A
A R e ERE 1.9mg — BlEER | A%

* BRZEH Ik
ek, BMoObTNeEkobTobDbED TRM L,

- 7 OX D RiEEE/NY T 0.75mg
£k AHRE B it
Vv e a—F 7§ A 1000mg — 24 W% | M —> b3 0 A8

= N7 U EHH 25mg T K 24 FE[EI % | & B ORT
~A b~A T EH 2mg K 24 Wi # | ¥R 5 SR G A — R TR 4R (LT B
F ) LA 0.5g AEE R | 24 R 1% | RG] S fOE Y]

Vb A Re—LEEN 125mg

TH Ty 7 AP ESHE (50mg/mL)
WA AA) 77 —5 22 —P 1 20mL
TH T w7 AP EHIKE (50mg/mL) - BLAER | BE
Ty 7 AW 20mg

BE#%., QRODTHREROSH ST bD b ED TRii LTz,

[XT. 2. ZDOMOBEEEE ] DIRSME,

- FLEE®R | AE

(2) pH ZEEER

st ¥ [ (A) 0.fmol/ll HCL  (mL) | &4& $§§JJ Zik | REBEEL
2 pH | (B) 0.1mol/L NaOH (mL) [ pH % | R (#)
7 B X UEE 0.75mg 50 (A) 10.0mL 1.69 | 3.34 — 1
(1, 5mL) ) (B) 10.0mL 12.37 | 7.33 —
VA=E AN T A 18 (A) 10.0mL 1.98 | 2.83 — 1
0.75mg (14¥, 50mL) ' (B) 10.0mL 11.93 | 7.13 —

— MBI U (ARG S )




(V. wEIcEYZEE |

9.

10.

11.

12.

R
2% - 0f

(1) FEALELER -
B, SELSERE
B - 2EICEIT D
&R

(2) a%

(3) FlHREE

(4) BHROME

ARRESNLEME

Z Dt

EARWRAAR

- 7AFTEE 0.75mg

AP DH B L CRBEFRRGE LEA

TENRDLTO, MENLEY H L2#IT

NEZBETDH I L,

- 7RXTRFERE/ NV Y 0.75mg

ORGSO MEZRFFT D720, KFIZ A T DHIIME R £ TS
L7gnz &,

O/ ENSEY 1L CEMMMRT LS

I, HITXk T
«?3

(oS S
(AT 2, Ui

Blx. I X v by Ed

EPEIRO LB TH D,

HTERDHDLTD, AMENOED L RITESHICERT 5 2
OWROEAIIIFERH Lignz &,
IMEDIEAR LT B RSN 338 8 4L D If
s WEIRNZE O UTIRBE L TV D Hf
- 7AXTEE 0.75mg : 5mL X5 i
- F7RXAEEEE/NNY Y 0.75mg : 50mL X5 4%
A LR
- 7BaX2FE0.75mg
. . Fryd
T L R¥vy T NEvy T
H T A WAk 7 F 1 = 4 TNI=U A RY Far L
- F7ARXOAEEE/NY Y 0.75mg
A T L
Ry x=FL v AT
MM ERR L
T a RN Z0.T5mg DK KA D A R & OV Al

FOXYAMEE TNV T 075mg DBERVERNERE

& 5 R E HEREHEE ABREHET
(mL) (mL) (mL)
VT NNy T 50 80 140
L aii= [RTRE] + (FHRNOESEEL-ZEIRETZIEROE)
H2: *”“é«?ﬁg— [ForaE] + [RBNOEREZH O TRETE RO E)



V. REICET HIER

1.

MEER (IR

MEEREHRI
EET IR

4. BHEEXTZNR
PUEVHBEH CATTF AR BEHAEOTHEER CEL, W) (R aTe)

5 PEEXIIHMRICEET 5FE
ARANTFRVEL, WEENE C 2 HUEMEEER] (VAT TF %) O
HOBAIZR0 R+ A2 &, [17.1.1, 17.1.2 ]

(fin )

- ABE
M TSR] (HEC : A7 75, ACEC #ES) Z#h-Sh b
Tkl U-EPEIHER USSR CIL, 77 =t M Gl (/7=
& LT 40 u gkg) OHEWGHEAXIRE U, AFIOGEMEAET LT, ZORE5E
=M CINV (TR 20 S (CR 3 ; MRS L, Ao E 72 Lo
SEFHROENS) 1ToWT, 7 I =t ha BT LT e S ROIELMWREES 11
7o (BUSFREERY- (GUEMEEEARD, M A AR AR U A
T4 vV EIFET ML, Tt 7T =8 ha RO CR D7D 95%( 55
X (-2.70%~7.27%) O FEAEAFEAMHRIME-10%% LRIY | 77 S-S AROIEH M
DRSS, ). FTo, EFME CINV ITHT 2 CRFHIZOWTH 7 T = hr LT
L. 7S B oEE it sz (p<0.0001, Cochran-Mantel-Haenszel test
(L DGO p ), K- T, 7S ORRERIIhRT THUEMEES (&
AT TF L) BEI O AR GO, E) (BilAEET) ) & LT
FROERLIY . BEFD 5-HTs ARG & RIREIC, AFNZR b
R T D HUEMEERER OG- OBEIZR Y EHT S Z L,
7p¥. EWNTHER L7z iR Tl pUEE RS A A T 2 5
IZBWTOREDHER I TEY | TR IEN% O M OIS IZ 2V T,
AFNOENTOHERARBRIZ VO T, EHLRN &,

- % 28BLUEISHEUTOESE

VAT T F o wET HEC XITHSEEEM-MEGTEMEESH MEC) O 5731
ESNDHAM 28 HELE 18 L FOENBHEZRIGUT, RAIOAME, etk
KOS EhREIZ DT, Zliak 2L A IE B M IE < BGBR TR L 7= (GRUBR
10037050), & DFEF, AAIOENEEIZET S CINV (239 2 A0 ED L
Ehiz (p<0.0001, “IEMEIZ X DRGEEZMT O p fH), F-. HEEGO
Fe TR IR LIS LI A TH R G TE | —EOHIHZh R I S h
HEBxT-, FREORGRIE. SMNEOFALLE 17 oRmEE 2 xguct 2
© hw b s U7 R IAERRER . GRBR PALO-10-20) M OVENORKAEE %
KB T T =% br b Hlie U7 R ARSS IARRASR  GAUBR 10037030) Dl & itk
N EE X, £7-. HEC X MEC #5B441% 24~120 e GEFREH) 12
B DHEIMEZONT, ARBR TR H - O CR 1L, 35k 10037030 &
U PALO-10-20 & HAHARWERETH Y . A TRIILTODAAIDE
HHNZ IV D RERARHS A% 28 HLLE 18 L T OBHE THRB STz,



[ v. #amIcET 2ES |

2. FEERIEHEIC
BELET 5FE
(D2D=E)

3. RERURAE

(1) RERUVAEDMHEHR

(2)

RZERUVAED

RERRAE - R

PlbX, A% 28 HLLE 18 UL T D BE KT DB RE UL R % i A
LR —IC LTz, £7o. 5-HTs Z A H4EH K IL HEC X O MEC (ZxF LA
THZEEENTA RTA L THREL TV Z & AKHI OB kML
BRI A S TOAMEITHER L TOWRWI & 2B E 2. MEC UL EDOfE
MMM AN R 2 B0, WRMICk LT R& LB 2, 2k
AT FACBEH T 5 EE 2 A CEBEARRONE & [FERICERE LTz,
'V.5. (4) WERIRER OES M,

6. AiERUVHAE
WHE . \o /bl LTC0.75meg & 1 H 1 EIEE X TSHEEET 5,
722U, 18 LA T DB I, W, Se/k hri b LT 20ugkeg %
1H 1EEET SRS ET s & LRG58 LRI 1.bmg &35,

oo ) br ORI TORANDEKMAE (0.75mg) (ZHA AL HED
3EETH D,

- AEE

E NS AR AR (R SOGHRRRER) o 2 3BRCIix, A4 0.075mg,
0.25mg, 0.75mg & 50 3 HERIC TR ATV, 2k CINV X1 5
BOMEIZERETRER Ch o 7o py, BRME CINV IZXT 2 ATV
DOFRBRIZIBWTH 0.756mg #E TREWVEHAIFRD BT,

—Ji, Ef2RBBRICB T H AT T F . ACIEC HEDEHHNZ >\ THF
BIRNT AT o oA R, Bk CINV IZkH T 2 A2 IRk TH D | Bk
CINV (Zx}3 2 %1% 0.75mg #E Cle b @mWMEA RO bhviz, £z,
RIER OFBUEEE DWW, HERERICH 520372150 bR o7z,
Iz, ENEIHEERCEERBRIZB VT, &t CINV 22\ TT 1’
¥ 0.76mg D7 7 =& b UBECxET 5L, ERYE CINV (2
WTT X UEOY T =k ba CREICRT DS REE S LT, T2,
WiRECORNWER ORBUEMICHEN 2 <, FEOLREETH S Z & 03
BTET,

INLOREFRLY . AT EFE., KA Sr /e LT
0.76mg Z 1 H 1 [FFIRAK G5 T 5,1 L OMELOCHETER S LT,

- A% 28BLUE1SBUTOEE
HEC XX MEC Z #5925 4£% 28 HLLE 18 LA FOBE Z R, T
XY AL P T CARK 20 n g/kg (LR 1.5mg) O H[RIERIRN £ 5%
DM (0~120 FEf) ONEHSERINH] (EPEFS 72 L, Hil L e
L) (CR) &M L7z, ORISR, 2HM O CR #Hi% 95% CI O TR
B CR K 30%% LA~ 7= 2 & OAFOADENBFE Sz, £z,
58 Bl 2 Bl (3.4%) (ZREIMEMAGE® Hiviz,




| V. samicEv3EA |

(2) HERUHBEZE®
RERRRE - B
(D2=F)

. RERUVHAEIC
EEYT IR

INHOFRERLY . AETCIE M@, 18 TiZid e 2 hrr kL
T 20ugkg # 1 A 1[EFEXITRBEHET 5, 2720, 58O ERIT
1.bmg & 4%, LOHELVCHETERI N,

V. 5. (4) MRAERIRER OIS,

7. REARUVHAEICEET R

(RF|HE)

7.1 PUEMERESAIR G ARG 2K T 2k,

7.2 REIOWEICERINIR 40 B ©TH 0 ISR ER 52175 &t
I REN ERT28ERH 5, [16.1.2 /]

130 P AT OO bR TAA 2 03 A BB ~ UG L T2 BRI 72 W T2
HEHIR CORERGITET 5 2 &,

AV E/D)

7.3 Ny ZRANIFRIRNIZ SRR 35 2 L,

(i)

71 AFNTEHFTH Y, FENIEREFESIND 2D, FHHESCH)H
B LB M PRENGOND EEXONDLZ LD, EL
&b EMAPEPUEME IS A O -5 £ TICAROR G 2K T LT\
S REBICHER2 N DO EEZHND,

7T2HEC ZHEINDHARNEREZIZ, VAT TF KRBT I ALY
YOPFHTTT v ¥ 0.76mg % 30 BRI THRNEE G- L7z & & D
MAE R CARRERFE IXITIE 2 AAPE TR L, B &R T8 R 01349
40 WFfE] & D TEWIEREZ R LT,

S E DO EFIRRBRIZ B W T OANE AR AT 2 %2 0.25mg 2 1 H 1
m 3 HRE H THARNE G- L7z & &, #5 3 HH® AUCo-24ne 135
PIHIZHARTH 215 ER BB S b-, B ELH#%ICH AUC O E&F-
DD LT,

[E PR VR L 53R IC RV T. A4 0.75mg % 1 HRFEE T
BEH LRI O00, ERNAOEKRRICENT, 7Taxv
0.75mg % 1 1 A O IR The B E ~ R G L 72 E TR < /D)
PE o ZAVEIEHENT STV R, 1 B RTHE O FEBE T AA 2 B~
KEBG U RRBRIT W2 DR%E LTz,

BRI RER S LSa i, @REicifhiREN EA T 282N
HHZ ENG, 1T HMERBOMRE CARZ KERLG L2 &, Rz,
INRTIHIER G2 ETLFRIEL DA VRSN LR FOF 1
RO 5-HTs ZABIETAINEA KL G S5 2 EE2HE 2 RAl % H
HHe 1 BEIUNICRERS Len &,

(VI 1. i E OHER | DIESE,
7.3 Ny ZRFNE BHIRWICREER T2 L,



| v. amicET 2EE |

5.

B PR AR AE 1~
(1) BRRT—%

Ny ir—o

ABOEE | HBEA 5 & sary sy [ZRENES) nom
Hfigk, IEAE,
EWN (B 00100 |[EEER A 246 |“EHEHR, 77X O | — | ©
- xR
I SR .
s ] Wik, BB,
AhE |FRBR 2092 RN 606 | —“EEHR, 778K O | — | O
xR
“p iR R, EEL
ﬁit%‘ﬁ HEC TQ’?—‘%% — T A =R = L
10037010  |231 # gk*igm‘mi ©1 0 | O IR
= A = :
. L N
Eﬁ%ﬁ MEC &gl‘%‘%’ — R =N _ = L
10037020 204 {4 gﬁéigﬁ‘mi © | © PRELIE
ik L, EAEZ
CAEE saesso  (HECHSRE 1p Tkl il o | 0 | O [m&ss
148 f3 R
ZlaakdLrE, M|IES
s [PALO-00-01 [HECHSEE Iy "mphs Tmi| - | - | O [mmsos
154 3l s
ZlaaR IR, B|IESL
2500 M EE 3106 k., —ESH., 77| O | — | O |FTIR%R
Y AR %f R
“p LR R, EAES e
ﬁitgﬁ HEC &%‘1’%% — T kA tt%ﬁc(? 7 =%
10037030 |1114 # [l R S ©19 [\a
EW —
S HEC/MEC £ 5| 4 jion st/ S,
Toos7050 | /E%28HELE18/5 0 Ey ©|lo|o
LT A 58 ™
BB gmﬁgﬁ&ﬁW% i (
o MEC Ji) b, ZEER, EHE| _ e (F v H
PALO-04-03 [543 KEBEL CATRERT. OO [grmy)
Bk
B aE gmﬁgﬁ&ﬁW% i (
o IMEC#gEEE |, —EEH, K| i (RSt k
" PALO-04-04 1560 f SR AR Q19 =
A Bilfk:
LR FE., EAES NN,
o HEC &5 8% O e | g (&
S PALO-04-05 | gﬁgﬁgﬁ\%% O 10 |ghu)
ik dLFE, EAEZ
PALO-04-06 |#figE#&F 4106 fb. —EE®R., 77| — | — | O |77 2HR%H
Y R %
ZlaakdE, M|IES
PALO-04-07 |flif%H#& 505 6 {b., —FEEHR., 77 — | O |FT7RHR
Y AR %f
HEC/MEC # 5|2k e, W fE 2 o
PALO-10-20 [0l k17|, —meit, Jk| O | O | O [ERITF7
AR5 BB 493 B [ BRL IEATRER
%ﬁ%ﬁ HEC/MEC &%‘ =u — — _
0K EP 10037040 | 351 1 ZHRSER. FER ©
L5 ao.ne |HEC/MEC # 5|2 [E [, £ ik 3t[E .,
SHE (PALO-99-06 B 875 14l IEEH O

O : FHEEE O : &E&EEE

— HERRET D L UFRHl o5 & w




| V. smIcEy 38R |

(2) ERPREMHER"

(3) AERGIFRRHAR >

fERERRA 32 4l LT, 77 &AR(84), 7rF¥ 3, 10, 30 KV 90u
glkg (KB GHE 6 40) Z HEIFRRNE G L, Zee2MR Lz, 778X %
Beh i 84 44 (50%) 12, Aflx#E sl 24 4 14 4 (58.3%)
CHEFELRRO LN, RCOREFRIT—BETHYEE L, HiE
BN ) HFEFRORBRSLCEEHLE O LR EIRD LT, AEFLREH
RLEHELEOREIT o7, AAID 3~90 uglkg O BRIENHER I T,
) AFOABHAEILERA 0.75mg. 4% 28 HLLE 18 LA T 20ug/kg
(EMR 1.5mg) TH 5,

© HEC #5 Mm%
BB g — R B M (T B SR

THA Y
HEC*' 45 & 2 Bk EE B 231 4
*F % | (L& :0.075mg/body 76 . M £ : 0.25mg/body 77 i,
H ¥ : 0.75mg/body 78 #5]) FAS
HEC (A7 79 =50mg/m?2, 7 874 A7 7 I K>1500mg/m?2,
EANNT ) DY, Bl b 1 A0S % 5 Tk 25k
R & T BIE

MM EELAMCEE Ty b — L TERWAIHEZ AT D IEF

7uXxy (L#: 0.075mg/body, M # : 0.25mg/body X i H #f :
= B& A 3% |0.756mg/body) % 30 o) CERIRINIEL L., £ @ 30 4341 HEC
b
* E | puUEMEEA &R GICERT 2% (0~24 FEf) o bgER (B
FMmmEE |0, EE) DosEeE (Complete Response, CR) #
&l R | PUBMEIES AN G-I 5 ER M (24~120 FRffH]) K OF 120 R4
FF il 18 B | RoEkaiER G, mH) o5E2if (Complete Response, CR) =
FEEREAM A B

3 HEMOHER IS EZ IR TEh ol

x 3

ES AN
Broh H ¥

Cochran—
BE# N | CRZE (0~24 B§f]) | ¥t X7 | Amiagetest
(HElP f®
L #E 76 77.6% (59/76) —2 0.2858
M # 77 81.8% (63/77) 1 (4B Lk
H ## 78 79.5% (62/78) 1 D P H)
Bl R B IE H
MEOHBED CREIZ, LELY 10% EEo7-,
4 = B N |CR 2 (24~120 B§R) | CR 2 (0~ 120 B5RE)
L 7t 76 40.8% (31/76) 38.2% (29/76)
M B 77 53.2% (41/77) 49.4% (38/77)
H & 78 56.4% (44/78) 56.4% (44/78)
I /EH
L. M KO H BEOAFORIVEHRILSHEET 39.0%(90/231 ) T
HoT,
i3 N | BI/E A ST 2= (KRB 51 <t R 5150
L B 76 34.2% (26/76)
M & 77 44.2%  (34/77)
H ## 78 38.5% (30/78)

%1 : NCCN HA R4 2004 8 1 RICBNTL-UL 5 I & TW5S HEC



(V. #mIcEY 5ER

(3) AERMIERFAER >
(DDF)

@ MEC #5&8% Y

BB s R AT RIS R
THA
MEC* % Bt 5 & 2 B S5 B H 204 4
xt % | (L# :0.075mg/body 67 ffl, M # : 0.25mg/body 68 i,
H ¥ : 0.75mg/body 69 #5]) FAS
ES T |MEC ®5 5, 27 &b 1 FOBERBIEY % & e bk Gl s
ZEREE | NTVDES
ok |EEMESLUNC RS T b TE R AL AT B
7rXxy (L#: 0.075mg/body. M #f : 0.25mg/body X i H #f :
= E& 5 3% |0.76mg/body) % 30 BT THARNER S L, T 30 52 MEC
a2
ES B | HUEMEEERE G ICERNT 58 (0~24 KR o bimER (B
FEMIEE |0, EH) O5E2fl (Complete Response, CR) #
&l R | PR AIR 5K AR M (24~120 FERE) KON 120 FEE4
T IE B | (Ao beiEk GO, IEH) o522 (Complete Response, CR) 3
EEHATE B
3 HEMOBABRIGEZER CE ot
Cochran—
B5B | N | CREO~20mm) | 5 K| ARG
{8 P {&)
L B 67 85.1% (57/67) —2 0.2499
M #f 68 82.4% (56/68) 1 4 HE
H #f 69 92.8% (64/69) 1 » P {#)
SERIE T R (B 40 | EEIXSY (65 moRlE. 65 mllE) ]
Bl R R TE B
M RO HBE® CR Hix, HEOEIMIEN ER LTz,
® R B | N |CRE (24~120 &) | OR & (0~120 B )
L #¢ 67 62.7% (42/67) 59.7% (40/67)
M B 68 66.2% (45/68) 64.7% (44/68)
H #f 69 71.0% (49/69) 69.6% (48/69)
Bl {E
L. M &K H #OEFORIEHRBBHEIL 27.0% (55/204 1)
THo71,
i3 N | ElIEARIEE (FEAE/ TR 515
L #f 67 32.8% (22/67)
M 68 25.0% (17/68)
H ¥ 69 23.2% (16/69)

% 1 NCCN HA R4 200445 LARICE N TLUL 4 T 3IchEiEh b MEC




| V. smIcEy 38R |

(4) #REEA9EAER
1) BRNEARFEER

O HECERGHBEEZFICBITHZI7=t b &2xBL LT ox T HEH

IR PN 5 - b s kB v
B e o B | I M AT R R
- % HEC™! % ¥ 5 < 2 B fd I B3 1114
(7R 5550, 77 =% ko Bf: 559 ) FAS
x & |HEC (Y277 F > =50mgm?, 7 ¥ b4 7 ) 2R 8H1l & v s
BREAE |nKAT 73 FLOGM) DREAHESD TS LE
2 D | BB A T b n— AT E S HHE R A B
7 u % 0.75mg/body (XiX7'7&R) ZHEMELAES 30 7
BICKI L i CEEIRNR 5 L, 2otk (RFFLA) 7o =% tn
SHER A v 40uglkg (X771 R) ZaflEiFE L., BSKTRICHEME
Gl S ERlE R
B, VBT AZ2 02T axs5 =t ha EBEhT 45 5L
PN, F-HUEMREAR 5% 24~26 BifE] & 48~50 BRIk 5
* ZE O PrEMEEEARGICERT 2% (0~24 B OJELEE IR
FF | B (L, EH) o228l (Complete Response, CR)
(FREIR7E | © PrEsEMEE A& 5 E N3 2 B (24~120 BERE]) ok
fEATIEE) JEM CGEL, EE) o524 (Complete Response, CR) 2
=l K| BrEMIEE A SIS K 5 120 B2 R o ML aER GEL ., TR
FEm1E B | o5 (Complete Response, CR) 3
FHEFmEE O
SPEMEALERIE R O MHIZh BT DT, T BRAE A FEL M R A E —
10%% LAl > 72727 axy D7 I =% ba x4 5 HELHEN
WEE S iz,
n CR %
BE5E# N (0~ 24 E5F9) 95% Cl%
7o R 555 | 75.3% (418/555) | FIE : —2.70
75 =% o | 559 | 73.83% (410/559) | LBR : 7.27
EEIEA @
ERAELIIROMHARIZ OV, 7 RFL DI T=% [ m
NCHRT DR REES LT,
n CR % Cochran—-Mantel-
B5H N (24~120 B5f8) | Haenszel test*
e 555 | 56.8% (315/555) P<0.0001
g = 77 =% o fE| 559 | 44.5% (249/559) | EEHFETIOPAE

*JEBIA S PUETEIESE AR, PRI, A

Bl R GEAME B
120 2RO EILERIER O PHIZI R IZH>WT, Tax o s F
=k b K L THEENRD LI,
- CR & Cochran-Mantel-
BSH N (0~120 BEFRS) Haenszel test*
7o R 555 | 51.5% (286/555) P=0.0001
77 =% o fE| 559 | 40.4% (226/559) | (44 B E® P i)
*ERIE A PrEEREE AR, PER.

EI/EH
7 a2 UREOEWERZEELRIT 30.5% (170/557 #i) T - 7=,
B2 (%)
BMERDIESE FOxXH g5t rOVE
(N=557) (N=562)
58 ik 97(17.4) 88(15.7)
ALT #40 24( 4.3) 34( 6.0)
9 YW 18( 3.2) 21(3.7)
AST #n 16( 2.9) 33( 5.9)
QT #EE 15( 2.7) 18( 3.2)
1 P 13( 2.3) 10( 1.8)
M e UL e S HEN 10( 1.8) 18( 3.2)
PR B B 9( 1.6) 16( 2.8)
v -GTP N 7( 1.3) 14( 2.5)
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VI. EFEEICEHI LEE

1. ZEZMICHESH S
LEYMRIFILEYE

2. FEBAER
(1) {EREME - fERIRFE

(2) EHERMITD
AERRE T

5-HTs L A AAEHUGIEAI (7T =& b VEBIE, 7V b e SRR,
T2k hu oK, TR hu BRI, Yk ho Ui
LL3:y)

HE : BEEDH GO IIRE X, ETRXEZRTLZ L,

PUEMENEEEIC K DGO BLA I = X 5%, HEERED enterochromaffin
(EC) a3 FEH417~ & DRI A 5 T CHMREWE Tdh 5 5-hydroxytryptamine
(twm b= 5-HT) RS, LB O 5-HTs /KR Z I LT, Kbt
DR EMRRE G EHE, XId chemoreceptor trigger zone (CTZ) % # THgM:
HFHICBE S NVA R & (A CTZ Z BRI L. Z ORI K33 v
SRR 5-HTs A A L CHEH X IR E S DR BEFR LT
%, Sm /b r i 5-HTs Z A RIS I W TR Dl ) 2 s St /EH &
AP &L B MZBWTH 40 B L EF TRV B 2R 2 &6, &
PEHI R Y 24 BEEILARE OB R MICEB VT H 20 5-HTs 2B Z MR+ 5 =
LR VHIEERZRBT 20D LEZEND,

1) BRZRR L OFEABFE (in vitro)”

b b 5-HTs =AM G MaE) ~OfAsmEz Rt Lz 25, 3
oY b o idEWEAEAZ R L7 (pKi=10.01),

5-HT X A% G LB AHOSFZ AR L Ne /& hr v L Ofis
B2 2N ENOBEEY B R 2 V-5 L ERERIC & v
L7, Sm /& hr ik, 5-HTs ZAFEMBITx L TaWwEfik (pKi=
10.4 ; Ki=4.0 X 101'mol/L) Z 7/~ L7223, fthod> 5-HT ZFKRLZ Ofthod
SREA~OBIMEIZIZEAETREST, pKIIZ 59U T Th o7,
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(2)

ENEEMIT S
SRR
(25%)

EREZERIIHT S0/ O DBEERME

Z &’ K SZRAFE BB pKiEEEERE
5-HT3 7 v b RINE 10.4+0.2
5-HT1a 7 v P RIMEE 4.4%0.1
5-HTic 7 v P RIMEE 4.6+0.3
5-HTip U URAEE 4.2+0.3
5-HT2 7 v b RINE 4.8+0.2
5-HT Uptake 7 v MR EE 5.320.0
« —adrenergicia 7 v FEET R 5.60.3
« —adrenergicip 7 v MT 5.4%0.1
a —adrenergicsa 7 i 5.4%0.2
a —adrenergicsp 7 v M 5.4+0.1
B —adrenergic: 7 9 X fiti <4
B —adrenergics Z v Mifi <4
Muscarinics Z v MR E 5.9%0.1
Muscarinica Z v bl ik 4.9+0.1
Muscarinics 7 v M TR 5.3+0.1
Dopamine: 7 v MERERIK <4
Dopamines 7 v MREIKR <4
Angiotensin I1-1 7> M <4
Angiotensin II-2 7 > 7N <4
Ca** channel Z v MR <4 (pICso)
Nat*/saxitoxin Z v b RMEE <4 (pICso)
N-methyl-D-aspartate 5o A < 4(pICs0)
receptor channel
GABAA/GABA N <4 (pICso)
GABAA/BDZ 7 v A <4 (pICso)
GABAA/Picrotoxin P <4 (pICso)
Neurokinini 7 v NETR <4
6 opioid Ty MM ONNEZERL) 4.0+t0.4
x opioid EE Y MK OMEE R 4.2+0.1
1 opioid EVE MK CMEEERL) 3.7£0.2

2) 5-HTsZ &M & OFEA BUFIE (in vitro) ®
[3H]-quipazine Z#HEik VU &7 K& L THWERARERRICE D,
FIRBERICK T2 M 5-HTs BRI 28tk 4 . BN CHil
HAl e LTSN TWD—H#HO 5-HTs AR kg Lz, &
N 5-HTs ZAEEICHLTIE, Nu /e R TEE br kb

RV 2R LT,
EF5HT: 2B RRHEREERQICHT HFEESHEHAER
Ki(mol/L)

£ A — Ki

FHIE (=3) ERERE P

Palonosetron 6.34 X101 5.17x107" 10.20
Granisetron 6.87X1071° 9.08x 10" 9.16
Ondansetron 7.69X1071° 2.13x1071 9.11
Tropisetron 7.72X107"° 7.77X10" 9.11
Ramosetron 5.69X 10" 4.70X 107" 10.24
Dolasetron 4.13X10°® 5.48 X107 7.38
Azasetron 1.19%x10° 8.09x 10! 8.92
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(2)

ENERMITD

AERRE T
(DD&F)

3)

5-HTs % A ARAEHER (in vivo) ”

AERIZET D 5-HTs L AR & i3 % & Sivd 2- A FL-5-HT #
P& A MER R (von Bezold—-Jarish Effect) (204 2 B &2 #EET v T
BatLiz, Sv/® ha gk, 2-AF0-5-HT @RS EHRIRE 0.01
~10 ug/kg O HREIFRARPN 5T H &K FEIZME L, 2 D EDso fEIEA
YHE e RRUVRN T = e OELY BIREE R LT,

WSy MBI B 2- A F)U-5-HT 55 R SHEFRARHN & 4E A

H#TE 50% NI A E (1g/kg)
noB (95% 15 %8 X )
Palonosetron Ondansetron Granisetron
iR ARP 1 - 0.04(0.02-0.06) 2.2(0.5-3.9) 0.1(0.01-0.19)
il 1EH
O A XTI 2 g H 5 R g5 101

BHNIND o TIF )<L DROAZ 0 LH I OFGIZL
S THEL DURMATK T 2 TR R % A X TRl L7z, Ui Al % §ik
N5 5 2 KR, e/ kv ey, A&t hrr X
Yhm— VRS LA A FIRNE G L, R0 H % 5 K
M#ElE Lz, e/ bhor ROt v H ot heid, 3 MO
AN X DRI BRI 2 2 CHREAICR TS, e/t b
iAo b XD HIRHETIRM A TR Lz,

AXIZETSH I EOMEFFZRELICHT SR

BARMA EntE 4 (FEZERE)
o & 5 & | Dacarbazine [Actinomycin D] Mechlorethamine
(1g/kg) | (30mg/kg IV) [(0.15mg/kg IV)| (0.4mg/kg IV)
Control 0 [10.33+2.66 [17.50+11.43 | 10.00+4.69
1 |10.17£2.04 |10.00%0.545 | 7.67+5.05
b 3 | 6.67+4.13 |10.83+2.04 | 6.00+4.29
alonosetron 10 | 1.67+1.37 | 7.17+3.06> | 3.00+3.52"
30 | 0.83+1.17 | 5.17+4.45 | 0.17+0.41>
10 |11.50%5.51 | 7.67+2.25" | 5.83+4.31
ond 30 | 8.17+2.79 |14.67+4.68 | 3.50+2.07
ndansetron 100 | 4.83+2.48> |12.67+3.45 | 5.33+4.68
300 | 1.33+0.82> | 5.83+4.450 | 4.67+1.63

a : p<0.05(Dunnett’s t-test)
b : p<0.01(Dunnett’s t-test)

Flo. VAT TF L 3mglkg OFFAIRNEGIZ K o TA T DM %f
THMEIREA XTRHM LT, AT T7F 28T 5 1 Kk
.o kbhey, ArFrkheriiar he—A il LT
AP EEIR A IR G L, IR0 BLA 5 efIBlE Lz, Sm )
Y b X 1ughkg, A # ot bu i 100 uglkg 6 A EICIRH:
FEHL RIS & i L7,
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(2)

ENEEMITD
SERmAE Y
(DD=E)

ARZETBVRTSFY

FRIEMHICXT SR

o E N HIRME S B W EH
(1 g/kg) CEHE +IZEERE)
Control 6 0 13.50+5.89
6 0.3 13.16*+6.11
6 1 7.1614.262
6 3 4.33+4.03b
Palonosetron 6 10 4.50*=5.24>
6 30 1.33+1.21b
6 100 1.67+1.83b
6 300 3.33+3.01b
6 1 16.16+5.14
6 3 13.33+4.17
6 10 13.33%£3.01
Ondansetron 6 30 8.33%+3.20
6 100 4.83+2.40b
6 300 1.00£2.00P
6 1000 1.16+0.40b

a : p<0.05(Dunnett’s t-test)
b : p<0.01(Dunnett’s t-test)

@ 7=y MBI DHREAT R Y

Txlby hERWT, YATTF AR SRR &
Bt L7z, ¥ A7 7 F 1 10mglkg & RN G35 30 A1iZ, 731
¥ by 1~100ugkg k= bo—/LiEL U CARAIKZ &
ARG L, WO FEH 4 5 RFFBIZE LTz, ~~m /& hr i (1~100
nglkg) 1Z. A BKFEMICIEMBREE 2D S ¢z, Sr /& e
> 3uglkg DL ECIRM-OFIREHIL, 2> b —/LD 4% Kl TdH - 7=,

JILy MZBETRVRTSFUSEAMER (I 54EH

n & N BIkNIREE ﬂlnﬁ_nﬂililiﬁﬂl_
(1 g/kg) (FHELIEERE)
Control 4 0 16.00+2.71
9 1 9.67£2.87*
5 3 0.60+0.89*
Palonosetron 6 10 0.00+=0.00*
5 30 0.00£0.00*
6 100 0.17£0.41*

* : p<0.005(Dunnett’s t-test)

Wiz, Zxby bE2HWT, KRAEY AT T F iR MRt
*THERERF Lz, 7=y MY AT T F > bmglkg % EE
N&EEG L, £D 0, 24 K48 Kfffj#&ilZ~m /& hr 1, 3, 10,
30.100ug/kg Xix = hu— Vit L U CABRRERKRZFHIRNEES L
Tro VAT T F UG 24~T72 BERIC R BT 2 R MR L, /e
J ¥ hwar 30 LON100 pugkg THEIZEA Lz,
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(2) EEEMITS
SERmAE Y
(DD=E)

(3) YERRIREHRR -

FrfuasrE ¥

TJILy MIBFEVRTSFURRERMEBHICTT 24ER

mom |PEPRSR | oplatin 5% 2472 OmuEH | F0E
Control 0 474.7+62.0
1 479.8+82.1 —1.1
3 450.2£50.6 5.2
Palonosetron 10 418.0+85.3 11.9
30 242.0=45.2* 49.0
100 261.7+35.5* 44.9
P R ERR PR

% : p<0.025(Shirley-Williams test)

@ A XIZH T D P Al 75 6 k5 o 1Y
PR O T REINT ¢ v R OGBS EEHIC R LT, Sa /& b
2 0.001~1.0mg/kg DFRIRN I 51T B % RIS 2h o7z,

A XEHNT, VAT T FUFHRIEI ST D E RN 2 at L7, >
AT T F v 3mglkg Z RN 595 24, 12, 8, 7. 6. 5. 4, 3. 2 XiZ
1 RERIATIC, 23\ /& b e (30uglkg) Z fIRNE G- L, GO FEBLZ 5 IF
MBI L, Ne /e bha 3y A7 7 F &5 7 HERILUNORTHERS XY
il EAE 23 2 B ATz,



VI. EYEREIZEET 5IEH

1. MepREQHER 12955
(1) ABmEHEDE R L
o

(2) BRERAEBTHREIN | D HARANIET 2B
foineiRE 20119 O BA AR A (FE# ) Y

HARANERER AR 24 4 (5HE: 64) ICAAZ 3~90ug/kg D
BT, 30 2 THEIFRNE 5 Uiz, #G5% 0 MR RETIEE
2FAPETIER Uy Bl O R 13 -2 C 30.8~36.8 HRFfiH] & il
DTEVERZTR Lo, EWEIRIL, Bt L7 HE#E CHREMEL
R LT, ek, AAIOKBHEITHKA 0.75mg, A% 28 HELE 18
LA T 20ug/kg (EFR 1.5mg) Th 5,

100 —+ 3ugkg (0=6)
—— 10 1 g/lkg (n=6)
—0— 301 g’kg (n=6)
—O— 90 1 glkg (n=6)

(T4 + BEAEAR3E)

10 <R

0.1

0.01

Mg e /% b RE (ng/mL)

0.001 7 T T T T T T T
0 24 48 72 96 120 144 168

Wi (hr)
BAANEERANIZAFZEBDFHRAERES L RO mEHREHS

BAANERABFICAF ZHIRAERE LEROEYEBRE/S A -4

*Q%‘E N Cmax AUCO-24hr AUCO-inf t1/2 CLtot vd B
(ug/kg) (ng/mL) [(ng-hr/mL) | (ng-hr/mL) (hr) (mL/min) L)

3 6 |4.68+4.68]16.91 =1.24]|15.2 =4.58(30.8£9.22 214+60 | 533 £70
6 |7.79£3.31]122.6 =3.38|51.2 =9.44(34.1£3.75( 214+56 | 621 £126
30 6 |23.3+32.3189.2+13.0| 208 =68.3|31.3£3.55( 171+46 | 463 £134
90 6 |52.6%36.7| 226 =39.4| 561 =129 [36.8+£4.72 176*31 | 551 £67

RS AR R 2

10
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(2) BRIRFEBRTHERE SN
F- I chE EE 1.2.5.15.10)
(DD&E)

@ HARARRAESE (HEEE)?

HAR NN R 24 44 (F58F:6 T 94) 1AK% 0.075~0.75mg
DOR&ET, 30 B THEFIRN&KE S Lic, &5%OMmEFiRE T
(2IE 2 FEMETIEIE U, SR OTH 8051 0.26mg K T 0.75mg O
T, TNZFh 43.3 KT 41.6 B & b TRV A Z R Lz, 3K
WENRRILIRET U7 B CRIBIEZ R LT, b, AFIOKR M &
(TRRA 0.75mg, 4% 28 HLL L 18 mLA T 20ug/kg (LFR 1.5mg) T
H5,

10 —+ 0.075mg (n=9)
—— 0.25mg (n=6)
—0— 0.75mg (n=9)

CTR il 1R AR 22)

0.1

0.01

MmiEF e /& be U RE (ng/mL)

0.001 + T T T T T T T
0 24 48 72 96 120 144 168

WEH] (hr)
BAARAEEEICAF ZERIFRARES L ROMRERREHER

BAARANEEEICAFZHIRARE LROEYERE/NS A —4

BEE N Cmax AUCo-24nr AUCo-inf t1re CLtot Vdg
(mg) (ng/mL) | (ng-hr/mL) | (ng-hr/mL) (hr) | (mL/min)| (L)
0.075 9 ioozfi% i219§6 20.532 53.12 612 2802
0.95 6 0.625 6.71 20.16 43.3 213 766

+0.072 +0.89 +£3.78») | £13.7W| £43Y | £141Y
0.75 9 2.277 25.14 66.38 41.6 203 695
+0.589 +6.28 +19.28 +13.1 +56 +191

o N=1, » N=5, FI{E £ 17 E R 2=
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(2) BRRFBTHE SN @ A% 28 HULL 18 WA FO HAANRSE (HEKRE) ¥

fzinchERE 1251910 A% 28 AL E 18 UL F D HARNEE 24 4 (KB 6 6]) (27 %9 A
(DDF) &2 PR R TARN & 20 uglkg O FHETHI 30 BT CHIEIFRIRN

5. U7z, ARAOIYEHRE I ZFIE B CHHEZLEWVIIA LN o T,
k. AFOARHEIZHA 0.75mg, £% 28 HLLE 18 LU T 204
g/kg (LR 1.5mg) TH 5,

10

—O— 281 ~ < 2% (n=6)
—/\— 2%~ < 6% (n=6)
—— 6if~ < 12/% (n=6)
—O— 127~ 183 (n=6)

CrEfE + e )

0.1

MmAEf e & b e R (ng/mL)

0.01 T T T T T T T
24 48 72 96 120 144 168

e (hr)

% 28BUE1I8BEUTOEHARAAEEIZAF ZEAFRARE LE=ED
RO/ O OmERREE#E

A% 28BLUE18BUTOBEBAANBEICAFZHERBFRNZS LREOD
FWMERND/AO/ L FOVOEYBENF A -4

P N AUCo-inf t12 CLtot Vdg
i (ng-hr/mL) (hr) (mL/min/kg) | (L/kg)
1% 28 H~<2 5% 93.1+41.3 37.948.6 | 4.37+2.45 | 14.14+9.07

6
2~ <6 % 6 | 107.7+45.1 | 32.2+7.7 3.562+1.40 | 9.24+2.67
6~<12 5% 6 [ 140.7+30.4*% | 44.7£26.6 | 2.44+0.50* | 7.06+1.06*
12~18 5% 6 | 135.4+27.8 | 33.2+4.2 2.556+£0.59 | 7.27+£1.49

FEME R ERA, *:n=b
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(2) BRIRFEBRTHERE SN
F- I chE EE 1.2.5.15.10)
(DD&E)

(3) thE

2) AEANICEBIT D KRG
O KE#Rs "
AMEABERERLN 12 £ 2 b4, AK 0.25mg # 1 H 1181, 3 H [
HCHARNEZ G LTz & & 03y Ei.IE, AUCeum 23%45 1 HET
8.90ng * hr/mL TH 5 D{Zx LT 3 HH Ti 18.2ng * hr/mL & 72
D, M21E0 EARRBD LN,

@ fE@miafh
SAEABERERCN 11 4 &2 X, 7 v 24— =ik (14 H BRI
TAFA 0.25mg # 15 /3T CRilifiE L= & &, FHES 30
I CHELZE & E AT, Cmax 135 60%IZHK T L7223,
AUCoint IZFA%ETH o7, 723, KA TORA DKM REITHA
0.75mg, 4% 28 HLL I 18 m LA T 20ug/kg (LR 1.5mg) TH 5,

10

10
2MIFH E TOWREHER

1
a T 1
E 1 2
on
Ei ]
K ]
a_ -
% -
= 0,013
1 & 0.25mgaiiEErE (1555 )
1 —0—0.25mg#iE (30F0[H)
] (n=11)
0.001 T T

T T 1
0 24 48 72 96 120
M5l (hr)

HNEAEBERBRANICTOFL 025 mg DAECTRBHIREHEILI-EED
migh/\0/ £ O VRE#E (FHEHRFRERES)

NEAEBERAICTAXY 0.25mg DAETHFR IR EIL-EED
NO/ OV DEYEEE/INT A —4

1:;1.,_3—_ Tmax*I Cmax*2 AUCO-inf*2 111/2*3 Cl_tot*3 Vdss*3

> (min) | (ng/mL) | (ng-hr/mL) (hr) (mL/min) (L)
SRR R 15 0.851 20.1 37.0 214 611
(15 43 ) (44%) (25%) (24 ) (26%) (24%)

s 3 1.38 20.3 33.3 209 554
(30 #0[H) (60%) (21%) (30%) (21%) (30%)

L fiE, 2 T E SO I E (EERED . n=11

K TPRH L
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(4) BE - ftARD 1) BHEOPE
2 U RMER R L

2) DHHE D
O FxHF ALY v EOREEM T
SMEAREFER N 17 44 2 5t A2 A4 0.25mg & 7 F 3 A % 20mg
RN G5 TR LcF O BT, £ e BM&K 5o
YR L IZIERETH D Z LS, FHIC X A WEAlO 3y HE)
E~DEBIR NIRRTz, ks, A TOARAO AT &1L
A 0.75mg, 4% 28 HLL E 18 LA 20ug/kg (LR 1.5mg) TH

50
(ng/mL) N S— FaE 0 9Eme Ha
045 - 7 1 3 BB 7 1% 0.25mg FRE
% 0.40 = 7FY 22V PR 7 2% 20.26mehkE
~ : RS 34 YRS AT £ 53
,; 0.35 (&EE n=17) EOTXH A XY 20mgifiE
.
M
N
A
<
®+
&
8=
0 T T T T 1
0 24 48 72 96 120 (hr)

i
TEXYAZJ UG - FGARICE T SMER/ND/ L OVRE

i

450 O~ 7 7 ¥ U R F XY A XY L 20mg HHER O

i 7 B 0.25mg fiHE
x 0 O 7 A S R TR A S Y 20metiE
2 350
= 3004 (%8 n=17)
.
EN
i
N
B
%
2=

0 I | I 1 I 3 1

0 4 8 12 20 24 28 (hr)

16
Ry
NRA//EbOVGA - EFRBFICETINRERTIHAFI Y VERE

@ AbrurFTIREOMENERY
SMEABERERC N 12 4 251, AH(0.76mg OFIRNEL5) & A |k
7u75 3 K(10mg, 6 [OKERARE) 0SS Loy
gL, FNETNHMB G RO ENRE L IZIFEFRETH D Z &R
S, PRI X 2 WA OEYEE~DLEII R 6o T,




(VI EmEEIcE Y 5EA |

(4) RS - HiAXOD
%2%5 17~20) (—3—33)

2. EYRER
NS A—=H 1D

(1) R

(2) WRURSE FE TE 34

(3) HEREEH"?

@ 7R NEDOMAEERY
HMEBERERR N 12 4412, A (0.25mg % 10 #2217 C B [EFHIRN
BhH) T 7Tres s M(RFHOEE 30 7HIIC 126mg OO 5,
#h 2, 3 HEIZ 80mg O H#E) %{ﬂﬁﬁﬁ&% L 72 RE D AF D 3y
BB IX, AAHEMEBEGREOFE R L IZERETHY, 77 LEX D
PFRIC X 2 AR OB E~DEEBII A b o Tz,

B, TTLEH Y N ERFAOARLENERHAE (0.75mg) TOHA
ERIIREF STV 22,
1.0

—O— 7 B

=& 7L v X NERRE

(PEEIRERE, n=12)

miEF e /& o URE (ng/mL)

W5 (hr)
TILES Y MR - EHRICEB T A MERAD/ £ O VREKS

<HE :invitro>F 7 v — A P450(CYP) ~0D & %5k 20
EMNFIZ e Y —2&2 W BER L ERBRIC L0 ARANTERR &I
T CYP1A2, CYP2A6, CYP2B6, CYP2C9, CYP2D6, CYP2E1 &
O CYP3A4/5 ZRHELR2WEEB X b, £72. b MIEBHRETHR %
AWr-BER#FERBRICEB VT, A#lIC CYP1A2, CYP2D6 K O°
CYP3A4/5 |2k T 2B EAE TGO SN2 o Tz,

AR L

AR L

ke : 0.021+0.002 1/hr (t12 : 34.1+3.8hr) (FEEEAL AT 10 pglkg 5% 5-F)
kel : 0.0180.006 1/hr (ti/2 : 41.6+13.1hr) (B AJE H£3E120.75mgi#% 5-FF)

MVIL 1. (2) FERARBR CHER SN M RE | OSSR,
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3. &M (REaL—

4.

5.

4) 29VF753 R

(5) HTEH

(6) Znfth

3) fgar e

(1) A E

(2) RS A—ZEHER

U S
A RIS
(1) & — R BEFg

iﬁﬁnlﬁ:— 22,23)

(2) IMmi&—RaARAEM
iﬁi@ﬂ 24)

CLtot : 214+=56mL/min (fdFHE AL AIZ 10 pg/kg % 5-IFF)
CLtot : 203*=56mL/min (5% \J# B 12 0.756mg £ 5-IF)
VIL 1. (2) ERRFBR CHERR S A7 iR DIRB R,

Vd, : 621+ 126L (fEFERR AL 10 pgrkg #5-f)
Vd; : 695+ 191L (B AHE B 12 0.75mg % 5-IF)
VIL 1. (2) REIRFER THERR S 7o iR EE ) DIEB I,

FZH L

FEBHE R & U RAEERAT
CRAERE  BARN (24 1) KOSEAN (37 #1) 2V
NSRS BAAN (24 61) KOSMEA (134 1) ¥

cBRNEERE 7 U T T A% LT Cockeroft-Gault & W HH S D
VT F=r I VT TR RAERICEET L LR RSN
(p<0.01, EBFELRE) . ZORBITIE T <, B¥REER BT
L HMENRERE R LA LR Th o T,
CNRBEEEE  hlra o= b A U Mo mERICRBRIE ST (EN
WAh) DHEBICRET L Z NI (p<0.01, BEHRE) .
VIL 1. (2) REPREBR CHERR S 7z i EE ) DB,

A L7

SRR L

<7;§%>22,23>
Z v b ORANIEEIZSW T, VL 5. (5) OO ~DBITH]
DIEZ

P

EER R L

<HBE>W

JRIRA~DORBITIE(T v 1)

IR 16 HHO T v M UC k<1 /& b o 0.445melkg % B[RRI
B Uz, %45 2 Witz ORas KOG VAR OFFlE > it > 4) o Bk
TR FE VT RERR MR P AU BRI E O Z 24 1.66 fi5. 1.49~0.85 {5 CTh o7,
227K O JicH BT FE LR (AR IR P S BRI FEE 1 0 AR Do 7, e 5% 24 BRI D
FERR MR, AaE K OVIR VE AR o o0 i R B 1 R LL T Tdh o 72,



| VI BRI T BIEE

(3) it ~OBIEY

(4) BRNDBAT

(5) ZDHDEB~D
T 22

6) MEBEHAEY

6. {& mf2026~2®
(1) RESERY
R

HMERR L

<HBE>W

HIF~DOBIT (T v 1)

Wt 11 H B ORI 7 » M UC ik e /& b r v 0.445mglkg %
HEFARN G Lz & & FLit RO aR IR B 13k 5% 8 e & <l
FEAREIRE DR 6 5 CTh o7, it TR R B LRI L 48
IRF [ LARGR 13 HH BR FUARTi & 72 o T2

AR L

HMERR L

<HBE >V
7 v MBI DR E
7w Mz UCHE# e /& ke 0.5mg/kg HRFFIRN&E S L2 & &
SHRE TR IR F P ORARRIZ A L, 22 < Ok Tl SE X 0 @ik e
REZR L, RbEWIRELZR LIHEBRIZ, HEE. B, BEkTH
V. DT, PN, BB &R O RIS WSRO bitle, 72,
FIEBE Fe ORI/ NI L &I FRR BE O O BEIR FE 33RO B, £ Dk
FreL LTu/t brroBZpmti s, %< Ol TiamiE s sk
Tl U7 RERIHERS CHUNRERN R L2, AT = EFMkTH 2
ARER K& OB A i 13 % 5-% 96 R LLRE b N REARD B, 2h b D
MR 2851 2 & b e o SUATREW O @ WBIFPE =2 S vz,

W BENTEICCHIE Lz PIMAEE AR A RIEHN 61.0~63.0%(5~
412ng/mL) TH Y | REIKAFE T —EOM-GFR LR LT,

EBHRAL © E IR

HENBERERR A 6 44 (B 3 44, &M 3 44) 12 10 uglkg O 14C ik S v /&
ez 30 BT THREFFIRNE G LTz & & ORE(E L O O
FBEN R S, T REDZ L 2 \n 2 e Ao, M
R CIXEICREMA L LTHEELTWD Z EAURENT, MR T3 /D
R#P BB S NTZA, MA(6-S-& R fK) KT M9 (N-4 % ¥ F{K)
OWPELIIREARE L TR VKL< MB(N-FF ¥ RIE-6-7 ME) IX
OPNCEDFIEDHERINT= DI T=, BHIRFTEED 79.5%7% 144 B
MECICRFICHEE S, 2D HD 40.2% 2 R#IB EDT=Z LD,
KRN D BO%FEE AR THLT 5 Z RSz, A M4 O M9
DRFHEIERIL, 22 10.9% K 125%TH 0 . #HH M6 (&7 M)
FRFCTOTNICRIH S NTZORIZ o7z, VL 7. el DS,



(VI EmBEICET2ER

(1) RBEBELR U
R 2
(05%)

(2) R#I“EE5ET S
% (CYP%)
DHFiE 2027,

Ex

L)

b MBI A HERERBIIULTIORT B TH D,

FACHRE
VAN =1l N = I

LA

a N
o
N
A o

M-6

M-9

ERCZBITE/0/ € FOYDHETERBER

EMFIZ7 vy —Lb%H0cmecid, ) M4, M9 & UUKEERbARD 5
HEhiz, RNEHcES5 4 252F F 7 o—2a P450(CYP) o F+FE & L T,
CYP2D6 N EHE ThH »7-73, CYP3A4 ¥ CYP1A2 £ %45 LT\ 5 &%
2 bz,

SREERERL A O CYP2D6 1EPE728 K8 TR W # (PM) & IEH 725 (EM)
EXRICAHA] 0.756mg % 30 BT CTHEIFIRNE S LizE &, PM &
EM & ORIZBEE R EMYERE N T A —F OFEWITR R o T,

SNEANBERAD CYP2D6 EMHD PM & EM 2
AE|ZBIRANIRES LEBROEYBIE/NS A —4

Cmax AUCo-inf t12 CLiot Vdp

ol N (ng/mL) | (ng-hr/mL) (hr) (mL/min) (L)
EM* 3 1.600 78.1 49.5 161 686
(19%) (9%) +24 +15 +31

PM* 3 1.571 66.0 44.1 192 723
(27%) (22%) +10.7 +40 +182

* CYP2D6 iEME (T A hr A b L7 7 AEHEME)
AR S R UE AR 75 ST %A -4 E (CV, %)



| VI BRI T BIEE

(3) #ELEBEZRD
FERUZODOEE

(4) KBMOFED
HERUSELL
BHELE

7. B

8. FIURR—E—IC
MY 1Rk

9. BINFICKDHBRER

BARWAAR

b N FEARFHY M4 L OM 2B 5E/0E Y MathElgo 5-HT #5344
KGR st & Uiz 5-HTs Z/REICH T 257 o &# =2 MEMEE, WT
nHkm /e ro 1%RETH- 77,

HAE MEEERR A 6 4 (B 1% 3 44, Lotk 3 44) 1T 10pglkg O 14C 153k S m /& b
1% 30 BRI AT CHLUEFRARN B G- L 72 BE, B 5% 240 FEfE £ Clo b &
D 83 2% IRHFICHEME X, ZDIFE A EN 144 i E CToHEtTH - 7=,
FEP~OPEIT 3.38% Th > 7o, REKEL L TD 144 IR £ TO Rk
FI 39.3% & IRHFHEHEIEE DK 50% % 56, R M4 & X M9 O JR 5k
WRIL, TN 109% KR 125% ThHoTz, T, 2H 7 VT TR
160mL/hr/kg (25t L ARELIKROE 7 U 7 Z > A% 66.5mL/hr/kg Th -7,

NEABRERAIC “CEH/A\O/ & A 10ug/ky &
HRAEARNIES Lz & E ORGP HEE

PRepHE MR (%)
N\ [ BEZ BE®
P51 gﬁ(%@mﬁﬁ 0~ 144 B5RE
Watee | HatEE | SO/t kO] Mo M4 g%%
otk | 3 85.9 81.1 36.8 13.8 11.6 18.9
+6.9 +6.9 +5.0 +91 | =16 | =31
e | 3 80.5 77.8 41.8 11.2 10.2 14.6
77 +5.9 +5.9 +14.0 +6.5 +4.1 +6.1
otk | 6 83.2 79.5 39.3 12.5 10.9 16.8
+6.4 +6.0 +1.6 +05 | *£0.7 | +0.7
SEH (I + 4 5
B BRRR L

REE R L



(VI EmBEICET2ER

10. BHEDER

11.

B %— 29, 30)
iy

Z D fth

ZHT D

1) EHRRERE

BT D RmE (A

SN E B RERE 1T AA 0.75mg % 30 F i CTHEIFARN & 5 L 7=
L&, BEOBHRBRES CILERA AN RN TR L, AUC
X 1.3 15I1F 8 R Uic, BRI - P55 OB R FR 0BT 2 K EhiE

IIEERERE N & B B BN LR 0o T,

BEHEEEE CARZHIRANES LE-ROEMEFENS A —4
Ex*%.hb a) N Cmax AUCo.inf t12 CLtot CL: Vdp
s (ng/mL) |(ng-hr/mL)| (hr) |(mL/min)|(mL/min) (L)

IE ¥ g | 2-549 78.0 39.3 173 52.5 617
(FEREREN) (35%) (36%) +9.8 | £73.1 | +£28.6 | =396
B - paE g | 2574 83.5 47.3 154 62.1 607
e R (40%) (25%) |+13.8»[+38.8») | £15.9 | +142V
= OE 7 | 2.600 100 61.5 149 23.3 668
B REREE (47%) (59%) | £18.49| £1079 | £18.5 | +226¢

a CCr* : [E% >80mL/min, ¥J¥ « 45 % 30~80mL/min, HEH¥ <30ml/min
(*Cockeroft-Gault X HLHEMB L7 LT F=0 27 VT T R)
b N=8, 0 N=4, FIff Pl = U 75 X %0 F 5 E (CV,%)

2) NTFRERERRE

ZBT D HE (BRA) P

HMEAFTHERERE F 2 (T A 0.75mg % 30 F7»F THRIFARNR G- LTz
& & U3 AR N OVERLEE OO PR RE R T 8 TR N IC FE A~ THE Y
DN B > T2 h3, AUC (1 ZEFERR A & 88 B2~ T8 OO P RE MR & & D ]
TH B NRIENT R > T,

FFEREZTEEFCAREHIRAIRS LERORYMBE/ S A -4

1 Cmax AUCo-inf t2 CLtot Vdg
=3
s N (ng/mL) | (ng-hr/mL) (hr) (mL/min) (L)
IE g | 2.549 78.0 39.3 173 617
(ERERN) (35%) (36%) +9.8 +73 +396
L2 S g | 1779 57.2 30.7 214 564
FEESRE R & (46%) (33%) +5.6% + 649 +1769
A g | 1799 82.5 56.3 160 636
iR A= (31%) (34%) @ +28.4 +602 +2302
& g | 0.994 60.6 59.9 248 913
S RE R = (36%) (53%) +26.1 +183 +252)

Child-Pugh 2 =27 : 8 5~6

o N=7, B8 £ A7 IR 75 ST AT 1 (CV, %)

B L

. PEERE 7T~9, FEE 10 E



VIL. HEALDITESF)ICET HIEH

3

ERNBREFDER REIN TV

ﬂ

BABCTORE ) 25 ROBBIEESLENCE)

2.1 AHN ORI LIBEUE O BEERE O & 5 BE

(i)

ARANC VL4 G AR R L O/ T B B RS DR EF TV 72 o
O, BEEBBUEDORENH D - OFH Lz,

. PIRERIFBN R IZBE V. 2. ZhEE ST RICEET H1EE ] OHEM,
THIEREEZTNER

. RERUVHAEICHEE V. 4. HIEROCHEICHEET 2EE] OHZH,
THIRETDER

. BEEGERIEE WE STV
ZTDHEH

- BEDEREFIT D
BEICEHT IR
(1) BHHE - RMEEFO

9.1 SHHE - MEEZFDHHESE

=3
HOBE 911 BILEBEDHDEE
R 5 5T b WHEEEBOE TR S b bILS T
END B,
)

FEL 4y 00 BRI C 1L A RO TF 12 & 2 TS AR, A L % SLIHIB
PAZE D B LA > o8 5-HTa A (RFHUAN C L BT £ A
BB TS Z L b, AR OWMEMN LH L OEH (7 7 =% | r
VRV H o R ) BFRIORRE SRR LT,




(VI Zet@ERLOTES) <ETSER |

(1) AfHtHE - BEEFD
HHEE (DDF)

(2) BHeEESEESE

(3) MikrelzERE

(4) £ERREHI HE

(5) WE4R

9.1.2 IDig. BIRFREERETDHLIEE
(N ) (EEEERICET 5EER)

R MR E AT 2 L6 DIRICAEE T, ERPE(T 2BEN
DD,

(i)

Ny 7 8HFl (0.75me/50mL) X, AHEREREZSA L TEY, 50mL
IZHIfEF B U 7 AN 450mg B EN TN D, 207, Dl TEER Rk
REREOH LBEIL. Ny 7RAOEGICEY, F M) v AAR & OE
RIMEESEM L, DIBICEERDN | JERNEBLLT I BENARH D,

9.2 BEHEEERE

N Ty (EREEHRICET 21ER)
Koy, Wb b U U Ao@RER 5D 03 <L TERAE(RT 58
NRd 5,

(fiEa)
BEEDOHHEBFIT, KX T M) U LAORERERIDVETL TS &
N, Ny ZRFIOREIZE Y K, HET Y U A OEFEIE G M
DT, ERBENT EREARDH D, ZOL I BFICEET LY
BlX. TOREENLETH D,

FEIN TV

RIEIN TR

9.5 1TiF

TR SUTIEIR LT D ATREME D & B cPEicid, 169 Lo SN fER
Ma BED EHENDIBEEICORBEETDZZ L, 8IWER (T v 1)
THER~OBITHHRE SN TV D,

(fif Rt )

A D ERRRER (2 3 W) TSR ~ O R I3 72 <0 L MEITmEz LT
WRUN ARSE - JE AR R RER T 3 W TEBRME 2 R IR T D SR 1Z 2R AN
7y MZBWTHRRE~OBITHARO N TWD, Eim U3 L T\ 5
AIREVED & 2 L MEIIRIER Lo A SIS ettt 2 B 2 Ll s h D 5
BCORFEGTH L,



(VI ®=ett (@ERLOEES) ICETSEE

(6) #=3L4%

1B EOA IR OB RBEOAIEZ S E L, IOk STk
ERET 2L, IR (T v ) T AT ~OBITRERE SR
TW5,

(fi )

I EBRIZBNTT v PO HF~OBITHRBO b D, HFR EOALE
PERORIRBEOA LM Z B E L, RA O I T I 2 HET 5 Z &,

(7) MR 9.7 INE

RHARBEIREOHAER 2SR E U-BRRBRIZIER L TR0,
[17.1.2 B #]
(FAER)
E N EGRABR IR AEREIR, FiER (% 28 BHERM) (233 54
FIRBRIT 70 < . LAeMITHESL L TRy,

(8) ®iE 9.8 EthE

— RIS ENME T L TS,
(i)
EEE T RICAFBENMET L TWA Z ENEL L KAIOMRECHE
PEEL, BHEANBILLLTWVWOT, BEOREEZH/JICBEL, H
BERREDPLERT-DFRE LT,

7. ¥MEEHR
(1) HHEEZEZEZDER | FTEINL TV W

(2) fRAFEELEDER | HESA TR




(VI Zet@ERLOTES) <ETSER |

8.

Bl{ER

(1) EXGEIER L&
IECEREN

(2) zoton=IER

1. BIYEA
ROBWERR O LOND ZENDDHDT, BEELTSITITV, RENR
RO LN R G 2 TS 572 U R LE AT Z L,

[

1.1 EXLEMER
M1 Yavsd, FFI45%0— (WPhbHEERD)

vav s, TF7 4 7% — (R, R, MR, PR
HE, MERTE) "bbbhd Il tnbd,

CHAERI)

ERNMZBWTEERT 7 4 7F 0 —FERHEIN TN D, KA L%
TBER A0 ITATV 2 DR, IR, MR, PR, AT
FOREPRD NG EITIAA OG- 2Pk U, @R 0L E AT =
& (BAG S THEREMNERNSIS~Y =27V (T 740 7F%F v —) ]
ZH),

—RENCHEIIC L BT T T 4 TR =R, T ORE - PEHE R TIER 23

BT D ATREMED 5 DT, BH OB EITH Z L,

10%LL | | 1~10%A0i 1% B A
e — \ . B, BUR. TIRE. B, R
R Gl DR RUBBEME = o — 11 /<SR
IR, RAOR. k. f5 U 4
ft HER ML, U AL, AR
JLS 7 AE
. EEEVIE. B, (R, TR
L QricsE  |EmfE IMEBR. TAHERENR, SRR G . ShIRDE
" BB T
Wik R (17.6%) e st e,
FX .
igﬁ IR H
" BEU L |IFRER A
i b s
J 3% T UL — PR E S
-0k 25 Lo< Y
" 6 0 T
R IR, 6
AST 15, B
Bk b ALT L5, Eﬁfﬁ‘
v-GTP L&
e | AT GE. U5) . R,
Z o 0 L e, A, £ > 7 R
R Pl 2




(VI ®=ett (@ERLOEES) ICETSEE

9. BRERBRERBRICRITY

B2 %88
A

10. BEKRS

1. BRLOEE

12. ZOMDEE
(1) BRERFERICEDSL
CE:

(2) FEBRIRFHERICE DL
CE:

REIN TN

REINLTVZARWN

141 EFBREFDOZE

(BH| @)
1411 AFNL, 30 UL Eid TRERICHRET S 2 &,
AV D

14.1.2 EHEHIT 2O ORICE o SHIT Z &, ROITHIT & E4#H

1413 BHROKBEVIIBLIFORLZE L THERTAZ L,
1414 JFHIE L CGEBEEZAWZZ TR L 2R EGITTE 20,

NERGHEMZHEB L, WRNLOFERNERDLZEND D,

(FRsn)
AN OFERERNZOWTCIE, ENEERERIZIB VT 30 B Xi 1 4 THE
ENTEHY ., 30 WK TAEITHE LI-BEORAMEITMHES L TR,

REIN TV

REINL TV



X. SRERRAERICEAT HIEH

1. ZRIPEHER 791~
(1) EDFEEHER

(2) ReMEBEHR "0

38)

(3) Z Db FEHER

2. HiEEE
(1) BERS
B

VI, HNHBIZRE S 2 HE | OHEM,

1)

2)

3)

4)

5)

6)

HAR AR R 5

~ U 2 & W EEFE B L O A ZET LRI N T e /&
FE Y DOFREA~DEBEN DN ERRB I, &5, Se /& b
1 2 O5-HTsLA D Z AR~ DOVE 2 #iat U 7ol B i o 5-HTZ A1k %
BT DM OZEMEITH U TEFMERMEV 2 & R S LTz,
DL SR Y

A F 2w OVEBVEA FRE RIS B3 2 in vitrol NZin vivoiklik & 52
B L7= 453, hERGT — /VERMHNIZ OV TOICsoEIZA > # vt ke
VERETHY . R EL LR DREIZR N TA 4 Bk ONEENE
(LFFRE RIS 2 BT, HREEA X &2 W72 Tld. QTR &
VLB NI A—=ZZEBITRD bR o T,

B EES

AR ) ba B RG U, PRERR ISR S BIIERR S
o,

AL % R0

S YN = IV el N = IV o i S DY ek o SN i SETT U g s O IR YT
DRWF DR DAL, N1 /& b a v O EARE L A D ) o ZRIRICR
T OB R HEMEM SRR ST,

THIEZRR

Zy Moa s b a2 B LR, &5 %ARR OB ST
LCREEZRIEFST . BRRPEHFRICTERITRRO b hrol,
MR S ONUA IR R ™)

EHMET v Mosr /2 brrafh LR, BRI 548
ZHRBITRD bR o Tz,

BB R L

ByE /MBI E (mg/kg,i.v.)
7 v b 30

~ U A 30

A4 X >20




| IX. FBBERRBRICEIT 398E |

(2) REHEE

EHHER Y

(3) EEHIERR

(4) MARMEER ™

Z v MZ 1, 3, 10mg/kg/day % 1 » ARIEIRNE G L7ofi R, ik
10mg/kg/day T o7z, A X2 1, 3, 10mg/kg/day # 1 » H MR 5-
L7, 10mg/kg # Ttk OFIE, FR, MiFH LT v L KU = LA
Tr— VORENBRL S A, EOMIZHT RIEED b T EEME T
3mg/kg/day Th o7, 7> T 2, 7, 10mg/kg/day % 26 W A F RN % 5
L 7o, 10mg/kg B T i@ PE DO R ED b Lo BMRSKIC XY [ L7z,
ZOMIZFT RIER O 5T, EEMEEIT Tmg/kg/day TH o7z, A XIT 1, 3,
6mg/kg/day % 9 » HMEIRNE G Lo R, BEMEEIX 6mg/kg/day T
b o,

M2 MR SN BB IR T o 0 | ARG & FH VT e R
BB IR SR DI, Y A AT MERBOE N T
R AN 2 F V72 R DNA A RARBRIZIEHE T o 72,

~ T AKRDRT v b EAWTEROEGEREO N AVFEMERR (24ERH) 2892 S h
775

~ U ANAREMERER (0 GRHBRL) . 0 (PR 2) . 10, 30 & T* 60mg/kg/day)
TiX, " b o BEICEET SEOBAITRD bLer o,

Z v NS AJEEGER (B0 (PR 1), 0 (xR 2) | 15, 30 & T 60mg/kg/day.
M0 GREFR LY. 0 GefBR 2). 15, 45 &) 90mg/kg/day) <Tik. &M &R
(> 60mg/kg/day #5-8 K& O D 90mg/kg/day % 5-7f) TR DM
INRFRD BTz, Bl S OV TR DO HEFIEMERR 22 DR B O EH- PR TN
v/ b EEROBESY RO b, £1-. BHAEOATRIE,
JF. HURER. FLMR. B K VR O MR ZE DR BLE EFH RO Hivl,
Na e harPBEEEEAELRVWEEBEZOND I L, BEEEED K
—URNEF BRBEENICROONAEGELFRETHLZ EENDL, N/
thrVOT Yy MBI 2RBHEEZE =T 4 v 7 RERICLDHO
ThdbEHgEIsns, £, 2o OEEIXE Moxt L TP ERKES &
RFICEONDIREREZ ER2BER CRMMNERS LEHOKETH D
e, Nue b roPEBRBKAEROCHETIIREO Y A 713K
WeEEZ LT,



)

X. 3EEGRABRICET 21EE |

(5) HRHE
BB

(6) BFTRIE SR

(7) €Dtho
R EE T

1) AEHRRAT M ORTHR A B -5l o1 o2
HEZ > M2 1, 3. 10mg/kg/day & 1 » ARBIFHIRNZ S L7 R,. 10mg
TRO & RATFE CROREE RGN L OCAEFR RO ERIRT AR 5
iz, 16> T, ARBRICR T 2 MHEM:EITE BN O A 5iHE L R AR IS
%t LT 3 mg/kg/day TH -7z,

2) MEVLERE TR G- ek g o
Z w MZ 18, 60, 120mg/kg/day % & OF 5 L7z H, EE &I HH)
Yo EFEREIC X L TIL 120mg/kg/day., A2 xE LTk 18mg/kg/day
Toholz, —FH. UHFIT 18, 60, 90mg/kg/day # % 1 5 L 7= fE &,
BEATEMEILRD SR o T,

3) JE FE K O LI 5k Bk
MEZ >~ M2 9, 80, 60mg/kg/day Z##E N5 L2k R, & H & CIER:
IR E L OEBIREOIR TERA LIV, 2L OFEMEICHEVH AR
(F1) OAELFITHEN L ST, F1 RO R EIIAIHREIC KT 5 %
BIIF O b ol

FIRE O/ e /& her (10mg/mL) & OERKREA] (KA 2R o ¥
(2T 2 M AT MEREBR ORE R . BT ME X CTh - 7o,

SeEEE

KT LR —RBR, in vitro JEHIE FEME R ONT O — Yu iR B S R R
R LTARER, WTNORBRICE W T EEmEICET 2T ITE O b1
IRho T,



X. BEEMSIEICAT SEE

. BREIRS

2. Az

3. BRRETOIE

4. RV LEDIEE

5. BEMITEM

7. ERREFAH

o Kl 7OXTEE0.75mg - TOX D EFEEE/ANNY T 0.75mg

BISE G EIES (EE - EMEOLGEICLVERTLZ L)
BRIESY 8v 2 b o R B
AR - 3 4E

FERIRAF

20. RFEWVLEDEFE

(INLTIL)

20.1 A HED U TR L725E81E. 6 X0 TN o
TLZERDH DD, MAENOIY H L7 RITHEC T3 50X
T EBET D &,

AV

20.2 WO MEEZRFFT D720 ARAE G A TV 2 IS F IR £ CBA
HLwnw &,

20.3 AMENHEY L TRMIBRE L72GG1X. LT L0 b I o g
THZENRD DI, FME 75%@‘9&1/7‘_%3&@%’75 TS L,

20.4 WOLGAITIIERH L72nWZ &,

20.4.1 SMEDEE L TV 2 RN IR 23588 H L 5 I

20.4.2 NP ECSITIRE L TV DK

V. 6. WANOKFESM TICHBITHEEM] OHEESME,

BEMEEST A R

< ¥ v o lLBBL: A
ZOMOBERITEM : XD LWEROTZDIC—HER T T 7 v 7 —
OB T3t bR — 22— https://www. taiho. co. jp/kenko/hakike/ ZXHR)

ARy - 8m /& ke U 0.75mg/5mL [ 2 A RV
v bar ANy 70 0.76mg/50mL [ % A R ) &
[l % 3. VI=%bru @i, 7TYE b R,
Ao H o b BRI, TR be R,
Fet ho UHERBIE, AUt e R

2003 £ 7 A 25 H CKE)



| X. EEOEHE-ETSEE

10.

11.

12.

13.

14.

SLERFSTRRBFEAR
RUKRES.
EMELRHEFAR.
RITRIREAR

SHREX (5 RBA.
AERUAREE
BMEDEABRY
ZONE

BEEMGR. B5HE
HBRARFABRYV
ZTOAR

BETHME

REHMGIRICET S
L

£EI—F

RIRFET EDEE

- 7BRX8E 0.75mg
: 2010 4

K R O H H
KoOROEF 5
FEAMELVENGRAEA B -
We 72 BH & 4 A H

O % H OH
xKoOROEF 5
FEAMEVENGRAEA B
WR 72 BH 4 4 A H

1H 20H
22200AMX00247000
2010 4+ 4 H 16 H
20104 4 H 22 H

- 7 aXRHEERE/NY Y 0.75mg
120124 8 H 16 H

22400AMX01368000
2012411 H 30 H
2012412 H 5 H

AEROCHEBEATEOFEAH 20124 8 A 16 H
NAE : HIEROCHEO RO TEIRN&E 5325, 1 &2 [EE OIS ET 5,
KR,

AEROCHBEEEOHFEAH 202145 A 27 H

NE: @, RAIKIEZ e /2 hor 2 LT0.75mg 2 1 H 1 [H#EEX
AT 5. & THEH, Se kv koo LTO0.75mg & 1 H
1A E L AT 5, 72770, 18U FTOBRE I, WE.
N/ ey b LT 20ugkg 2 1 H 1 [RIEFEXIIAHRHET S =
L, BEEDERIT 1.5mg & 55, AR,

BN

HEAMEEMFEAR 202146 A 9H
BESK L EPRS AR O SV A K OV A ORISR D R,
BIALE2QHESEFANOAETONTRITHEZYE LRV,

NI IN
7o X FIE0.75mg - 10 4E (2010 4F 1 A 20 H~202041 H 19 H)
7 aX Y AflERE Ny 7 0.75mg :
FEAWIM (201248 H 16 H~202041 H 19 H)
- 18 kLA T
44 (202145 H 27 H~20254 5 A 26 H)

L7

— ey —
o == FEEME BRERE | yotom |LeT rEERE
BREE | EMEERE a—F B2 | oxeLma
EESa—F | (YJa—F§) = e

VAE

85T | 2391404A1020 | 2391404A1020 | 119704401 621970401
0.75mg

TaXY

RBHE | 959140461022 | 2391404G1022 | 121863301 622186301
Ny

0.75mg

BRI



XI. X

1.

51 Ak

1)

2)

3)

4)

5)
6)

7)

8)

9)

10)

11)

12)

13)

14)

15)

Stoltz R., et al.: Pharmacokinetic and safety evaluation of
palonosetron, a 5-hydroxytryptamine-3 receptor antagonist, in U.S.
and Japanese healthy subjects. J Clin Pharmacol. 2004; 44: 520-31.
(PMID : 15102873)
Maemondo M., et al.: A phase II study of palonosetron combined
with dexamethasone to prevent nausea and vomiting induced by
highly emetogenic chemotherapy. Ann Oncol. 2009; 20: 1860-6.
(PMID : 19561037)
Segawa Y., et al.: A phase II dose-ranging study of palonosetron in
Japanese patients receiving moderately emetogenic chemotherapy,
including anthracycline and cyclophosphamide-based chemotherapy.
Ann Oncol. 2009; 20: 1874-80. (PMID : 19605507)
Saito M., et al.: Palonosetron plus dexamethasone versus granisetron
plus dexamethasone for prevention of nausea and vomiting during
chemotherapy: a double-blind, double-dummy, randomised, comparative
phase I trial. Lancet Oncol. 2009; 10: 115-24. (PMID : 19135415)
EINIFHERER (4% 28 BLLE 18 LI F) CRFRRFRENE £
Morganroth dJ., et al. : Effect of single doses of IV palonosetron, up to
2.25mg, on the QTc interval duration: a double-blind, randomized,
parallel group study in healthy volunteers. Support Care Cancer.
2016; 24: 621-7. (PMID : 26111957)
Wong E.H.F., et al.: The interaction of RS 25259-197, a potent and
selective antagonist, with 5-HTs receptors, in vitro. Br J Pharmacol.
1995; 114: 851-9. (PMID : 7773546)
WS — fh: e 2 hr U KOO EICK T 5, Ml EER %
Awize bew b= 3 ZREITKT 28O RE. NG R, B
JEH & No.336(2009).
Eglen RM., et al.: Pharmacological characterization of RS 25259-197,
a novel and selective 5-HTs receptor antagonist, in vivo. Br J Pharmacol
1995; 114: 860-6. (PMID : 7773547)
Turke M.L., et al.: Effect of RS-25259-197 and ondansetron on
dacarbazine-induced emesis in dogs. L&k}
Turke M.L., et al.: Effect of RS-25259-197 and ondansetron on
actinomycin D-induced emesis in dogs. &%}
Turke M.L., et al.: Effect of RS-25259-197 and ondansetron on
mechlorethamine-induced emesis in dogs. L&k}
IR fh: g e JEbhrr DT 2y MV ATTFUFEKE
JEVENR RS9 DA, ALNEEL, AFFEH & No.333(2009).
Gianettoni J.I., et al.: Effect of RS-25259-197, ondansetron, and
granisetron on copper sulfate-induced emesis in dogs. fLN& £}
Hunt T.L., et al.: Evaluation of safety and pharmacokinetics of
Consecutive multiple-day dosing of palonosetron in healthy
subjects. J Clin Pharmacol. 2005; 45: 589-96. (PMID : 15831783)



[ x1. x# |

1.

SIAXHE (0DF)

16)

17)

18)

19)

20)

21)

22)

23)

24)

25)

26)

27)

28)

Shah A., et al.: Pharmacokinetic evaluation and safety profile of a
15-minute versus 30-second infusion of palonosetron in healthy
subjects. J Clin Pharmacol. 2006; 46: 1139-45. (PMID : 16988202)
Grossmann M., et al.: Evaluation of pharmacokinetic interaction
between palonosetron (0.25mg i.v.) and dexamethasone (20mg i.v.) :
a randomized three-way crossover study in healthy males and
females. fHIN& ¥}

Hoéppener F.J.P., et al.: Evaluation of pharmacokinetic interaction
between palonosetron (0.75mg iv) and metoclopramide (10mg po
every 6 hours): A randomised three-way crossover study in healthy
males and females. L&

Shah AK., et al.: Pharmacokinetics of palonosetron in combination
with aprepitant in healthy volunteers. Curr Med Res Opin 2005; 21:
595-601. (PMID : 15899109)

Bogaards J.J.P., et al.: Characterization of human cytochrome P450
enzymes involved in the in vitro metabolism of palonosetron, the
interaction of palonosetron and M9 with cytochrome P450, and
possible induction of cytochrome P450 by palonosetron and M9. #t
P&k

AEFHE— fth: BRORBFICH T H51 /& b v OREMIEYE)E
FEAT. FEPNEDEL, FFSEEE #F No.335(2009).

Weller P, et al.: Metabolic disposition following single intravenous
and oral doses of [14C]-RS-25259-197 and tissue distribution after a
single intravenous dose of [14C]-RS-25259-197 to rats. fHN&E}
Weller P., et al.: Metabolic disposition and tissue distribution to
brain, eye and intestines after a single intravenous dose of
[14C]-RS-25259-197 to pigmented rats. fLPNE

EREE i 7 v MZEBIT 5 4C-PALO OIMEhieskEr (Fhi - a2
BATHE, SLHBAITH:, B ITIEORED . &k, HFEHEE No.
334(2009).

Bowen L., et al.: Binding of RS-25259-197 to plasma protein in vitro.
N B

Stoltz R., et al.: Pharamacokinetics, metabolism and excretion of
intravenous [14C]-palonosetron in healthy human volunteers.
Biopharm Drug Dispos. 2004; 25: 329-37. (PMID : 15378559)

de Smit O.J.B., et al.: The Pharmacokinetics and metabolic
disposition of 0.75mg palonosetron iv in extensive and poor
metabolisers of dextromethorphan, a CYP2D6 substrate. fLPN& ¥
Maurin A., et al.: Palonosetron. HCI, RS-17825-007, M4 and
ondansetron evaluation of any possible antagonist activity on 5-HTs

receptors of isolated ileum of guinea-pigs. L&k



| X1 x|

1.

SIAXHE (0DF)

29)

30)

31)

32)

33)

34)

35)

36)

37)

38)

39)

40)

41)

42)

43)

44)

45)

Matzke G.R., et al.: An evaluation of the pharmacokinetics of a
single intravenous dose of 0.75mg palonosetron in patients with
varying degrees of renal impairment compared to healthy
volunteers. f:PN&E}

Noveck R.J., et al.: An evaluation of the pharmacokinetics of a
single intravenous dose of 0.756mg palonosetron in patients with
varying degrees of hepatic impairment in comparison to healthy
volunteers. f:PN&E}

Williams C. N., et al.: Palonosetron hydrochloride assessment of
proconvulsant activity in mice following oral administration. f1:PN&
Wong E., et al.: An assessment of the actions of RS-25259-197 on
mouse behavior in the black: white test box. #EPN&

Lacerda A.E., et al.: Effect of palonosetron and ondansetron on
cloned hERG channels expressed in mammalian cells. fEPN& B
Calder C., et al.: The effects of RS-25259-197 on intra-atrial,
intra-ventricular and atrioventricular conduction in the anaesthetized
dog. FEPNEEL

Martin D., et al.: Effects of RS-25259-197 on respiratory function
and blood pressure in anesthetized dogs. L&k}

Johnson L.G., et al.: Interaction of RS-25259-197 with autonomic
agents in anesthetized dogs. P& ¥}

Turke M.L., et al.: Effect of RS-25259-197 on gastric emptying of a
test meal in rats. fENEE}

Lake K.D., et al.: The effect of RS-25259-197 on renal function in
conscious, saline-loaded rats. fEN& £}

Sonderfan A.J., et al.: Acute intravenous toxicity study in rats with
RS-25259-197. L&k}

Sonderfan A.J., et al.: Acute intravenous toxicity study in mice with
RS-25259-197. L&k}

Sonderfan A.J., et al.: Acute intravenous toxicity study in dogs with
RS-25259-197. #hN&k}

Sonderfan A.J., et al.: Intravenous 1-month toxicity study in rats
with RS-25259-197. #:N#& k}

Sonderfan A.J., et al.: Intravenous 1-month toxicity study in dogs
with RS-25259-197. #:N &k}

Smith T., et al.: Palonosetron hydrochloride: 26 week intravenous
administration toxicity study in the rat with a 4 week
treatment-free period. P&k

Smith T., et al.: Palonosetron hydrochloride: 9 month intravenous
administration toxicity study in the dog with a 4 week
treatment-free period. tEPN& ¥k}



[ x1. x# |

1. BIAX#E (D2F)

2. EDDSEH

46)

47)

48)

49)

San R.H.C., et al.: Salmonella/mammalian-microsome preincubation
mutagenicity assay (Ames test) and Escherichia coli WP2 uvrA
reverse mutation preincubation assay. L&

Putman D.L., et al.: Chromosome aberrations in Chinese hamster
ovary (CHO) cells. fEN& ¥}

Murli H., et al.: Mutagenicity test on RS-25259-197 in vivo
micronucleus assay. L&

Golzio L., et al.: Palonosetron unscheduled DNA synthesis in rat
liver cells in vivo. L&k}

50) FFHRELA: N1 B b SRR O3 AR MERBR. AN E R, IFE RS

51)

52)

53)

54)

55)

56)

57)

58)

59)

£ No.801(2020).

Andrew F.D., et al.: Intravenous male fertility study with
RS-25259-197 in rats. fLN&E ¥}

Sonderfan A.J., et al.: Oral female fertility and early embryonic
development study of RS-25259-197 in rats. fLPNE

Sonderfan A.J., et al.: Oral teratology study with RS-25259-197 in
rats. fENE R

Sonderfan A.J., et al.: Oral teratology study with RS-25259-197 in
rabbits. fENEE

Ridings J., et al.: Palonosetron hydrochloride: Oral (gavage) study
of pre- and postnatal development in the rat. tHPN&#}

Sonderfan A.J., et al.: Vein irritation study in the rabbit with an
intravenous formulation of RS-25259-197. L&k}

Honarvar N., et al.: Cytotoxicity assay in vitro with BALB/C3T3
cells: Neutral red (NR) test with palonosetron at simultaneous
irradiation with artificial sunlight. #EPN& ¥}

Schulz M., et al.: Chromosome aberration test in vitro:
photomutagenicity in Chinese hamster V79 cells with palonosetron.
FEPERE

Arcelin G., et al.: Palonosetron: Determination of photoallergenicity in
albino guinea pigs (including information about allergenicity,

photoirritation and irritation). #EPN&E

NCCN A KT 4 2004 F 55 1 kK
IR EE EF A R A > 2023 4E 10 A &ET 45 3 kR



XI. 8E&%

1.

FHNETORTIRR | Helsinn Healthcare SA (Helsinn ff. A A A) 1%, *XE. EULZ VU7, R
AV TANT L RO BEUMRBEOR 27T v E), A XV A, AL A F
—ANTIVT ARATZN AXva, TI3VNV EHT 7V H, X F A,
HAZE&Te 80 » [ELL ETARA DA Z G L TV 5 (2024 4 7 HBIE),
kE & EMA (EU @ —$E4&GR) THERBINTWBIRFEL ., A - &8, &R
FEHH, RACBT DR TR, HIEEROHZEIIKRO LB ThH S,
E 4 B - a8 a5 e
B%B) | (<oserOy RS TENE R URE
ARERERAH WEEIEE & L T)
o R RE fe MRS AL SRR E O M)A K Y
MR LEE a— X2 BEE O]
K [E RUSY SEFEMEIL - @O T Bh AL FPEIEBHAE R 30 Ay ail
(Aloxi®) 0.25me/5mL R R AL R R O W) A & O | 120.26mg & 30 VLl BT
2003 4E 7 A 25 0 | —-=2masRmu DR LE G o — R TP D AL - IR | BRI IRNE 54 5
o TBh
o fhit% 24 BRI E T - EHO T
EU (27 » [H) AT 15 FE AR MR AL S TR R 0 2R D - T | (BRI B AR 30 Ay Hil
(Aloxi®) M b A R ik P AL SRR VA O TR | (20.256mg & 30 LI ET
0.25mg/5ml

2005 4 3 H 22 A

i - @O T BA

HLEFRRN 595

L o TR - &', 26
AL DFGREHE R D,

TR, HIEROHE] 1220 T,

AFNOESFE] OSa4 7ABAD 1%, ARICBT S CINV OFEhIcx LT,
20145 A 27 HIZKE CTHID CTEARBERE L, KEH, 41 XU X, KAV,
TI AR, AFEEET B0 p ELL ETERLEELTWS (202447 H

HiE) .

HNEIZHEITBH/IMNED CINV TRE L TOFERIRR (202141 A 18 HR )

E4 e - MEER X R RERUAE
(REw)| TE-SE |RREAB A6 (R (8EE)
K% A B AL SRR % | AL RIEBIAAKD 30 Sy Al
KE PN T 2014 4£ L G L IRIED | 6. 20 uglkg (F K
(Aloxi®) 0.25mg/5mL | 5 H 27 H 17 £ Aot WELE O ERGIZME D | 1.5mg) & 15 5300 F T
" SPEHIELL RO TR | AT D
e e (s g - | TG ERRIERGH) 30 47
N IRA TV 2015 4F | A% 1, A @%E S B G RIT 1500ug &4
1 > > N NN
(Aloxi®) | 0.25mg/5mL | 2 24 H = S O P (L 2 ATV ;;E) % 15 6::7;
(5 B - oy | D C PETRIRAES
WiE) 45




| xu. sEEM

2.

)N ol b
ERER Z E1EH

PR IZ B 2 WEME SR CF—A N7 U 7535
ARFIZEB T HE I 19.5 14w 9.6 ZH i) OHOFLEITILL FD &
BOTHY, A=A T VT nHEITRRD.
9. HENERZHITHEEZICHTLIEE
9.5 TR

B0 SO TAENR LT AIREME D & 5 PRI IR, 18 Lo A 2 MEDS fa iRt
LR SR SN HEAICoRELET L, BMER (T 8) T
JRIR~OBTRHRE SN TV D,
9.6 =3I

16 EORWEER ORI RBOREEEZ BB L, BALOMKE T k%
BEtd a2 &, BER (T F) T, LWHF~OBITRAHRE STV 5,
oy

B1(201942 /)

F—A ~Z U7 ®43%E (The Australian categories for
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5% . O

F—AKZ U7 D5%E (The Australian categories for prescribing medicines in pregnancy)
B1 : Drugs which have been taken by only a limited number of pregnant women and
women of childbearing age, without an increase in the frequency of malformation or other
direct or indirect harmful effects on the human fetus having been observed.

Studies in animals have not shown evidence of an increased occurrence of fetal damage.
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KEOWHATCE | 1. INDICATIONS AND USAGE (##Y)
(2020 # 4 H) ALOXI injection is indicated in pediatric patients 1 month
to less than 17 years of age for prevention of:
- acute nausea and vomiting associated with initial and
repeat courses of emetogenic cancer chemotherapy,
including highly emetogenic cancer chemotherapy.

2. DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage (##%)

Prevention of Chemotherapy-Induced Nausea and Vomiting

The recommended dosage of ALOXI injection for prevention
of nausea and vomiting associated with HEC and MEC in
adults and associated with emetogenic chemotherapy,
including HEC in pediatric patients 1 month to less than
17 years of age is shown in Table 1.
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FRR ZIE R KE YA 3rE | Table 1: Recommended Dosage of ALOXI Injection for the
N (2020 4 4 ) Prevention of Nausea and Vomiting Associated
(D2F) (H5%) with Chemotherapy in Adults and Pediatric
Patients 1 Month to Less than 17 Years

Age Dose* Infusion Time

Infuse over 30 seconds beginning
approximately 30 minutes before
the start of chemotherapy

0.25 mg as a single

Adults dose

Pediatrics
(1 month to
less than
17 years)

20 micrograms per Infuse over 15 minutes beginning
kilogram (max 1.5 mg) |approximately 30 minutes before
as a single dose the start of chemotherapy

* Note different dosing units in pediatrics

6. ADVERSE REACTIONS
6.1 Clinical Trials Experience (#z#})

Pediatrics Aged 2 Months to 17 Years

In a pediatric clinical trial, 163 pediatric cancer patients
with a mean age of 8 years received a single 20 mcg/kg
(maximum 1.5 mg) intravenous infusion of ALOXI
injection 30 minutes before beginning the first cycle of
emetogenic chemotherapy [see Clinical Studies (14.2)].
Adverse reactions were evaluated in pediatric patients
receiving ALOXI injection for up to 4 chemotherapy cycles.
The following adverse reactions were reported in less than
1% of patients:

+ Nervous System: headache, dizziness, dyskinesia.

+ General: infusion site pain.

- Dermatological: allergic dermatitis, skin disorder.

8. USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use

Chemotherapy-Induced Nausea and Vomiting

Safety and effectiveness of ALOXI injection have been
established in pediatric patients aged 1 month to less than
17 years for the prevention of acute nausea and vomiting
associated with initial and repeat courses of emetogenic
cancer chemotherapy, including HEC. Use is supported by
a clinical trial where 165 pediatric patients aged 2 months
to less than 17 years were randomized to receive a single
dose of ALOXI injection 20 mcg/kg (maximum 1.5 mg)
administered as an intravenous infusion 30 minutes prior
to the start of emetogenic chemotherapy [see Clinical
Studies (14.2)]. While this study demonstrated that
pediatric patients require a higher palonosetron dose than
adults to prevent chemotherapy-induced nausea and
vomiting, the safety profile is consistent with the
established profile in adults [see Adverse Reactions (6.1)].
Safety and effectiveness of ALOXI in neonates (less than 1
month of age) have not been established.

Postoperative Nausea and Vomiting Studies

Safety and effectiveness have not been established in
pediatric patients for prevention of postoperative nausea
and vomiting. Two pediatric trials were performed.
Pediatric Study 1, a dose finding study was conducted to
compare two doses of palonosetron, 1 mecg/kg (maximum
0.075 mg) versus 3 mcg/kg (maximum 0.25 mg). A total of
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KE O CE | 150 pediatric surgical patients participated, age range 1
(2020 4 4 ) month to less than 17 years. No dose response was observed.
(H5%) Pediatric Study 2, a multicenter, double-blind,

double-dummy, randomized, parallel group, active control,
single-dose non-inferiority study, compared intravenous
palonosetron HCI (1 mcg/kg, maximum 0.075 mg) versus
intravenous ondansetron. A total of 670 pediatric surgical
patients participated, age 30 days to less than 17 years. The
primary efficacy endpoint, Complete Response (CR: no
vomiting, no retching, and no antiemetic rescue medication)
during the first 24 hours postoperatively was achieved in
78.2% of patients in the palonosetron group and 82.7% in
the ondansetron group. Given the pre-specified
noninferiority margin of -10%, the stratum adjusted
Mantel-Haenszel statistical non-inferiority confidence
interval for the difference in the primary endpoint, complete
response (CR), was [-10.5, 1.7%], therefore non-inferiority
was not demonstrated. Adverse reactions to palonosetron
were similar to those reported in adults.

12. CLINICAL PHARMACOLOGY
12.8 Pharmacokinetics (3k#)

Specific Populations

Pediatric Patients

Pharmacokinetic data was obtained from a subset of
pediatric cancer patients that received 10 mcg/kg or 20
meg/kg as a single intravenous dose of ALOXI injection.
When the dose was increased from 10 meg/kg to 20 mcg/kg
a dose-proportional increase in mean AUC was observed.
Peak plasma concentrations (CT) reported at the end of the
15-minute infusion of 20 mcg/kg were highly variable in all
age groups and tended to be lower in patients less than 6
years than in older patients as shown in Table 4. The
median half-life was 30 hours in overall age groups and
ranged from about 20 to 30 hours across age groups after
administration of 20 mcg/kg.

The total body clearance (L/h/kg) in patients 12 to 17 years
old was similar to that in healthy adults. There are no
apparent differences in volume of distribution when
expressed as L/kg.

Table 4: Pharmacokinetics Parameters in Pediatric Cancer
Patients following Intravenous Infusion of 20
mcg/kg ALOXI Injection Over 15 minutes

Pediatric Age Group
PK 2 6 12
years years years
Parameter® L;ss than to less than | to less than | to less than
years
6 years 12 years 17 years
N=12 N=42 N=38 N=44
Ct°, ng/L 9025 (197) 9414 (252) | 16275 (203) | 11831 (176)
N=5 N=7 N=10
AUCo-o,
b meg/L, 103.5 (40.4) | 98.7 (47.7) | 124.5 (19.1)
N=6 N=14 N=13 N=19
Clearance®,
L/h/kg 0.31 (34.7) 0.23 (51.3) 0.19 (46.8) 0.16 (27.8)
Vss¢, L/ikg 6.08 (36.5) 5.29 (57.8) 6.26 (40.0) 6.20 (29.0)

a Geometric Mean (CV) except for tiz which is median values

b CT is the plasma palonosetron concentration at the end of the
15-minute infusion

¢ Clearance and Vss calculated from 10 and 20 mcg/kg and are
weight adjusted
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(2020 =4 H) 14.2 Prevention of Nausea and Vomiting Associated with
(H%) Emetogenic Chemotherapy, Including HEC in

Pediatric Patients
One double-blind, active-controlled clinical trial was
conducted in pediatric cancer patients. The total population
(N = 327) had a mean age of 8.3 years (range 2 months to
16.9 years) and were 53% male; and 96% white. Patients
were randomized and received a 20 mcg/kg (maximum 1.5
mg) intravenous infusion of ALOXI injection 30 minutes
prior to the start of emetogenic chemotherapy (followed by
placebo infusions 4 and 8 hours after the dose of ALOXI
injection) or 0.15 mg/kg of intravenous ondansetron 30
minutes prior to the start of emetogenic chemotherapy
(followed by ondansetron 0.15 mg/kg infusions 4 and 8
hours after the first dose of ondansetron, with a maximum
total dose of 32 mg). Emetogenic chemotherapies
administered included doxorubicin, cyclophosphamide
(<1500 mg/m?2), ifosfamide, cisplatin, dactinomycin,
carboplatin, and daunorubicin. Adjuvant corticosteroids,
including dexamethasone, were administered with
chemotherapy in 55% of patients.
Complete Response in the acute phase of the first cycle of
chemotherapy was defined as no vomiting, no retching,
and no rescue medication in the first 24 hours after
starting chemotherapy. Efficacy was based on
demonstrating non-inferiority of intravenous ALOXI
injection compared to intravenous ondansetron.
Non-inferiority criteria were met if the lower bound of the
97.5% confidence interval for the difference in Complete
Response rates of intravenous ALOXI injection minus
intravenous ondansetron was larger than -15%. The
non-inferiority margin was 15%.

Efficacy Results

As shown in Table 8, intravenous ALOXI 20 mcg/kg
(maximum 1.5 mg) demonstrated non-inferiority to the
active comparator during the O to 24-hour time interval.

Table 8: Prevention of Acute Nausea and Vomiting (0 to 24
Hours) Associated with Emetogenic
Chemotherapy in Pediatric Patients: Complete
Response Rates

ALOXI injection Ondansetron Difference [97.5% Confidence
20 mcg/kg 0.15 mg/kg for 3 Intervall®: ALOXI injection
intravenously intravenous dose minus intravenous
(N=165) (N=162) Ondansetron Comparator
59.4% 58.6% 0.36% [-11.7%, 12.4%]

a To adjust for multiplicity of treatment groups, a lower-bound of
a 97.5% confidence interval was used to compare to -15%, the
negative value of the non-inferiority margin.

In patients that received ALOXI injection at a lower dose
than the recommended dose of 20 mecg/kg, noninferiority
criteria were not met.
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EU ® SmPC 4. CLINICAL PARTICULARS
(20184 7 H) 4.1 Therapeutic indications ($#¥)

Aloxi is indicated in paediatric patients 1 month of age and
older for:

- the prevention of acute nausea and vomiting associated
with highly emetogenic cancer chemotherapy and
prevention of nausea and vomiting associated with
moderately emetogenic cancer chemotherapy.

4.2 Posology and method of administration (¥}
Paediatric population

Children and Adolescents (aged 1 month to 17 years):

20 micrograms/kg (the maximum total dose should not exceed
1500 micrograms) palonosetron administered as a single
15 minute intravenous infusion beginning approximately
30 minutes before the start of chemotherapy.

The safety and efficacy of Aloxi in children aged less than 1
month have not been established. No data are available.
There are limited data on the use of Aloxi in the
prevention of nausea and vomiting in children under 2
years of age.

4.8 Undesirable effects (#Fy)

Paediatric population

In paediatric clinical trials for the prevention of nausea and
vomiting induced by moderately or highly emetogenic
chemotherapy, 402 patients received a single dose of
palonosetron (3, 10 or 20 mcg/kg). The following common or
uncommon adverse reactions were reported for palonosetron,
none were reported at a frequency of >1%.

Syst 1 Common ARs Uncommon ARs
ystem organ class (>1/100 to<1/10) (>1/1,000 £0<1/100)
Nervous system Headache Dizziness, dyskinesia

disorders

Electrocardiogram QT
prolonged conduction
disorder, sinus
tachycardia

Cardiac disorders

Respiratory, thoracic
and mediastinal
disorders

Cough, dyspnoea,
epistaxis

Dermatitis allergic,

Skin and subcutaneous . s
pruritus, skin disorder,

tissue disorders

urticaria
General disorders and Pyrexia infusion site
administration site pain, infusion site
conditions reaction, pain

Adverse reactions were evaluated in paediatric patients receiving
palonosetron for up to 4 chemotherapy cycles.

4.9 Overdose (HiFr)

Paediatric population

No case of overdose has been reported in paediatric clinical
studies.
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(2018 7 H) 5.1 Pharmacodynamic properties (#i#}¢)
(m3%) Paediatric population

Prevention of Chemotherapy Induced Nausea and
Vomiting (CINV):

The safety and efficacy of Palonosetron i.v at single doses
of 3 pg/kg and 10 pg/kg was investigated in the first
clinical study in 72 patients in the following age groups,
>28 days to 23 months (12 patients), 2 to 11 years (31
patients), and 12 to 17 years of age (29 patients), receiving
highly or moderately emetogenic chemotherapy. No safety
concerns were raised at either dose level. The primary
efficacy variable was the proportion of patients with a
complete response (CR, defined as no emetic episode and
no rescue medication) during the first 24 hours after the
start of chemotherapy administration. Efficacy after
palonosetron 10 pg/kg compared to palonosetron 3ug/kg
was 54.1% and 37.1% respectively.

The efficacy of Aloxi for the prevention of chemotherapy-
induced nausea and vomiting in paediatric cancer patients
was demonstrated in a second non-inferiority pivotal trial
comparing a single intravenous infusion of palonosetron
versus an i.v. ondansetron regimen. A total of 493 paediatric
patients, aged 64 days to 16.9 years, receiving moderately
(69.2%) or highly emetogenic chemotherapy (30.8%) were
treated with palonosetron 10 ng/kg (maximum 0.75 mg),
palonosetron 20 pg/kg (maximum 1.5 mg) or ondansetron
(3%x0.15 mg/kg , maximum total dose 32 mg) 30 minutes
prior to the start of emetogenic chemotherapy during Cycle
1. Most patients were non-naive to chemotherapy (78.5%)
across all treatment groups. Emetogenic chemotherapies
administered included doxorubicin, cyclophosphamide
(<1500 mg/m?), ifosfamide, cisplatin, dactinomycin, carboplatin,
and daunorubicin. Adjuvant corticosteroids, including
dexamethasone, were administered with chemotherapy in
55% of patients. The primary efficacy endpoint was Complete
Response in the acute phase of the first cycle of
chemotherapy, defined as no vomiting, no retching, and no
rescue medication in the first 24 hours after starting
chemotherapy. Efficacy was based on demonstrating
non-inferiority of intravenous palonosetron compared to
intravenous ondansetron. Non-inferiority criteria were
met if the lower bound of the 97.5% confidence interval for
the difference in Complete Response rates of intravenous
palonosetron minus intravenous ondansetron was larger
than -15%. In the palonosetron 10 pg/kg, 20 ng/kg and
ondansetron groups, the proportion of patients with CR0-24h
was 54.2%, 59.4% and 58.6%. Since the 97.5% confidence
interval (stratum adjusted Mantel-Haenszel test) of the
difference in CR0O-24h between palonosetron 20 pg/kg and
ondansetron was [-11.7%, 12.4%], the 20 pg/kg palonosetron
dose demonstrated non-inferiority to ondansetron.

While this study demonstrated that paediatric patients
require a higher palonosetron dose than adults to prevent
chemotherapy-induced nausea and vomiting, the safety
profile is consistent with the established profile in adults
(see section 4.8). Pharmacokinetic information is provided
in section 5.2.
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EU @ SmPC Prevention of Post Operative Nausea and Vomiting (PONV):
(2018‘\$ TH) Two paediatric trials were performed. The safety and
(23%) efficacy of Palonosetron i.v at single doses of 1pg/kg and

3ug/kg was compared in the first clinical study in 150
patients in the following age groups, >28 days to 23 months
(7 patients), 2 to 11 years (96 patients), and 12 to 16 years
of age (47 patients) undergoing elective surgery. No safety
concerns were raised in either treatment group. The
proportion of patients without emesis during 0-72 hours
post-operatively was similar after palonosetron 1 pg/kg or
3 ng/kg (88% vs 84%).

The second paediatric,trial was a multicenter, double-blind,
double-dummy, randomised, parallel group, active control,
single-dose non-inferiority study, comparing i.v. palonosetron
(1 pg/kg, max 0.075 mg) versus i.v. ondansetron. A total of
670 paediatric surgical patients participated, age 30 days to
16.9 years. The primary efficacy endpoint, Complete
Response (CR: no vomiting, no retching, and no antiemetic
rescue medication) during the first 24 hours postoperatively
was achieved in 78.2% of patients in the palonosetron group
and 82.7% in the ondansetron group. Given the pre-specified
non-inferiority margin of -10%, the stratum adjusted
Mantel-Haenszel statistical non-inferiority confidence
interval for the difference in the primary endpoint, complete
response (CR), was [-10.5, 1.7%], therefore non-inferiority
was not demonstrated No new safety concerns were raised in
either treatment group.

Please see section 4.2 for information on paediatric use.

5.2 Pharmacokinetic properties (##x)

Pharmacokinetics in special populations

Paediatric population

Single-dose i.v. Aloxi pharmacokinetic data was obtained
from a subset of paediatric cancer patients (n=280) that
received 10 png/kg or 20 pg/kg. When the dose was increased
from10 pg/kg to 20 pg/kg a dose-proportional increase in
mean AUC was observed. Following single dose intravenous
infusion of Aloxi 20 pg/kg, peak plasma concentrations (CT)
reported at the end of the 15 minute infusion were highly
variable in all age groups and tended to be lower in patients
< 6 years than in older paediatric patients. Median half-life
was 29.5 hours in overall age groups and ranged from
about 20 to 30 hours across age groups after administration
of 20 ng/kg.

The total body clearance (L/h/kg) in patients 12 to 17 years
old was similar to that in healthy adults. There are no
apparent differences in volume of distribution when
expressed as L/kg.
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EU ® SmPC Table 2: Pharmacokinetic Parameters in Paediatric Cancer
(20187 H) Patients following intravenous infusion of Aloxi at
(H3%) 20 pg/kg over 15 min and in Adult Cancer

Patients receiving 3 and 10 pg/kg palonosetron
doses via intravenous bolus.

Adults Canser

C . . a
Paediatric Cancer Patients Patients®

<9 2 to 6 to 12 to 3.0 10
Y| <6 y | <12y | <17y | nglkg | ngkg
N=3 | N=5 | N=7 |N=10 | N=6 | N=5
69.0 | 103.5 | 98.7 | 124.5 | 35.8 | 81.8
AUCo, he g/l (49.5) | (40.4) | (47.7) | (19.1) | (20.9) | (23.9)
56.4 | 49.8
tys, hours 240 | 28 | 233 | 305 | 2o | 1y
N=6 | N=14 | N=13 | N=19 | N=6 | N=5
. 0.31 | 023 | 0.19 | 0.16 | 0.10 | 0.13
Clearance’, L/h/kg (34.7) | (51.3) | (46.8) | (27.8) | (0.04) | (0.05)
Volume of distribution®¢, | 6.08 | 5.29 | 6.26 | 6.20 | 7.91 | 9.56
L/kg (36.5) | (57.8) | (40.0) | (29.0) | (2.53) | (4.21)

a PK parameters expressed as Geometric Mean (CV) except for
TY%which is median.

b PK parameters expressed as Arithmetic mean (SD)

¢ Clearance and Volume of distribution in paediatric patients were
calculated weight-adjusted from both 10 pg/kg and 20 pg/kg
dose groups combined. In adults, different dose levels are
indicated in column title.

d Vss is reported for paediatric cancer patients, whereas Vz is
reported for adult cancer patients.
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ZDMOEEER FAFXTEF0.75mgR U7 OXF L AEFRE/NY J0.75mgDEE A T ER
HR
NEEL, GEIKNTHRREDONTZGE. BRET O MLEITICHEE T
i L7,
B, BAERIERBRICHWIZEAL D5 % p92~93 [T~ LTz,
A. 7BREFE 0.75mg
A—D 2KIRE
£ L e e P .
23 = - £ ,LE_EA—% i@.@f — BB & % £ & B M SHESETE
& (BRFEE) | (HFREE) B 1% |1B5R% |3 BERNTL |6 BRI 24 B5RER| FA
2m oL opSmgromL] B [RERH REEH | REBH| REEEH | REER
g FAL TS Estik2smg |57 7770 + pH 4.26 4.30 4.25 4.27 4.28 500181'
112&1 5D 100mL g2z (%) 100 — — 99.4 99.6
& REERTE e % aﬁﬁﬁwo;mﬁﬁ&g}; B B B B
s s REERLE - 2008.
%H > UESTR 5mg RS, 5mg/1mL oH — — — — — 411
#; HBEE (%) - - — - -
; K Bi& - - - -
4 kU VysEst® 10mg |0 B 8 %|10mgizml|  pH — — - — — | 2008
112 BEE (%) — - - - -
prye — —— =
755952 Pt é R | EEEH hINEALINAEHTNICEE HTNAE 2008
# | (25ma/mb) 77 4 H—|25mg/imL| pH 4.98 5.02 5.00 5.00 4.98 | 241
2 BHER(%)| 100 — — 1013 | 99.6
R [2smgrmL | % |mEES mEEN[REEH REAH | RERY
# | 2omaimD) JrAHY— + pH 4.81 4.82 4.81 4.81 482 | 201
F Sal. 50mL g2z (%) 100 - - 100.1 100 23
#I 859 2 -PEERE | 25mg/imL % K | EEEH | EEEH|EEEH | BAEH | BAEH 2010
(25ma/mL) T7 A H— + pH 4.84 4.86 4.85 4.85 4.84 e
117 Sal. 100mL (= (%) 100 — — 100.6 99.8
| ma 3 3
7 O UBEEE 05mg|= 70 ES % \REEH REEH REEH REEH REEH 2010
i | TR S o|o-5mgitmL]  pH 4.97 4.97 4.96 4.96 497 | 55
; BHEE(%)| 100 — — 100.3 | 99.8
7 O € UREEE 0.5mg|= 7o Es|0-°m/Imb R RGER ROEH REEN ROER ROEN 2008.4~
W | Taga, S + pH 4.84 4.84 4.84 4.83 483 | 01% 7
£l Sal. 100mL g2z (%) 100 - - 100.7 | 99.4 '
- M K |EEEH | EREH | HEAEZH | EAEH | £BEH
BERT T A 20mL |20 o | 20mL pH 3.77 3.77 3.78 3.77 378 | 2008
al 4~11
124 BHER(%)| 100 — — 100.2 | 99.7
Sal: £EAWEHE  5D:5%7 KOMEAE  DW: ESAK
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1 —N—% | BEUBR | oo B & % £ @ B ™M HBE
& (REet) |((HRES) | B % |18 |3 EERI% |6 KRR 24 BERAR| FA
M R |EEEH | BAEH | EGAEH | BEEH | EREHR 2010
JZ 3823 20m % / 7 1|20mg/1mL H 4.98 498 | 4.98 4.98 4.98 '
o 9 9 P 5~6
BEE (%) 100 - - 100 99.5
) p.46g2omL| £ K |REEH REEH REEH | REEH | REEH 2010
L | BiEE Mg #1E& 1mEg/mL | KIFRE TS + pH 4.09 4.09 4.09 4.09 4.09 11~12
. Sal. 100mL{#E= (%) 100 - — 99.8 99.7
pasgioml| % |RERE | REBE \mE2Y REAH wEDH
s Mg #IE/K 1mEq/mL | KEFRETS + pH 4.11 4.10 4.1 4.10 4.10 '
5D 100mL [z (%) 100 99.7 00 | T
124 75 (% - - .
. L= VN Bi& - - — -
YILEY b .| 200mg = — — — — 2008.
274Y + pH
200mg - 4~11
Sal. 20mL |57z % (%) — — — — —
TR % R |EeSH | 2G50 | EASH | BR5H | BEREH
Mlosreoszastm  |= 5 500M9 = ~ ~ ~ == 2008.
500mg e pH 8.95 8.94 8.96 8.95 889 | 11
Sal. 300mL sz (%)) 100 - - 99.5 99.0
MK =F - - - -
. . Y74 - 2008.
2w RiFE 20mg B E T 20mg/2mL pH — - - — - A1
PR BEE(%)| - — - — —
w5, . |2omeemL] 1 R [RERE|mEEN REN ReRN REEH
53w 4 R3E 20mg a ozl * pH 4.91 4.91 490 | 4.90 489 | 54
Sal. 100mL{#E= (%) 100 - — 100.5 | 100.7
20mgizmL| % |REE REEH | REEV | REEH | REBH
Pl P v E 2008.
5% w4 R 20mg + pH 5.00 5.03 499 | 498 4.95
BB Tlsal 200mL{pzz o0 100 g95 | 09 |
. 73 (% - — . .
M R |EEEH | BAEH | EGAEH | BEEH | EREHR 2008
JLH b B SR 0.5mg* [ — = #(0.5mg/1mL| pH 5.11 5.11 5.11 5.12 507 | 241
213 BEE (%) 100 - - 100 99.3
o 5 _ - % R |EeSH | BEREH | EAEH | EREH | ERAEH
G200 =y bR e e %) 300mL H | 550 | 539 | 544 | 543 | 563 | %%
wE [y = B W_p ol : : : : 4~11
219 7% (%) 100 - - 99.8 99.5
Y 20mgemL | £ K |RETH REEH | REEH REEH | REEH 2008
£ |[FRE—Es®m20mg  |LTLI7—%| + pH 5.13 5.17 5.15 5.20 519 | 411
e Sal. 20mL sz (%) 100 - — 100.9 99.7
& oy . Somezml| K [RERH RERH RELH | REEH | REER|
& | Y8 v Y ERE 50mg x=7x954> + pH 5.23 5.26 5.33 5.36 523 | 411
) Sal. 100mL s (%) 100 — — 99.3 98.0
s . .
iy « § xpoomgzml % [RERN WERR | meIW|mewH|REER|
BAHAy MESHB200mG [ T |+ pH 5.17 5.19 5.20 5.20 519 | 211
Sal. 18mL (0 — _
232 BEE(%)| 100 99.4 99.0
z M K |EEEH | REEH |EAEH | BAESH | BGEH 2008
D | FU RS UEsE10mg|E E  T|10mgi2mL| pH 4.93 4.92 490 | 4.88 488 | 1 41
f BEE(%)| 100 - - 1006 | 99.9
o - [ isomg | T K |mEEY | meEEH|REDV REEH | REED
1t TOoA AV FARESEIRA M E X & + H 595 594 598 599 591 2016.
=2 |150mg T %50 100mL s : : : : : 5~7
= al. TUUML 7272 % (%)| 100 — — 99.6 99.6
B
A o [ isomg | T R |REED | REEH|RELV REEH | REEDH
E|\JOSMAVFREABSEIRA NEFER + oH 583 582 5 84 583 585 2016.
150m T E S - - i : i 5~7
239 9 Sal. 250mL (7%= (%) 100 — - 100.3 | 100.5
* BR5E A I Sal : £ EBRIER 5D : 5% 7 Fro#EE5ti%& DW : F&FTFK
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(DDE)
= £ m = —H—% | BEUBE | e B & % £ B B M HERER
% (R |((FER%E=) | B % |1B5RE% |3 BRI |6 BRI 24 BERER| FA
z — L I T T
#w [Z7AAHY R =] _ 2021.
B | ABELTE  + pH 6.29 6.30 6.29 630 | 42,
A |RUERE 235me Sal. 50mL [z#3(0)| 100.0 - 100.0 | 100.0 | 97.3
g pasmgtom| 1 R [REEE| - |mesn | menn|meEn
=P D3 5 0 — :
ol ABRRIX + pH 6.22 6.20 6.23 6.20 49
239| RIARRE 235mg Sal. 250mL (g2 (06)| 100.0 — 1000 | 98.7 | 987
72 <y T6mg o X [EE — — — — 2010
N Nz .6m .
FILA RO VSR 1.9mg Sow 2.0mL(?1A) pH - — — - — 6~7
REE (%) - - - - -
i 7.6mg/ M oK (EEEH|ECEH | EREH | EAEH | EAEH
LA KR st omg | o JPOmLUA TR 565 | 555 | 556 | 556 | 555 |
B Sal. 100mL|B%E (%)| 100 — — 99.5 99.5
2 REEOTE- % |WEEN| REEV | RERH REEN REEH|
44 L U5t A 100mg [#EF/477-7- [100mg/2mL|  pH 5.87 5.83 5.85 5.83 588 | 241
RETARS BEE(%)| 100 - — 100.2 | 1005
= HEZSTE - 1oomgemL] M K | EREEH | REEH REEH RLEH REEH 2008
444 VS A 100mg [REFA77-7 + pH 5.81 5.93 5.82 5.80 581 | 411
RE T AE&Sal 100mL sz (%)) 100 — - 100.2 | 99.9
L M K |[EEEH | BEEH | BEAEH | BREH | BEEH
S .. ZVET e S 2008.
KBETL =2 10Mg |0 me o g 22 | 10Mg/TmL pH 5.21 5.17 5.17 5.18 5.21
B HEHE 4~11
BHEE(%)| 100 — — 99.8 99.8
. _ . 1000mg/amL| £ K |RMEEH REEH REEH | REEH REEH 2008
v 1/0’0"0;]1;'_77%%3’% JrA4¥—  + pH 702 | 702 | 7.01 | 698 | 690 | ,
Sal. 200mL (g2 (%)| 100 — - 99.7 99.6
MENET | BENET | BEANET | BEADET
\ ok |meme | FO0RC | REOHS | REOHC | OO
£ |VIL - A FO—LEER S 2000mg/ HINEY |hTAICEY hIAICEY [T HITEY| 2008.
500mg 32mL4V) | pH 7.33 7.34 7.32 7.31 727 | 4~11
BHEE(%)| 100 — — 100.3 | 99.9
7 2 < | 825mal M R |EEEH | EREH | EREH |EAEH EREH 2008
Y| FH FRyEsR1.65mg |5 T g j ) 5lan(159A) pH 6.04 6.03 6.03 6.04 6.03 | 411
BHEE(%)| 100 — — 100.7 | 100.3
2 s 8.25mg/ | £ K |EREZH EGED |EREZH | EAEH |EEEH 2008
g |7 FavEstmtesmg| L T 7 ZIPOMON o0 586 | 588 | 587 | 586 | 585 | oy
Sal. 100mL [B7E (%) 100 — — 100 99.0
8.25mg/ | & K |EGE |EGEH | EGEY | EREH|EREH
- - ans ot s | 2.5mML (5A) 2010.
T — ESR165mg [EEHETE(TT pH 5.92 5.92 5.91 5.90 5.83 Py
Sal. 100mL |E#E (%) 100 — — 100 99.3
o % R | EESH | EREH MEEEH|MEEEH MAREH
e V) 772 2008.
1)o7 a2 20mg (2%) e 97 25 B0 20mg/1mL pH 5.69 5.67 5.67 5.68 5.71 4~11
245 BHEE(%)| 100 — — 100.7 | 100.9
Y L K EeREREesEREEEANEE RN NSRS
% B, - . REERIX- 2008.
SH|7UFIUF1003E SEo ik g[100Mmgi20mL  pH 4.52 4.51 4.52 4.51 454 | 44
AR
312 BHEE(%)| 100 — — 100.6 | 99.6
Sal - £BRERX 5D : 5% 7 Fo#EEE%& DW : E5THEK




| Xn. % |
(DD%F)
= £ wm a [Oh B ERUEE ..o BB & % & 8 B M HBREM
;7% (Rt |((HFRES) | B % 18R |3 R | 6 BRI 24 BERAR| FA
E - % R | BEESH | EREH BERAEH | ERAEH | EEEH 2008
SRV RV UE0% Z);_J7200mg/2mL pH 4.87 4.88 4.86 4.87 489 | 44
#i BEE(%)| 100 - - 999 | 992
13 A R ERERE RN AR AR EREEY 2008
S |EXS—4F5%& 10mg 725524z 10mg/tmL | pH 5.13 5.12 5.13 5.16 520 | 3 11
231 BHEE(%)| 100 - - 99.3 96.5
%; " K |FRBER | KFEEH | FEEH | FEEHRH | FEEH 2008
S [ AF 8= )LiEsKR 500ug [T — HF 4 |500ug/1mL|  pH 5.07 5.06 5.04 5.03 5.06 | ;.11
313 BEE (%) 100 - - 100.3 99.7
£g N fi % [MEEE | REEN MEIH ROBH MEBH|
3H|E42 Y2 UiEstiR 100mg %Eﬁj($ﬁ100mg/1mL pH 5.39 5.38 5.38 5.39 540 | 3 11
314 BEE (%) 100 — — 99.9 97.2
g ; M K WEETER MEEFEH|MEETEN MAGYER HEATEN 2008
=7 |74 V—NEE 10mg I — ¥ A|10mg/2mL| pH 5.11 5.10 5.12 5.09 5.10 411
316 BEE (%) 100 — — 98.5 97.2
2245 T LFV VIDW % K | HAEH HAEH EAEH | ERAEH |BEAEH 2008
o 2 .
215 BAdER pH 4.96 4.99 5.02 5.05 505 | 411
B BEE (%) 100 — — 96.3 93.2
Eb 1V/Sa_|+-_20m|- M K MAEREH|MAREH|MAEER MAREH BAEEH 2008
9-5 - S . e — .
Zp|E8 4D UER B— =%, 5132 p_.lzl 4.94 4.93 4.93 4.92 492 | 4
>§{4 200mL |BHEE(%)| 100 — — 99.6 99.8
A7 p g | REOHT | REOHT | REOKT | REOUC | REOHT
K’?; S sig I{7477-%| 1V/DW HEDITEY b DITERY hIAISEY b NEY [hIhISEY| 2008.
SRS S RS B o = smL oH 488 | 485 | 487 | 487 | 493 | 4~11
317 BEE (%) 100 — — 97.6 92.5
BLF O LA 850ma/ M R |EAEH | EEEH|EEEH | EREH EREH 2010
—JLEST mg .
8.50610mL B E I| Jome pH 4.81 4.83 4.86 4.88 493 | 05
v BEE(%)| 100 — — 100.1 99.8
AN . 425mloml] 1t R |WEED|WERE WMERH|REBW|REEA|
Y 8é%10:mL}I N H E T (”fA) pH 4.85 4.86 4.88 4.90 495 | 15
éT] ' Sal. 100mL|[BHE (%) 100 — — 100 99.9
BLF O LA 425{:?%/3”1'- M R |EAEH | EEEH|EEEH | EREH BEREH 2010
8.50610mL H E I + pl-l 5.01 5.04 5.04 5.07 5.09 | 412
321 Sal. 500mL|%E#&E (%) 100 — — 99.9 99.1
Bl 285h 0™ L — 7o ES| 1.712g/ R REEN REEN | REEN ROEH REEH 2008
INTD s — . g .
# |1omEq e pH 6.05 6.04 6.02 6.00 6.04 | 3 11
=1 EE (%) 100 - - 100.1 99.6
8l B L Ja ES1.7129/10mL M R |EAEH | EAEH | ERAEH | ERAEH EAEH 2008
FRIKSAH! ; = + .
#l | 10mEq S _<|lvusTasl PH 5.40 5.41 5.42 5.43 542 | 4 _4s
322 500mL |BE#E®E (%) 100 — — 99.7 99.3
s . st . % R |EAEH | BEASH | ERTH | EREH BEAEH 2008
;',//J b=ETER Y & & ZFE| 500mL pH 5.63 5.64 5.63 5.68 5.68 411
(o]
8 BHEE(%)| 100 — — 100.1 99.6
: MK |EAER|EAEH | EAEH | EAEH HAEH 2008
Al sk 5% ;‘h‘w#7ﬂ 500mL pH 5.94 5.48 5.66 5.76 548 | 441
323 BEE (%) 100 — — 100 98.8
Sal . £EBRIER 5D : 5% 7 Kot DW : jF5tHK
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SN o mgas YR i1 £ R84 .
X | bUSRLY 2 EWK” RKIFHEHEl 6 R | EREH|EREH | EAE % |6 W% 24 % T
323 00mL pH 445 444 B | REEH REEH
= BEE(%)| 100 4 445 | 448 | 441 5008-
732 FYS2BEE [T ; — 99.7 ~1
7 )82 2K |K 7 8 % 900mL % | REEZH | RELH | RESH | RES 99.6
5 pH 5.55 5.53 ‘5 B RETH REEH
B AHE (0100 - 52 | 551 | 551 | o0%
i K 1F &l = B | BARESH & 9
305 8 %| 500mL pH 6.66 663)q EEY | REAY | READ
BEE(%)| 100 - 6.60 | 6.59 6.52 5008.
TS/ LN SR IV~ - 99.8 ~11
URERE  [KERETH| 500mL T Py P Yty ey pryegen 99.2
t= _pH 586 | 587 | 5 B | REES
. REE (%) 100 = -89 5.85 584 | 2008
LETAY R it Mk | EEE — 100.3 4~11
; KEUETS REBH | REAR | RES T
4 ET13| 200mL oA o ngﬂ e fn B R | MR EA | A A
S BEE 00| 100 : 6.90 6.90 6.89 2008.
|:°_ * s = A s K |4 — - 4~1
= IXYA -2 5WH 147'{,77_7' 1100 MR | EAE | EEEE | EAE 100.2 100 1
= B & = mL | pH | 509 | 508 A REEH |REEH
J g’ BEZ(%)| 100 = 5.10 5.07 5.07 2008-
—Jy— F#%K T 3 = - 101.3 10 ~11
B il KIFHIET I8 s EE | EA K : 0.9
=T 500mL oH 7 672)1 EEEH | EGEH BEEH
i'z‘ REEGD| 100 | - 669 | 660 | 669 | 2000
FSRT S/ W MR — - 99.1 11~12
# Hik KxmETE 500mL % | mEnE meRE | mEET | & 100.1
pH 450 | 450 | 4 B | REEH
BHEE %) 100 = 50 | 449 | 4s0 | 2%
ouhyws22wmm L0 E RN ; _ 99.7 ~M
ﬁ'l/& - ﬁl&ﬁﬁ}ﬁﬂﬂ %{ﬁ 3% BR |4 - 99.7
325 e e 1003mL oH e 5%: AR MEREH | MEREH
BEE 00 100 - 5.26 5.25 5.25 2008.
EL-3 2% A T7— T — 1002 | 1002 |
B o | 500mL MEEH | MEEY | MEEH MBE -
€ 2 pH 5.42 5.42 5 B | R
5 BEE(%)| 100 = 43 | 542 | 545 | 200
14— D#ik EREER W | EEEE | R - 99.9 | 99.1 ~ 1
! e AR | A ; i
| BIEE (%) 100 = 537 | 535 5.40 50018.
B TN K17 8% R | EEE — 100.1 99.7 ~1
# 2R toomL [ e REEY | REET | REED | REED | RE
P 4.83 4.83 18 mEEH
A BEE%) 100 - 83 | 4.83 | 485 foos.
R * B W R |REE : — s07 | 997 |
G T | 500mL REEH | REEV | REEH REE 3
5 pH 500 | 4.98 REEH REEY
S BEE (%) 100 = 5.01 5.00 500 | 2008
NTSIUE e e ei reas rogs menn mes 411
E| 500mL GIEEEEIEES
BEE(%)| 100 — 00 | 502 | 505 | 2%
Y1 2-T3 BH#K (TP R | mEE — 99.7 ~1
i ; - . R | EA T : 99.7
331 e o 500mL pH 511 ?1-?)% 4 47 SRR | 4 4R SEER | 4B A B
REES)| 100 | 511 | 511 | 514 | 9%
- 100 100 1 471
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i F L OE YL - £ [24 BERIY
500mL pH >y &5 | e | e | Fﬁfﬁ £ A
® BRE : 5.81 - EAER
NFFERRT VLS * ) ywRm— — — : 5.80 016.
H SvULE B HE £ R | EAE 99.8 5~7
T g S00mL mEEH MEEH BEE 8 | 1004
pH 528 40 SEE |4 CSER |ER S
Gl — - 5.29 B | BEeEH
EnTs BEE (%) 100 532 | 529 | 5 2008
3 TRRAESUHEE XERE R |EEEE — - 99.8 28 4~‘|1.
31 T | Soomt REEY | REEY [ REE 8 | 995
pH 554 | 508 | B REER | REEY
PR IE DL b fz® (%) 100 — 541 5.48 5.44 2008
> 1R F L Mk |EEeEE s — 99.8 ' 4~1’i
E| 500mL w5 | |EER | BEE - 99.3
. pH 4.86 288 EEZE (EAEH | EAEH
BHEE (%) : 496 | 4 =
RIS 100 _ 88 487 | 2008
& VEIRpH8 INPJ|= 7 Mok | EAEE - 99.4 - 4~11
m| 500mL B | mEEE | AT - 99.6
pH 7.63 RN | BAZH | BAE
- : 7.72 =%
24FY EEE(%)| 100 — 7.67 7.67 7.76 2008
ﬁ J—n 3 swm > X RE R | mEET|E - 99.2 : 4~11
T 1 500mL AR | B | ERE : 98.6
pH 4.64 mEE | EAEH | BeE
RE BEE %) 1100 459 4.62 4.62 REZD 200
RE3—)L R&@& X 1F & & H R | mEE — _ 003 4.64 4~181.
§§TpH ns7 | 487 | a AU | EEER | EE R
L 7 5 (% : .86 ‘
SOTVIE K 17 8 = YR ‘°) 100 - _ 4.85 4.88 2008.
L S A CIC Y 99.7 4~11
% T 1 500mL m B | EASH | EEFH |8 - 99.5
331 TV GEEK Kig®E R | EEE — — 100.3 831 4~
- T | 500mL REZH | REEH REE . 100.2
f;’.& pH 576 dmfn R El | AL | EA S
1111!% 1;‘%7—,-7 . 5.76 579 s m\ﬁ}ﬁ‘ﬁﬁ
S P 73 (%) 100 : 5.79 2008
339 ¥ 250ug hogf 8 pg/DW 1mL Mk | Emenmp|sen 100 999 4~11
+ pH 2 7 /E_Eﬂ %@.;ﬁﬂﬂ %@-.’&E ~
Sal. 100mL [z= .90 4 EH | EEE
74 REE (% .96 4.92 =B
i} YR Y L s A 6)| 100 — 4.91 493 | 2008.
2 |25mg : 5 ~ A00mg (16V) Y % MER: — 10 4~
7 A H— T WEAEH MELTH BERSE 06 99.8 "
Sal pH 5.32 R MAREA HEEE
. 500mL[Em® 5.44 5 44 B En
TRV —ILEERE 2 Ig e 100 - ' 549 | 550 | 2008
= EH 29 "R (EA; - 4~
= B E I| 29/20mL REEH |EAEH | BEAE 998 99.4 "
pH 751 mfE A | AR | | AT
A4 REE (%) 100 r7s | re0 | 77 REET 2008
# R 8% & 17 m g p-88g7omL tE R (REEH m@_ — 1004 ;;383 4~11
IJ T i% + ) L= HE f.sfﬁﬁ ﬂ‘@,:”‘ﬂ . 5
= 4 £ 3
Sal. 100mL [z P 8.12 8.18 S | MEEH | MEEH
A OB BEE (%) 100 8.18 8.18 8 2008
R FHE 8.4% KEEEE R | EAE — — 99.9 17 4~1'i
392 T | 2somL A T T T P T
e pH mETH | BEE -
z}faﬂ 8.00 N /E.Eﬂ ﬂ@a&
LTI BEE (%) 100 ros | 500 | 502 | si2 | 2008
399 5 &M amg/smL |7 T 12 4mgismL | K | RBER (& — — 99.3 12| 411
77 — 3|, ¥ pH EH | RBEH | RSN | REE 98.4
Sal : £EEE; sal. 100mL = 533 | 5.34 REEN REEH
BiR 5D § BREFE (%) 5.34 5
1 5% 7 KRR 0)) 100 Z = 33 | 532 | 20
DW : E5FHK 100.1 1001 2~3
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[ xm. 5% )

(D2DF)
5 . —h—% | BEUBE B A % £ B B M e
2 = om & [ 208 SNE lewma o FEER
& fR5c & BE Btk | 1Bk |3 BRIk |6 BERA 24 BiRIk| FA
gy .| 100mg | MK [WEEN| %G RERE RO oo
7 |ZHIT U 100 7”,”7\&%/{) + pH 3.76 3.76 3.76 3.78 378 | 411
L Sal. 100mL g7z (%)) 100 — — 100.2 99.6
x| o soomg | £ % |RERS|RERN|RERN WEER WEEH
L é%i“;nm;l"‘jw“ EHEaE pH 526 | 522 | 518 | 512 | 486 | i
it DW 25mL Iz (%)| 100 — — 99.6 100
Al | e soomg | 1t % |[WERN|WMERN | REEH REEH(REEH
'SIO%WI’ FEY> EHHRE  + pH 5.34 5.31 5.28 5.22 496 | 141
aqlS DW 100mL 52252 (9%)| 100 — — 99.7 99.2
ox g5 BOOmgRoml] #E % |RERE [ RERN WE DY | REDG WREAN
7Y L5 ESA 500mg |7 o+ pH 5.84 5.85 5.84 5.85 5.84 g
Sal. 100mL gz (%) 100 — — 100.1 99.8
= 100mg/smL| % R |REEH REEH RLEH | REEH REEH 2008
044 K3 100mg B A &= + pH 5.27 5.37 5.33 5.34 5.32 oY
Sal. 250mL g7z (%) 100 — — 100.1 99.7 e
toomgismL| % |RE BN KEEH| KERH REBH | REBA|
_|FBY A KiE 100mg B X #HE + pH 5.57 5.57 5.61 5.62 5.60 411
a#t 5D 250mL |z (%) 100 — — 99.7 99.8
— K | REEH | EAEH | BEEH MERSH MEREH 2008
—_ 3 33 ~ mg .
5-FU 3 250mg BREU 2| e %Tpg( ) z:.;; 8.36 8.35 2;332 18(;378 11
73 (% — — . .
750mg/ M K |EEEH|EAEH | EAFH | EAEH KAEH
B sy 250mg Ay | 15MLBV) T 8.31 8.29 8.27 8.26 s29 | 2008
/. + . . . . . 4~11
Sal. 100mL |5 # % (%)| 100 — — 99.8 99.4
1 10 M R | BEEV|EeEY|EeEN | HeEN [hIrEY
AAA—354 9 2008
RN L T AT pH 3.25 3.21 3.20 3.19 321 | 441
- Sal. 100mL gz (%) 100 — — 99.8 99.7
| 2somg | T % |mEEY | REIV|REEV | REEY | REEY
HUSEUEAESEA B it B 2008.
250ma S 5w + pH 5.16 5.11 5.13 5.20 5.21 | 411
Sal. 500mL zezz % (%)) 100 - — 99.5 99.6
. . 50mg MK |REEEH AEREH | REEEH | REREH|AEREH 2008
#i ;S%f:gm" Ll il Rt + pH 5.87 5.91 5.91 5.91 5.90 | 411
DW 20mL sz (%)| 100 — — 100.1 99.3
i 50mg M K MERZH MELSH MEREH MERER | MARSH 2008
;Siof:gﬁﬁ" SRLFE=R S + pH 5.99 5.98 6.00 5.99 5.98 | 211
422 DW 100mL [re5= (06)| 100 = — 99.9 99.1
" 7AFSAEE| 2omg | % |RERS|RERN|RERHA RedoR HEEH
BB |7V 53/ ViEstA 20mg |[BEAv (40 + pH 4.87 4.88 4.85 4.83 487 | 41
;ﬁ 1’4A77—=| Sal. 10mL |z (9)| 100 — — 99.8 99.3
= 7A7AEE| 20mg | M % |REEW RESU|[HeEN HeEN KeRH|
E\7H53 7 UikstH 20mg [BAT 4/ 4 0 + pH 4.85 4.86 4.85 4.84 488 | i 41
"‘é 1A 77—%Sal. 100mL g2 (06)| 100 — — 99.8 | 98.6
2 2 o Bomg@v [ % |mEmE|Besn | Bean neEn BeRE]
7 RUFZSUER10 A + pH 4.88 4.85 4.84 4.83 487 | 41
423 Sal. 30mL z#® (%) 100 — — 99.5 99.7
Sal : £ EBIERK 5D : 5% J Ko ¥EEs®& DW : E5THK



| xm. = |

%
i (BREL#) |(FRES) #mER — W& % & B B =)
ﬂ% FRYFTL U 20 - B % |1FE% |3 EHEE |6 KRRt HERE I
= S UEHE 10 7z R |eVM3 ov) | % % [BrezBlEres LM% 24 BER1R| FA
E AR AVANRY + oH 2 EREERBRAEEHBREEHBRRE
?ﬁ Sal. 100mL §§ - .84 4.83 4.81 W) /E.Hﬂ
AL VR SIS P #FE (%) 100 — : 4.82 4.85 2008.
w |20m O UEEH Meiji Seika 20mg M K | B — 100.4 99 4~11
£l Sal. 10 sl : 4.84 29| hEe
B | am ) oqo ot mL 7% (%) 100 — 4.87 4.88 4.87 2008.
DUEER  |Meiji Sei 20 "R ; - 99. 4~11
423 20mg 7eI£ ?Ellf?a 'Tg pH'U( EEER BEEN BEEH *ﬁ‘@,‘:aﬂ ffz‘g‘;:7
Sal. 100mL [z 488 | 4838 | 48 25 Ee2H
RR .87 4.87 20
e SALE oo Fx(%) 100 Z = 4.92 4~0181-
% VSR 20mg |BAYA Y mg (3V) Ok FRERR|RRER 100.1 99.9
‘\ A pH EERNFEERE[FEEEN FEEE
S LELE st 5 BEE (%) 100 — : 5.33 509 | 2008
g VS " — =
& |1omg Bl o |0OM9OY ¢ 5 FRes7/FReEs FREER FReAT TR} 4~11
X HBR|RER -
'l'i Sal. 250mL p_tl 4.87 4.81 4.97 BB EY ﬁ‘*ﬁ@,;ﬁ‘ﬂﬂ
TP LELES Vs BEE(%) 100 = ' 4.96 493 | 2008
& D UER 90 e — ~
# | 10mg Blorqv— mi(g\/) K | FEEER FEEEN FEEER 298 995 |
3 5D 250mL pH 534 | 533 | 549 i | i
T PR - BHEE(%)| 100 - -_9 537 | 544 2008.
B RROmg BAEE 4 "R REER ROEN RELY renwRen -
Sal. 250mL [EA 5 295 | 295 | a97 | B | mE B
I , 7% (%) 100 — = 4.94 4.88 2008.
. BN omg B AR 4 MR | REEY | REEH | REED mgoj oos | 1
ek | 3
S g S B | R E
ot o . #E (%) 100 = 37 | 538 | 554 2008
- SR 1omg [BRIE US| 19t qu I CIET T %1,;2;4 _99.8 "
DW 62.5mL 7%7;2 o isa | 488 | a0z | 4 ;Hﬂ RERH|
#(%) 100 —_ : : 5.20 :
H T EEES 40 ™ - — 4~
i RUBIRRE 40mg | Y7L bAY mngsz L HH( REEY | MEEH REEH mi:;za — !
% Sal. 500mL. %ﬁpﬁ (%) ‘:'89 a3 | 450 | 402 ; %;E =R 2008
\ ; 00 _ : 91 :
8%y JLsEES FYR L -|_120mg/ e - ~
* FY—ILEE®30mg |¥ 1 ¥ —X 20m|—(49V) %k hEncaBhThaBhThzE; 100.1 100 4~11
25 4 Tl T pH 4.89 4.92 SEA[DINEE DI HEHE
% Sal. 250mL|BEE : 4.94 !
2 FYR - | 300 r/nL 7R (%) 100 - a04 | 492 | 2%
V) —)L3 : . m s 5 — ~
g |5 YIS 100mg |7 ¥ ;(‘50.1mL(93V) X |pIAEE|DTHEE|DTH-EED T o
% 29 4 Flsal soomL B bR | 496 | 497 | 4.9 ThEE|bThIEE
8y T — )L REE e — . o g 5008'
‘ RS 1 s . - ~
Pt |8omg il 12mg-/|:1'2ml' R | REEH|REZNH REEH m?e?ﬁaﬂ s -
» Sal. 500mL [z PH 4.77 476 29 | RE 20 KEEH
8 g mLlEEE )| 100 | — 480 | 482 | 480 | 2008
EHAT =3, 3 %R ; - 99.5 ~
i 1LTvv3mg B E T T-g pr( ROEH | REEH REEH | RELEH mjgo.o
Sal 3 - 495 490 ™ = s ;’E_‘Eﬁ
. mL EEEe)| 100 | - 492 | 491 | 495 | 2%
ASAD =3, 3 ICE ; - 100.2 ~
424 1VTYr3mg B B T T-g pr( REEY RETH REEH REEH m?;ﬁ
Sal. 4.90 4 REEH | REEH
ol - AEBER 5D 5% £ al. 100mL {75 o0 100 81 | 485 | 486 | 485 | 2%
: o ek 3 + - — ~
*E/IE‘T/& DW : 5I§1Fﬁ7k 100.1 100.1 4~11
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| xm. E

%
e
2 = O £ A—h—% | BAE
£ " fir/% & )
GRe) | (BRER) |FFRE — BB & % & 8 B M bl
ﬁ E % |1 Ao R |67 - HEREN
| rane; 40m " R |EE; 5114 | 6 Bk [24 5%
2 V3E 40 BRI S g/4mL % | mESH | RESH | EEE ~E 4 BRI FA
1 Sal, 50 on | 415 | 416 | | REEH REEH
al. . -
% mL (% (%) 100 - 4.16 4.16 4.15 2008-
VIS RTFY R 1% — ~11
% 525y kX 100mg/smL B & ik $100mﬁ/5mL A CIEE CIET T mjﬂoi 100.1
“ W | AR | RS
? Sal. 500mL 7§Tp£( ; 4.41 4.39 4.40 4 42 A REED 2008
| FE (% 100 — . : 4.46 :
SRTY R 100ma/smL| TE K [EES — 99.6 1
. + 100mg/5mL |B & b % E mL T P T I I 98.9
24 pH 183 =) s 4h B | EE EBH
5D 500mL (5 2= 5= (04) : 4.78 4.77 4.67 4 = 2008
_ S 100 — : .66 .
INTSy b EEeEE; - - 4~11
200mg SEERER o 200mg/ M K | EEEH | EE : 99.8 102.8
v bA#| 40mL+ pH REEH REEH | REEH REE
. 5D 210mL [E7 % (%) 531 | 529 | 530 | 532 | 5 = 2016
TLTSy b e * (%)) 100 - ' =i '
TLTSy b AR 200mg | % |REEH | RE; — w001 | 1002 |
mg wonrxi| dsom+ | oA | 5 B9 | REEY | RERY | REEY | RERD
' mE R | BEEE
. e 5D 460mL fpzz (%) 13(()) 520 | 529 | 53 5;E 2010,
o Y RTZ5F i 50mg 150mg/ | # 4 |®ma@s — - 100.3 ; 5~7
THEI] A E I3OOmL(3v) |mEEH | EBAEH EREHA m@;& 100.5
b e EE | EA
3 + pH 474 | 468 17 29 | REED
o rae al. 600mL|&EE(%)| 100 75 4.86 5.18 2010.
SRTSFURERE YL 150mg/ | 1% % . — - 99.9 5~6
50mg L3 kit - B0OmL (3V) R | REEH REEH REE : -
th HEIJ77—Y + pH 4.65 76 o 47 %0 | 4 R0 | A R
Sal. 600mL|B#HE (%) 100 : 480 | 479 | 522 | 2010
7Ry O UE 10 HTruE R |RERE; — — 99.6 5~6
: mg ® x- i o SR | o 4 SRR | — . 99.3
gmEmTe10mML] pH | 457 iﬁlﬂﬂﬁ RREOLR EFEOAR EREOIR
o o B L 2008.4~
J N “ gz |10 ! | 5 — — 2016.
S ROV iomg DT ARE mgr/SmL R [REERY RECEN RERE _1001 | 990 o
REESIE|S. 100 pH 4.60 459 memaplesaanesaLn
100mL gz (96)] 1 e L
/J Y ., ey J . - 2
g |/ /V> bR YiE20mg ?{?’b\ﬂ%-zomngmL K REEEH|REREN|RFRE ﬁ:g'g 99.9 o7
HE%ﬁI%SaI 250 pH 4.54 4.53 REEEN REEEN REEEYN
. 250ML 7 001 53 | 4% | 4
J N S, gz 120 K [ s — 4~1
S hmuviEoomg |RTPRE ng/:OmL R [EEeRY RERRB|EEREY _998 | 993
" AEELTE oH 175 REREH|RFRER | RFREH
5D 250mL [ 0| 1 70 | 408 | ao7 | 470 | 2008
o o : # (% : :
NS TS5F R Sy kL -| 600mg/ | 4k | 190 - - 999 .70 4~11
150mg 3 4 v — x|60ML 4V) EESH | RESH | EREH| R 5 99.6
29 4 Tlsal 2 o | 507 | 4ss | o7 ROED ROED
. al. 250mL |BHFE (% : : 5.05 5 2008.
RS TS5FUasnk Jyz k- | 600mg/ |t 4;) pe 190 - - 298 30 4~11
150mg 4% -3 60mL (4V) | EH | EAEE .~ - 99.6
z BEA | EEEH | EEE
249 4 7lsp + pH 5.49 5.49 5:11 REEH RESH
2T T 250mL [B#E (%) 100 - : 551 | 561 | 2008
. TFURBEERER 150mg/ | # & |EEE — 100.2 4~
B 50mg ro7 44— Ty A HF— 300mL (3V) e A | B S | BERE . 99.9
+ pH 4.24 4.24 REEH REZH REEH
Sal. 600mL | B (%) : 429 | 4.32 20
100 = : 4.60 10.
\ \ — 5~6
Sy IS5 . TJYR ML - 150mg/ | 4% ) 100.2 99.9
429 vt somg® (v 4 ¢ — 2P0V K |REET| OB | REER | REEH | L
YA T o pH i .
. Sal. 600MLIEBED 313 | 314 | 315 | 3.13 HINIEY| 2008,
BR5EHIE Sal - £ EEIERK P 25 (%)| 100 — — . 3.23 4~11
: 5% 7 FoREESTR DW : SE&TEK 100 100
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| Xm. %
(D2DF)
D om o om & [OTR|BUSE L. BoA % & B B M SR
A (REERAL) | (FHREE) B % |1ERI% |3 BERIK |6 BRIk [24 BRIk| FF
z AP -| 150Mgl | B | mEEe | mEE | me R ThRY e aC
300mL (3V) pINEEY| 2008
D |TYTSFUESOMg* |4 ¥ —2X :
D pH 3.17 3.16 3.13 3.15 318 | 4~11
fte 5D 600mL [re% (9)| 100 - - 997 | 993
® 150mg/ | % K |EEZH |MEREH MECSH MERSH | XEREH 2008
% |5 551 50mgitoomL  |B & 1k EE’OO”’J&@’V) oH 441 | 446 | 449 | 460 | 476 | 2
% Sal. 600mL|B#EE (%)| 100 — — 100.9 | 1005
fﬂi 150mg/ | M K |EEEH HMEREH MELEH MEEEH XEAREH 0
® |5 4% 50mgi0omL |B & 1k ;%300”“}; BV 447 | 446 | 445 | 454 | 476 52181'
429 5D 600mL |5%#&F&E (%)| 100 — — 99.2 99.3
= M K | EEEH | E\EEH|EAEH | EAEH | BAEH
> RPN 1mg
s 5 "ru;o:’;;fﬁ%&m mg EAZ7—< + pH 4.87 4.86 4.87 4.87 4.87 250,1%
429 B Sal. 100mL {25 (9%)| 100 — - 1001 | 99.9
. lomg/mL| K |REEN | REEH | REEH|REEY | REEY
—_ . I N
foag*}b RUARYE s bl &+ pH 4.86 4.87 4.88 4.87 4.86 %Olg'
o Sal. 100mL sz (%) 100 - — 100.2 100
= u 5 g g STOimL | K |[REEE RN ReRn|Resn KRR
Z |EX=5—% 5mg 7 ; + pH 4.83 4.82 4.82 4.81 4.82 3
5 Sal. 50mL |z (%)) 100 — — 100.1 | 100.2
= 20mg/smL | R [ EREER REEH REEH | RAEH REEH 2010
v ILRALS U B8+ pH 4.30 4.30 4.31 4.32 4.30 g
%l Sal. 100mL gz (%) 100 — — 99.8 99.4
smgimL | T % |REEYV | REEY | FEEH | REEY | FEEH
e - 2010.
RS 3 22 5mg = B HE + pH 4.85 4.86 4.85 4.84 4.85 6~7
441 Sal. 100mL gz (06)| 100 — — 1005 | 99.7
EE . .. 500mg/ | t K |EEEZH |EGEZH|EGLZH | EGEH|EREZH
C ‘BB A vy wmg g OW10mL T on 478 | 480 | 477 | 479 | as1 | 2008
T | miEssEA 0.59 + A 4~11
E4 5D 100mL [B#EE (%) 100 — — 99.8 100
% et SaafEMO/onL E K |RERE | mE N RELH RERH WEER|
B | NN VSR T5Mg |5 ’7 Lol pH 5.65 5.61 5.72 5.72 566 | 411
£ Sal. 100mL sz (%) 100 - - 100.2 | 99.5
Ex e Seia 7S/ SmL| K |REER REBH REEH REBH WEBA|
& |NRB L UEsE Mg [ ’7 g pH 5.69 5.60 5.67 5.76 564 | 211
611 5D 100mL (sezz 3 (%) 100 — — 100.3 | 99.5
fég 914F)b7§z£ 6omg/1.5mL| £ K |EMEEH | REEH REEH REEH | ELEY 2008
LEE RT3 2% 60mg 2 i % + pH 5.15 5.12 5.15 5.18 513 | 211
] % o
612 Sal. 100mL (= (%) 100 - — 99.7 99.2
x lg | K [HRERWEREIN[ANEREREER AREES
LsARyrmzmly  |[EHENE 4+ pH 5.15 5.28 5.30 5.28 538 | 441
g Sal. 100mL g% (%) 100 — — 99.7 | 100.8
ZZ; 19 M R MEREH|MEREN MEAREH MERSH|MEREH 2008
PR Ay g EHHERE + pH 5.38 5.51 5.53 5.52 558 | 411
? 5D 100mL (g2 (%)] 100 - - 99.7 | 995
[ e
1o | % |memn mesn mewn | seaw D000
EZRLRSYUEERT 7749~ + = s
m Sal. 100mL __PH 4.93 4.90 4.89 4.86 478 | 4~11
613 BEE(%)| 100 — — 99.4 | 100.1
* BR5EdraE Sal : £ B RIERK 5D : 5% 7 Fo#ET5%& DW : ;F5tHK



[ xm. = |

%
2
% £ A— ,
i & h—% | BEBE
(RES iy p ele)
" ) |(RREE) PR E - B A& % 8 B8 B M x)
& . — E f 1 BRE4 StEREE
El 2RS4 — SR | 3 BERE y ERR T
1@5 I e 1—3 K |REEH REEH me:z«fﬁ chlalad Slioi Wi
77 b LpH 515 | 513 |5 B MAEES HAEEY
508 BEE%)| 10 A1 | 509 200
tnrit'jT)")‘/ 3 1 - 0 - — ' 5.00 8.
b aESA 1gLTLT 7—< 9 I = ssa | o790 |
& Sal. 100mL RLE : 4.89 4.92 - =
s =E 0| 100 | = - 402 | 504 | 2008
Sy o XS 19 "R |mes - 100 4~11
613 glLiLI7—=| + oH ?:ﬁﬁﬂ mEEY | REEY ﬂiﬁ:;]lﬁ ﬂ:%.s
5D 100mL [z A3 513 REZH REEY
, BEE (% ' 5.14 5.1
F IS LA oo | T o) 100 _L__— - 8 | 528 | 0
0.25g v s ol 47 R MERRE AR RN e 1004 | osa | M
H - E;ﬁ‘ﬂﬂ w b3 D4 .
+ |7z Sal. 100mL 5%7?2;(0/) 6.06 6.19 6.18 i%gﬁﬁ RREEY )
W EL Y (] .
IS LAHELA rrome | & | 100 - - 1 544 | 2000
. |0259 M S D . 9 AT R R e 00 105.3 1
H ‘. 1 s NG
b 5D 100mL %rp” 535 | 643 | 641 EEEY AEEEH
ISURARY . P (%) 100 — . 6.30 581 2008.
< R VTR 19 BEXRIX - 19 % MEEREMEE | - 99.9 1024 4~11
Rm7/EA, | e 9| RREET ARELT ARES
5 al. 100mL[p 7 = : 6.56 6.55 &EHR
IV AR B 7E (%) 100 — - 6.51 6.45 2008.
5 w) /ﬁ%i}:m 19 ?E%%Iﬁ . 19 'l‘i 3”{ wﬁ@?ﬁﬂﬂ wﬁﬁ"& - — 99.9 99.2 4~11
s@rigal T oH RO MEEER MERER| ~
N 5D 1 6.47 A MEREE
00mL [Ea= 6.52 65 B0
| 7T BfrE (%) 100 52 6.49 6.38 2008
2P T - - ' ~11
BER 1y  |EBBUE I £3 H** MEEEYN MECRY HEEEY 1%1100'1 o3 | "
[ /! a3 7
4 Sal. 100mL B pﬁ 4.79 4.94 4 8: HREH MELER
Ty FE (%) 100 _ : 4.94 295 | 2008
> 5 I Y - . ~
" MiEIflg  BHERR I t H** BEEEH|MELEY | MELET|K 990 | w5 | *
= A=) K
5D 100mL [z i 495 | 5.12 - o5 BEEH [ MERSH
ey KRSy s _ FE (%) 100 — : 5.10 5.11 2008.
. Sy vsstm g Bt/ TMA 19 B % |EEEH | EeE — 989 | 981 |
Bl + oA BEn R 59 | REAN REEH | BED
I al. 100mL BEE (9 i 4.94 4.90 = 4 %BR
TRV LES EL 74 1 14 (‘/O) o — - - 482 2008'
# 2 L T 1;»; 9 Hbt mEEY | RESE | EESH ﬂ1é0.2 99.0 ~M1
p REEH | RLEH | BE]
5D 1 5.18 SHPR | A S
B s 00mL 7% (%) 100 st6 | 516 | 515 | 507 2 2008
RRI VS #S Meiji Sei 2 i ~ - — ' ~11
7 WER20 15 J%?f"? ‘S £ H& RESH | BREZH | REEH m100.8 299 o
w SR 33
% 5D 20mL P 7.26 7.24 mEEH | MEEH
esos BEE (%) 100 — 723 7.22 704 | 2008.
b Y UBER g ia ny o 13 T |MEEEEmEsE #&ﬁ— 1003 1 100 1 4~
SIS/ H B HEEEA MEREH | HER
) Sal. 100mL fiz b 643 | 669 | 6 773 BB MEEEH
A M FE (%) 100 — : 654 | 644 | 2008
DUBMER 19 735 19 T ME e R M E e | — 99.5 | 100.1 4~
2325549 T ~ e B ME AR AR | ME =
5D 100mL [z : 6.81 679 =Rl
. #E(%)| 100 _ : 6.69 650 | 2008
1 VEE X ] %4 _ : ~
613 WMty |5 I B R [REERN|REERY HEE; 00z | wes |
7 1 s 100mL pH 557 | 5 5;1 A BT A MEEER
* R - 100mL g 2 : : . =
SerHuE Sal: £HEBIE® P BEE (%) 100 — 5.59 5.60 5.68 2008.
5% 7 KBTS - 00 | se0 | M

—78—



[ xm. g% |

(D2DF)
5 — D~ | BUER | BB % & B B M RBREN
Z ® A& (Rsesit) |(HRAEE) | 7 B % |1ERI% |3 BSRI% |6 BERIk [24 BRIR| TR
=3 _ 500mg/ |t K |EEEH|EEEH|BCEH | BEAEH | BEEH 2008
LolTyROL Y AiEEEA Z'fﬁ‘/AEP*E DW_‘:_OmL oH 531 531 520 | 521 | 524 | 2%
Z=<(500 g :
Zx;é m "7 7 Ylsal 100mL[E#EE (%) 100 — — 99.9 99.8
Egﬁ _ 500mg/ | & K |EEEZH |E\EEH | KAEH |EAEYH | £EEH 2008
_2lTuzrnyy TR Z'fﬁ‘/AEP*E DW fomL [ 561 | 561 | 559 | se0 | ses | 2%
« @|500m 5 :
614 g ) = 5D 100mL [B#EE (%) 100 — —~ 10(? / 99.§
£z foomg | £ % [HEEEEHREEE MAEERMAEERAAERY
C - N N s .
S S/RAVURBRER S o |4 oH 345 | 346 | 345 | 348 | 352 | i
@ 2| 100m9 Sal. 100mL g2z (9)| 100 — — 100 99.9
B foomg | £ % [HEEEE#REEE wREERMREEN AAERY
) 3| S/ ATy R JrA4H—|  + H 3.45 3.45 3.43 3.45 3.47 PP
% .3/100 7 P 4~11
o e 5D 100mL gz (06)| 100 — — 1002 | 99.8
S3 e |t g oaemm | ks e g | RRBRHOR KEERRAOK KREEHOK
ggi . somg | T K [AREERE MREER | o gy lehghieEl chhicEy 2008.
25|77 ¥ U Eg A S0mg |V =Sy R 642 | 638 | 641 | 643 | 6.44 | 4~11
[f=7p} m
617 BEE (%) 100 — — 359.35,5 mfbsl. 1%
Y - 2 = NEE NEIE N&=b NS
0%) 200mg/20mL R |bIhICAEDTHICRE | HTHBEE DT A 2008
|20 —KF;¥200mg |# A & & + pH 4.88 4.88 4.88 4.92 4.90 411
% Sal. 200mL g2z (9)| 100 — — 100 99.6
$ v = N 3% i3 3 E:n:3 ;‘kE % ;;&E
%ﬁ 200mg/20mL " K |EREENH | EAEH E€FZH|EREH ;58 2008.
& looy—FFiz2oomg [ @ ®E 0+ pH 4.75 4.70 4.73 4.72 470 | 7T
629 5D 200mL g2z (06)| 100 — - 100 99.8
Sal : 4B RIER 5D : 5% 7 Fo#EEE%& DW : E5THEK
A—Q 3FIEEE
- .. BoA % & B B M -
BN e o g PP BUBE oo 5 i _|mmie
e (ARsEit) |(FHREE) B % | 1ERI% |3 ERI% |6 BRI 24 BRI%
. |66mgi2mL | & X |MEEH REIZH | REEH | REEH | BREEY 2010
245|FH RO VSR 1.65mg  |[TARYSHAY|  (4A) + o =84 =84 =83 585 s 85 010
29225 —EAB 20mg TL77 =7 Zgggﬁrgﬁr BEE(%)| 100 — — 100.4 | 100.2
. =2 (1] . .
7asssp[BongenL | f K [RERN| RERN RERN REEH REEW|
245|F7H KO Vst 1.65mg Mg (4A) + H 597 508 598 5.99 598 )
. N 439+ 232 L+l P 56
232| %2 vy EHHK 50mg 55 4 50mg/2m : = 504 553
7 7| Sal. 100mL |%7%F% (%)| 100 — : )
Mo |Eeke | E\EEH | EREH | EREH | £68EFH
X o MmL+ .
124| 9 2 2/3 3% 20mg v/ ; ;:Zsommg%mrpw oH 485 | 484 | 484 | 485 | 484 260,13
K553 B E N E
WD = i Smg . Sal. 100mL fse 55 (96)| 100 - — 998 | 996
___B6mgi2.0mL| t# K |EEEH mEE | EEASHE | EAEH | BEEH 2010
245| T XY — FEFK 1.65mg |ELHET X 5 (4//?)t+ oH 571 568 569 569 563 2010,
441|855 2 U3 5m = | & %&|5mg/im al
o7 g . Sal. 100mL 7% (%) 100 — — 99.7 99.3
.| 16.2mEq/ R |EREH | BEEY | BEEH | BEEH | BEEH
. AT BIHEE-| omlr | K |REER REEH| REE . == 2010,
124 BEAN TR /&_"’zom" HEESTE 425mg5mL|  pH 464 | 465 | 468 | 469 | 474 | 20
321| ALF I—ILiESTH 8.5%10mL AL
e B x| W mew o 100 - - 100.1 | 99.9
Sal: £1BBE%



XU %
B3]
Nml X OW & A& winEE —— (D3F)
GRARA) |(FREE) | P 0 s R R B K M
B % |18 HBEE
- . . > 1& 5 7 % "
gzg 5 Z’}i—\;igq;& 2omg oo T TN ey eyt ~EI 3 ML | 6 BFfEtR 24 BRI %A
LA KA ESK 1.9mg [7RRVY | 7.6mg/2mL mEEY BELT | BEAR BEE
9mg \TARY I8y (4A) + pH 5.62 5.62 5 ROEH REEH
el Sal. 100mL [B#E (%) 100 = 62 | 562 | 564 | 2L
P ;j"”'ﬂivvsiaqmoomg I e S N E T — | 1002 | 999 °
RH—ESIE20mg  LTL7 7~ 20 AT o2 REEH REEH REEH REEH
mg/2mL+ 12
sal 5omL |BEE(%)| 100 611 | 612 | e11 | 60 | S5
— 9.9mg/3mL — — 9 2~3
245 T:F P R S g m ¥ e . 99 9
124 7|‘D¥‘/F£§§§ql& 1.65mg |[EtEETE (6A) + MR | meke | mene | Ee s | Eme R 8.5
L m1$0.5mg FQ-}-/\‘J :jDES77—7 025mg/05m|_ pH 5 ‘ ms@,,ﬂﬁﬂ @' Eﬂ
(0.5A) 4+ 04 | 6.08 6.07 | 6.05 2011
” Sal. 100mL |ZFE (%) 100 _ : 5.95 o
5| F &4 — FESE 1 9.9mg/3mL ~ 99.7
2. v 6 = 11362 | N " 983
7 55 on SR o |5 o of = som i MR |EEEH | REEH|REEH | RED
gnl) |7 7 A 4 — somg/imL+ P 6.08 | 6.06 mEEH | MEEH
e Sal. 100mL [FE7EE (%)| 100 ' 607 | 608 | 6.06 22011'
5| F 49— s 9.9mg/3mL | — - |9 ~3
; - RESTR 1.65m Tt aE % R | Ees - 9.8 99.9
124| 2 /%2 3F 20mg ’ #i%;;lfzo o pHJk REEH | REEV | REEV | REEYH | REEYH
mg/1mL+ 6.11 6.08 ™
: 6.07
e . Sal. 100mL |EHFE (%) 6.05 5.95 2011.
245 THFoYES& 3.3mg . 9.9mg/3mL | M - 100 — - 100.4 2~3
o3| 7B A * ¥ K R FARYSRRY|  ( MR | REEH|EEE : : 99.8
150 AR g 3A) + WEEN | REEH REE
mg NBEATE 150mg+ | PH | 638 | 639 | 64 REEW REEH
. Sal. 100mL |7 E (% : 42 | 643 | 643 | 2016
245 THh R VALK 3.3m 9.9mg/ 0 100 _ - 5~7
FOL AR g 0 g/3mL | 4 4k : 99.3 994
248 04 2 K EHER | emang] ot R | RERH | REAY | REEH | RE :
150mg IEERTE| 150mg+ | P | 626 | 626 526 REEH REEH
_ : Sal. 250mL |77 (%) : 26 | 625 | 627 | 201¢
pas| TS RSB OING |y A TRETETS 100 | - — T ees | 10 5~7
Sag| 7B A v K REREA ETHETE A+ % | mEZE | mEEE | EEEE | R - 02
150mg NEEATE 1smgr | PH | 656 | 658 - PN RERT REEH
_ : Sal. 100mL |BFE (%) : 59 6.58 657 | 2016
pus| TV — FESE33MG |y e e 100 - N 5~7
o3g| 7R A v KRR ELRETX R REEH %91
150 m/ %%/j':m - (3A)+ @, ﬂ é ﬁ
mg MEFERTIR| 150mg+ pH 6.44 6.44 REZH | REEH
N Sal. 250mL |E#&E (%) 100 = 6.43 6.44 6.43 25016.
OAh Y R EiigEs — ~7
245| 4 FJE] :-\ziiﬁ,$2%mg PN E 235mg/10mL| M 4k | Eemn — — 100.2 997
ES& 3.3mg 77\&>:;*,,b_‘||:3.3mg/mL oH 540 mE R | EEEYH | BEEH
Sal. 50 ' - 6.
0l 7 ML %% %(%)| 100.0 5 - — 038 24021'
O R SiEs: - , — 8.6 ~9
24555 F‘JDZ 5““:;%%%'.1235”“9 K TR oomd/10ml R | geEH| - 863 50 | 19
VE & 3.3mg 77\/\°y~‘))(,,(>-‘||:3.3mg/mL pH 538 EEEH | EREH | BERAEH
Sal.250mL |z ' - 6.34
: —— 6.34 52 | 2021.
o3| 7B ) ASUER#E 235mg 235mg/10mL] 4 (,o) 1909 - 98.6 100.0 4~9
oa5| T P FOVIESK KBEESTE  + Mok |mesn| — | ®ezs : 100.0
3.3mgx1, 1.65mgx1 71«‘/:)M>195mg/1_5m pH 6.45 _ "“6 "zﬂ mEEy | meny
. : 6.
p30| 7D YRR Sal. 50mL| B##(%)| 100.0 _ 3 642 | 2021
39—y s iE 235mg 235mg/10mL N 98.6 97.2 4~9
pas| T H KOS cmERTE  + % % |mesm | — | mess : 98.6
3.3mgx1, 1.65mgx1 7ARY 150 U.95mg/ SmL—PH 6.40 — MEEHW | MEEH | MEEY
+Sal.250mL| B %(% 639 | 638 | 638 | 202
39| 7 P U A RiEA#E 235mg ()] 1909 — 100.0 98.6 4~
24 FThrOoVE K e 5 235mg/10mL M R | EaeE : 100.0
5 ‘. gj‘/& WI%_l_ BB —_ i A
3.3mg x 3 FARYS 08y +%9mg/3mL pH 6.60 wEEE | e | R
al. 50mL i - 6.57
Sal : £EBEIEHE BIEE(%)| 100.0 — 6.55 6.54 24021.
100.0 | 100.0 | 1014 ~9

—80—



| xm. = |
(DDE)
ES) A—h—% | BEUER £ i
4 s | [/ RE B & & & & B HEE
g ® B gpeawn wwrae) |PRRE R e
B % | 1BSRIE |3 BRRIG | 6 B¥RIk [24 BERAR| A
D I by N ‘ K y
939 ijjjr:}t?\:lﬁzgz%'?zssmg j(ﬂﬁ%?;fént%ZSsmgnomL M R | EEEH - meEE | EEEH | EEEH
245 ;-Bmg x3/, % 7X/\Q\J:/._\_’/{\J19.9m9/3mL pH 6.56 — 6.52 6.50 6.50 2021.
Sal.250mL 522 2 (06)|  100.0 — o1a | 1o1a [ qora | Y
R ” . .
230 ?jjjjl\\\}[f\f:gﬁ';%smg kﬂﬁ%%ﬁl%zssmgnoml' M R | EEEH — EEED | EREH | #6EH
245 3 o e's SEET; RSy -:16.5mg/5mL pH 6.73 — 6.70 6.68 6.66 2021.
Sal. 50mL | gz 2= 22 (06)|  100.0 — 98.6 100.0 | 100.0 49
E—— ” . — . .
230 ?ﬁﬁpjgggz?}iz%mg xﬂﬂ%$&1¥235mg/1om|_ M R | EEEH EEED | EREH | #6EH
245 S o x5 SEET; 77\/\9\/:)_\‘,/\“/:||:186.5mg/5mL pH 6.65 — 6.62 6.61 6.60 2021.
. al 250mL e ' : ~
ML\ 522238 (%)| 100.0 — 100.0 100.0 101.4 49
Sal : £BBIE®
A—Q 4 BB &
E5) A—h—% | BEI/EE f i
4 s | DAE] B & 1§ " & i HER=E
am F O B gamaa | mman | PRRE R e
B % |1 BRI | 3 BRRIG | 6 ¥Rk [24 BERAR| A
sas| 75 Ky aam esmg 72N vry| CAATE | B R RO RERN RERH RELH RO
232|428 v &4tk 50mg |2 227 " 232 l50mgi2mL+
481 pa—n - kYA kuEtomg® [ 0o S1Omg/1mL+ P %8 | %88 | 569 | 588 | O 250’1%
Sal. 100mL |5 %% (%)| 100 — - 98.8 99.9
25| 7 KO VEHE165mG  |73kssmrs 6.62Ln/g)/imL " K |EEEH | \EEH | EREH | EREH | £EEH
232|242 —E5#& 20mg  |LTL7 7 —< 20mg/2m
5 L+| pH
441pa—jL- kYA RVE10mg* M S D 10m3/1mL+ i o7 o7 o7 o7 o7 250“1“%
Sal. 100mL [B%H% (%)| 100 — — 100.2 | 99.9
245| FH FO VSR 165mg  |7akusmris 6.6&nAg)/imL % R |EAEH | REEH EREH | EREH | REEH
232| iR 5 —E4HE 20mg (LT T 7 —¥|20mg/2m
R 5 — 8T L+| pH '
441|755 = 3% 5mg % @ A % smolimLt S T L L 250’1%
Sal. 100mL |B#%% (%)| 100 - — 100.3 | 99.9
24| 7 — FSEB 1.65mg [ELHETE 6.62Ln/g)/imL " K |EEEH | \EEH | EREH | EREH | £EEH
232| AR 2 —E 5% 20mg LTL 7 7 —<[20mg/2mL+
441755 3 ViE 5mg =l 5mgg/1mL+ P 54 | 575 | 5T | 570 | o7 260“1‘3
Sal. 100mL |53 (%)| 100 — — 100 99.9
245| 7 K0 LA 1.65mg FRRY Sy 6.?2n/g)/imL % R |EAEH | REEH EREH | EREH | BEEH
232|458 v & EstE 50mg |27 A3
4417855 3 V3E 5mg ’ 7 ga §1 . 5Ommgg//12nr1nLL_|-_I- PH >99 >9 >92 >99 >92 260:(;
= R/ sal. 100mL 7= (%)| 100 - - 99.8 | 99.9
045|LH O LSS 1.9mg [FARY S 7.6221/3)/imL M R (EAEH | EAEH EREH | EREH | EEEH
232| AR 2 —E 5% 20mg LTL 7 7 —<[20mg/2mL+
2% H
441|355 3 3% 5mg BHYE smgiimL 4 — > | 9 | 559 | 5%9 | °P 260“1‘3
Sal.
al. 100mL (B#5 (%) 100 — - 100.2 | 100.1
* BR5EAhE Sal: £BRER



XU %
%29
A B S TR SN e Pootsic (D35&)
R -+ 2 “.
GRAR) |(FRER) | [ B & % £ B B M
B % |1EmM% |36 HERRE
—_ _ N . > S Fﬁ' : .
?‘1"? ;’;\';j'axh ,Ij:_g;j;& 165mg |E+HET S 9~5z£;nAg)/imL = % |REET | REE Mk | 6 BRI 24 R FA
579 AP (50mg : meE B | AR RE | R
1245 2 3,325 20m gmL) 774 H¥— 50mg/1mL+ H ZHA | AT | EA B
9 Y/ 7 1 20mg/imL+ P 6.06 6.06 6.06 6.06 2011
Sal.100mL [BHE(%)| 100 - ' 00 | 2~3
239) 7D 02 e 286 KpEaTg ToI0my R REES N L
441 *Tbngﬁﬁfﬁs.gmgxs FARY Sty 99m+/3 L —  |memm|mesn | s R
s omols s 5| Homgmi | %0 | 7 | O
+Sal.100mL {7 E (%) — - ik 6-39 2%;;?
- 100.0 '
Sae| 7 o a3 oms cmgazal g o E R REES el M
Rl UiFE® 3.3mg x 3 [FTARY UL "t - EEEE | EaE N
441555 3 U3E 5mg - ;’g"é ?{memt pH 6.42 RERT wEED
; % g/m : - 6.46
+Sal 100mL|BHE (%) — 545 | o 233;';:
p30| 7 O U RSRERSE 235mg 235mg/10mL — | 1013 | 1013 | 1013 '
Sas| T FOVESRS xpEaTE t MR | EEE '
i 3mg %3 =5 - o 4 5
1171785 v 9 2P sE5t; 7285 5y| 9-9mgl3mL REEH REER REE
(50mg/mL) EEE |y | HSomgiml pH | 6.37 _ REEY
+Sal.100mL 6.40 | 6.41 2021.9~
BEEO) — 041 | 20221
- 98.8 '
209 7EUD ) J AL 235mg KEEgTgl oYMy R | REES B
232 7:749—/;;*1; 3.3mg x 3 |[FARY U4ty 9.9m:;-/3m|_ mE | EeEH | BAEHR
SE5t% 20mg  |LTL 77— [T20mg/2mL pH 6.46 - 6.49
+Sal 100mL|B#E (%) — ' el L o
‘ - 101.3 '
B oy 2 236mg KEEaTg ToI0mY R REES S T
333) 5 At v st S0 73RS 00 SmglamL + ~  |REEU REEN REEH
517 200mg |KAAERYEROOMg/2mL+ pH | 618 | - | 621
Sal 10 : 6.19 6.01 |2021.9~
omL &= (%) — 2022.1
- 98.6 '
239| 7 0171 !) R sEAHE 235m o oo g P35MGIIOML] AR : 986 | 100.0
245| 7 KOS itst: g |KEE&RIX T R | REEHR —
o 5:/‘y7;;:1\ & 3.3mgx 3 [FARY Y4ty 9.9mg/3mL REZH | RETH | EREH
£ 20mg % J 7 4[1+20mg/2mL PH 6.57 - 6.55
+Sal 100mL|B#E (%) — ' 057 | 080 00
‘ - 100.0 '
B a2 236mg KEEaTg ToI0mY R REES i L
JViEstKIOmgE E I +.10r’r?g/2mmL PH 6.50 - 6.49
+Sal 100mL EFEE (%) — . o o4 233;'29;”
- 98.6 '
gig ;;j}ilé;}}?dﬁﬁ?iizsf)mg ﬁﬂﬂ%¥ﬁ1¥235mg/10mL Mgk | Een 98.6 100.0
124 jle\f/’-’ffgi;ﬁmgm TARY SRty g.gmg/smL oH - |REEY | REEV | REEY
’ 9 # ) 7 4|1+20m 6.57 -
g/mL 6.56
+Sal 100mL{BHEE (%) — 556 | 693 23(2);'291~
_ ] .
00.0 | 100.0 | 100.0

Sal :

AEBIER

—82—



A—@ 5#IRRE [ ikl J
B3] e
AR —h—% | BtiAE B A& % 8 8
7% G | R PR T =B HEXIE
Mt % |1 BRI | 3 BSRIG | 6 BRRIMK 24 BERAR| FA
239| 7ONURRERRER6Mg (RAERATE  + R | REEH| - |REEY | REEY | REE
ij? ;73 RO V38K 3.3mg x 3 |[7AA Y U8y 9.9mg/3mL H REEH | RERT
441 j»)?IJ'I\/XOGI_—\)lf;IETJ“;§1Omg SLRETE +10mgmL |~ 6.38 - 6.38 | 637 | 6.32 20219~
JURS UESKRIOMg (B B I |[H10mg/2mlipe 5 (g 2022.1
;38a|.100m|_ FE (%) — - 100.0 | 100.0 | 100.0
239| 7AN Y REFEEEE235mg | KBEE R Smg/ombi ey ;
Z EEMIE " K |EEEE - 3 3
245|FH RO 3.3mg x 3 [TARY Yr/fy 99m-g|;-/3mL o7 REED REED REEY
41141 F7 LR S —)UiE5HR 10mg (B HET | +10mg/mL pH 6.42 - 6.42 2021.9~
24| 2 3/%25% 20mg ¥ J 9 4|+20mg/mL : o4 639 | 20221
L SaltoomLBEECe)|  — - 100.0 | 100.0 | 100.0 |
239| 7B ) RACHHEE 235mg xnn%s%m%z?’smimm K meEn -
245 TH RAESR 3.3mg X 3 |[TARYY+8Y| 9.9mg/3mL REZH ROEH RO
2;‘; A LR S —ILiEETR 10mg ELURT ¥ +10mg/mL pH 6.36 - 6.37 6.37 2021.9~
TR 2 —iE51% 20mg LTL 77 —< [T20mg/2mL o : ' 636 202é 1
+Sal.100mL[EFEO)| - 100.0 | 100.0 | 100.0 '
239 FAaAH)RE Jﬁi%1235mg j:ﬂu%.....n 235mg/10mL y . . .
Z EERTE " K | EBEE — 3 3
245|7H FAVEEHR 3.3mg x 3 [7ARYYxiY 99m-g|;—/3mL ke REEH|REEH REZT
gg; A LAS—)LESHE 10mg B METE +10mgimL pH 6.15 - 616 | 616 | 6 2021.9~
AH Ay FESTR200mg | KB A REE +200mg/2mL : 1 | 2022.1
+Sal100mL| =R G6)]  — - 101.3 | 101.3 | 1025 .
239 ZDjJO'JZ}ﬁfiﬁﬁ%iIZSSmg xm%%z%”f’mi”om % K | EREH —
ij? T RO2EAE 3.3mg X3 72K U+/8| 9.9mg/3mL REEN REEH REEH
pod K553 ik 5mg =@ % +smgmL | PH 6.41 - 641 | 6.39 2021.9~
FYURSEstR0mg | B x|[T10mgi2mliL, o : : 635 | 20221
+Sal.100mL|EEE(R)|  — - 100.0 | 100.0 | 98.6 '
230| FOBYRSEEEE 2By [KEEATE] g T ; .
RN ‘. ERIZE % R |EEEE — 3 3
ii? 7:1_3}_~D>7I§‘Ti{§3.3mgx3 TARYYvIRY 9.9m-g|;-/3mL =7 REET REEN RERV
i RS X iE5mg 5@ 8 g +smgm | PH 6.47 - 644 | 6 2021.9~
TZ23/825F 20mg 4 J 7 4|+20mg/mL — : i 044 2022.1
+ FE (%) - — .
S E—— 23221'51/(1)82t 6 100.0 | 101.4 | 100.0
780 AR BT 235mg |ABESI% % R |EEE — : 3
‘2121? 173 FOiESR 3.3mg X 3 | TARY Iy 99m-g|;-/3mL ke REET REEW RERN
Y5353 Ui 5mg 5@ 8 g +smgm | PH 6.41 - 2
5 . _ 021.9~
232| } 2 2 —3¥5¥ik 20mg LTL 77—% +20mg/2mL - o2 o4 041 20;291
+Sal.i0omLEEECR)]  — - 101.2 | 100.0 | 100.0 '
030| 7OHY R AR 236G | KBEBTE S O R ; .
Z EEmIL " K |EEEE — 3 3
ii? ?'_'013 RO ESHE 3.3mgx 3 [7ARY Uiy 99m-g|;—/3mL =% REEH REEH REEH
K55 3 3% 5mg = @ ® % +5mg/m pH 6.18 -
. - ! =] L . 6. 2021.9~
232\ B Ay MESHR200mg | KEAEREE +200m%/2mL B (%) e o1 o18 202291
- - - .
S E—— ;32;'91/(1)82t 6 100.0 | 100.0 | 100.0
7 A RSGEREE2mg  (ABERLR HOR | EEE - 5 s
245|7H FOES® 3.3mg x 3 [TARYYv Y 9.9m-S|J-/3mL REET RESD | REEN REEH
239 7:” URSVESK10mg (A E  I|+10mg/2mL pH 6.48 — 6.46 2021.9~
124| Iz 3/ 20mg 4 J 7 4|+20mg/mL : 045 641 2022.1
+SatoomLBEECe)|  — - 100.0 | 100.0 | 100.0 |
o390l 7O RT3y [KEESTEL Y O 1 3 .
T S mERT ERRIE %t K |EEEE — 3 5
245|FH RO 3.3mg x 3 [TARYUr /8y 9.9m-g|;-/3mL =7 RERDIRERD REEY
ggg 7z'J D/\?‘inﬁ‘f;’&'mmg H E I|[+10mg/i2mL pH 6.42 — 6.43 6.43 2021.9~
HR B —E51% 20mg LTL 77—~ |T20mg/2mL : 643 | 20221
+Sal100mL EFE (%) — - 100.0 | 100.0 100 |
Sal : £EBIEH ' °




[ xm. 5% )

(DD%E)
) —h—% | BEEE R S
v I L B S i |5 o [s e e
! BT e B % | 1BSRIE |3 BRRIG | 6 B¥RIk [24 BERAR| A
239| 7 AN ) R rER#E 235mg kﬂﬂ%ﬁﬁ:l%msm%mm— R mEEW| - | REEW REEN REEH
245| 7 KO EEHK 3.3mg % 3 |[7AXYY+v/5u| 9.9mg/3mL 2021.9~
ggg JURS sk Omg |8 E  T|+10mgemi| PH 6.19 B 619 | 618 | 619 7,00
AH A FESEK 200 u3|+200mg/2ml |z o o '
mg | REAMERER T BEE () — - 100.0 | 98.7 98.7
. " 235mg/10mL " - .
239| 7N RAEHEEE235mg [ KEERI% + R\ mEEH - REER REEFH | REEY
245|FH KOS 3.3mg x 3 [TARYUv/8Y| 9.9mg/3mL 2021.9~
124| 72 3/825F 20mg %/ 7 ¢|+20mgmL| PH 6.47 — 6.47 6.47 648 | 20221
232| 22—k 20m LTL 77— |120mg/2mL '
9 77N e omL BEE (e — - 98.7 | 100.0 | 100.0
) 2 e a 235mg/MomL| n  yr | 4m e o - N
230| 7RV RSREGEBEMg (KBERTR]  + MR | BEEH| - |EeRZ0|BeEY|SeEH
245| 7 KO ESHK 3.3mg % 3 |[7AXYYv/5u| 9.9mg/3mL 2021.9~
;24 JZ3/805% 20mg ¥ 7 9 ¢|+20mgmL| PH 6.20 - 6.20 6.20 6.20 |005 1
32| £ A R4 %|+200 A '
SRy REAHE200mg  REAERURTAONII g o) - 100.0 | 100.0 | 101.3
7aA ) R s E 235 - 235mg/10mL e : .
522 z F~u~,;§$§§3m§33 % FTET M OR |REEW| —  |FEEY|FEEY|REEH
- e TARYY%\v| 9.9mg/3mL ~
7|78y RPEsE | T TsomgmL | PH | 636 — 639 | 638 | 639 |20219
124 (50mg/mL) MR, +20mg/mL 2022.1
JZ2/8E 20mg 1L Sal100mL BEHE (%) — - 100.0 | 100.0 | 100.0
Sal: £1BBE®%
B. 7A¥* L mi@EE/\v Y 0.75mg
B—® 2 #l&4&
> —h—% | BEEE B & % £ B §
2 = owm & L2 0| aas WEEE 5 & BB E A HERH
& e B B % |1BSRI |3 BRRIMK |6 RN/ [24 Bk A
e
i MR |EEEHE|ERZHE|EAD 2% 2
EES R i = 7 /E.ﬂ nnﬁ/ﬂﬁﬂ #@E/ﬂﬂﬂ #E E.Eﬂ
£ REERIE- n
FF| LS SR 5mg ﬁmj__"j{;% 5mg/1mL pH 5.00 5.02 5.03 5.02 5.02 2012.
;:2 BEE(%)| 100 — 100.6 | 100.3 | 100.2 =
=z | 4E A 4R 3 2 3
§$§.17’5’5‘7’77~‘P515¢5& \. M R |EGED | EAEH | EAEH | BERAEH | EREH 001
B9 o5ma/mL) 774 ¥—|25mg/imL| pH 4.83 4.84 4.84 4.86 4.89 2.
1;57 BEE(%)| 100 — 99.7 100.2 | 101.0 e
{,:f \ o % K |EAEH | REEH | REEH | KAEH | BEEH
#) | 7 A3/ F 20mg %/ 7 «4|20mg/1mL pH 4.84 4.84 4.86 4.86 4.82 2012
124 BEE(%)| 100 — 99.6 99.8 99.2 s
;FTE ) $)0 M R |EREH|EAEH | ERAEH | ERAERH | E28EH
=l |5 v Y R35E 20mg A & |20mg/2mL| pH 4.90 4.93 4.93 4.91 489 | 2912
213 HER (%) 100 — 100.6 101.2 100.5 =
?ﬁ ) o M R |EREH|EEEH | EREH | ERAEH | EAEH
i3 HRH—E8t%& 20mg  |[LTLZ 7—7|20mg/2mL| pH 5.12 5.12 5.13 5.13 5.10 ;Tﬁ
E; BEE (%) 100 — 99.9 | 100.1 99.5
<A F50y . M K |EAEH |REEYH | EAEH | BEAEH | KEEH
#l |8y s 50mg |2 S |50mg/2mL | pH 5.21 5.23 5.23 5.22 5.19 501121'
232 BEE(%)| 100 — 99.9 | 100.8 | 100.1
Sal : £IEBIERK DW : F&tHK



[ xu. %

£ (23
INEE x® #l % —h—%| B/EE & 4 . =)
7TFH = B | 1£ !fx
(ER) | (BRED PR [ e B
B & |11 1 P iy
FOA A K S pra— BRI | 3 BERAG |6 BSRAGK [24 BRAR| T
- s pamam | | 15omg | K |REER REER REEN REE
Z |150mg IEERIE|  + on T 576 | 579 | 50 REEH | REEY
fi Sal. 100mL {7 (%) 1-00 79 5.79 5.79 580 | 2016
H - 100.6 5~7
i JoA Ay FRERER . 150mg | % R |[REEH REZH KED 1009 | 1008
% |150mg MNEERTEl pH 576 | Y | mEER REEH | REEY
5 s DU 576 | 576 | 576 | 575 | 2216
R T ] - 100.5 100.5 100.2 5~7
- R ST 235mg (KB T 2035mg1omL|  pH “‘6 1: -  |EBREY | REEDN | REEH
: - 618 | 618 | 6.2 2021.
- BEE(%)| 1000 | — 1000 | 98.7 R
= o _ . T RE : : . 97.4
TE LA KOS 1.9mg ii’\\/ 7-6f(ng/)2mL ' pH”‘ '-“E;Eiﬁﬂ B ER | B | B | AR
w8y @A - 5.55 :
5 I B B B _
REZSTE. " ; 7 99.8
) e E\Ei%an 100ma/ | E K |EEEH| RG] 5
o B0 v J iEER 100mg [RET77-3 iﬁﬁi@ﬁ%;’& pH ; YEE REEY | REEH | REEH | ELEY
RETAER 2mL [mEE (6| 100 573 | 573 [ e | 670 | 22
2l 6 - 1005 | 9 7~11
Kzt FOa—ry T E 351 E - 358 : > 100
SE8H 100mg 8 E [0 eH r ;L)E RESH REEN RESN REEW
) : 6.71 668 | 666 | 665 | 0%
- BEE(%)| 100 — 985 | 97.4 ' 7~11
YIL s =T IEER R | ERER | EEE ; ' 9.9
1000mg 7 7 4 ¥ —[1000mg/8mL|  pH egf;ﬂ REEN OB RERN PIN-AR
: 6.97 6.97 6.95 6.87 2012.
N BAEE (%) 100 — 1004 | 100.6 - [
YL A RFO—)LETA 125ma/ | T WK |EEEZH|EEE 2 - 100-3
125mg F 7274 H¥— i?&ﬁ;’%sﬁ%i& pH 5;)@ RERN |REEN REEH REEN
ol ok : 595 | 594 | 594 | 592 | 2012
. BEE(%)| 100 - 100.1 : 7~11
FH KOS 7R A MR |(REEY REE e lran mas
5% 1.65mg | 2. ~| 8.25mg/ REEY | REEY REEY | REEH REEH
S w8 vl2.5mL(sA) | PH 5.82 5.82 5.82 5.82 o 2012
. BEE (%) 100 — 100.9 | 100.6 e Rk
— - s = 2 MR | EE : . : 98.8
7 %4 — kST 3.3mg Eiiils-%mg/zm l Hﬁ mEEY | MEEY | ML | MELY | REEH
2.58) P 5.68 5.66 5.68 5.63 546 | 2012
S BEE(%)| 100 — 99.0 | 98.4 ' 7~11
—_ N », 1 W ~ . . 964
yorayvs YE) X772 R |EAEZE | ERE : -
T 4mg (0.4%) |ifo | amo/tmt [ o 53§E REEN REEH REEW REER
* : 533 | 535 | 533 | 537 | 2012
. BEE (%) 100 — 99.2 [ 995 ' 7~11
IJ = s . ,|‘$ TS N i - 995
) TFAaYv; YA £77—% k=L = 5 ;
s T A 23E 20mg (0.4%) iﬁ!%%%g;% 20mg/5mL pH 64f;ﬂ LR | EA S | EREH | EREH
_PF : 6.41 640 | 640 | 6 2012.
2; BEE(%)| 100 - 100 100 301 7~11
1 . L - 3 5 1029
= 7 = s _tEH, g . |$ ‘{k #E}kﬁ 4 4R X 3 -
31%2J TR FI0E ;tminfﬁlg.:mmg/zom pH 45511)EJ REEH REEN REEZN REEF
12 & P : 4.51 450 | 450 | 4 2012.
= BEE(%)| 100 - 98.7 | 99.0 e Al
S . R |REE ~ .' L
"é&lu he 0% ?L;lijgzoOmg/sz pH “\?;:Eﬁ MEEH | METH | MBEH | REEH
gy BEE ()| 100 er6 | are | aro | arr | 77
2 — 996 | 1002 | 10 i~
2| A F /8- Lz , MR BAEET R EET B BRE; 0.4
s JUESHK 500ug |T — ¥ o [500pg/imL|  pH ; 8:1 Wﬁz’ziﬁﬁ AR MAEER | RAEEH
: . 484 | 483 2012.
. , BHEE (%) 100 — : 4.81 ~
Sal EEEEE  DW . SEAK 902 | 996 | 1002 | |



XU %
;:;
2 = f & AR RUSE (DT3%)
s e |((FERED | TP [ B A& % B B M Py
B . . E % |1 % |3 FR p AR
B iﬁzgijoz/77—'w~>— 1774 N ECIEEET mﬁﬁ{& 6 WMl o4 WeRl %7
39q| T 20mk EAD 7 —=| 20mL pH 547 | 5.46 B30 | BEEY | REEY
7 BAEE(%)| 100 - 156353 546 | 542 | 20
IV GEstREA R A K "% | EEE - : 103.1 102.7 ~
" 1 7 2 o) s 1 REEH | REE 3 N
* o |EmmmElg, 'S [ oH o4 ;Esiﬂﬁ Y by Y-t
Ic O TEmar Ty et 2012
= K5 S 25mg  |® — = B R | REEH|RER 13 [ 1008 | fo11 |
421 mg 5 = D%/grg?nll_ oH 2 757' M | EAEH | EAEHR | E/ER
2 P : 477 | 470 | 46 2012.
i BEE(%) 100 3 4.37
= . B EREE — 97.8 95.9 88.7 7~11
1% FRYFPIUER10 7 Z R (30mg (3V)/ 5N B ;il,\?;l,\ FOEWN [ EOEN T—“‘L\}—“ N
& < % /X v|sal. 15mL|__PH 483 FEER | FEEH | FEER %é‘iéﬁ
) _PT : 4.85 4.87 4.87 A2 2012.
g BAEE (%) 100 — 99.8 481 | 711
Zi |H)L Kix8E 50m BA{L - "%k | EAEE - : 100.1 99.5
’ g 50mg/ FREEHE | EREEH|ERES 3
423 REAERYE| Sal. 26qu oH Ve 2 43 | BRREH EAREH EREEH
= A4 4.42 4.4 2012
| 77ILELE BEE(%)| 100 — 100.1 2 439 | 7~11
; £ > RTU R ~ . : 99.7 | 995 ~
E 41 10mg 774+f_90n1(%/\4/1)5mL pHUt %fﬁﬂﬂ TR A | R R | R A 5‘%@;’5‘5)3
i , : 4.41 ’
E o ELE BEE(%)| 100 — 146357 14645 4.42 501121-
VRS IR | KBS - : 0.7 1 ~
i% 10mg A 94 H— 90mg (9V) K| FBEEH | FEEH|FEEH | FEEH 5.]__@'0:2‘
=1 /DW 20mL pH 4.88 4.90 4.9 ‘ B EH
2 BEE(%)] 100 gég ee0_| 485 | 770
, - . ~11
XA kYA VR 2mg |1 10mg ( MR (AELERA|AERERH); 100.6 100
; . 5V KB S LA Aok
493 g(tHf¥y > DWg25m|)_/ oH e ME!4 863)3 REREER KERATH | KAREEH
) BEE (%) 100 = 146221 496 | 499 | 2012
FhHUERE SR | KEEER k| EmEE : 98.1 99.5 -
#4557 40mg 1984 R * 5 T mEL | BELH | B6E . :
- mg 247K E 40mg/2mL pH 469 771 f, ZHR | AR | EAEBH
5 BEE(%)]| 100 - 9'97; 470 | 469 | 207
. . T : 99.2 ~
g |7 > 7 b AR 40 CREE Y T 99.0
r: mg |¥2 L &t 40mg/2mL pH 4.62 ?71 ZHA | EEEEE | EATHH | EREH
" SUaT BAEE (%) 100 - 3-873 469 | 469 501121.
TR N - | S . 99.5 ~
yy |F Y TIVERRI0MG |V A ¥ - X 120mg =X (REER REEH REEH REEH e
o X 5 4 5|20mL@EV) pH 507 | 506 | 5 REEH REEH
“ BAEE (%) 100 - 1;3 506 | 501 | 22
7] N ~
. . P JR b . e éﬁ{:@?&a TR S — 99.7 99.9
s |8 %V —ILESHK 100mg 74»Vibz 300mg/ i *HEJ%I"_{E m‘:l‘f.%léﬁ;ﬂ ﬁ%iﬁﬁﬂ RETH | MEEH
# g GpoamL@Ev)|_PH ca0 | 544 At | REEtE | R
P : 5.45 5.45 5.38 2012.
- 2TV P (6] 100 - 100.2 . 7~11
CE VLS 3 N A I N T TIETY T 997 | 1006
44|20M9 v/ 74 sﬁﬁg&g@e%u 0 | 456 | a éaﬂ REEH | FEEH | BEEH
STRERCOR : -60 4.61
z Toml £EA [EFEE (%) 100 — 460 | 457 5012'
101; 185 TS5 F 3 TYRRIL - % % mEE 99.1 99.4 99.1 ~11
it 595 L4t 150mg |< 4 ¥ — | 000md/ g B | 4R SRR | R S | R R | m B
& g SleomL@v) pH 5.06 5.07 514 REEH |EAEH
% BEE(%)| 100 - ' 521 | 550 5012'
% loyg559 TYR R - AT TT w0 | w0 | w3 |
ZFUE 50mg* 24 ¥ -2 150mg/ i EE [ EEEE |20 | B4 B2AE
429 37" SpoomL V) pH | 268 | 267 2 | REEH
*BR5EEE  Sal BEE (%) 100 = 269 | 270 | 275 501121_
al: AEBIEE  DW : ESAK 100 | 1904 | 997

—86—



| Xm. %
(DD%E)
= x  m & |[THTR| BEUEE oo B & % & 8 B M HEBE
& (RFERA) | (HRAD) | ™" B % |1 Bk |3 FfIk |6 BRI 24 BRI FA
Eg M K |EEEH | EAEH | BEEH | REEH EGREH
— «| 150mg/ 2012.
B s> 4 50mgi100mL B & 1k £soomL (3v)|__PH 4.16 4.30 4.30 4.33 453 | 51
429 BEE (%) 100 — 99.6 | 100.5 100
s M R |EEEH | EREH | EREH|EREH EREH
pd
ZAKS55 3 ViE5mg = M| & 2| 5mg/1mL pH 4.82 4.88 4.88 4.84 4.83 ;,03121'
441 BEE (%) 100 — 99.9 | 100.1 98.3
E% < P 059/ |t % |REBH REAE ROV RODH REBH|
E b ARSI -+ s 35| DW 10mL :
®%/8:1m 0.5 BEFRAE - ‘ pH 4.50 4.50 4.49 4.50 4.50 Y
611 Sal. 50mL |E&#% (%)| 100 - 100.5 | 100.3 | 100.8
I fe % |RERS o |meRY | wORY ERERE
5L s 0.5g/ .
1= &3 3
EC|FTFLREEEAOSGM S Do, ooml | PH 6.48 6.51 6.55 6.36 5.81 ey
72 BEE (%) 100 - 100 | 1002 | 96.4
@ﬁ F1 . M K | MERSHMERTH MEAEH MEREH MEREH
5" JA RV 2g/ 2012
BLESAYFIE—L1g (R4 v — X DW20mL | pH 4.81 4.79 4.79 4.77 485 | 51
613 2947 @) ImEmoy| 100 - 99.3 99.7 99.1
+ Meiil Seik % K |EAEH | EAEH | ERAESH | EEEH | BRAKEH 2012
L N . eiji Seika 2g/ .
C|RASYUsS#ER29 |5 0] sal somL L_PH 7.36 7.36 7.37 7.38 737 | J1;
5 BEE (%) 100 — 100 99.8 100.5
z T % R | EESH EREH | ER5H |EREH EREH 2012
5 ST N .59 .
i AR AR A TV 05 | pw 1omL |__PH 7.65 7.66 7.65 7.64 7.63 | 11
B BEE (%) 100 — 99.7 99.5 100
% §5h 19/ % K |EESH EREH | ER5H|EREH ERAEH 2012
ElEss omiEm g x=77\73j4> Sal. SmL ™ok 622 | 623 | 621 | 624 | 633 | 2
2 Sal. 20mL |E#E®E (%) 100 — 99.7 99.1 98.7
fj & B . M R |REBREH|ARBER | REEEH | REREH|AERER 2012
D T & 2] g .
A+ 74 V8T 1g >+ 1 =|sal. 100mL|__PH 5.53 5.54 5.56 5.56 564 | 51,
613 BAEE(%)| 100 - 100 98.8 98.4
Sal : £IEBBIERK DW : F&tFK
B—©@ 3 FlEE
B3 % | % A—h—% | BU/RE BRER BB & & & 8 B M HEREE
24 (BRFEE4) |(HFRRE) - B & | 18RI |3 RERIL | 6 BRIk 24 BERER| FA
ot R — oo, [BTPEE | t62mEq | R |mEES[REBH e B meAH REEH]
e e REZESTE 20mL+ pH 4.57 458 4.61 4.65 4.67 )
321| ALF 23— )LiE4H% 8.5% 5mL 425mal5mL 7~11
B E T|420mgloml sz (%) 100 - 99.6 99.6 99.8
124| TR 28 25E 20 %/ 7 4 20mgHmL+ kR REER ROER REER REEH ROEH 2012
aNY; mg 4 20mg/1m .
441|455 T U3k 5mg | W smgAmL |0 | 484 | 487 | 485 | 48 | 48 | 7 g,
BEE (%) 100 - 99.9 99.5 99.2
ps| = a1 1 o s OomaamL | fE % |RERH[REEY ReEy | woE[REEH]
THEY— FEHK 1.65mg |ELTRE :
117|755 95 2-PEBGimgml) |7 7 4 4—| onF | _PH_| 89 | 596 | 59 | 99 | 593 | gy
mg/mL |z (%) 100 - 100 99.8 99.5
Sal : £BEIE® DW : EHHK



| %= |
(Do)
1 —h—& | BUUBE o B & % £ B B M R
& (RFesst) |(FRE=2) |7 B % | 1% | 3% |6 BNk 24 BRIkl A8
4 KLt 125 | 5 ¢ 45| 120m0ES | 1B % [E [ EE [prhcalpyocas| REEn
245|Y )L A FO— L&k Mmg|7 7 A Y —| e nn: .
117|785 95 2-PiE8E Sognl) |7 7 1 H— Wik 2mL|  pH 6.04 6.04 6.03 6.04 6.02 | 51
+50mg/1mL |5 77 2 (05) — — — — —
o NN e e TIE S TIE Y L
245|7H FA VEH®E 3.3mg |TARY Ity (5A) + H 6.17 6.16 5.16 6.15 6.15 2012.
117|785 99 Z-PEER(EmgnL) (7 7 A 4 —| > P : : : : : 7~11
mgimL s (%) 100 — 100.2 99.1 99.9
T T [Ty M T By TR T X TR T
T VERTR 3.3mg YAV .
17|+ L*— 2% 5mg REARRUE 5(5A/)1+L pH 6.06 6.05 6.02 5.99 5.9 | 711
mgimL 1z (%) 100 — 99.7 99.1 98.5
45| T — B 1.65 StmETE 9-522}%/1“- O |EEEHH | ECEH | EREH | EREH | £68EH 2012
T EHHR 1.65mg |ELTRE .
124|7 FOEVHBES 05mgT 5 +A) [~ 0B 77—30.26mglosmL | PH | 596 | 592 | 584 | S.77 | 565 | 744
(0.5A) |B#E=E(%)| 100 - 99.7 98.9 96.4
N O py e T T TR TIEY T E -T2
fgi 7T maAEAA& 1.oomg & (6A) + oH 506 | 593 | 592 | 588 | 575 '
TR a/325F 20mg Y77 1] oomaimL 7~11
mgAmML Iz (%) 100 — 100 100.3 101.4
24| % K s 5.amg [T CENISTL] 1 K [mERSH[MEAN | MERSE REEH RERR|
213|5 5 9 4 2% 20mg g/ I;4I somglamL. |__PH 6.21 6.20 6.20 6.20 620 | 51
@A)  |BEE(%)| 100 - 99.3 100.1 100.1
S Sa 8 R |EEEHH | KCEH | EREH | EREH | £68EH
245|F# KO S 1.65mg ;7‘?’;*:“_’ 6'?2“/3)’1”“" T eor T 501 [ 5o2 | 5oz | 500 | 2012
232|428 v & iEstE 50mg |2 70 P : : : : : 7~11
EH 9 |0 mm —
AIRY 54| S0mgl2ml Iz (96)| 100 — 99.8 | 100 | 100.6
- L 2omgml+| 1 R [MEBN | WEEN HEBN | WEEN[REER|
— 577 mg J7—<X .
245/ LA K0S 1.9mg [TRAY Sy TORSSME |_PHL_| 504 | 58T | 680 | 581 | 9% | 7.4
BEE(%)| 100 - 100 99.9 99.2
N T F Y N T EY TR T E TR TR
T VESK 1.65mg [TARYYYNY| .
232| 5 % 5 — L4 20mg  |LTL9 7 —< 20(4A32+L pH 5.79 5.82 5.78 5.79 577 | 511
mgiemL s (%) 100 — 100.1 99.8 99.7
5 SR 100 iﬁﬁﬂﬁ&‘uli- 10gm§/iﬁﬁ M R | EEED | EAEH | EREZH |EALZH |HEEH 2012
245 DI UES mg [RETAT7—Y | AR 2mL .
232|H R4 —EsiH 20mg  (RETAER  + PR | 576 | 577 | 577 | 577 | STT | 744
LTL 77 —%| 20mg/2mL |E#&=E(%)| 100 - 99.9 100.4 | 100.2
w N E\_ﬁEﬂﬁE‘uI%- 1ogm§/ﬁsﬁ K | EEEH | EAEH | EREZH | EREH |EEEH o1
245 2V VSR 100mg [BBTAT7—Y | AR 2mL 2012.
232|425 v S Somg (RET/SER  + PR | 000 | 599 | 597 | 597 | 598 | 7.4
5353389344 50mg/2mL |BEEE(%)| 100 - 100.3 | 100.7 | 100.4
0as| L S 100ma| 2 7 4 4 2ogm{§/2ﬁfﬁ K |EEEHH | \EEH | EREH | EREH | £EEH 0012
I A—T T ER mg |7 7 — | BE& 4m .
232|525 —E T 20mg  |LTLTr—3| (V)4 pH 6.00 5.97 5.99 5.99 5.9 | 711
20mg/2mL |EEE (%) 100 - 99.9 100.3 99.9
I e Y T AR IR TIEE Tl
245|7h kA VFEEHE 3.3mg WVOLAVI e )
392| 0 T 7 $4 4 400mg [T E WK 40(()5A)/1r ] pH 6.46 6.43 6.46 6.46 644 | 51
mgramL 1re2 & (%)| 100 - 100.3 | 100.6 96.5
- RN T TIEE TIEE TR
o 77 BRZEER 3.3mg |7AKs I g 4 pH 610 | 611 | 609 | 609 | 603 | 2012
RS 2 2F5mg = H & Sma/imL 7~11
MImL sz (%)| 100 - 100 100.1 99.8
= - - 6.6mg/2mL % R |EAEH | REEH EREH | EREH | REEH ]
ij? 7 ¥V MEAK 1.65mg = ’?‘f[% (4A) + pH 5.66 5.65 5.63 5.59 546 | 2012
RSS2 iE 5mg = H # 5ma/imL — 7~11
MYIML sz (%)| 100 - 99.5 99.8 98.1
Sal: £EBEBIER® DW : ;E&tRK




| xm. = |
(DDE)
B oy om s —H—% | BIEE | oo B e & B KM BRI
e (RsT&tt) | (RREE) | E O |1 BRI% |3 BRI% | 6 BERIR 24 BeRI| FA
; _ M R (EAEH | EAEH EREH | EREH | EEEH
245 KM T L K= Somg | A7F77-%)  S0mg/ = = = = —— 2012,
24155 = 23 5mg ﬁzmézi DW5mL+ | pH 5.52 5.54 5.55 5.56 550 | 51
’ B E R Sme/mL (s (o)) 100 - 1006 | 1004 | 101.0
245 Kiatk/NA FOoa— kY HE T 200mg/4mL % R |EREEH | BREH | EAEH | BEREH EBREH 2012
241 | X5 100mg =maE @Vt pH 6.78 6.71 6.64 6.62 6.62 | 51
RZ T3 2iESmg Smg/tml gz (%) 100 - 973 | 972 | 95.9
— . —msge—g| 171200 [t & [memn|sesy|sesy|sesn | sess
322| 7 A5 U HAE 10mEq 22507 domL+ T 585 | 587 | 567 | 585 | 587 | 2012
392|4 F 7 v 35 F 200mg g 200mo P : : : : : 7~11
REE DW 3mL |BEE()| 100 - 99.4 | 995 | 995
pus| TN FOEHIE3.3mg |20 o o 9-3&9)/imt t % |REER REDH| REBH REBH REBH|
RNE-E 3 :
239 17;4 AYFRBEER | mznT#| 150mg+ pf 6.22 6.22 6.22 6.23 6.23 507
mg Sal. 100mL |&&E(%)| 100 — 99.9 100.6 | 100.4
4| TR BV ERESIMG oo 9-%215)/1% % REEH REEN REEH RLEH | REEH
230| 7P A AV FABMIER | gmaarel 1somos pH 6.18 6.18 6.18 6.18 6.18 5~7'
150mg Sal. 250mL |B#EE (%)| 100 — 100.3 | 100.5 | 100.6
— kot A 9.9mg/l3mL | 4 X |MEEIZEA |MEEEE |EEEH | EEEH | BREH
245 ;i:ﬁx F%i{é%?img EfERIR A+ H 6357 6.37 : : 5 | 2016
239 1504 Y FREWIA | mzoTe| 150mgt p . . 6.37 6.37 6.36 i
mg Sal. 100mL |BE&E=E(%)| 100 — 99.8 100 99.7
g TEY— MMM |y gy OO & [REA | REDY | meBH| REEH | REDH|
o b s & .
239 17;54% Y FRBHER |\ mzaT2| 150mg+ pH 6.31 6.33 6.32 6.32 6.32 507
mg Sal. 250mL |&FE (%) 100 - 100 99.6 99.3
M K | EEEH — mEEH | REEH | BEEH
2307 A1) R AUHFHE235mg  [KEIEST 3 p35mg/1omL—— 5 ;: — 5 22 - 238 5 2: 2021.
2457 KO 4% 3.3mg |7ARYY+8Y|+3.3mg/mL ;rpx( ; : : : : 4~9
BEE (%) 100.0 - 100.0 | 101.3 | 100.0
oy R 2emg | ., Pomaionl] 1 & [mems| -  |mess|mesEd|mezy
239|L, N A AMESTE  + 2021.
Fh RO VESK S pH 6.34 - 6.33 6.33 6.34
245 7ARY Y4y 4.95mg/1.5m 4~9
3.3mgx1, 1.65mgx1 L |[B&E=®O| 1000 - 100.0 | 100.0 | 100.0
FONY REFEEBE2MG | gas e e 235mgriom | K |MEFH) —  |REEH| REEH RESH
239 T s KRR T % 2021.
Py ;37; h?;,}%ﬁ,&‘ aRuTm g +/3 ] pH 6.52 — 6.47 6.46 6.46 P
-~>mg ~SMYIoML 522252 (%)|  100.0 - 100.0 | 100.0 98.8
FONYREEREE2MG | oo e 235mg/tomL| £ K |REEH|  —  |REEH REEH REEH
23912 o sy At REERERT % il — 2021.
oas|T VSR By pH 6.65 6.60 6.57 6.58 P
3.3mg x 5 16.5mg/SmL |52 2222 (06)| 100.0 - 1012 | 101.2 | 100.0
Sal : £BBIE® DW : EHHK
B—® 4 Fl&4&
B p o g PNR| BWER .o B & & & A KM HBRENE
e (Rsc&it) | (HREE) | B % | 1BSRI% |3 BRI |6 BRI [24 BsRAR| FA
124| B3R 5 % U — L 20mL f@;ﬁﬁi& onLt [# R [mems | wean| wes|wesn wesn|
245 79 K B2 ESR 1.65mg |52 <000 '(2‘/3) +m pH 5.13 5.16 5.16 5.17 517 | 5.5
321\ HNFA—VESIRBS%5mL |5 & T |425mg/smL [BEE (%) 100 - 991 | 99.4 | 984




[ xm. 5% )

(DDE)
B x om g [POCE|RWSE |0 B e & B KM BRI
LNKE g =4 IRE = o . . P P2 P
2k (ARsEit) |(FHREE) B % |1ERI% |3 BRI% |6 BERIk [24 BRIR| FF
32| HR B —EEE 20mg LT 5 —<POmelnLt K [mEEs | mesY | REEY | REEH | REEY
245|551 KO 25 1.65mg |7A<Y S| 0-8maiZmL o 574 | 574 | 574 | 574 | 575 | 2012
77 = ~ix omg = 5mg/imL |57 (%) 100 — 100.2 100.6 100.9
pa5| KB T L F=y somg |A7F7-% Somg/ | #t # [mERS|meRY|ReEN|REEH | REEY
= : IS E I | DW 5mL+ 2012
;;5797v7if33ﬁ@mwmu 5% 4 ¥ —|50mg/tmL+|__PH 5.52 5.52 5.51 5.53 5.47 711
TV RS VESHEIONG|R & I|10mgi2mL [BEE(%)| 100 - 99.7 | 99.1 99.7
245|7%— b ixat 1 65mo gz SMaBnL | 18 % [REBH[REE | meRY | RETH REEY
ﬁ;t JA3/8% 20mg Y7 7 4 bomgiimL+|__PH 5.95 5.97 5.96 5.96 5.93 ?Tﬁ
74359 Z-PiEsfE GomgmL) |7 7 A ¥ 50mg/1mL [E&EE (%) 100 - 101.0 | 100.2 | 101.1
245| 70 KA 1.65m [7Rs ey OMGENL | K [MERE | MERY | OB | REAH | MDY
232| HA S —E4K20mg  |LTLI7—| oo o | PH 5.70 5.72 5.73 5.72 570 | 2012
441|pE—pL- FYARUEIOmG* M S D| 50T s i~
7£10mg 10mg/1mL |7 (%)| 100 — 99.7 | 100.7 100
23| HR B —EEE 20mg  |LTL 7 —<POmORmLt| K [mEET | ReE | REEY | REEE | REEY
245| F %4 — [ ESTK 1.65mg |[STHETE G'EETE)/imL pH 5.64 5.67 5.67 5.67 5.66 501121‘
441|553 >3 EREETE -
773 vESmg B ERR snotml [BEE%)| 100 - 99.5 99.5 99.6
245|7 K 0>/ 281 1.65mg 7300/ SomanmiL | 2 & [mEBm|mERN | meRn | RESH REEH
232| YR v 2 EHKE50Mg |5 e p pH 5.85 5.85 5.84 5.84 581 | 2912
441 K552 x5 AIRY 54 V|50mg/2mL+ 7~11
™77 = ~iEomg = B & | 5mg/imL |EHER(%)| 100 - 100.9 | 100.2 99.9
32| HR B —EEE 20mg  |LTLo 7 —<POmelnLt f K [mEEs | mesY | ReEs | RE RN | REEY
245|74)LH KO 2EEE 1.9mg [FARUS1Y 7'?%’1“ pH 555 | 555 | 556 | 555 | 554 ?01121'
441|553 v3 R A -
KT F 52 Smg ®HRE snimL [BEE%)| 100 — 99.4 | 986 8.8
45|77 K021 1 65mg | /20707 oemanni | & [wems [mesn mewn | we s mesy
232|424 v 4 X5 50mg x=7x9‘4* pH 5.82 5.83 5.83 5.82 582 | 2012
441\ HO—)L« FURA FE10mG* | 74 2|50mg/2mL+|_ 7~11
ZE10mg™ |\ s D| 10mg/imL |BHEE(%)| 100 - 100.4 | 100.9 100
+ B A3
= s, D |3 77-URE, o N4 7
soi|EPAAZ/ 77— (VTR o | o | BB | B |l ayEEs e
3% 20mL -~ lsomg/1mL+ LEOHTH LEOHTH
_[50mg Bkt 2012.
T\ 859 2-psstmGomgmy) |77 57 7| s0omgramL Lo
mssyvaxéémw E/é4i n) pH 5.60 5.60 5.57 5.61 558 | (M
BEE (%) — - — — _
239 7|]j]l)2[|§;ﬁ§$/}:235mg j(ﬂﬂ%é%:ﬁ:l¥ 235m9|_/10m|- 1& :U( #éfgﬁﬂ - %ﬁ?ﬁﬁﬂ %ﬁ?ﬁﬁﬂ %@%Eﬁ
ij? 7 FOVENE 33mgx3 [7ARSTxY] g g | pH 6.32 - 6.35 6.34 6.35 233;'291'”
" — LB =4 gl : -
*A VRS —JERR A0mg [BERRIR| L iomgml [ar® ()] — — | 1000 | 1000 | 988
230| 7N R AEBE235mg  mmaTepoomeionl R (mEEH| - |mesV|mess|Ress
245|FH KO VESE 33mgx3 |FARS S| o o pH 6.40 - 6.41 6.40 .40 |2021.9~
441|855 3 >3 5m = @ g x| O9madmL : : 2022.1
B g 1= +5mg/imL |EEE (%) - — 102.5 102.5 102.5
239 Z;?Iéxiiﬁﬁ&iz:smgs xun%ﬁ&z%”"r’mi”om R (| EEEH - EELEH | EREH | EEEH
245|7 2AEST#K 3.3mg I _ 2021.9~
117178799 2P Z5H& ?;ﬂ!‘: 9.9mg/3mL pf 039 0.3 0.3 038 |"5022.1
(50mg/mL) +50mg/mL [B#FE (%) — - 100.0 | 101.2 | 101.2
239|7 Oh) R miEEHE 235mg xﬂﬂ%$51¥235mﬁjr’1omL M K | EEEH| - |(REEH |REEH | REEH
24579 KO UESE 3.3mgx 3 |7ARYS0Y| g g a | PH 6.40 - 6.44 6.44 6.44 |2021.9~
232| 5 2 4 —341i 20mg LTL 77— |y ymndeme 2022.1
5T +20mg/2mL|B#EE (%) — - 101.2 | 101.2 | 101.2

* BR5Edrak

DW : ESTAK



B

(DDF)
- s i Py B e & B KM BRI
2 BRFERA) | (RRER) | B % |1EERIG: | 3 BRI |6 BRI 24 pERe| FH
230| 70N Y RABHE MG kg foomdiomt R REEH| - A REEN REEH | REEH W
245|7 5 KO VESH 3.3mgx3 |PARYYx/Yg g ary 4| PH 6.16 - 6.17 6.17 6.19  |"5022 1
232| 2 # A w b iESHK 200mg RERERER ooomgomL [BHE (%) — - 100.0 98.6 100.0 .
23| 7OA Y RABME MG xmgargfoomgiom R REEBH - A REEH REEH REEH
245| 7% KO VA 3.3mgx3 |PARYYw1Y| g g | PH 6.51 - 651 | 651 | 653 |"hop0 1
213|549 RiE 20mg ¥ 77 Alfoomgaml|BEE (%) — - 98.6 100.0 98.6 '
23| 7OAY RABHE26mg  kpmaTgfoomdiomt R REEH| - | REIW ROIN REER
245| 79 KO V4B 3.3mgx3 |FARYYx/Y| g gy | PH 6.46 - 646 | 646 | 639 |"50p5 1
239\ FyuRSuitstmiomg (B B I jonoom maEoe)|  — - 98.6 | 986 | 101.4 '
230|707\ AABMT206mg  xgem T oomY/10mt R |REEH| — |REEH REEH REEH 9021 .G~
245|7H FAVESE 3.3mgx 3 |7ARVU4Y| g grosr | PH 6.47 - 650 | 650 | 646 '
124] 92 2,355 20m ¥,79 7 .9mg/3m — 20221
% 20mg +20mg/mL [B#E (%) — - 100.0 | 100.0 | 101.4
B—@ 5 #lfe&
B x5 PR BUSE | B & & & 8 B M HBE
k] (RERit) | (FRER) | B % |1 BRI |3 BRI | 6 BERAH 24 BERAY| FH
2a5|F 5 RO LS 3amg [TASV 100NN g \meme | me R | meEn REET | HEEY
I 3BT .
124|855 J—20mL |BIDER-| 5o0Ey 2012.
321 HILF 2 IR B5%EML | R gomi+ | PH | 563 | 562 | 562 | 562 | 565 | 7.4
232\ 1 2 & —E 55K 20m —=|425mgiSmL g o —
R20mg  TL77—%| S8 O A ()] 100 100.8 | 100.5 | 100.8
239|701 R Sk 235mg j(m%%ﬁ&I%ZSSmiHOmL % K |EGEH - EEEH | BAEH | BEEH
2457 H KO V5 3.3mgx 3 [72K0 U4y _ 2021.9~
441| o LR 5—\:2atik tomg|EaETR| Ti000m | P | 0% o3 | O3 | 0% o022
239\ Fy uRZ kst 10omg (B B T\ qjomgomL(mas(e)| — - 100.0 | 100.0 100.0
239|701 R Sk 235mg j(m%%ﬁ&I%ZSSmiHOmL % K |EGEFH - EEEH | BAEH | BEEH
24575 KO UESE 3.3mg X3 [7RRU U4ty _ 2021.9~
441 | ok LR 2 —)LESHE 10mg [ETUE T i??ﬂg’,ﬁt PH 035 °% | 0% | 0% o022
124\ 72 2/8 V3% 20mg ¥/ 7 A foomgimL [BEE(%)| - - 100.0 | 100.0 | 100.0
200|7ENYARBIERENG [xgmpTa OTYI0NL B R REEE| - |WERR RESH RELH
24579 KO VESE 3.3mg X3 [FRAVS Y _ 2021.9~
441 | 1ok LR 2 —)LESHE 10mg (ST UET 3???@% PH 032 032 | O | 0% ooz
232\ R 2 —F5tk 20mg  |LTLI 7=\ oomgiomL (5 (%)  — - 98.8 100.0 100.0
039|701 R BEEE 235mg kﬂﬂ%ﬁ&l%zz%mi/mm" R | EEEH - RESH | EGEH BREZH
24579 KO VESE 3.3mgx3 [FRAVSY _ 2021.9~
441| o LR 5— 128t tomg B HET R Fi090m | P | ©19 o1 | oM | 8T Ianza
232\ 5 # A v bESHK 200mg | RERERER LogomgomL | ()|  — - 1012 | 1012 | 1025
039|701 R EEESE 235mg kﬂﬂ%ﬁ.ﬁ,z%Z%mgﬂmmL % K |EGEH - E|EEH | BAEH | BREEH
24579 KO VESE 3.3mgx3 [FRAVS0Y _ 2021.9~
441|855 3 U3F 5mg I A I 635 | 635 | 832 |'50221
239| 71 RS Uikstik1omg|B B LI+ 1omgremL|E= )| - - 100.0 98.7 102.7




[ xm. 5% )

(DDZF)
- s i Py & % # B K M HEBEE
e (FRFERA) |(FREE) | T 1 BRIt | 3 BERTE | 6 BERIE 24 WP FA
230|7OHY ASERBE 235Mg  |kpems T 235mg_]|!10mL %K - EEEH | BAEH | BEEH
2457 H KO V5K 3.3mgx 3 [72K U4y _ 2021.9~
441|155 3 3F 5mg BE e R igﬁémf pH 639 | 639 | 639 10201
124\ I 2 2/82 % 20mg ¥/ 7 4| 4 20mgimL B (%) - 100.0 | 100.0 | 986
230|7OHY ASERBE 235mg  kpemo T 235mg_]|!10mL %K - EEEH | BAEH | BEEH
2457 H KO V5K 3.3mgx 3 [72K U4y _ 2021.9~
441|755 5 »3F 5mg R igﬁémf PH 633 | 635 | 837 |"20221
232\ R —EGH 20mg  LTLI 7=~ oomgiamL B2 (%) - 100.0 | 100.0 | 100.0
239|7OHY ASERBE 235Mg  |kpems T 235mg_]|!10mL %K - EEEH | BAEH | BEEH
2457 H KO V5K 3.3mgx 3 [72K U4y _ 2021.9~
441|855 3 3% 5mg 5@ W ifgnng,ﬁTi pH 614 | 814 | 814 10001
N N . b=
232|555 A v b5 200mg | REREREER 500mg/omL (7 (%) - 101.2 | 101.2 | 101.2
239|7OHY ASERBE 235Mg  kpeme T 235m3_/10mL %K - EEEH | BAEH | BEEH
24579 KO VESE 3.3mg X3 [FRAVS Y _ 2021.9~
239|171 v RF VS HI0Mg|H B Iffonr}]gé?zmnh PH 640 | 639 | 638 |Tyop21
1241 7 2 23/85% 20mg ¥ 77 A 20mgimL |B7EE (%) - 100.0 | 101.3 | 101.3
239| 7R REFERBE 235mg [ kpeme TR 235m3_/10mL %K - EEEH | BAEH | BEEH
24579 KO VESE 3.3mgx3 [FRAVSY _ 2021.9~
239|171 vRF UK 10Mg|[H B Iffonr}]gé?zmnh PH 638 | 638 | 638 |Top21
232\ R 2 —x5t 20mg  [LTLI 7=\ oomg/omL B 772 (%) - 100.0 | 100.0 | 101.3
039|701 R BEESE 235mg kﬂﬂ%ﬁ.ﬁ,z%Z%mgﬂmmL K —  |ReEY | ReEV | RKeEH
24579 KO VESE 3.3mgx3 [FRAVSY _ 2021.9~
239| 7y v RS s IomgB BT 9o | P 615 | 815 | 816 50021
- . - UB:g
232|545 A v b5 200mg | REREREER | 00mgomL |57 (%) - 100.0 | 100.0 | 100.0
039|701 R BEESE 235mg kﬂﬂ%ﬁ.ﬁ,z%Z%mgﬂmmL K —  |ReEY | ReEV | RKeEH
24579 KO VESE 3.3mgx3 [FRAVSY _ 2021.9~
124| T 2 2/8>3F 20mg ¥/ 7 4 igg”n%@"r;'i pH 641 641 642 | 20221
232\ R g —EEH 20mg  LTLI 7=~ oomgiamL B2 (%) - 100.0 | 100.0 | 101.3
039|701 R BEESE 235mg kﬂﬂ%ﬁ.ﬁ,z%Z%mgﬁmmL K —  |ReEY | ReEV | RKeEH
24579 KO VESE 3.3mgx3 [FRAVSY _ 2021.9~
124| T2 32/3>3F 20mg ¥/ 7 4 igg”n%@"r;'i pH 67 | 67 | 818 | o022
- . - UB:g
232|545 A v b x5 200mg | REREREER | 0omg/omL |57 (%) - 100.0 | 100.0 | 101.2
7 BEAY R SiEEE 235m ! : _ 55 47 2 | 4 4R SRR | 4 4R G
239 ko ‘//IE;I&_ 33mg?(3 kﬂﬂ%ﬁ%l% 235m3_/10mL [ VN EASH | BEAEH EREH
285 5 5y h P & | LAY 9 9mgiamL | pH - 632 | 632 | 620 |2021.9~
124(50mg/mL) 7 4 : "
52 2 /%w3E 20mg +20mg/mL |7 (%) — 100.0 | 100.0 | 100.0




C. 7OFx 8T 0.75mg VNE~ADRERUVAE)

1.

1.1

1.2

1.3

1.4

1.5

2.

AL LHBRKE—FE

(THF—ILESA 10mg (B2 T 5RF UHEE))
» =7 Y= LIES ] 10mg/10mL (EBERMHER) + 7 = % 2#E 0.76mg 1V (0.75mg/5mL)
- 7 Y LS 10mg + AEFRRIEIE 250mL+ 7 2 % ik 0.75mg 1V (0.75mg/5mL)

(FraEVEstH 1mg (Ev9 ) RAF UBEEE))
A av U ESH Img/10mL (AEEIER) +7 2% U §E 0.75mg 1V (0.75mg/5mL)
s Frav U ERH Img+H AP R 250mL+ 7 7 2 FE 0.75mg 1V (0.75mg/5mL)
c A a b UERM 1mg/10mL (5% 7 N U BEES#KR) +7 v % #iE 0.75mg 1V (0.75mg/5mL)
s Frav U EHNH Img+5% 7 KU BEEA KR 250mL+ 7 2 & 2§ 0.75mg 1V (0.75mg/5mL)

(TEF—IILREEFHFEA 100mg (FEVYAE K))
© TS VIR EHEM 100mg/41mL (GEFHK) +77 1 % SE 0.75mg 1V (0.75mg/5mL)

(THFOVEHRKG6.6Mg (TXHAZY VY VBIZATILF FIDL))
- T Fu U EFHKR 6.6mg/2mL X 4V + BRI 250mL+ 7 7 % V7 0.75mg 1V (0.75mg/5mL)

(HEBERICLSHR

< ABAEW 250mL+ 7 v % UFRE 0.75mg 1V (0.75mg/5mL)

ERAEE. ®H

AR L 72iddE - SRz % 2-1 1

. BUFI AR 2-2 1SR LT,

[ xm. g% |

F2-1 FALELERE

A - R A—h—% gL— K%
AR/ —)L ET AL LMNSHERK ST HPLC F
7ER=ZFUL ET 74 IILLMAEMERRK ST HPLC F

kU 7 ILA D EEEE

ET oA ILLMNHERI ST

Frik

Lw 5EE pH Z#% (pH 1.68)

ELT 74 ILLMAMERK ST

JCSSE 27

75 )VEIE pH 2% & (pH 4.01)

ET A LLSHERK ST

JCSSE 2%

it ABRIE pHR%E & (pH 6.86)

BT IINLMAHERISH

JCSS ¥ 2%

1% 5 BRI pH #Z#& (pH 9.18) ELT 74 LM MERK ST JCSSE 2 &
7K fiKkELEEE TR SIA-K
#2-2 FEALEER

& 30 £ H&| No. awy k

A/ ¥ FaVIERIEREYE

ABEEGRIXELREEERFA R

r08-PALO/34/1] -R3

07-PALO

ABERIXZLREEERTE R

PA16108-40] -R5

09-PALO

ABERIXELEEERFAH

[F-09-PALO/26/1] -R1

7 BXxFFE 0.75mg ABEERITEHRASH ® 0C94
TH KO ViEstik 6.6mg TFARY S v XLH @) 19N083,20N023
ALaEVESA 1mg AAREEKRASH ® 401510
IHH—)LiESHE 10mg AAEEHRASH @ 200650
TES—ILRiFEEER 100mg MSD # &1t ® E703M
KIFZE K 100mL GESTRAK) HASHRFHETIS ® 0D94P
KIFHER 5% 250mL (5% 7 FOMETHRK) | XL RIFRETIS @ K0D90
KIFE BT 250mL (ABEBER) HXLH KIFHETIS ® K0D91

XKL, ABEZICEVTREHAADEBREE L TORFT (ONFEEDHTF) 2RAVE I LEET S,




5.1

52

[ xm. 5% )

EARES
ARRBRICHEH Lo #as 2R 3-1 1T LT,
*x 3-1 {EFA%ES

2 A—Hh—% HIRBES
EFXT ARS5—- FL FHXE TBL15, TBL16
pH * —% — M SIS WA TPHO02
HPLC HAESHEZEER TLC28
FOA EEH AZAZS /LBy UK Ett TLX03
BHkEEEE Ao EH TMQO02. TMQO05
BRARESHE

SENEOET GRE - BRE : il IT) . B - 24 B,
at i O E TR RE : 21.5°C, f/ME : 18.4°C
WEEE 13 B R - 1186 1x, &¢/IME : 1106 1x THh o 7=,

REEE

SEHARKHORTE
BLA R R OO E— 7 BN E SR O T2 T RBRTE O 7 BV 4 5L L 72,

ZOfER, Sample A~H (Sample DA GHOHIZONWTTFE 5.2-2 #2 M) 13 6.3 ERILIC

Br e TR RAIEIS D LT,

BREARONE. pH. 82 (FREXR) OZHFMETEM
PBRTE H K O ERf S 2 3K 5.2 1 I ALY DR A LR E R 5.2-2 IR LT,

TR LES

#5211 HAREBRVAERR
HERIER B & a’ BEEERE 1 FFfE#& 3 EEE 6 B & 24 F5EE
IR (58D O O ©) O O O
pH O O O O O O
O:#lETS —:AELAGL
X1 RENOBRSERICOVWTAE
& 522 HEHAEHLEOEELE
ZNo.DEAH
® @ ®
® @ | @ ERE) | BRD | BREB)
Sample A 1 - 1 — — 10
Sample B 1 - 1 - - 250
Sample C 1 1 — — — 10
Sample D 1 1 — — — 250
Sample E 1 1 - - 10 —
Sample F 1 1 - — 250 —
Sample G 1 — — 401 — —
Sample H 1 — — — — 250

X1 :41mL THERL TA0mML TERELILZER (EFAXDORAEAELY)
KEAAETIRUBEEORAZILLRICEHEOUTRHARIZENML =,




6.1

6.2

6.3

7.1

7.2

[ xm. = |

(1) B R R SO T R BA & DR S
WU R A SO T R BANILL T OWT O FIEIZTRE Lz,
a. BIIRCGEEH O HER OHEICHE U RIERIRIC TN Lk, 7 e X U EE 0.75mg 1V EIRG L
76
b. & USSR O FAE L O EICHE U IR CTlE» Ltk —E20AHBIER S 50 % 5%
7 RUBESRIC TR L, 7 a3 U #iE 0.76mg 1V LIRA L,
(2) iR M OVHURS Bz A LIS D RS A & ofd &
a. EFAZ —EEOABRERICTHRL, 72X #E 0.75mg 1V LERA L7,

AEBRAE (FEASROIE. pH. EEDOERFH)

ARERGEFINCHET 2 00Eh, BEARERFO@EA, BAKRAI LK &R BEICER L=, 2B,
B BHIARE . 24 FRME Y > 7Y VB OREIIZEZ L LTRETHZ L E LT,

oS
A LlB oS Bl 2 WIR TBIZ L7,

pH

Bl L7iEHC &, BARKEF —BRE pH IEE<2.54> 12 K DRk 21T - 72,

E =ik

[EET RS 2 (BB ERER) EHR B 5247 7 1 F U FE 0.75mg /N ~D FEL A & B INA R E
BE O B A EALERER ) ([CEEHE D R CTER LT,

RETHER

EEHREGDORTE

RE LTS TIRERITIEE L 2B GRG0 AI 2 0 Lo R, Bl Ro#A R ko —7 &
Tux RIFIERERKRO Y — 7 OSMITIEF Th o2 N DRFRMEICRIEITEVLO LKL, &
(FEAFR) ORBEHEMICHW A RBRAGEE LTERAT L LT,
KZEARDONE., pH, 52 (BRHEE) OREETME
WTHORESHEAAEDEICB N T H A TOMEE B TRIEZ(LIZRD SR o T,

FCAZb—EA2HR 721178 L, 2B, BAROR S EANIK L TIT- 72488, pH HIE DR %
#7.2.21R” LT,



[ xm. = |
®721 EBREELE—ERX
o rA—h—% Ef/A= BB A % 8 & B M HERETE
® A B gmew)| Gwam |POCP[E & |1 BWE|BEE|6BEE 4 BEE &8
10mg " K |[EEEH | BEEH|BAEH | BREH | BEEH 2020
IHH—)LESA 10mg (B & b + pH 4.82 4.83 4.86 4.85 4.84 712
Sal. 10mL  [##E®R (%) 100 — — 99.8 99.7
10mg K |[EEEH | \EEH | BEAEH | BREYH | HEEH 2020
IHoH—LESA 10mg |B & & & + pH 4.89 4.90 4.91 4.89 4.91 PP
Sal. 250mL  |E#E (%) 100 — — 99.0 100.0
1mg " K |[EEEH | \EEH | BAEH | BREYH | BEEH 2020
FraEVESHAIMg |B X E + pH 4.85 4.86 4.88 4.85 4.86 712
Sal. 10mL  |®#E#R (%) 100 — — 98.2 98.3
1mg R | EEEHH | BN | BEREH | BAEH | HEEH 2020
Arab EstA1img (B Kb & + pH 4.90 4.91 4.91*1 4.94 4.92 P
Sal. 250mL (@ (%)) 100 - — 99.8 99.7
1mg M K | EREEH | BAESH | BAEH |BAEH | EAEH 2020
AUaEVESRAImg |B Kb E + pH 513 5.13 5.16 5.15 5.14 72
SD10mL  |##&E®R(%)| 100 — — 100.9 101.2
1mg M K |EEEH|BEEH | EAEH | BEEAEH | BEEH 2020
FrabviEstBE1mg |B Kb E + pH 5.22 5.24 5.24 5.22 5.21 712
5D 250mL  |%#EE (%) 100 — — 100.6 100.0
100mg # DW | 1 X |EEZH|ERZH |EREH | EAEH |EAEH
TES—ILEFERER M S D 41mL TiEfE. pH 3.94 3.92 3.91 3.90 3.93 2020.
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10. #HiL=EE

1.5 (ABHEHEKIZ X 2R 1Ico>nT,

0 0.0071 mg/mL 23R 72\ 2
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T2 T VS 20ME e, 74 B Y DN RBEIT 6% v 72
T ARG Y T APE10MEq ..o 71,89 BT B RREERE 250Mmg. . 74
T H Ty 7 A-PIERK (26mg/mL)  ............ 11,68,84 P& 7 R 50mg.....ee 69,79,81,84,88,90
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T X LN IR e 72 Vx AP = VEE I 18 i 11,74
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TV 2y S EER 500mg e 79 Vb e a—F TEIEA 1000mg...iiiiiiiin 11,70,85
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