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VAN IV O N w VAR < 95 Aa el i O
07-PALO RS—42358Ii97 & B AR I OSSR
VAR IVIE 3 N w IRV N
09-PALO S ras 108 B
5-HT 5-hydroxytryptamine (serotonin) : 5-t K@ ¥ )y 7% 3 v (kua b =)
ALT ALAT, alanine aminotransferase : 77 => - 73/ 7 VA7 x5 —%
AST ASAT, aspartate aminotransferase : 7ANNTF VBT I /) S A 725 —F
AUC area under the concentration versus time curve : & — B i T 1aFE
AUCous area/t(mder the plasma concentyation—time curve up to infinity :
e G145 MERR KIS & C oD A Hh i BE — e ] il T T A
BDZ benzodiazepine : X V'YV T ¥ ¥
CCr creatinine clearance : 7 L7 F =27V T 7 VA
CINV chemotherapy-induced nausea and vomiting : fLAFEEEH IS L - MRIH-
CL: renal clearance : 27 V77 VA
CLuot total body clearance : &% 27V 7 J » X
Crnax maximal concentration : #% ik
CR complete response : a4
CTZ chemoreceptor trigger zone
CYP cytochrome P450 : b 7 & — AP450
EDsofifi 50%4 &=
EMA European Medicines Agency : Wk B3 )T
FAS full analysis set : i K DN x5 4
GABAAx y-Aminobutyric acid : y — 7 I / B&HE
HEC higly emetogenic chemotherapeutic agents : & B fi H- 3t T i 355 71
hERG t bether-a-go-gofd i {5+
ICso inhibitory concentration 50% : 509% FH & B
IV intravenous : #HRMN
kel TH e B e £
M4 metabolite 4, 6-S-hydroxy-palonosetron : /31 /& b1 > OfL#H : 6-S-& Ko F T4k
M9 metabolite 9, N-oxide of palonosetron : /38 /& b1 > OfLHY : N-F F 3 Pk
MEC modelately emetogenic chemotherapeutic agents : H &5 8 f IH- 1 3 28 1 i 5 541
N/n number
NCCN National Comprehensive Cancer Network : 2 KEAIE#R A Y b T —2
pKi SRR B BLEHR O BUAIE (Ki) O £ %
PM poor metabolizer : fUEEEE DRI TN E
QOL quality of Life : 41§D
QTec QT interval corrected for heart rate : 0FARCHH1EQT [ Fg
tie half life of elimination : 782 F-J8
T inax time of the maximal concentration : %% fe i & 21 52 Iy
Vdss volume of distribution at steady-state : EH#IRFEIZ BT % 5 5
Vd, volume of distribution associated with the terminal phase :
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KB N TSI AL A0~ Y VAT SR, b Mgy
P ATHIA00E ] & IR R < ERBEMRETIC X D 5-HTsZ BRIk LT
WS A BRI ) 0N IR % A 3 2 5-HTsZ AR IRl ST 2 & b u IR
(7 8 F V#E0.75mg) *OARIB~DEAE HIYE LT, 200544 H X 0 RS
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S VR A AL AT BER LB AR I & ) 0 F EDHERL S 7z,
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5mL). 20124E8 A Z 7 1 & ¥ MiGEHE /N v 770.75mg (23 v 7 #HI50mL) D&
RAEIE L7z,

Nu /b u rEHE075mg/5mL [ 7 4 A ] RUsa 2k b u v iR
N 70.75mg/50mL [ 7 4 & &7 1 F ¥ EHE075mg e O 7 1 3 ¥ ik
FNY 7075mgD A —V 54 ARV 23 v 7 ThHO, 20214E2H ([2KEZ
BAs L 720

B, S0t b yEE075mg/5mL [ 7 A R ] JUoa & ba v
HHEN Y 70.75mg/50mL [ & A A7 | (RHD) &, ARG EEE s Lo
BE G HAER O 7 0 % VEHE07Smg K N7 1 ¥ iGN v 270.75mg
EE—THHI MDY, K4 V¥ E2—T7+—ATIE7HF ETEN75mg
RO a ¥ HiEEHE N Y 7075mg (LB, 71 % ¥) O K H B 2 18
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DeFmo 7 1% Y HHE075mg o V7 1 F ¥ jUEHHEN v 7°0.75mgld 2021455 HIS/NE o
JSOHEZBML, HEOERDEEL Tna,

80 /& b Y EFE0.75me/5mL [ 7 4 & | fovoka k& ha v
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(1) BUEMEIESHA] (2R 75 F 2 55) 5120 BUE R OERY TG, &
HAZ R SRR % AT 5 2R O5-HTsZ BARREPH T3, (pl3,
pl9Z i)

(2) BAIZIZ e 2 £ ha & LT0.75mgx 1 H 1R ERHE O MiiEL
T LHEM RGO R TAH % 25 A BE NG L 728883 v 720,
S T O AR G2 T L 228w, (pl4, 158 H)

(3) FALZFREE (Y AT 5 F &) FEMaRT 1P G- Ty Ffe il 20 il s 21 % R
L7, (pl3, plosi)

(4) & b TOIMEEHHE IR0 T L 72, (p27~29B 1K)

(5) 5S-HTsSZ A MK A BRI L IR 2 H L 9
OF v MEBPMBEO KL ARAEZ v, S/ & ba v ofias

A2 B LRSS, Sa /& b a v o5-HTy 2 AR 3 5 Kifiilx
40x10"mol/LT L7zo (in vitro) (p22ZH8)

Ov F-HTsZHAROMEIRI Y » 87 & v, &H5-HTy% 2R HiH)
OMESBAEE BRI LR, S/ hu vy os5-HTsS a5k
AKifl136.3% 10" mol/LT L 72o (in vitro) (p2351R)

6) ERBREWEHELT, Yav o, 7F749F%F v — (ZHHE Tk W
FBE R PR, RS (WSS BEEEAR) b Sbh s 2k
HY FT. ENTEMS 2RI BV CREWHMiN R L 74 -
7RIS 7B 17061 (30.5%) ICRIVER 2SSO b F L7z, ELEIEH
(LfEFE17.4% (97/55751) . ALTHEMA.3% (24/557H51) . BAFE3.2% (18/557
Bl). ASTHINM2.9% (16/55741) /LB [ QT 1 [ R E 5:2.7% (15/55741) |
M55 R 552.3% (13/55761) T L 720 (p40ZBHH)

[V 8. IR ] DEHS,

5 H AR RIS AR © BIMESSEIEREE A 4 15 4 © 2023410 H aT 45300

N/t b0 SiEEEE/ Ny 70.75mg/50mLT 2 1 k7 |

(1) 50mLO#EFHEZ100mLD Y 7 by ZFIZEH A LZZEBATH 0. SEHIHH R
DR Z M TE 5o

(2) RYEA. MWHRD) A7 Z K TE S,

(3) R—=PEFEEIZL, Ny ZIZEALEZRTT 5 2 & THRINEL ED,
AN O &2 ZBhIETE %,

(4) BHRWED72D DTEG 2R, $H7 EDVREL 2 5720, EHEEIED % HR
T& 5,
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1. BR5e &
(1) #& 3| /& by EE075me/5mL[ & A4 |
Nu /& b ar pEIEEHE N Y 7°0.75mg/50mL[ 7 A R |
(2) #& Palonosetron LV. injection 0.75mg/5mL[ TAIHO
Palonosetron LV. infusion bag 0.75mg/50mL [ TAIHO |
(3) &FHDHEK —L+FE+EE+ [ S (BTE) L oeai Lz
(FEAHEATE0922001 75, FIRIT4E9H22H) .
2. —fi§ &
(1) #4 (&%) ju /b v R (JAN)
(2) #*## (@wfiE) Palonosetron Hydrochloride (JAN)
(38) XF LA 5-HTs AARFEPURIGINA] - - setron
3. BEANII TR 0
)
N™ . HCl
%;H
4. A FRARUODFE 413 - C1oHasN20 + HCI
¥ 332.87
5. {t# % (&54i%) (3aS)-2- [ (3S)-Quinuclidin-3-y1] -2,3,3a,4,5,6-hexahydro-1H-benzo [de] -
XIIAE isoquinolin-1-one monohydrochloride
(CASHT T HENL, PR IBIETEICZ L %)
6. A&, Bla. BS. (SO ZEFr 2 — F)
e ES 08-PALO (Helsinnt:)
RS-25259-197 (Syntexfl)
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(1) 448 - R

(2) B

(3) WiEtE

(4) Bh= (D).

. BB

(5) BEEMBETH

(6) DECHRE

(7) ZDOELRIEE

PER A~ KA OREEOR K TH %,

1) HHEEBEZ BT 2 R

Bl AR (mg/mL) HAERH DABERET

FEfE T F v 0.021 FEAEHET RN
TN 0.28 RO THEITIZ W
PEG 400 <1 RO THITIZTL W
2-7as ) — ) 1.3 B2 v

T br=hMUNW 1.60 HIFIZ W
ARV /B 340 wIFizdw

% ) —1(995) 5.2 HIFIZ W
VAFWVANVKF VK 16.0 RREFEITIT W
Fuv¥Lryrsya—jnu >42 RRWETF RN
7K >660 16D THEITF R T v

2) BHEpHIE BN § 2 W BE
AR L

AXHEE (RH) 75% & 0M82% D8 H ARAF R DM T Cld, 13 A EWRME I
D HNTRDo T2,

Al #315°C (4 )

pKa : 89
TR L
etz

[al® : —88.0°~—-920° (100mg. 7 @ ukN A, 10mL, 100mm)
S (WK @ 242nm (X ¥ 7 — Vi (1—100000) )
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e RIFEM ” 127 .
=2 OB =% | og m 1RTEHBE P R
FIRAE . o LDPE*!4%/
= B 25C | 60%RH HDPE™ | 5 4 60f4 H R
S . . LDPE*!4%/ N
fns#EER | 40C | 75%RH HDPE™ K5 A 614 H MY
60C [50%RH| =~ b EES) 438 [ M
100C |g—n | &L F5E2) 4381 A
- B RE L
& HEROKT R
il 80C |75%RH (HES) LA | FiRE R o8
i 1 % 3 72
A J ‘E"‘DE]']‘ ~ 3] [/
i E=¥ a2y b HEES) 12075 R
e vy | BTV SJilx x-h
*1: KEER)ZFL
*2 BEER)TFL Y
WEIEE - Pk, e, Wi, BUEWIRE., B8

il AR BT

R

(1) S AT FL ST B 1 5 1 (R R RIN)% 5« 242nm)
(2) AV A = 7 DOVl (AL A V) 7 A 8eH1E:)
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1. HIfEZ
(1) HFDOXZ

(2) REDHBRUMIK

(3) #HHpa—FK

(4) REIOWE

(5) Tt

- XA/ & A EE0.75mg/5mL[ &2 1 &7 ]
X B RS
<O/ & O EFEEEE/N Y 70.75mg/50mL[ & o KT ]
X3 FESH (50mLOEHE 2 100mLD Y 7 b Xy FIZE A L7z sikiE

JH B
NO/t hOCEEE NO/t A EEEENY T
0.75mg/5mL[ % 1 &9 | 0.75mg/50mL[ % 1 &y |

S8l

PEIR it 7B O A O

FMLen

- NO/ & O EE0.75mg/5mL[ 2 1 K7 |
pH : 45~55
BB CER AT 5 1) - 91
-NO/ & O EiEEEE/N Y 70.75mg/50mL [ & A K
pH : 43~53
FE I CER AT 5 1) - 91

ML ew
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2. HEN OB
(1) B GBS
DEERVHMA

(2) BREEFEORE

(3) #E

3. BT BHEAEDEK
RURE

4, Hff

5. BAT BFEEMDH B
P LY

=D AN =D BRIt
e £120.75mg/5mL '6‘f;$’f’ N
(4449 .75mg/50mL
[&24 K]
F25 54 DfE5mLH 14%50mLH
e VAN = BVAE O NR w AV (=15 . .
s | o OTm) 075
878 |yl RPN 4500mg
D-wv= b= 207.5mg
= I MR MU 7 A KA 25mg 25mg
%ﬁ 'S RN/ & 117 185mg 185mg
7 T U RIKAI 7.8mg 7.8mg
KEEbF b A Bhy Bk
g Bhy Bihey

-0/ & O E5E0.75mg/5mL[ 2 1 K7 |
D (5mL)H Na 0.20mEq

-NO/ & bOY RiEERE/N Y 70.75mg/50mL[ Z 1 K7 ]
148 (50mL)# Na 7.90mEq

M ER R L

B

FA L v

T & UCTULT O A E S 7z,

0 H. fH.
) 9
- N
- HC1 H - HC1

07-PALO 09-PALO



(V. ®FICET3ES |

6. HEIDEERMHATIC AT FEIR S N2 BRI 7 1 3 S HHE075mg M OV 7 1 F 3 KN v
BIEREM 70.75mgKRED T — 5 Th b,

- BEEETICH T 370X 2 5530.75mgDREM

- IEp=ras " Jrr= B
EMRA | WAL A T EINATIV | s
R g | 2OC [CO%RH it/ (s |SOMT) BN
R A S N
it |40 | 75%RH| = | EETEASATN ewn | sk
u— )
Lo
50C| 2y | %L “%%Qé&%ﬂbSEH B
Ak u— )V
0 e
60Cc| &L “"@,rgg(xégf’” 3 H BEA
R E ORI
- i WA TR T 1) A 2> 7= 75,
i ot | ol i &COMHCH
nL | D657 12075 [HNTH -7
B i (20001x) | #EfB A5 A N4 7))V | Ix-hr B
(R HH GEE)
=
S |25C | 60%RH @%gﬁ&‘% TV HLR P
w, |Z¥hu—| B W MEFIANLTV | 137
ot 2L AL et x-hr | OUER
A BIER DA O BAE A T (19300~ 750, F5500LCL H FI48H5T) TLH A M (B0H ) 12
e

WEEH IR, MEREEER. pH. BisWE, =¥ FFF ¥ v RNAR, A
BIERY), AEVERR . JR, £

- BEXHTICBT 2 70% D RiEFE/N Y 70.75mgDRE M4

o REEMA e 1277 .
Sl AR = 1277788 e "R
BHIRE | o5 | go%rm efA | M
* B ok
InsdERER | 40C | 75%RH| w—n “was R | 6fEH BN
IR [ 40C | 20%RH | &L 6% H P
# 60T [75%RH A3 B
—RAHE 3 $Ei ' OB
(%) fEH ) % R 72
I ha—) | D65V TR B 1200
0 L (25001x) (&%) Ix * hr Bitary
A% —‘?j(@f' Eﬁlj*'i
Al () it
’ T
(&%)
T ba— )| EpyE! TRAEE 1227
ZL B (B56) xohr| BHEW
— R FE
(GEYE)
51 1 B O ORI LME T (K300~7501x. 500l C1 H F358KER) <118 H 1 (30H)
(A

*2: Ny FARMKER T AF v OISRV TERELLLD

(3N TRIK(T T AF v 7 BONRL L)

W H PRI, MR, pH. FiWE., = P32 2, RIGE.
BYERY) ., ANEERR T R, 2R

_9_
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7. BAREROBEBEED
REN

8. fitFl & DECEEAL
(HE(LFHIZEAL)

FLLew

RIS Nz B R 7 1 F 2 fE0.75mg K OV 7 | F ¥ pillE s N v
70.75mgKBE DT — 5 Th b,
(1) ECEZ1LHER
BC & 1) #iReofis
7 0¥ VEENT5mg 184 7OV & KL bV IE1Ny &
mEREL.
2) @Eﬁﬁad&e%ﬁu L ORLE
HORERZ IR AL DL T OV h 0 B TRA L7,
OB RSO HE L O &8 U7 B i T L
#. 7 uF VEHENTSmg 13N TV, T u kY R EE
Ny Z0.75mg 1INy ZERA L7,
QTR SRR O I B O e U 7 RIS T L7z
%, —EROEFEIEH D 5V IE5% 7 By BRSNS TH
ML, 70 F VEHE075mg 1354 7V id, 70 F 2t
#23y 770.75mg 123y 7 ERAE L7,
3) W I OV SUAS Sz S A DAL DS & ORLE
OAFEHH & 70 F VEHEN5mg 134 7 id, 7aF Tk
WEHE N Y 70.75mg 1Ny 7 ERE L2,
QF S H & —Em ORI D 5\ 135% 7 8 7 BiEGHE
WCHMRL, 7 0% TEE0NT5Smg 184 7TV ERE L7,
RIEEMG - SENHOLT GREE - BB - 0 AT &), BOLRER © 24050 (BT %
A T iz
HERGE  AMBL pHE A ER. 1%, SMEMM%. 6% K 024 %
WCHE L7z BEZ 7 B VEHE07Smel AL AT %, 6B % &
O24FE RIS, 7 ua ¥ ¥ s Ny 70.70mgld B & E %, 3kF
M. ORFM % M O 24RER 2 12 L 720
B, ARIIREEZZ100%E LTERL .

_10_



(V. ®FICET3ES |

8. fh&l & DECEZE 1L - 70O% 2 8%£0.75mg
(ERAL 2R ZEAE) EAI% AR T it
i ¥ 7N AD > EAI00 LA | AR | MW — R e )

(02%) Uz L LR g HERLETHITE | SRR | M — b D
¥ % v — LI H30mg A | AR | b s
5 % v — LIERE100mg ERFEE | A | DT EE
71 75 F > 1E50mg” EREEE | 2RI | GBI~ G OWChT @ Y
71 75 F 2 1E50mg" 5% I R | GWF B | MG —bg Ao )
Z ¥ #E50mg/100mL A PR R 1R | e 5 - e s By
5 > #1F50mg/ 100mL 5% 1 REHL | LRRRIB | 0o 6 0] — o 510
IN~T T B g ERECIE | 2AFE R | BB~ R m O T @ b
JN~T T B g 5% 1B | GWSTIHe | ot W) — o ()
F T F 2 S EE025g LA | AW B | B e W) — e i )
F I F 4 Sl EHEN025g" 5% 1 BT | 2AWE I 5 | Mo s e B £ )
7 7 ¥ 2 IR 50mg 5% R | 3FFRIR | e N~ e B0 C T 2 b
7Y — FF#200mg R | AR | DT EE
Y S ESGme - RAT: | P10 R RO RGORE )
R0 > I 10mg - RO | L%
75 5 7 A-PUESHE (25mg/mL) - R | i l— b3 2t F1
N b o BIEH200mg A | LA |
J ¥ v 7 A7E20mg — BLAEE | (1%
U+ A Fa— L HE500mg — R | BN~ RGO b3 % )
) 50 2 1E20mg (2%) - A U
T3> - L FVIER - AW | G RO T
<5 3 — RATH: | HEOBCHTME . AN EEROK T
5-FUIE250mg — OIS e | (705 ] — P (s )
JNY b o> iElOmg — SIS | T T T (e LR
i £ 7 —NHELOmg - WO i | B )
70 1 5 A I500mg P | AR | M — R e )
FH R a v ESHELImg — BLAEE | B

* WOEH Ik
Gtk HObTILREOD S572b Db EHH TR L 72,

- 70OFx D =EERE/N Y 70.75mg

E-3 k= FIRA& B[ Z1{t
VIV - a—7 7 iHEN1000mg — 24 | MW —b D 1%
= N7 Y {EGH25mg TEAHTK | 24WERI % | SEOKT
~A b4 ¥V EM2mg TEGTIK | 24 | TSR T B I R (i ]
F T F A EEEHE05g AEBFTIEAE | 4RI 1R | M

VIV - A Fu—)U#EEM125mg

75T v 7 A-PESHE (50mg/mL)
WAL T 7= VY —Pi#E20mL
755 v 7 A-PiESHE (50mg/mL) — BLAE % | F1es
J v 7 ZA20mg
BlEk. MiObITPRZIDH-72b Db ED TR L 72,

[XIL 2. Z Ot B E KL DS M,

— FLE i | 8

(2) PHEBHER

StE | (A)0Tmol/L HCL (mL) | ®#% | B8 | %k | REEHR
pH | (B)0.imol/L NaOH(mL) | pH | #E# | FiR (#9)
7 0% V{E0.T5mg 50 (A)10.0mL 169 | 334 | — )
(1. 5mL) ’ (B)10.0mL 1237 | 7.33 —
7% Y iy 70T5me |, o (A)100mL 198 | 283 | — )
(14, 50mL) ’ (B)10.0mL 1193 | 713 —

— MBI L (A HGREBR I SE IR 5)
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9.

N

el

10. 4% - A&

FLLew

(1) EBPDELER -

(2) a%

(3) FHEE

(4) BEHROME

1. AERE S h 2BEHME

12. ZDOft

5%k

K. HBHIEHRE
wa - ARICKHT S

NO/ & O #E0.75mg/5mL [ 2 1 5k |

A S L CEBBERAE LS. BICX )b ERICsmTs s
END DO, ALY W L72RIEESLHPITHEH T 52, 3L %
EET L L,

NO/ & O SEEEx/Ny 70.75mg/50mL[ 2 1 k7]

OHEFDOWEZRIFT L7720, REZ LA TV AYMEIHEHREE CTREL
TWwWZ &,

@FMED LHLY B L CEMBRGE LA, BI2L )b T s 3
DD LD, NEPSHY B L 72RIEHR T A L,
BRDEGFEIIFFHH L 2w &,

- FHEDSHEAR L T 2 B R NN % 233850 H L 5 I
- WERA B IUIRE L TV D1

XA/ + A EE0.75mg/5mL[ &2 4 &7 ] : 5mL X 5K

< NA/ & O EEEE/NY J0.75mg/50mL [ 4 1 A7 ] 0 50mL X 54

B LW

- /XO/ + A EEE0.75mg/5mL [ & 1 &7 |

INA T AN

FryT
¥ vy 7
T A WL F v T4

Ny T

TIWVIZ=T A A1) FulLr

Ny T

NaJ/ & hOr EiEeEEE/Ny 70.75mg/50mL [ 2 1 K |
RKYyxLF L~

A

AT

B L

80 /& b a v SiEETE N Y 7°0.75mg/50mL [ 7 4 R ] R E, BieDwE
AR RO RSREMEP IR0 LB TH b,

NO/ & O SEEE/NY 70.75mg/50mL[ 24 K] D

RERUVRBOLHE
7 o ® B HHESHET BRHRLmE™
(mL) (mL) (mL)
VAV VAN /4 50 80 140
EL D EHANE=FRE] + [BRNOZBR 2R LT FIRETE 2GR
H2 A = [ Fore ] + [BRNOZBRERCCTRIETE 23 H O |

_12_



V. ;8EICEHT 3IEH

1. RAER (3R

2. RIBESIIZNRIC
HEY2ERE

AT REHE S N 7ZABRR R 7 1 F U EHE0.75mg O 7 1 F ¥ Rl N v
70.75mgKER DT — % Tdh 5,

4. FHEER IR
NEBMEER (O RXT7F %) 5SS HERER (Bo. EL) B
RE#EED)

5. REERIIRNRICEET B E
ARHENIERIE L, WEH24 U 2 PUENESH] (3 A7 7 F V%) o0

WAICRY T A &, [17.1.13H1]

(AEL)
e A VE BB IR B ) (HEC @ ¥ A7 9 F ¥, AC/ECHEES) 285 SR
LR BEENR L L2ENE THERICILEGRBRTIE, 79 =% o VIR
W(ro=tbtur&LTug/kg) OHRIFLGREAZFHE L, Xa /L o
YOEREEBGET L7ze 2O/, SUEHICINVISH 3 2 M58 43 = (CR
5 MREEFR % Ly ol LE % L OREFABOEE) I2owT, /=
thu UEEI L CoNa )/t b Y EEOIESTEARGE S e (B
(PUEMERES AR, YRR, i) 2 WERICED/LERT I AT 1 v 7
JEETIVICED, a2 buarifEe 7=t b YEEOCREDZDISWE
THX [ (—2.70%~7.27%) O T BRAEAIES RS UE-10% % LY, s/ & b
O U HEOIESBHAITRENTZ.) o T2y BREMICINVIZSHT ACREIZOVWTSH
F=kbu BRI L, 280/ & b a s BEOBERTEARGE S 7z (p<0.0001,
Cochran-Mantel-Haenszel testiZ & A MGERIFENT Opfii) o & - T, KHORY
BESERD L TPUEMEESS A (S A 75 F v %) Pe 512 9 b gsiE Ik GO,
i) GEFsIM % &) | & L7z,
FROMRI Y BAFOS-HTsZ AR HUA & MR, ARFNLR %
A B YUEMES A OG- OB T2 2 L.
B, EINTEM L 72K R CI M PUEE RS A 2 T 254108
WCTOREIFER S NTB Y, MREEOMOFILIZOWTIE, S/
t hu Y OENTORARRIERWOT, FHLEV L,
['V.5. (4) BGRERER ] DIHZ,

_13_



(V. amIcET 3ER |

3. BERUVAE
(1) BERUVAEDREES

(2) RERUVRAED
ERAEREAR - ARHL

4. RERUVRARIC
HEY2ERE

6. AERUVAZE
WHE, AICIEZ ST 2k ba v e LT0.75mgZ 1 H 1 I ST
5,

PN 25 T AH B R BB (B & BOR R R RER) o2 BT, a/ttar
0.075mg. 0.25mg. 0.75mg#x5-D3H &I THEEZ 1TV, 2WHCINVIZH
T AT ERETHETD - 7225 BREMCINVISHT 2 H68HIEwh
DOREFIZBWTH0.75mght TRV AR B L7z,
—J. RE2REBRICB TS Y AT T F v AC/ECHEOHEGHINO W THETF
Wiz A7 o 72k 8. 2MEMICINVICH 3 2 ARk FETH D . EHEIICINVIC
13 % A RMPER0.75mghtE The b MW EIAIDSEAD Sz, 7o, BWEHOFEBL
BRI oW T, HEFEHICH S 2 %230 bk h o7z,

(2. EINE M ERALILEGRERIC BV T ABHICINVICOW T ia /) &
M 0.75mghED 7T =X b u YK T AL EREHICINVIZOWT
Nu e ba O T = bu VBRI T AEEEIR SNz, F720 T
HECORIER OFEBUEIENIAEAD R <\ FRRDREMETH 5 Z & 23R T
72
CHHORRIY ., AKFTEHEF, HAZIEZsT /2 oy e LT0.75mg
% LHLEEIRN G- %0 ] & O FE R OH & TRE S L7,
[V.5. (3) HEFUSEFRHER,  (4) MG RER ] OIS,

7. RARUVHEICEEEYT 5

(BFIHE)

7.1 PUBMERES RIS G AR T T AT L,

7.2 KA OWICERMIAA0MER TH 0 . I SRS 2479 &I
WD LA 2 BN D b, [161.25H]
LB [ ARt O [ B CTAH %2 25 A B BN G L7oREBRIE 2wz,
W CToER G 3ETE 2 L,

O/t bA> SR/ 70.75mg/50mL[ 2 A K7 ])

7.3 Ny ZEFHNIEIRNIC SRR 5 2 &,

(L)

71 AFNIEFHATH Y #HEIRTHEHE S NS 720, 7R D23
WFEBULE R MAPIREDP R ONDL EEZONL I Enh, EL & LA
PEPUEVERE B O3 5-FG T TIEAF OB 248 T L TSR ZEBIC
VWb DLEZBND,
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(V. amicEy 318 |

4. REARUVHEIC 72 HECE¥RGENLHANBEZIZ, YATIFF UV REFFFRXII D
BET 2R PEHF T8/ & b a r0.75mg% 308 [ 20T CTEEIRNT: G- L 72 & & o IfiE
(02%) FRZEALARIR EE 1T Z2HME TSR Uy B o0 2 208001 13 K9 40105 [ &

WD TEWHEZIR L7,

SHE DO FRIRRERIZ BT AR ARSI ST /£ b e 025mgZx1H1
W3 H M H CTHIRNIZ S L7k &, %530 HDOAUCamd I EGHI HIZH
NTR2UE LA RD STz, BHEG#%IZHAUCH EARD bz,
FEl A s AR 0 O L P 5-3BRIC B W T, 282/ & 1 »0.75mg % 1:H 1
T4 L7283 H 5 b oo, EINAA ORI B VT, 2su/ & b
T > 0.75mg % 18 [ A5 O Wb TR BB~ G L 728U %= < AR
PE - AT S T 2w, LRI O [ B TAH) % i BE A~ RS
B LU-BII W 0kE L,
BTN PGS L7235 a i3, BRNICIRED EA§ 5 B2 hdd %
ZED O, VA AWM O MR CAH 2 RS- LawnwZ &,
[VIL 1. i EE o R | OTHBH,

73 Ny ZEGENE, BRI RIS A 2 Lo




(V. amIcET 3ER |

5. BRERELHE'

(1) BBERT—2/\vr—

BROBE | HBE M o' S R 4 el vl IR
HERORN Wi WAL, & -
. fivs | koot |10 e | © o
1 HERRN Wi, WAL, &
i | ateooz | PO iy, WA “®ol-|o
] HECH 5B |5 M e, MlrA L. I
i K EX10037010 93181 SRS RS O | O | O |HEr
] MECKGIEE |2 Mle. Wiimt.| -
K ER10037020 2044 SRS R O | O | HEKh
) HECI5B% | % M e, MlF AL, I
85 1A N L pRAS AL oo | o [muwws
| T IHECKGAE |BREm. wEAL.| | -
ALE | PALO-00-01 1545 —EER RS O |HERE
T S, WA, .
2500 31041 e Toesm| O | | © |77 ETHM
T HECH G A% | ZHadei. Wil | e (75—t
[EIPy | BUR10037030 |1y . R ©19 vy
S Je . WE(E AL, 0 \
JL = E4 X . <~ .
paLO-0+03 | MECHFRH | =i s, x| - [ O | O T
FRE. AL
% e ki, e
U b ER &jjmﬂX/\IEJ\ .m,ﬁzﬁ'ﬂ:\ N =
- paLO-0t04 | MECHFRHE | Spprge seum, a| - | O | O [ERIFTEE
o FRER. AL
ALOOLos |FECETIE | Sk, WAL | | | o Lk F s>
6671 — B SRR Thoy)
NN LIt WIEBIL. | | —
PALO-04-06 | 00 BB 75 R O |77 tHxH
 Thmns SR, Wl | | -
PALO-04-07 50501 —EER. 7T bR O | 7R xE
1 50| S | 510057010 %%Qf;c*ﬁ s, ¥k | - |o | o
w4 HEC/MECT: 5. | 5 Hi. % Hiadtrl, JF
A4E | PALO-99-06 875 B - O10

O :§HiliER O : ZEEHR - IFHRED L CIEFHlior g &3

(2) BRPRZEIEGAER" RERERA324 12 LT, 771K @%), »Su /& bua 3, 10, 304
ug/kg (FIKGHE6S) Z HIIFEIRNIZG L, Rzl L7z, 77K
PG s 7-8%4m44% (50%) 12, /Sa 2 & hu v ik b Sh-24%W14%
(583%) A ERRENRD LNz BETOAERLIIBUETH ) HEL 2
FREBEINAE ) A EFRLORBFRLEEE O FAZRED SN, HEHRLHR
BREHAREEOMEIZ D572, X0 & O Y D3~90ug/ kgD BN
RS N7z

)8 a /& b a KR EIZ0.75mgTH %o

_16_



(V. amIcET3EE |

3) AERICHRFRHER>Y | O HECHKS-B#H?

# B
T

% Wi 3t il - E AR A 28 AL AT i OIS BB

HEC* % #£5- 8 L % MV E 5 R4 23141
*it % | (L# : 0.075mg/body76%1. M#E: : 0.25mg/body776). H#E : 0.75mg/
body78%1) FAS

HEC(Y A7 5% ¥ =50mg/m?% 2707+ A7 73 F>1500mg/m?

ks | FVIT ) 9 by Bk L bIAD K 5 AL
IS B X T 2

S s | BIEEPANCER T  bO— 0T E AL AT B
A, 8a /% ba v (LEE :0.075mg/body. M : 0.25mg/body X (ZHAE :
® 1 0.75mg/body) % 303 THIRMNIZ G- L. 2 D305 ICHEC % #% 5-
x =

SMEIER | PUEMIES ARSI S S S (0~2485 1) oW LR CE.L.
(WREERY % | M) o %2491 (Complete Response, CR) 3
HEHIER)
Bl k| PUEBMEIES AP G RN T 2 B (24~ 12005 ) K ON12015 [ 4k
FHMEIEE | OWMALEEIR CB.L, M) o522 (Complete Response, CR) %
FEEHE H

SHEMOMRGEZ MR TE Lo 7,

oM Cochran-
®58 | n CR= (0~24r%R) f s Armitage test
(K BlpfE)
LBE | 76 77.6%(59/76) )
MEE | 77 | 818%(63/77) 1 02858
‘ - (% H Eoplh)
HEE | 78 79.5% (62/78) 1
Rl SEA 28 H
MEOHEEOCRE Z, LEEL 1 10% 2L 1540 770
® B n | CR=(24~12085) | CR(0~12080)
" LB | 76 40.8% (31/76) 38.2%(29/76)
MEE | 77 53.2% (41/77) 49.4% (38/77)
HEE | 78 56.4% (44/78) 56.4% (44/78)
FIEH
L. MK OHE O & ORIV 5B 1£39.0% (90/23151) Td -
720
picd n BEA SRR (RIBOHIE/ FHMET RGE)
LEE | 76 34.2% (26/76)
MEE | 77 44.2% (34/77)
HEE | 78 38.5% (30/78)

* I NCCN#F A FF 4 V20044E 1BV T L ANUSIZHH E T AHEC




(V. amIcET 3ER |

(3) BAEREEHRHAR>
(DD %)

@ MECH5-H%Y
B B g T e 2 (L3 T R AR
Al i 2
MEC* % # 5. & % H ki35 B 3% 20441
*f % | (L# : 0.075mg/body67%]. M#E: : 0.25mg/body68%). H#E : 0.75mg/
body69%1) FAS
x | MEC®D ) b, A% &b 1H 0BG % & AL AR5l S h
BREE | Tu 2
é\%%g EMEEE AN EETI Y P — LV TE R WAIHER A T 2 K
A s8a /& ba v (L# :0.075mg/body. M : 0.25mg/body X iZHHE :
PYERAE N 075mg/body) % 30B AT THIIRINEE G- L. 2 D305 % ICMEC % #¢5-
¥ E | PUEEERIS SRR S 5 2N (0~24F: ) O LRRER (L,
FHEIEE | M) o524 #0H] (Complete Response, CR) 3
gl k| PUEMEEA SN S R (24~ 12085 R) K OS12085 i 44K
FHEIEE | OFEALEER CEO, WEH:) 052480 (Complete Response, CR) 3
F B IE H
SHEMOMHEOE 2R TE Leh o7z,
M Cochran-
58 | n CRZR (0~248%R) 205 | Amitage test®
(FAlpf&)
L# 67 85.1% (57/67) -2 02499
Mﬂ‘%‘? 68 82.4% (56/68) 1 (% H.J:O)pﬂﬁ)
HEF 69 92.8% (64/69) 1
#REHIAE T - W (B, 20 ERIX 5 (65 A, 65521 1)
Bl R AT IE H
MEOHEEOCRZEIE, HEOBINIEN ERA L Tniz,
= B B n | CR&(24~1208fH) | CR=(0~12085fH)
L#E 67 62.7% (42/67) 59.7% (40/67)
M#E 68 66.2% (45/68) 64.7% (44/68)
H# 69 71.0% (49/69) 69.6% (48/69)
EI1ER
L. MK U HREO &5 O EIVEHFEBUHEL1227.0% (55/20461) TH -
720
B n BIE IR = (FRIRGIE/ M SR 5150
L#E 67 32.8%(22/67)
M#E 68 25.0%(17/68)
H#E 69 23.2%(16/69)

* I NCCNZA FF 4 ¥ 200445 51U BV T LNV S T W B MEC
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(4) HREERYEKER
1) BahitiREERY HECH#5BHICBI A7k buraxiie Lz sa /& b o v HuiEik
W G- He g R Y

BB s SR A 7 (A T e

TFTHAL

44 o HEC* % ¢ 5 & 2 VLGS BB 111441
(%a /& ha U8 55560, 7 =+t ba LB 5596) FAS

¥ # |HEC(YAF75F»=250mg/m%: 7 v FI¥ 42 v REHE 2

BEHREE | o277 3 FEOH) OFKG-HEE ST S HER]

s | EIMEULIES T b a— TS R A A B
%8 /7 & b r0.75me/body (X7 T & R) % HilEv:E R4 5-30
SHENCHILG 2T THERI¥% G- L, 2o (FEb ) 7yt ta v

. w | ug/kg (T 77 R) & MIEEHE L. $58&T B HUEAE S #)

HERAE i
BB YV UVBFEY XSRS kb Y/ 5ok ba oA
4555 DI F 7 BUE R ) P 514 24~ 2615 ] & 48~ S50MF [ 2 1 2 ¥ -

£ E | O PUEMEE AP G5 IR 5 20 (0~248F1) o besieIR GE

FHfiE B Loy TEH:) O 554540 (Complete Response, CR) ¥

(REER G | @ PR RES A% 51K 3 2 B (24~ 1200 1H]) O LIFAER

EEMIEE) (s, M) o5 48] (Complete Response, CR) 3

&l K| PUE RS RG-SR K 3 5 1200 B 2RO HALERAE R CE.L, TR

FHEIEE | o4l (Complete Response, CR) 3
FEEFHGE H O

ZVEMTEALEHER O BIFIRI oW T, T REASIES B AE —10%
o ol E YAt s VAR = S0 cll Ni = SVA7) B/ 405 Snts cl N w SV Nl ¢ s VXS 2 AL BB/
WEE &7z,
BER n | CR=(0-248%R) 95% Cl %
X )k bo U | 555 | 75.3%(418/555) T : =270
7=t bar# | 559 | 73.3%(410/559) ERR 727
B (N EIO)
S PR R O EIHIRIRIcOonWT, Skt rns o=
£ b xS B EBMEDBGE S L,
n o + Cochran-Mantel-
. a "5 n | CRE(24-120f) | senszel test®
Na )& ]‘ =y “/ﬁ 555 56.8% (315/555) p<00001
yo=tbuv e | 559 | 445%(249/559) | RALHIET Opii)
#REHIA T - PUEVEIEG AR, MRS, Rk
Rl AT 3 H
12005 ] AR DAL HFE R D FIH B I DOWT, a2+ ha v
7ok ba IR L TAHBEENRED b,
n % (O + Cochran-Mantel-
‘SR n | CRE(0-1208R | "\ ozl test®
a2 ha UBE | 555 | 51.5%(286/555) p=0.0001
yo=truar#| 559 | 404%(226/559) (%4 H _EoplH)
# RN T - PUEMEIEE AR, R, AR
% I NCCNHA FF 4 ¥ 2004481 B VT L NS S T W B HEC




(V. amIcET 3ER |

1) B HEAREE AR Ve
(Do %) Nu )/ b CREORIVEHFEBE1330.5% (170/557#1) Td - 720
FIRHIE (%)
Bl DIEE NaO/twrkOC @ | 7=t bOVE
(h=557) (n=562)
i fik 97(174) 88(15.7)
ALTHIN 24( 4.3) 34( 6.0)
&  R||#H 18( 32) 21( 37)
ASTHI 16( 29) 33( 59)
QTIE 15( 2.7) 18( 32)
JIlIR=g 13( 2.3) 10( 1.8)
GRS WIASZ: ) i 10( 1.8) 18( 32)
R PR 1 B 9( 16) 16( 2.3)
y-GTPE 7(13) 14( 25)
2) REMHER® Thorough QT/QTci kR

Na /bt S ROQTHRICKIZTELME T 2 L2 HWE LT,
HFEN AR ERE B T3 222161 % R RS ZH H BT HeBOS BGEER 2 S L 7.
QT M FEAE & D F M95%E X o LRREIX, €% 71 %42 2400mgT
10mseckl ECTHo 72Dk LT, 282/ & b »025mg. 0.75mg. 2.25mg
DEHETIZT 7R EFEKIZI0msecKiETTH Y. 77 LREDED5msec
KiiCTdho7zo £72, L% PREKE. QRSHFER LEKEEIZH N0/ &
Fa Y OREIRO SN Lo T,

(5) HE - WERIHER MR L

(6) AEMER ARIENZ 7 B F T EHE075mg K N7 v F ¥ 5TiHEiE N v 70.75mg KGR Ol
o5 A6 PR A e OV o8 A R A & Bk L 7o

1) ERABERAE (—ig | (BRG] (R T)

FEAREREE. BT | [ 1% FEEEEH (2 A 7 5 F > %) ¥ A Bl
ERREREE. ER || EAHTEE | WRREBRD G, W, R R L O A )|

) . A= 0 N u DAl = VR N = MRV N0l N E A el P S 4
BIELLEEAE) . & ¥ b)) & O OA EFGRILRD (2, BRI, SR,
BRST — 2N—2Z 5)
. s | | PRSI D b

— EE AR R0k b Oy S G % G BRSO 0 — 2 % 1
REBROAR T—ZHY LT, 19— AKT £ Co
BAZEGIS | 100061
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(V. amicEy 318 |

1) ERRHEIRE (—f% | e fNRGRA] (B T)

FERAREREE. 5T | [1& NT /b O > o R | Bk S AL 7= 0 B C L g
s gat 5 H(ATFTF V5 BGRERDH B, 2a—ZAHIZOWTH/80

fRRRRE. (2 e by oREakEES N, F—L Y X v OREREA 0O

RS EEE) | B PR D & X RIER

T —an—2 | | BEAE L R T R

v — EREE A T b B 564 B o 7275, 25T

E, BB R o R S G PUE R O 0 — A % 12— A H

KEHBROAR ELT, 22— AHDPSOME LT B,

(05 %) BREEGIE | 90061

2 ARERHEELT AL
ERTFEDAR
XI3EmL 7=
RAE - HBROBIE

(7) Z0ft FhLew
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VI. ZEXFEIEICEAT SIEE

1. REZHICEED 5
L&Y LEE

2. FEIBAEF
(1) {EFIEBAL - fEFIMR

(2) BB B
SRR

AT R S N7z 3B R 7 1 3 2 iE0.75mg L OV 7 1 F 3 i N v
70.75mgK KD F— % Tdh b,

S-HTs AR PREIER (79 =k b VIEBE,. 7Yt bo U EBE, +
YEF VR M VIEREKY. SER M UEBE. 4 vV o U HEEEE)
HE  HEOD LW OMEE IR R L, BFRLESHT A2 L,

PUEMEIES A X DR OB A 7 = X 2%, HLERE Denterochromaffin
(EC) M A5 2> & ORI % 521 F THFR R EW E T & 5 5-hydroxytryptamine
(Lo k=, 5-HT) 25 S, HLEDS-HTsZH R Z A LT, KOED
REMMRE D S L, Lidchemoreceptor trigger zone (CTZ) % #%& CMH: Fh X
WARESIN DR L BEHDCTZZ HERI L. € ORAS R8I V25K
R5-HTs% 58k % 4 L TR I R E SN AR ASBR L T b, 281/
b a CES-HTZHERICB W CGEIR DR 2 HHEH 2R 8, &
MZBWTHRI40RERH & IR IR VAR 2 7R3 2 L 6 Ak % U241 i
DIBEDEFEIIZBWTH ZO5-HTeZ AR 2 i3 5 2 12 X ) flkfEH %
BHTLIDEEZ LN,

1) BFEZFAARE OFEEBAIE (in vitro)®

b M5-HTsSe AR QML) ~of etz e Lz 2 A, /Sa )
ha idEWBAIEZ R L7z (pKi=1001).

S-HT B %2 &AM AB O S mAm L su /o v L okiaH
Mz 2 ENOBEHEY 77> P& 7246 SR X 0BG L7z
Nu /& b g, 5-HTs B RICHR L“CPJ‘/‘%E*D’I‘@E (pKi=104 ; Ki=4.0
x10™ mol/L) &7~ L7225, MD5-HTZ MR Z DM Z AR~ D BAIE
FIFEAERET, pKildbILL T TH o 726
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(V. EpERIcT 3EE

(2) EzEMFIT2 BESEAFICWT S/5O0/ O O#FEEHOM
SEA R 150~ 1 2 B’ & SRMRNAER pKiHAZHERE

. 5-HT3 7 v NRINEE 104+02
(52%) 5T 5 IR T 14701
5-HTic 7 v NRIMEE 46=+0.3
5-HTip 7 U RRGAR 42+0.3
5-HT: 7 v NRIMEEE 48+0.2
5-HT uptake I v MRIMBE 5300
a-adrenergicia F v MEHT R 56%0.3
a-adrenergicis 7 v M 54+0.1
a-adrenergicaa A 54+02
a-adrenergicas 7 v MY 54*01

B-adrenergici 7 4 il <4

B-adrenergic: F v Ml <4
Muscarinici J v MRBMBEE 59=0.1
Muscarinicz T v MO 49+0.1
Muscarinics J v MET R 53%0.1

Dopamine: RN S S <4

Dopaminez RN S S <4

Angiotensin 1I-1 Z v MF <4

Angiotensin I -2 7 ¥ /N <4
Ca*" channel RPN A <4(pICs)
Na*/saxitoxin I v MRINBE <4(pICs)
i‘éﬁ;ﬂ;ﬁt&ﬁf}ﬂf‘mte 59 F 4 <4(pICx)
GABAA/GABA A <4 (pICs)
GABAA/BDZ 7 v b4 <4 (pICs)
GABA/Picrotoxin J v A <4(pICs)

neurokinini J v M PR <4
o opioid ENVEY MEUNMEER) 40+04
K opioid ENVEY MEUMEERL) 42+0.1
uopioid EVE Y M CMNEEBE ) 37+02

2) 5-HTy52 8k & DR G BAINE (G vitro)”

[*H] -quipazine # sk ) 7~ K & L CTH WA EREIC X 0, @mHl 5
BEMICBIT 5 Fo-HTe2 AR § 2 8% EINACRilA & L
T ENT WS —EOS-HT S BAREYE & K L 72, ¢ F5-HT»Z%
WIS LTIE, S22 by ROV EL M a v hsd s BAE 2 R

L7
E FS-HT:Z R FEHRIFEER I T 2 ESHEEHR

= Ki (mol/L) _

* A FHEN=3) e PKi
Palonosetron 6.34 x 10! 517 %10 10.20
Granisetron 6.87 %101 9.08 x 101 9.16
Ondansetron 7.69 %1071 213101 9.11
Tropisetron 7.72x1071 777 %101 9.11
Ramosetron 569101 470 x 10" 10.24
Dolasetron 413x10% 548 x107? 7.38
Azasetron 1.19x10° 8.09x 10 8.92
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| VI. E9ERIcT 3IEE

2

EHEEMNTS
SHEREAES Y
(DD %)

3) S-HTsSZ A ESHUER (in vivo)®
HARIZ BT B5-HToZ BRI 2 4 % & SN %2- 2 FV-5-HT#H %
FCEHEARMR (von Bezold-Jarish Effect) (233 2B/ Z kil » b THGRT L
7zo X0k b sid, 2- A FOV-5-HT#HR AHERIR % 0.01~10u g/ kg
O W FRAR NP5 B ARAF IS EIH L. 2 OEDsfliid+ v ¥ vt b u
YRSk b rofil ) HMEERL 2.

RREEZ v MCH T B2-X FIV-5-HTHFH R GHERIRIFIER

HES0%IHIAE (ug/ke)
m & (95%fEFEX )
Palonosetron Ondansetron Granisetron
Hi RN 5 0.04 (0.02-0.06) 2.2(05-39) 0.1(0.01-0.19)
4) HHAEH

@ A BT B HUEHA ST G
FTANNT Y, TIZFIAL DRI AZBLY I vofFE5I12ko
THELLMEHAIH T 2 TR R Z 4 X TRl L 720 P A 2 i ik N
54 B2MMRTIC, ek bay, FrFrebnyiEa s b
O — ) VhE e U CAMEIRR 2 BRI S- L . WEI: 0> 583 % SIRF ] 8142
L7zo gk bar ROt v ¥ vt barid, SFobEAcE 3
Wi i sE Bl B %2 = THEREMICERT S, Xa/k bo gt
YHrebur ) A E T2 TR L7z,

1 XICH T B3EOHERFREEL ST 51EH

BHRA MEnt [\ £ (3918 12 R =)
n & rEE Dacarbazine Actinomycin D | Mechlorethamine
(ug/kg) | (30mg/kg IV) | (0.15mg/kg IV) | (0.4me/kg IV)
Control 0 10.33 +2.66 1750 +11.43 10.00 + 4.69
1 10.17 +2.04 1000+ 054 767 +5.05
Palonosetron 3 6.67 +4.13 1083+ 204 6.00 +4.29
10 167137 717+ 306 300+352°
30 083+1.17" 517+ 445 017 +041°
10 1150 +551 767+ 225 583+431
Ondansetron 30 817 +2.79 1467+ 468 350+ 2.07
100 483+248" 1267+ 345 5.33+4.68
300 1.33+0.82" 583% 445" 467+163

a : p<0.05(Dunnett’s t-test)
b : p<0.01(Dunnett’s t-test)
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(V. EpERIcT 3EE

(2)

EHEEMNTS
SHEREAES Y
(DD %)

720 VAT T T 3mg/kgDERIRNI G2 & o THE T B 20§
LG R A A X CTEMEi L7z VAT T F v 2G5 1IRHRIC,
Nakbray, Fryrrerurlidarshua—VEEE LTAER
IR 2 BRI S L IR0 583 25 @i L7z, Su /b
Y3 lug/kg, A v &y bu 2 id100ug/kgh H A AR5 3 ]

Bz L7z,
1B TRDVRATIF O FREMICHT S/EH
BN S E et @251
nE n (ug/ke) (FifE+ BAERR)

Control 6 0 13.50+5.89
6 0.3 1316 +£6.11
6 1 7.16+4.26
6 3 4.33+403

Palonosetron 6 10 450+5.24
6 30 1.33+121°
6 100 167+1383°
6 300 3.33+301°
6 1 16.16 =5.14
6 3 13.33+4.17
6 10 1333 +3.01

Ondansetron 6 30 8.33+3.20
6 100 4.83+2.40
6 300 1.00 =2.00°
6 1000 1.16 £040°

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

@ 7z Ly MIB PR 3RS 12
TJxlby FeHWT, YATTF VFBAEEM I3 A % B
A L7ze Y AT TF Y 10mg/kgk #IRNIX 59 2305112, S0/ &
MY 1~100ug/kgiEa > b a— VEEE U CA B AR iR & HR N B
5L, WHORBZSMMBIE L. Sa/thoy (1~100ug/kg)
& HEARLEM ISR B N 2 i S €72, Se /b a v 3ug/kg
VLECHEHOZRBEEIE. 22 PO — IV O4%KiETH - 720

Ty MIHBTBRLXTSFFRAMEEICXY 21EH

n n BN ES E UIEﬂiIEI’:";Qﬁl B
(ug/ke) (FiE HZEERE)

Control 4 0 16.00+2.71
9 1 9.67+287"
5 3 0.60+0.89*
Palonosetron 6 10 0.00=0.00*
5 30 0.00+0.00*
6 100 0.17+041*

% : p<0.005(Dunnett’s t-test)




| VI. E9ERIcT 3IEE

2

(3

EHEEMNTS
SHEREAES Y
(DD %)

ER R -
FrfoeR

WIS, 7Ly bEHWT, MRS AT 55 ViSRRI 3
BERZEME L7z 7Ly MCY AT 5F »omg/kgZ JEIENTS L.
ZD0. 24K 485212 %a 2 & b 1, 3. 100 30, 100ug/kg X
Far ba—vEEe UCEBEIRRE HIRNES- L, Y ATTF
P G524 ~T2ME M FEBL S % BRI L, sa 2+ b e Y30
100ug/kg THEIZHWA L7,

7Ly MIBTBY AT SFOBRERPETICHT B1ERA

n ® BIRNEE5E cisplatini% 5% ) HNHI=

(ug/kg) 24-72RERE DR F1£L (%)

Control 0 4747+ 62.0
1 4798 +82.1 -11
3 450.2 +50.6 52
Palonosetron 10 418.0+85.3 11.9
30 242.0+45.2% 49.0
100 261.7+355% 449

I = Rk

% : p<0.025(Shirley-Williams test)

@ A X BT B IEPUE A TSR GRS 1
FEPRHOT RENT 4 ¥ L OHEIFEFEEL IS LT, Sa /&
k1 >0.001~1.0mg/ kgD E RN 51358 % RIS e dh o 72,

A 2T, VAT T F VBRI B R %2 et L7z &
AT 5 F v3mg/kgk HRNIES-3 524, 12, 8. 7. 6. 5. 4. 3. 231X 10
BRI, 2sa /2 & b o v (30ug/ke) ZEIRNIE G- L. MR O 58] % S B 5%
L7ze N2 B VIEY AT TF P57 U S & 0 $H-7EH
DALz,
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VI. EYEREICEIT BIEE

1. MebRE QRS2
(1) RELEE
bR

(2) ERRABRCTHERE SN
_[ﬂ].*f)%}%t 2,14, 15)

AR S N7 R 7 0 F T EHE0.7omg e OF 7 1 & ¥ kil N »
70.75mgKBR DT — % Tdh 5,

FUEAE L

1) HARMNZB B85
O  HARMNEHEN (R E5)Y
HAR MRS N TS F-24% (%8 1 644) 1280 ) & ba v %23~90ug/kg
DOHE T, 30857 THEFEIRNSS L7z 3512 o M4 1
EIZ2MPE T L A O I AR 13135 T 30.8~36. 815 1] & Ak
DTEWHEEZR L7, EWEIEI, BE L7 HE#HACHREEE
AL7ze B, 8u kb u roKEHEIZ0.75mgTH %,

100

—— 3ugkg (n=6)
—— 10 ¢ glkg (n=6)

3 —o— 30 ¢ grkg (n=6)
£ 10 —— 90t g/kg (n=6)
E (CFEH) L IE R )
i :

gL 1

N

It

v

Mo01

~

It

ES

2 0.01

®

=

0.001 7 T T T T T T T
0 24 48 72 96 120 144 16

R (hr)

BARARBERAIC/NO/ £ Oz BEFERARS L 7ZEO
miEd/NO/ & OV IRE#RE

BARAEBRBEABFIC/NNO/ £ O Z58#RAZES L ZEO
EMEE/INT X —F

BEE Crnax AUCo-24nr AUCo-int ti/2 CLiot Vdp
(ug/kg) n (ng/mL) | (ng-hr/mL) | (ng-hr/mL) (hr) (mL/min) (L)
3 6 468+468 | 691124 | 152458 | 308+9.22 214 +60 533+ 70
10 6 7.79+331 | 226+338 | 512944 | 341+375 214 +56 621 +126
30 6 233+323 | 892+130 | 208683 | 31.3+355 17146 463 +134
90 6 526+36.7 | 226+394 | 561129 | 368+4.72 176 £31 551+ 67
P ME = B




[ VI EMEMEICEAT 5 EE |

(2) ERERRAER CHERR SN/
.[ﬂ].':l:'f)j%fgL 2, 14, 15)
(DD %)

@ HAERNEANEE (ERRS)?
HAR NS NGB #2440 (%8 0 60139%) 1223a 2 & b a v #0075~
0.75mg® H & T, 3082 THRIEIRNI G- L7z. &5-% o mAEh
PRI ITIZ2HME TR Ly b A o3 221 08U81130.25m g % 1M0.75mg
DOHET, TNZFNA33J 4160 LD TEWHEEZ R L7z, 3
WENEBIIMET L E#HCHRIEEA R L2, B, Su/ ko
Y ORBEMEIX0.75mg TH 5,
10 - 0.075mg (n=9)
——  0.25mg (n=6)
3 —0— 0.75mg (n=9)
§D X T+ i 35)
-]‘:[\p(
ul 0.1
iy
~N
al
°C0.01
e
&
8=
0.001 T T T T T T T T
0 24 48 72 96 120 144 168
FEfT (hr)
BERARAEREI/NO/ & O 2 BAFBIKRAES L -EBO
migdp/NO/ & O VIBEHE
BARABRAZEREIC/NO/ & O %#5BIRAERSES L 7-BO
HMENEE/IN T A — 4
“"58 n Crnax AUCo-24nr AUCo-inf t1/2 CLiot Vdg
(mg) (ng/mL) |(ng-hr/mL) | (ng-hr/mL)| (hr) (mL/min) (L)
0245 290 a) a) a) a)
0075 | 9 +0113 + 1% 20.53 53.1 61 280
025 6 0.625 6.71 20.16 43.3 213 766
’ +0.072 + 0.89 + 378 +13.7% + 43 +141Y
075 9 2277 25.14 66.38 416 203 695
‘ +0.589 + 628 +19.28 +13.1 + 56 =191
a) in=1. b) i n=5, Pl + LA

_28_




| VI EyEEcRIT 3IEE

(2) ERPRFABRCHERI SN | 2) SAEINICBT BT

mepRE" 219 ©  AEHEY

(0D%) HRE R AN124 % 5502, 281 /& 1 »025mgZ1H10E, 3H
HHTEIRNIEG Lz 2 0EYEHREIZ, AUChun? K5 1HH T
890ng - hr/mLTH A D%} LT3HHTiZ182ng-hr/mL& 72D, %
21650 EADERD 57z,

@ iR
AVE AR A1 8 2 0b50S, 7 1 A4 — N — (14 H BHR3E) ¢%
0/t b r025mgZ 1550 CRMEEE L2 L &, FHRE%Z30
B2 CTHELZL & LEART, ColdR60% IS T L 7225,
AUChHndZMETH o720 BB, AIRTONT /£ bu v ORBEH =
120.75mgTdH % -

10
2 E COWREHER

0.13

0.01 3
1 —2—0.25mg U EHE (1555 1)
1 —0—0.25mg## ik (30R1H)

MR e )& b o o (ng/mL)

(n=11)
0.001 T T T T 1
0 24 48 72 96 120
K5 (hr)

SHEAREBAIC0.2omgDAE THRMEMENER IFELLED
miEh/NO/ & b O REHR (FHELFEERE)

SHEIAREHRAICO.2SmMgDAE THREMER EFEL-EED
N+ hAO>OEYFHE/INT A —4

‘}"‘5 Tmax* ! Cmaxa‘<2 AUCO-inf*2 & /2*3 Cl_tot#<3 Vdss’x<3

* (min) (ng/mL) [(ng-hr/mL) (hr) (mL/min) (L)
U 15 0.851 20.1 370 214 611
(1543 14) (44%) (25%) (24%) (26%) (24%)

T 3 1.38 20.3 33.3 209 554
(30F0 1)) (60%) (21%) (30%) (21%) (30%)

w10 Ll 2 0 ATPIGMO0E %3 TS (EEIRED . n=11

(3) HhEE MR L
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[ VI EMEMEICEAT 5 EE |

(4) BRE-HfRAEOD

H$8816~19)
%

1)

2)

BHOPE
Bl s

(LIIE 30)-2

O FFRHRY VY EOMENEHY
AE R A178 % W32, 2sa & b1 v 025mge FF A ¥
V2 20mg % IR PGS THER L - BF O SE BN 1X. 22
PR TR L (ZIFFETH B 2 LR SN, BEHIC X 2 THA
DIEYBEANDOKBIR SN e h 572, BB, KIFTH/T ) £ b
O v OERBHEIZ0.75mgTH 5,

(ng/mL)
0.45

0.40
0.35 (B#E n=17)
0.30
0.25
0.20
0.15
0.10 1
0.05

=O=/%u /& ha v EMEE % /& b e 0.25mg T

7% 2 &V UPH#E S /& b 0.25mehiE
KT FH A 4 20mghifiiE

Jiiik =Pl = I A= - 3] 5

1
0 24 48 72 96 120 (hr)
(5

TEXYAZUG6A - FEGEARICH T 5 MEH/NO/ & OV IREHE

(ngirglé‘) O= 1 /& hu PR TXH A X Y 2 20mghiiE & 8
i Ra )k ke 0.25mgikE
% g% Y ALY URREE TR A S Y L 20mghiE
Q .

X 300 (&BE n=17)
Ny
i
A
N
i
i3
&=
~
T aal 1
0 4 8 12 16 20 24 28 (hr)
[ |

SO OB - SEGHERIC S 3 MFRT 55 X 8 L BREHTS

@ Arru7sI3IFEOHEART
AR RN 124 % 6412, 231 2 % b a v (0.75mg D ik Nk 5-)
EXANru75 3 F(10mg. 61O RIS 2 b5 L 72KEo
EWEEIL, TN ZNHEME S ROEYBE L ZIZFASETHL L
RSN, PEHIC X 2 A OFEWBREANO BT SNk d o 72,
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| VI EyEEcRIT 3IEE

(4) BE - HAED ® 7FLEY Y NEOMHE/ERY
BiE~19 (DD X) AVE R R A 124412, 281 2 & b i v (0.25mg % LOFS [ 2 1) -C Hi ]

HIRWNEEE) L7 FLE Y v b (0T 2k b v ofe 530512 125me
ORI $£52. 3H HIZ80mgD#EII4¢ ) & PRI 5 L 72D /%
=R = NAOE L7111 - NIPAR = I N IV R 1E O oY o P FE
FETHY, 77LVEY Y FOPRICL 5280 ) & +a » o3EYE)iE
NORBIIR SN h 5T,

LB, TTVES v heoim sk ba CARIEE R & (0.75mg) TOME
TERIIHGT ST,

—O— %1 /& ke HlRE
—A— 7L E R MR

CREE = FRAERZE, n=12)

Mg fa & ha e (ng/ml)

0.0 T T T T T

T ==
0 24 48 72 96 120 144 168
Rsf] (hr)

TF7LEZY MR - FEGFRICH T 5RO/ & MOV IREHTS

<B# in vitro>F 7 10— LP450 (CYP) N %

v MFIZ7a Yy — A2 R ERRICE D, o/ & bo VIR
BV TCYP1A2, CYP2A6. CYP2B6. CYP2C9. CYP2D6. CYP2E1
JOCYP3A4/5% HELRVWEEZ SNz, 72, & ISt 2 1
WeEEFERBRICBWT, S0/ & b1 Y ICCYPLA2, CYP2D6 % O
CYP3A4/5IH 3 % FEAEHIEFRD S b o 72,

2. EEYRE Fmb

/\".3)( _91,2)
(1) #IRF % Al -2/ P
(2) BIVEEER HMER R L
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[ VI EMEMEICEAT 5 EE |

(3) HEREEEH"?

@4 U752 &2

(6) HHEHE"?

(6) Tt

3. BEHMH (FEaL—2 3
) B
(1) BER7GE

(2) WX —2ZEEER

4. TRYR

5. ﬁﬁ21~24)
(1) M —AxESFT
iﬁi@'fﬂtm‘ 22)

(2) M — B EPEPS
B

kel : 0.021 =0.002 1/hr (tu2 : 34.1 £3.8hr) (RIS 10 ug/ kg 5-KF)
kel : 0018 £0.006 1/hr (tz : 41.6 = 13.1hr) (8 AJE B E120.75mes 5-I5)
[VI. 1. (2) BEPR B CHEZE S 721 BE | OIS,

CLuot : 214 £56mL/min (EFE R A1Z10 u g/ kg 5-1F)
CLuot : 203 =56mL/min (8 A% B #120.75mgi% 5-HF)
[VIL 1. (2) BE PR aREE CHERE S N7z M i EE | OITHZ I,

Vdyg : 621 1261 (TR R A 1210 1 g/ kghe 5-1FF)
Vdyp 1 695+ 1911 (B A2 B 120.75mg % 5-HF)
[VI. 1. (2) BE PR SBR THEFE S 7z 1 i BE | D THZ I,

FY LR

HA NN B (24651) S OFHENFE B (37H1) 210 5 & L 72 R4 AT

707 7 ¥ AZH L CTCockeroft-Gault:=X kX W HEMEhB 7L T7F=0 277
T VAR VHEET 5 2 LR ENTH (p<001. KELKGE). €D
ENIPHE CIE R (L BIRBERTE R I B A BB R L B LR T
Hotz

[VIL 1. (2) ERREAER CHERE S M7 il BE | OIS I,

ML

BRI L
<§%>21, 22)
7 v D ORRHNREIZOWTIX, [V 5. (5) ZDMBOFMIE~DOBEITE | DIHSH,

BM LR L
< ZS% >23)

BIAOBITE(T 5 1)

WEARIGH B> 7 v 1 ZICREM ST/ 4 b1 > 0445me/ kg % W BRIP4
5L 7z 2520 M B WA B O JRAL A 0 O RERLIE 1 RERA Lo
SRR IE D 2 1L ENL66HE, 0.85~ 14905 Td o720 KO MU IR 1Y
PRI RO TEILRE & 0 60 o 720 25 Be2AW M O R I AL, B O
AL O HUHH S B BRI T T o - 72
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| VI EyEEcRIT 3IEE

() I~ DBITHS

(4) BERANDOBITH

(5) ZDOMEEEAD
*g,ﬁ..r_&l_zn 22)

(6) MFEZEQHEEE

6. {Lae 25~20
(1) RBEELRT
R

Bl s
<BH>H
R ~NOBIT (T v 1)
RER1ILH HoHA M 7 v MIZHCEERR ST/ & b > 0445mg/kg % Hilnl
RN G- L7 & & FLT P O Re ik 2 1% 5 12 8IRF 1] & C IfiL 45 v i 3
IRIEDHIONE T o 7o FLit U BEH BE I AERF A 1298 A L 481K ] LA 1%
B BR ARG & 72 5 720

AR L

MR L
<HH >N
7 v MBI B MR
Ty MUCEERR ST /& b a v 05mg/kg B EHIRINIR G- L7z & &
B2 2 (IR HLPH OALRR LS 70 Ly £ < oMK TIAE X 0 85w o de i
JEZIR L720 D EVIREILZ /R LML, (HILE. B BEkTh .
HNTHE, BB, BB R O RSB W RESRD bz, F7o, EREK
ORI/ /N I3 & T T R AL BE O T RBIR BEASRRD H v, £ DRUTRE &
LCNa /e huryoaPHRHE Nz, £ oMk TIRmEE L BB
LU 72 e R 3ERS CHURBEDST L L7225, A 9 = V&AM CH 2 IRER KL O
R A7 o 504 G- 2 96 RE [ LUK b U RE SRR S, TS MR 0§
Bo8u /& ba v IR OB BRI RIE S iz,

S ENT I THIE Lz e DI E P AS A3%13861.0~63.0% (5~412ng/mL)
THY., BEIKAET —EDRAER LR LT

ARHHERAL © R

SEE N ERE R AN 64 (B34, &ME344) ([210ug/kgDCRERR/ ST/ &2 bt v
% 30R0 B A1 CHLMIEIR %5 L 72 & & O RZALIK T O 0 SE My B) g A3
Wi s, MAETRETEED L 280 7 & ba vk, M TR
REALRE LTHEAEL TV D 2 LAVRE NIz, M4 T3 R Y 25 H
ENTzHL M4 (6-S-t R ¥ 4K) RUM9 (N-74 3 ¥ FR) O IERZ LA
PHEBLTHZ DL, M5 (V-4 % ¥ FIE-6-7 M) 13D THhICZ DFEAED
MR INIzDRIZS 120 PG HPFEDT95% D3 144K5 1 F TITIRHICHER S h.,
ZDH) bDA02%ERHWANED 2 LS, Na kb a rD50%FEEE DM
T THERT 2 2 AR Esnsz, REWMAKOMIDIRPPEIERIZ, Zh 2
Nn109% K U125%TH 1« AAHHM6 (7 ME) IZIRFThFhICHmit S hizo
HIZo720

[VIL 7. ki | DTS
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[ VI EMEMEICEAT 5 EE |

(1) RHBLR
REREES (0DF)

(2) R#IcCEAET S
% (CYP%) D
.5}?_*519, 26) .
HFE5E

(3) MEEEZROF &
RUZDEIE

t MIBIT AR I NIRRT EB ) TH 5o

M-5

AU
o
|

VA s Pl cl N =
EACE RS

B MIHT B8O/ & O OHEE RBEHRRE

e MFI 7 uy—2a%HvizfE ik, AREMA, MK OKE LR et
Sz, KBNS 355 b2 a—2aP450 (CYP) 40 FHEE LCid. CYP2D6
MREETH - 72A% CYP3A4JLUCYPIA2H 5 LTWwWhH EEZ bR,

HVE A AERER A O CYP2D6TG 25 KB TR W (PM) & IE# 2% (EM) % %)
28 u J & ba 0.75mgx 308 [ 20 CHLMEIR NS G- L2 & &, PME

EM& DR IZBHE % HWERE/ ST A —F DiEVIZR SN o 72,

SHEABEKRADCYP2D6EMEDPMEEMIC
NOJ & bO2 z#RARS U ZROEYEE/NT X —4

Cmax AU CO-inf t1/2 CLtol VdB

HERE n (ng/mL) | (ng-hr/mL) (hr) (mL/min) (L)
EM* 3 1.600(19%) | 78.1( 9%) | 495+ 24 161 =15 686+ 31
PM* 3 1571(27%) | 66.0(22%) | 44.1=10.7 192 +40 723182

% 1 CYP2D6IGME(FF 2 b1 X M7 7 AEhGE)
SIS = B R S AT I A (CV %)

FMLn
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| VI EyEEcRIT 3IEE

(4) KEYOEEDOFE
RSB

LR

7. Bt

8. NS RAR—4—IC

Bd 515

9. BFICL HFRER

bt N BEEAHMAK MU BT 5 EVE v MEH R O5-HT 3 56 X
BRI Y L5-HTZ BRI 27 vy = 2 MiFEMIE. wihdoso
X b ryDI%RIETH - 72,

SHEL AR N 6% (3%, ZME34%) 1210ug/ kgD MCEER# /Y1 / & F 1 >
% 30R 20 CTHUBERIR N G- L7208, 2 5- 5 2400F ) F T2 52 D83.2%
ARHICHEE S, Z DT L A EWL4BEE F TOPEMTH > 720 Fh~D
PEME3.38% CTd > 720 REILIR L L CTO14485 [ F TR HEME1239.3%
ERPRPRIEER D #50% % 5D A WMA L OMIDJRHPEERE, Z2h 2
N109% K 125%TH > 70 T2 &8 2 75 » A160mL/hr/kglZxf L,
REALKRDE 2 V) 7 5 » 213665mL/hr/kgTH - 720

SEARERAICCIRH#/NO/ £ O 10ug/kg%
BEFEIRARS U - & E ORPHE#ER

FRABEMER (%)
s BE5#% BE5%
R | R | o~ 240m%R O~14485
EH
wetse | feseE | ok RO | MO M4 é%ﬁ@
N 859 811 36.8 138 116 189
KiE| 3 + 69 + 69 + 50 + 921 | =16 | = 31
N 805 778 418 112 102 146
T3 + 59 + 59 + 140 + 65| =41 | = 61
83.2 795 39.3 125 109 168
Pas
k] 6 + 64 + 60 + 16 + 05| =07 | =07
SR + B

AR L

BM LR L



[ VI EMEMEICEAT 5 EE |

10. HFED

Hde =
(S

% %28, 29)

1. 2Ot

EHT B

1) FEREREREEE BT B B
AHE BB RERE E #1281 2 & b1 2 0.75mg & 3080 72 1 CHLIR BRI
L L7k &, HEOBERIEREEE TIIEER AN, il ER L.,
AUCIZL3fHIE & EA L7zo BRI - WO ERRRER HH 2B 2 H B
REII RN & W] 5 D2 E TR hr o 720

BREREEC O/ £ O 258IRARES L LBROEYEIE/NF X -4

Exp e n Crmax AUCo-inf ti2 CLuwot CL Vds
s (ng/mL) | (ng-hr/mL) | () | (mL/min) | (mL/min)| (L)
E o | 2549 780 39.3 173 525 617
(FERERE ) (35%) (36%) + 98 +731 +28.6 +396
HRRE - R 9 2574 835 473 154 62.1 607
B RE R 5B (40%) (25%) +138Y| +388Y +159 + 142"
O 7 2.600 100 61.5 149 233 668
R RE R (47%) (59%) +1849 +107¢ +185 +226°

a): CCr* @ IE% >80mL/min, REE - W4 30~80mL/min. FEE <30mL/min

(% @ Cockeroft-Gaults\ HHM L7227 L7 F =027V T F Y R)

b):n=8

o)t n=4, FACFIME = B DU (CV, %)

2) WFEERERE EH T B BT
HLE A FRS RS 1281 2 & b 1 >~ 0.75mg % 3085 72 1 T Ml EHIR PR
U728 &, Pid v &5 B I OV H B o0 JiF B g e 553 TR AN LS HEX
T LA > 7255 AUCIHAEERE N & B ~ H B O JF B Bk 55
DETH LD RENI Lo 72,

FrReEERFIC/NO/ & FO2 258 IRARE L ZBROEYEE/NS X —4

‘ar Crnax AUCo-inf ti/2 ClLot Vdg
AR n (ng/mL) | (ng-hr/mL) (hr) (mL/min) (L)
kW 9 2549 78.0 39.3 173 617

(fRERREIEN) (35%) (36%) + 08 + 73 + 396
R 3 1.779 572 30.7 214 564
T4 e s (46%) (33%) + 56Y + 647 =176
rh SRR 3 1.799 825 56.3 160 636
JIT R BE i (31%) (34%)? +284 + 60 + 2307
o OE 3 0.994 60.6 59.9 248 913
JiT 4 i s (36%) (53%)? +26.1 +183 + 2529

Child-PughX a7 :

AR L

BEIES~6, MAEIE7~9, HEI0LLk
a) :n="7. SERCTISMH + BRER DU TI9H (CV, %)
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i. L2 (ERLDFES) (CET SHIEB

AR S N7 R 7 1 F T EHE0.7omg e OF 7 1 & ¥ )il N v
70.75mgKRRED T — 5 Th b,

| BAEREEZOEE | REIhTusn
=?>a2 ""
2. REREETOEH 0 BB (ADBEEIEEEL AV &)

2.1 ARHN DR UBEBUEDREERED H 5 BH
(fRH)

VAN I8 O N w IV N = 7115 ) N 07 S g SO % A i D e A = R o A R ek 1 [
WO, EELZBEIEOHRENH B0 77,

3. RIEER IR R (CRIE [V. 2. B RE IR RN B 2 5 oIS .
THERLECTOER

4. RERUVREICRE (V.4 HERCHEICHEEY 235 0HS K,
THEELETOER

5. EEREARNER L RE SN TV RN
% DIEH

6. HENEREHIT D
BEICEHT IR
(1) AHHE - BEEEZFD
HHEE

9. FENERZFEITIREICHT IR

9.1 AHHE - EEEFDH 5 8%E

9.1.1 HILEREOH 58E

RHNB GBI 2 512479 2 & HILEEHOKRT A HH5bh b L
V%o

(A3
PN O R R C I L S B T I X 2 EE MM, 1 Ly A%
DO E Ao 72A5, S-HTsZ AARFE A C IR LE E B IPEHIEH A3 &
TWab I ENDL, Nu/t huayOFNRECHEROEE (V7= >,
FrF v a ) BEFRXOLBESEIRHRL 72




(W &2 (EALOEES) CHT3EE |

(1) AHHE - BEEEZFD
HBBE(DDLE)

(2) B

or

BERE

anp

(3) FikeEmERE

(4) &JERE2H I 5%

(5) 1tiw

9.1.2 g, RIRBIRBEBREDHZ8E

O/t ba> EEEE/ Ny 70.75mg/50mL[ 2 1 k7 ])
(EPAI I S B
PEBRIME R 2 33 2 & S 0IRICEIZ 2, ERSEALT 2 B2
5,

CftssE)

2Ny 778 (0.75mg/50mL) &, AFEIRR A &AL TB D, 50mLAE L
F MUY AU 0MgE F TV D, SOk, Ll HEREREEEEDD
ZEH Ny FEHOLRGITE D F Y Y A BGOSR LR A
L. DBBICEIEA 2D ) FERAELT 2 B2 d 5.

9.2 BHEEERE

O/ & ba> EEEE/ Ny 70.75mg/50mL[ 2 A k7 ])
(EPLACI I S A1)
Koy HALF Y 2 OBEFG KD R <L EREL T2 BN
W %o

(L)

HEEDOH L BHIZ KGR F M) T AOFEHEIPMET LTSI Ehb,
Ny ZRFIOBGIZ LY Ky BALF B Y LA o@ER G-I ) <
FERDEALT 2 BZND D Do TD LX) HEFITHGT 295G ToklE
BN TH Lo,

HESNTWARW

HESNTWARW

9.5 ITiE
Tl SO IEIR L T B T REYE D & A ki, G E A D E Rk
Z L L ENA2GEIC0ARET 5L, BIWFER (S v M) Th
BANOBITHHRESIN TV D,

(L)
FE|NAE DR ERER B\ TR~ ORI % <0 ZathidfMZ L Twk
Vo G - FEAEFBMERBRIC B W TRERIE 2 RIRT AW RS 7y M
BOTBRENOBITHRO LT WD M UIIEIR L TH S RO H %
TP IZEHR LG MEDE R 2 B % L HE SN LA ORG-S
Nalp
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(W 2eM(EREORES) CHY 3EE |

© B3R 96 IR

R EOARME R ORI REBOARIEZ Z R L, BIALOME I Pk %
BEtrd 52 &0 BWER(T v 1) T, FLTPNOBITSHE SN Tw 5,

(L)
W EBICBNTT v POFITHFANOBITHPRD S b, B EOF MR
ORARBOAEMNEZZE L. IO I IE 2 RETd 5 2 &

(7) NRE 9.7 /NRZ%

NREEZNGE L 72 IHRERBRIZZER L T v
(L)
FEIP R B TR AR AR R, R, LR, DRSG/NBIS 3 2 ]
FEBRIZ 7R < AV L T,
k. NREZRRE U HER AR TIR1638 O 5488035 1 . /NEA
DRFEMEIIER SN T V5,

(8) =& 908 =k
— W AEFIRERE MR T LT b,
(fRHE)
BRI AT REAME T LT b 2 2% L, KKIOfL SRR AS I
L, BWERZHERLRLTVWOT, BEOIREZ HCHEL., MELREKS
D FE e TR E LT,
7. HHEEHA

(1) AZRREZOER | XEINLTVARWV

(2) HFREE L ZOEH EINTW RN

R
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(W &2 (EALOEES) CHT3EE |

8. BI{EH

(1) EXHEMER L
WERREIR

(2) ZOfeDEHER

1. B{EA

ROBWERBH HbNDLZ LD HDT, BEEE T0IATV, REDFE
DO NG E I3RS 2T 5 % E R NEZIT) 2 Lo

1.1 EXLEMER

MA11 av 9y, PF7457F 27— (O FRHHEARD)

Yav sy, TF745F Y — (FHEK
MTEETE) 2H 5bN b b b,

FEAR MR P I IR A O |

(PAERE)

EINAMIBWCTEELRT T 74 7F V=05 SN Tn b, REFEGH%IE
Bl 2 T ATV, 29 IR,
FHPRD LN E I AA OG- 2RI L, @b 2REZ1T) 2 & (F
AT [ EERIEREBIIE Y =27 V(T F 74 7% 2 —) B,
—ICHEWIC L BT F 714 T F =1k, ZOH - PEHEAR THRARATER
THURENDNDH L DT, BHOBIZEZITH 2 L,

FEAR R R PR, T S o

11.2Z DL OEIEA

10%LLE | 1~10%FKH | 1%%H SEFERER
it A HEL A, SR I, ANGE. BIRE,
i3 KRR = 2 — TS Y —, B
IR PR, AR, s, s
v o WE, A Y ANE. R
B, AL T A MLE
Lol - QTHEE R IfLFE E M. BR. IR, O
s ML, TAPESNR. VR RER, RSB
3 HRIEE, MU
i | FERE(19.0%) T, IR | e, BRI, AN L
M. FIE
B, - JR
W
B UMY | AR
i s e
54| 545 7 LV E— VR %
- 2 Lxo<0
¥ Hig E R/ AN
¢ M, 598
AST E#.
ALT k&,
R y-GTP L5,
LDH k5.
ALP LR
[ TRIE, WAL, [ TEBIERN DU (FEhs. RLBE). 284, #
Zofl R 5 i, HYE, . A 2 7 VI vk
FEIR, IESIRE, JE
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(W 2eM(EREORES) CHY 3EE |

0. RARREBRICRIFT
255

e

10. BEKRE

1. @R EDER

12. ZOMDEE
(1) BRERERICE S
& %R

(2) FEERPREABRICE D]
THER

EENTWV W

R

RESIN TN

14, BRALOEE

141 EBIREBOER

(BUEIHE)

1411 KHNZ. 30U E2 T THRIFEICRET5 2 &,

O/ & ba> EiEEE/ Ny 70.75mg/50mL[ 2 A k7 |)

14.1.2 FHEHI T 2BROOHNCE > T CHIFT 2 & FlOHIT &GS
VEmH A EA L, WRNOEKNE 2L DD 5,

1413 HHOWHEY B L ZOHLE LTHEHTAZ &,

1414 FHI L L CEEEZ VY v T AR L 28513 TE v,

CHRERSE)
RHNOFGHRERNZ OV T, EINERRRERIZ 3V T30 3310 THHE S h
THY . 0BRGN CERMITHE L 72BOZ &ML Th vy,

EEINTWRWw

e

ESINTwhwn

R
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IX. FEERFPRENERICRE T BHIEHE

1. SRR
(1) TR

(2) ReMEIFSERN0~

(3) T DM DZEIEHER

2. BB
(1) BEgs
B R

ARIEIT R S U7 SRR 1S 7 1 % S BHEOTSme R O 1 K S AT/ S
70.75mgHRGBRE DT — 7 TH 5,

[ VI SR B 2 T H ] 0 HS

1)

2)

3)

4)

5)

6)

FRHE A A TR 503V

7 A" W7 BB N O ' T VBRI B W TS 2 & b
Oy OHREANDEEP VRN LR INT, SHIZ, e/ kb
¥ O5-HTsUMN D ZFHARNDOVE 2 B L7z R, Mos-HT 2B k% &
& Z DD ZFRIT L TEAEDME N Z L AVRR S iz,
INIIKE

A A B ONEEY B R R B I B3 % in vitrodb N2 in vivoildlii & 52
i L7245 %, hERGT — VERIMHICOWTOICHEIR L ¥ ¥ vk ba v
EHSETHY . BIRHEL LR ZHEICBWTA & v B OEE B
FEBLRF NSRBI A H N Tze A X & V723 Cld. QTR K& OV
BHINT A —=FITEBIIRRD b o T2

I 2 >

A28 & ba a2 LR, FPIRERITH T 2 8B 3R S
Nhoiz,

H AR RS

A28 & bu r B U7 R, SR R o Ui SO
DWFIARD S, X0 2 & b O v OREMEEH A A A ) V2RI
LB HEEHARE S N,

H bR R

Fy Mk ba a2 LR, G BRARHOBATEIN L
THEL TS T. HNEPRRRERIERIEED Sk h o 7,
T e DNUB IR 23 5T

IEFIMEZ v M3 X boy b LaRER, BMIciEd 2430
FHRBIIRRD b b o Tz,

MR L
EHiE =/I\EEE (mg/ke,i.v.)
7 v b 30
<A 30
£ X >20
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| X. JFERPRASRICEST 21EE |

(2) REE#RS
EERR

(3) EfaFE MR

(@) 5 ABEHERRS

Z v MZ1, 3. 10mg/kg/dayZ 15 HHEIRNEES L7250, Sk
10mg/kg/day TH 725 4 X121, 3. 10mg/kg/day% 1+ HHERNEG- L 72
g, 10mg/kghf T—@PEOWHE, FEAR, MF ANV ST A RPAL AT H—
WV OBAEDER S N7zhs, £ DM HT RIZEED & o kBt = 133mg/kg/day
THholzo v MiZ2. 7. 10mg/kg/day % 26 8 FEHIRNFL G- L 7255 5.
10mg/kghf T—#PEDEAEE DA O N72AMRIEIC X Y MIE L7z, 2 OMZHr
Hiz#Eo 5 s, EHEER1Z7me/kg/day ThH > 720 4 X121, 3. 6mg/kg/
dayZz 9 HEFEHIRINPR S L7245 8, 32 136me/kg/day TH - 720

MR 2 72 RS BB BT TH 0« BiFilie 2 v 7 Ge R FL
AR TSRO DN, 7 A& W I/MEERBRIENIZ T v MiF
Ml 2 72 E I DNA G GBI BT H - 720

XTARDLT v &GRSR A A R B (247 ) A392HE S 7z,
<7 AHAEERER (0 GFERD . 0 CRFIE2). 10, 30/ U60mg/kg/day) T i,
8a /& b a ARSI RO R AIZFED SR b o T,

F v MOSAEERER (B 0 0 GefiRD . 0 FHE2). 15, 30K U%60mg/kg/day.
ME 20 GRFEED . 0 (RFFE2). 15, 45 0M90mg/kg/day) Tl B HERE (D
60mg/kg/day#x5-#F 2 UMD 90mg/kg/day$i 5-#) TR OEINAFED 5
N7zo BRI OV F BAROBIHMIRE ORIE O LAIRToO/\u /¢ o v
BHBOEEHW TR SNz, T2, BHEHOATEE. . HIRER.
FUBR. K28 K OB OB A DS BE AR b,

nNa ) bu rPEEEEEALEVWEEZOND 2L, EEBED /Y —
YA HRBAENICED SN EE LA TH LI L %SNS, Na /L b
OryDTy MIBUIAZHEBEIIEY oA T4 v 7 REHICE 25D TH A
LitgE NG, £ INSOMEEIZE MO LT T ERKKRGERICES
NBGEFRE LN 2 BHER CRINMNERS LRORBRTHL I 05,
Na /b a YOFERKHERTHETIIEEOY) A7 IZRWEEZ LR
720
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| X. JFERGREASRICEIY Z1EE

(5) RS
BB

(6) FFARlHE B

7) 20D
ﬁﬁ%‘lﬁ%“se)

1) HEURAT S OHEAR 90 I 5 5 B0 o)
HeZ > MIZ1. 3. 10mg/kg/dayz1l» A BEIRANIES- L2 %, 10mgT
WD EIRFE OB 2N CAGER RO E LR TRRD O
720 Eo Ty AWERIC BT 2 Mt = 3B E) W o A Jif g S OV R ALk
L T3mg/kg/day TdH - 720

2) eV EE TR G- 5
7 v MIZ18. 60, 120mg/kg/day Z #1455 L7oE R, Mtk w3 BE)
Wy o HEFREICXT L CTix120mg/kg/day. &IALIZx L CiZ18mg/kg/day
Tholzo —H. 7HFI218, 60. 90mg/kg/day %= FOF G- L 72555,
AR D Do 72,

3) A B O AL Y
W= v MI29. 30, 60mg/kg/day Z 185 L7245 R, & HERECIEREE)
WITHRE R OCEIRE VK TENA LN, o 0@HBEICEWIER (F1)
DA A SN T2HS, FITA DI E AR I 2 583 EE
DHNLDoT2,

EiEEO T £ ba Yy (10mg/mL) K OEEREA 2 HW/ 2o Fickir s
MR R EBR O AE A RFTRIBE ZBTETH - 72,

St
W7 LV F =B, in vitrod GV SRBRIE OG- et RS E FH 5B %
Fh L7 I NORBRIZBWTHIHEICHE T 5P A IdE0 5k
%))'O f:o
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X. EENEIAICEY $IEE

1. HHX 5%

2. HRhEAE

3. BRRETOEE

4. BBV EDEE

5. B&Mm T EM

6. A—m% - FERhZE

7. EFfREEF R R

@ H A/ & bOCEF0.75mg/5mL[ 21K -

nNaJ/ & Az smiEssE/ Ny 70.75mg/50mL [ 2 1 R |

BIgE, TR (EE - EMSEORTEICL VAT L)
Ve ) %A = B O N IV (AL 3 i E

AR - 34

= PRAT

20. BBV EDEE

Nas + O EEE0.75mg/5mL[ 2 1 &7 ])

20.1 WA S B U CRMIBRAE L2 E1. B X ) bTFhIcsnE
T EDDH LIz, MA SR L 72T HEL I T % 5 i
WA ZEET DI L,

osas & haOr EEEEE/N Y 70.75mg/50mL [ & 1 K7 ])

20.2 BEOMEEREET 5720, KEE DA TV 2SR E CH
BLanZE,

20.3 AHEL ST MU TR L72mE1E, I )b 3225
THIEDNDHLO, SHENLIY L - RITHRITHHT 5 2 &,

20.4 ROBEIIIHEHL 2V &,

20.4.1 HMEDHEAR L T 2 BER NN 25720 S L 2 I

20.4.2 NEWAAELIILIRE L TV LI

[IV. 6. WHIOXFEEM T IZBU 22w ] OB,

BAMTEELTA N
ST holLlBYH: K
F OO BHINTER -

=

— o3 (EFES M)

7 u ¥ ViE075mg. 7 U ¥ M EE N v 7°0.75mg
F % #:r7I=tbo ERE. 7%t o CERE,
F vy e bua VIEREKAY. 7 ER b VIR,
et bo CIERE, 40U o VIERIE

200347 H25H CR[E)



| X. BEWFEICYZEE

8. BEHRFTTAREERH
RUOEREES.
EMEZEINWER B,
BR7ERAaE A B

9. RHEE (I ZHREM.
RERVHEER
EBNFENERAR
RUZORE

10. BEEHKR.
BHMERRARFERH
RUOZDOAE

1. BEEHHE

12. 12 HERIRICEE T 5
T5%R

13. &EJ—FK

14. RER#EF EDFEE

-/XO/ & FAEEF0.75mg/5mL[ 2 1 &Y |
20214 2H15H

S

# 0 H:
xR %
S FE AR H H
W 5¢ B f6 4F ) H -

77+ 30300AMX00183000

20214 6)J18H
20214E 97 7H

-NNO/ & MO REREE/N Y 70.75mg/50mL [ 2 1 K |

A& B4 H  H 20214 2H15H
Ao F 5 30300AMX00182000
AR HENGIRAE H H - 20214E 6H18H
Wi 58 B 4G 4E A H : 20214E 9H 7H
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KEOZHMCE 1. INDICATIONS AND USAGE (k)

(20204E4 1) 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 (¥i#s)

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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ERER T B 155k KED RS CE: | Table 1: Recommended Dosage of ALOXI Injection for the
(05%) (20204E4 1) Prevention of Nausea and Vomiting Associated with

(oo %) 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 |approximately 30 minutes before the
mg) as a single dose | start of chemotherapy

* Note different dosing units in pediatrics

6. ADVERSE REACTIONS
6.1 Clinical Trials Experience (3&#)

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)7.

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 mcg/kg (maximum 0.075
mg) versus 3 mcg/kg (maximum 0.25 mg). A total of
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HOH FAEHAR
KE DTS | 150 pediatric surgical patients participated, age range 1 month
(202044 H) to less than 17 years. No dose response was observed.
(0o %) 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
12.3 Pharmacokinetics (J0¥¢)

Specific Populations
Pediatric Patients

Pharmacokinetic data was obtained from a subset of pediatric
cancer patients that received 10 mcg/kg or 20 mcg/kg as a
single intravenous dose of ALOXI injection. When the dose
was increased from 10 mcg/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
PI Parameter” L2e s;e‘;l:;n to Zle};zatrlfan to 6le}:s:atrlfan tollzezse Zgljm
6 years 12 years 17 years
N=12 N=42 N=38 N=44
Cr*, ng/L 9025(197) | 9414(252) | 16275(203) | 11831(176)
N=5 N=7 N=10
AUCp, h * meg/L 1035(404) | 98.7(47.7) | 124.5(19.1)
N=6 N=14 N=13 N=19
Clearance, L/h/kg 0.31(34.7) | 023(51.3) | 0.19(46.8) | 0.16(27.8)
Vss¢, L/kg 6.08(36.5) | 5.29(57.8) | 6.26(40.0) | 6.20(29.0)

* Geometric Mean (CV) except for ti2 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




(1. szay |

2. 85 BTDB
Be R T IE 1S R
(DD %)

Ho# AHAR
KE DA CH | 14. CLINICAL STUDIES
(20204E4 1) 14.2 Prevention of Nausea and Vomiting Associated with
(oo %) 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?), 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 15 mg) demonstrated non-inferiority to the active
comparator during the 0 to 24-hour time interval.

Table &: 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 Interval]l % ALOXI injection
intravenously | intravenous dose | minus intravenous Ondansetron
(N=165) (N=162) Comparator
59.4% 58.6% 0.36% [-11.7%, 12.4%]

* 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 mcg/kg, noninferiority criteria
were not met.
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EUDSmMPC 4. CLINICAL PARTICULARS
(20184E7H) 4.1 Therapeutic indications (3#)

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 (35#¢)
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 ($5#)

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%.

Common ARs Uncommon ARs

System organ class (21/100 t0<1/10) | (21/1,000 to<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 . D
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 ($¥y)
Paediatric population

No case of overdose has been reported in paediatric clinical
studies.
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(20184E7H) 5.1 Pharmacodynamic properties ($5#%)
(05%) Paediatric population

Prevention of Chemotherapy Induced Nausea and Vomiting
(CINV):

The safety and efficacy of Palonosetron i.v at single doses of

3 ng’/kg and 10 ug/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 ng/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 Lv. 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 ug/kg (maximum 0.75 mg), palonosetron

20 pg/kg (maximum 15 mg) or ondansetron (3x0.15 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 ug/kg, 20 ug/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 CR0-24h
between palonosetron 20 ug/kg and ondansetron was [-11.7%,
12.4%], the 20 ug/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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EUMSMPC Prevention of Post Operative Nausea and Vomiting (PONV):
(201§$7H> Two paediatric trials were performed. The safety and efficacy
(05%) of Palonosetron i.v at single doses of 1ug/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 png/kg or 3 ug/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 ng/kg, max 0075 mg) versus iv. 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 (3#)
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 pug/kg or 20 ng/kg. When the dose was increased from

10 pug/kg to 20 ug/kg a dose-proportional increase in mean
AUC was observed. Following single dose intravenous infusion
of Aloxi 20 nug/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 ug/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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EUDSmPC Table 2: Pharmacokinetic Parameters in Paediatric Cancer
(20184E7H) Patients following intravenous infusion of Aloxi at
(oo %) 20 ug/kg over 15 min and in Adult Cancer Patients

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

Adults Canser
Patients”

2to | 6to | 12to [ 3.0 10
<6y | <12y | <17y |ug/kg|ug/kg

N=3 | N=5 | N=7 [ N=10 | N=6 | N=5

690 | 1035 | 987 | 1245 | 358 [ 818
(495) | (404) | (47.7) | (19.1) | (209) | (239)

564 | 498
(581) | (144)

N=6 | N=14 | N=13 [ N=19 | N=6 | N=5

031 | 023 | 019 | 016 | 010 | 013
(347) | (51.3) | (468) | (27.8) | (0.04) | (0.05)

Volume of distribution“?,| 608 | 529 | 626 | 620 | 791 | 956
L/kg (365) | (57.8) | (40.0) | (29.0) | (253) | (4.21)

* PK parameters expressed as Geometric Mean (CV) except for TYwhich
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 ug/kg and 20 ug/kg dose
groups combined. In adults, different dose levels are indicated in column
title.

4 Vss is reported for paediatric cancer patients, whereas Vz is reported for
adult cancer patients.

Paediatric Cancer Patients®

<2y

AUCpw, h - ug/L

ti2, hours 24.0 28 233 | 305

Clearance®, L/h/kg
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S - 2ong/tnL | & R |MEER| mEE0R| mEe B MERR | mOEA|
(25mg7/m/L) ’ Tr4¥—|  + pH 4.84 4.86 4.85 4.85 4.84 P
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) - ¥4 20mg/omL | M IR EEEN | EEER | B | EEEE | EAEE
53y 2 Z3E20mg LA of 491 491 490 | 490 | 489 | 2.
Sal. 100mL |77z (%) | 100 — — 100.5 100.7 2~3
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* BRFEhIE Sa

| - £IERIER

5D : 5% 7 K I HEESHR

_61_




(. % = |

(Do%)
S - N N o
% " - £ A—H—%| BRI/ RS — BB & # & @& & [ HEEEM
/7} R (E&%/ﬁ\*i) (ﬁ*R/fQE) - —g 2 £ 4 £ 2 £ 2 £ 4 -EEH
5 B % | 165E% | JRFREE | AR | 24RFRE1E
z i % g 2oL R [REES REEH REEN ROER
® 1 7ah Y 2 AERE2g (T ’*‘; + pH 6.29 6.30 6.29 6.30 g
% Sal. S0mL | sk (%) | 100 100 100 97.3
& . o |235mg/iomL|  MEAR | #meaiEER BEE | BEEH | EEEDP
E: -7 | & Er iy kﬂﬂ%%ﬂﬂ 2021
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= F BHECH | 100 — — 100 | 100
MR | EEEH | BEEHH | BEER | BEEH | BEEH
VLT LA > Jb E| 5000 oH | 581 | 581 | 585 | 585 | 580 | oo
BAE(%) | 100 - - 998 | 100.1
m J s % K | EEZEHE | EEEH | BEGERH | BEGER | EGER
EaFFexrsuzr (FFRE som [ on | 528 | 529 | 53 | 529 | 28 | 2%
BHE(%) | 100 - - 998 | 995
% I ¥ |mEE REEY| REOEE RO RORA|
EHFFHA Tz |2 | So0nL oH | 554 | 528 | 541 | 548 | 544 | -0
BHE() [ 100 - - 998 | 993
“ 4 K | EEZEE | EEEH | BEER | BGER | EGERA
54 SR 5 O E| 5000 oH | 486 | 488 | 49 | 488 | 487 |
BHE() [ 100 = = 994 | 996
% K | EEZEE | BREEHH | BEERR | BEGER | BEGERA
R |vbeomgosIe) = 7 @ son. | pn | 763 | 772 | 767 | 767 | 776 | 2o
BHE() [ 100 - - 992 | 986
| T B G S T E T 2l .
s |71 vA - reswm |2 | So0nL T_pH( ) 464 | 43 | 42 | 462 | 4o4 | ;O
BHE(%) | 100 - — [ 1003 | 995
% R |merW|seRY | seR| BeES | BeEY
: . K 5B 2008,
H % 2— LB z | So0nL oH | 487 | 487 | 486 | 485 | 483 | .
BAE(%) [ 100 - - 997 | 995
N ES I S E S e
e KRB 2008,
555y 7k z 5| ool oH | 572 | 579 | 581 | 583 | 583 | .
BAE() [ 100 - — [ 1003 | 1002
% K |Eer | SeR | SeE| BeEH | BeEH
- . X F 2008,
555y 70HR z | SoonL oH | 576 | 576 | 579 | 579 | 582 | .o
331 BAE(%) | 100 100 | 999
;-E?; o50ug/D inL| M K | EEER | BEEH | BaEH | EaEH | EaEH 2008
@l 4 NOYLEM0ug  |B A BB + oH | 490 | 49% | 492 | 491 | 493 | ;O
339 Sal. 100mL | 25 (%) | 100 — — 1006 | 99.8
e baass 400mg(16v) | M KR |BEGER|MEEER HEEEH MEREH MEREHR
o 275;; FUSRBEER | e |y pH 532 | 6544 | 544 | 549 | 550 | 2o
g Sal. 500mL | s (%) | 100 — — 998 | 99.4
MR | EEEH | BEEHR | BEER | BEEH | BEREH
Fh&y— g B E I| 2g/20mL | pH 751 | 778 | 180 | 774 | 783 | 20
% BAE(%) | 100 = — [ 1004 | 985
PUT T 588g/70mL | M X |EEEE | HEE | HEEN | EEEH | EGEH 2008,
»E45E8.4% z st oH | 812 | 818 | 818 | 818 | 817 | O
- Sal. 100mL | sz (%) | 100 — — 99.9 99.9
T 4 K |EEZEE | EEEH | BEEER | BEGER | EGERA 2008
XA O S BHE8.4% z 5 2500 oH | 800 | 799 | 800 | 802 | si2 | ;O
392 BEE(%) | 100 — — 99.3 98.4
Sal : £IERIBE  DW: EHAK
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_ (0DO%)
B x X—hH—%| B/BR e B :
5 " - £ & | B/ RE e & # & B B B SrEAD
2 ) (R | BiRER) | P RE -~ Tan
*’\ E /§ 1 d—_ 4 :t 4
1 % | 1nsEes | onsmi | oeshu |2amsparg| R
isf% ) . _ 1 > ﬂ A3 3 3 3 h
g{ﬁ i glﬁ7ﬁ§$ii4mg/5mL JRF 4R 4mgj_5m|_ I‘i H>|k ,m@,/ﬂﬁﬂ ﬁ%/ﬁaﬂ ﬁ@/ﬁﬂﬂ ﬂ%@f/ﬁﬂﬂ ﬁ%@/ﬁﬂﬁ
i T 0 533 | 534 | 534 | 533 | 532 | 2
Sal. 100mL | %7z (%) | 100 — — 100.1 100.1 2~3
‘ \ M % |mEE AT
B P E’J’*D* U - 10_?_mg f pHﬂk ,\“?756_5}3 EEE | EEEN | EEER (MAEEH )
4 Py . 376 | 376 | 378 | s | 0%
; al. 100nL [%#% (%) | 100 - - 1002 | o6 |
- ‘ 500mg M R | EREFR | EGEHH | EGEMHE | & = :
N . ok . - . AMBEE H /\\\%/ BH ﬁ%%)ﬂﬂ
Ll AT K4 500ng s+ oH 526 | 522 | 518 51; 4 200
fe DW 25nL  [775% (%) | 100 - - 9.6 1(?(? A~
- 500 M R | EEERR|E
SESIEAT L K4 2500ng |fE 87 s e A R R R R
N : oH 534 | 541 528 | 522 | 496 | 2008
W100mL |7z (%) | 100 - - 007 | w2 | 7
_ e ﬂ 2 3 h by .
I FEBOOng GA{—354 500m§_/20mL L Hilk a5 | EEEE | EEERR | EEEER MERER
IR o 584 | 585 | 584 | 58 | 584 | 200
. al. 100nL [E#% (%) | 100 - - 001 | w8 | 27°
10 Mk | EEEH | E B - .
A FE 00 oy Omg/5mL R | EGER|EGEH | EEEFR | EGEHRE | EE&EH
¥ o 527 | 537 | 533 | 534 | 532 | 2008
Sal. 250mL |z (%) | 100 - - 001 | ea7 | V7"
1 S E:: BA | 4% 3 '.
mH 4 K100 N 00mg/5mL R |ERE | EE KR | EGEFR | EEEE | EAEHH
N ¥ of 557 | 557 | 561 562 | 560 | 2008
5D 250 [Ffz (%) | 100 - - 97 | %98 | |
v m :ﬂ ~ .
o FU250me . 750mg/ R |ERE | ERE | EGER |MEREHR | MERER
v Gy L_of 8.41 836 | 835 | 833 | s8ar | 2008
BHE(%) | 100 - - %05 | 1008 |
N 750mg/ M R | ERERE EEE 3 : 2
s ey 5P | R | e R | Be R | EaEe
" oH 8.31 820 | 827 | 826 | 829 | 2008
Sal. 100nL | BHE(Cs) | 100 — - w08 | w0z |
_ v m : : ~ ~ 0y -
S Ak {54 1£g R |ERER | ERER | EGER|EEERR HTHITEY
N IR o 325 | 321 | 320 | 319 | 321 | 2%
al. 100nL |77 (%) | 100 - - 08 | 997 |
YooeLmmmEE || g g 20 (£ K REERIROEN REER REEH ROEN
p5ome SEH 4 o 516 | 511 513 | 520 | 521 | 2008
Sal. 500nL (7% (%) | 100 - - 005 | o6 |
N ;%%#ﬁx Shvreb | 5(_)£.g T IR | AEEET|AEGET AR R AEEER A EET
o o 587 | 501 5.91 5.91 500 | 2008.
DW 20nL (7 (%) | 100 - - 001 | a3 | T
5% jgm corvre b | 59218 s Hﬂk i R R R B R R B R A A B
. 0 599 | 598 | 600 | 599 | 598 | 2008
2 DW 100nL |77z (%) | 100 - - 009 | o1 | "
i _ TATIAEE| 20 (ERY &P 7 : : :
,i@‘ 7953 kMg |BATAS0 s o Ei: : ﬁ?ﬁaﬂ RU R R e
%; N F77—~| Sal. 10mL B (%) {00 _ 4f5 3982 el 4~11.
5 TATIAME | 2 K ok : ‘ en
%ﬁ TN [yt Tg R | EEER|ERE| SRR 25 | EaEH
ol .‘ o 485 | 486 | 485 | 484 | ass | 2008
NFT77—~|Sal. 1000l |5k (%) 100 . . 4~1
e | z - - 998 | 986
: BIER 5D : 5% 7 Rro¥EEsiK DW : JE&AK
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_ (0DO%)
% B2 & # B8
% " X—h—% | B/ R e s R E B R =
5 = Al B | (grmaah) | (Ricam) |FOVRE e Hea
2 B | R | R | ormig 2asmig| TP
I | Smg) | B R |BEEE|EEEY BEEY BEEY | BEEY
Y o 488 | 485 | 484 | 483 | asr | 2008
sal. 30nL (A=) | 100 — - 905 | w7 |
U 2o 20mg (2V) M R (|BREER|BREER EREER | BREER| B REEH
" ; LANI of 484 | 483 | 481 | 482 | ass | 2008
i Sal. 100nL [%#% (%) | 100 - - 1004 | o8 |
i 4 w4 S Neii Seika 20mg R | FEERR|FEEHR | FAEER| KREE | FREER
o fer1 sellel  + o 485 | 484 | 487 | 488 | asr | 2008
. Sal. 10nL [BE#% (%) | 100 - - 08 | w7 | 7"
253 I - ng 1 H:Iﬂe BERE | BEE BEEH BEEH BEER|
- feli T Selka 0 488 | 488 | 487 | 4 :
I ’ Sal. 100mL [##%(%) [ 100 - - 10871 3995 A~
R AAIbE - | o) | K |FEERY FEERY FEGEY FECET|FREET
fi |£/vEizstmomg  [RATSoa]  + o 538 | 5w | 538 | 53 | 520 | 2008
NAFT7—=| 5D 250mL |z (%) | 100 — — 1602 1'00 A~
gi N 2 7 2 f7 :
S IS S : oomg(9v) | M K |FEEER FEEER FMEEER FMEEEHR FMEREH
o Jr1¥—| + of 487 | 481 | 497 | 496 | ag3 | 2008
) Sal. 250nL [ Bz (%) | 100 - - 08 | s | 7
“ P LELE S S : 90mg (9V) IR |FEEER|FERER| FERER| FEEEH|FEEER
o Jr1¥—|  + of 534 | 533 | 549 | 537 | 544 | 2008
5D 250nL (7% (%) | 100 - - 08 | w7 | "
% v ~ ~ “~ . .
. - 10mg X |ERE | ERE | EGER | EGERR | EEEHR
~NT LA S E1Ong B A%+ oH 495 | 495 | 497 | 494 | a4 8: 2008.
2 Sal. 250nL [ (%) | 100 - — [ 1005 | 98 |
- g | |REEH | REET | REEE| REEH| REET
~T LA S 10ng B oA o 53 | 535 | 537 | s | 53¢ | 2008
5D 250nL Bz (%) | 100 - - 1004 | 08 | T
- oong | 1 K |RER|REE| REEH | XEEH R B
<1 kv AL B [BRE US|+ of 484 | 488 | 492 | 496 | 520 | 2008
423 DW 6250 [B7z(%) | 100 - - 09 | o9 | 7"
TomeronL | T % | BEE | BEET | BEE 2 ;
o l\,ﬁiﬁj§$ii40mg N B mi_ mL %= FA BERR | BEER | £E6TH0H | E6EP
B a oH 480 | 488 | 490 | 492 | aom | 2008
" Sal. 500nL (7% (%) | 100 - - 01 | 100 ]
: 120mg/ | # 4k |bFACEE|hFPCEE| pTHCEE|DE AR TR
B TYZRIL- THEB| T raB | hTPLaB|hTAES | hT I AE
S | 2oL TS
C|sEyovistasme T A0 -2 m +(4V) oH 489 | 492 | 494 | 404 2008.
. Tr-x | . . a2 | 2%
. Sal. 250mL | &= (%) 100 — — 100 99.7
: 3000/ | ¥ Ik |pFriEE|bE i |bErEE | hEpiaE | h ik
TYZRIL- FrCEB|hTrCaB| hTraE| hT LB b T aE
s | 50.1nL — -
i | % % — LiEsHR100mg ;4;7{— x "‘+(3V) o 496 | 497 | 499 | 501 | a99 | 2008
" 7| sal. 500nL | B#E(%) | 100 — — 98 | wo |
o | % % U5 — b L . tong/11onl| M K |EEERH | EEEH EEEH EEEH | EEEH
> loone s 74+ o 477 | 416 | 480 | 482 | aso | 2008
5 Sal. 500nL (7% (%) | 100 - - 995 oo | M
5 g | M K | WEER| mEEH | BEE mEET | BEE
. o A AEL MBS pr an 1=y K 75'_EE
X T4Ib7 3
) WA LT g B E T+ oH 495 | 490 | 492 | 40 495 | 2008
sal. 30l [B#=(%) | 100 - - 002 | o6 | T
i B mg |1 K | BEET | BEEH| BERT| SEEY | BEET
AHET LU g | E T| 4+ o 490 | 481 485 | 486 | 485 | 2008
424 Sal. 100nL [B7% (%) | 100 - - 01 | 1001 ] T
Sal : FIEAIER 5D : 5% 7 RofEIsR |
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(DD%)
-3 A e 3
?jJ " - £ A—H—%| BRI/ RS — BB & # 8 & B B SHESEHE
i} (E&Jih/ﬁ\*i) (ﬁ*R/fQE) - —g % 1+ % 1+ % E3 % 1+ % -EEH
5 B % | BB | RFREE | 6RFRERE | 24RFRE%2
- 4omg/anL | M K | EEER | HEEN | BEEH | ECEH | EGEH
BB |FAILE SiE40 FEIE RIS + pH 4.15 4.16 4.16 4.16 4.15 2008,
ﬁ Sal. 50mL |7z (%) | 100 — — 100 01 | 1
+& 100mg/5mL | 1 R |EEERR | EEERA | EEER | EEEH | EEEH
% 527y MEI0Om/5nL  |B A& 1k & + pH 4.41 4.39 4.40 4.42 4.46 2008,
g Sal. 500mL | sz (%) 100 — - 99.6 98.9 s
iﬁ 100mg/5nL | T R |EEEE | \EER | BGEE | BEEH | BEEH
M5 25y ME1oOmg/snl  |B A 1k |+ pH 4.83 478 477 4.67 4.66 fﬂ)ﬁ
424 5D 500mL [z (%) | 100 - — 99.8 102.8
. ey o ea £ K| & R | & B | #EEFR | EEERE | EEER
TATSy s v oo o p| 00me [ REER ROEH ROER ROEH REEH
200m8 x 4| 4oL+ pH 5.31 5.29 5.30 5.32 5.31 g
5D 210mL | s7z= (%) 100 — — 100.1 100.2
L e o0omg/ | M K |EEER | HEEH BEGEH | EGEH | EEEH
INTZy MEEEEER (Y 7L b 2016.
% {2008 x 4| donL+ | oM 5.30 5.26 5.29 5.31 5.27 g
5D 460mL | %77 (%) | 100 — — 100.3 | 1005
S 150ng/) % R |EerR|EeRs|BeRR| BeEH|BeEH
R TZF 2 ES0mg 300mL (3V 2010.
‘HEL] HE I n pH 474 468 475 4.86 5.18 o
2 Sal. 600mL | BHF=E(%) | 100 — - 99.9 100
SR . 150m(g/) % R |EeRR|EeR|EeER| BeEH | BeEH
DRTSF L EEREE )% - | 300mL (3v 2010.
Song <L) AET ooy n pH 4.65 476 4.80 4.79 5.22 P
" Sal. 600mL | B#EE (%) | 100 - - 99.6 99.3
P— M R | EEGER|ESCER|REEOLE|EEENILE FEEDLE
J 8> RO LiE10ng mmo | 10m8/50 pH 457 457 4.58 453 4.58 22821361;
BIER(%) | 100 — — 100.1 99.0 '
4 (e B
o - P 1omg/omL | 1 K |REEER|EECER | EECER EERER | RERER 20084~
JIN> O 3E10mg e pH 4.60 459 4.59 4.58 464 | "0
i Sal. 100mL % (%) | 100 - - 99.9 99.9 o
P— oomg/1onL | M K |[REREH|REEER| REEER REEEH REREH
. J N> O 3320mg smmaTE T pH 454 453 4.56 457 4.50 500181'
Sal. 250nL 7% (%) | 100 - - 08 | %3 |
P— 2omg/1onL | M K |[REBEH|REEER|REEER REREH REREH
J N> O 3320mg cmzore Tt pH 475 4.70 4.68 4.67 4.70 2008,
. T 5D 250nL A% (%) | 100 — - %09 | w6 | M
Syz .| 0008/ | i 4 |mEE | EEEH|REEH| RERY | BEED
15757 istisong <1 v—x| O o507 |40 | 407 | 505 | sa0 | 2%
A7 A Tl sal. o50nL | BHEE%) | 100 — — 998 | 996
i . 600mg/ M R | EGER|BEEER|EGER|EGEH | EEERR
ZIAR 1 eonL (4v)
X5 TS5 F L EEEI50NE | 1 v — X m+ pH 5.49 5.49 5.41 5.51 5.61 500181-
A7 A TV oy osonl | EEE(%) | 100 — - 1002 | 99.9
150mg/ M R | EGER | BEERR|EGER|EEE | EEERR
|V XTI F L AEEER ¢ 4| 300mL(3V) H 4.04 4.04 4.99 4.32 4.60 2010.
50mg[ 7 7 1 # — | 771y + > ' : 5~6
Sal. 600mL H17E (%) 100 — — 100.2 99.9
X . . . : EBDRT
Juaba- | IS g |mess| meEd| ReEY ReER o
7175 F 2 E50mg* 7 A =z " i 2008.
R p 3.13 3.14 3.15 3.13 323 | 4~11
429 Sal. 600mL | %= (%) | 100 — — 100 100
% BRFEARIE Sal : £ERIER  5D:5%7 N UFEEHHR
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(. & =)
(03%)
% 7 A 2 \ =+ .
) - - A—p—%| BRI/ B e & # & B B B HEEEM
® A B mEaw) | GRee) |BFRE ) | %A
= B % | 1EER | 3nFEE | 6RFER | 24RFRE1RE
Ty | 1008 | | meme | meme | meRe | beacEy | T A
S5 % sEEome 2w — | 300nL(3V) hFPIEY| 2008
77~ EoUng X515 + pH 3.17 3.16 3.13 3.15 3.18 4~11
% oD 600mL | #%7F* (%) | 100 — — 99.7 99.3
{0{; 150mg/ M R | EEERR | WEEER | MERER| MEaER | AERER
o |7 > 5 7E50mg/ 1001 A A&t % 300"‘53\’) pH 4.41 4.46 4.49 4.60 4.76 59?181
fE Sal. 600mL | &%= (%) | 100 — — 100.9 100.5
B 150mg/ M R | EGERR | MECER|MECER | MERER | AEGEHR
g 5 > 43E50mg/100mL A 4 {t % 300'"53") pH 4.47 4.46 4.45 4.54 4.76 fﬂ)ﬁ
5D 600mL | 7= (%) | 100 - - 99.2 99.3
S mg | 1 WK |WEEY|MEEE| REEA| ROEA|ROEA|
o] ERIE lepy 5 — + pH 487 | 486 | 487 | 487 | a8 | T ¢
* Sal. 100nL [B#% (%) | 100 — — 100.1 | 999
e by g b ong/tL | R |BEEN| REER RO MEBH WEEA|
Torg” “E Iy s o+ pH 4.86 4.87 4.88 4.87 486 | Tl¢
n Sal. 100nL %A% (%) | 100 — — 100.2 [ 100
v  op o o S/l | M B [WEEN REEN| REER| ROEA|REEA
2z |[EX X5 —iX5mg T - ; + pH 4.83 4.82 4.82 4.81 4.82 o3
5 Sal. S0mL | 2% (%) | 100 — — 100.1 100.2
2 M R |EGER | ECER|EEEH | EGEHR | EEEH
: 20mg/5mL 2010
;u LAAIIL5E A#aE 4+ pH 4.30 4.30 4.31 4.32 4.30 e o
" Sal. 100mL |z (%) | 100 — — 99.8 99.4
smg/iml | M K | EGER | HREER | EGEH EEEH | EEEH
e - . 2010.
K553 iEbng ZmeE  + pH 4.85 4.86 4.85 4.84 4.85 P
441 Sal. 100mL | 2z (%) | 100 100.5 99.7
= 500mg/ | M ik |meEEeR|meRe|meRn| sene | Be R
C [leEs/ s> avs> _ ysz|  DW10ML 2008.
< | R BEAENE pH 478 4.80 4.77 4.79 481 | o0
Z 5D 100mL | 7FE (%) | 100 - - 99.8 100
ed . |75mg/1Eml | M K | BB | BEEH | BEEH | EEEH | EGEH
= TN Meiji Seika 2008.
2 |y astgremg |50+ pH 5.65 5.61 5.72 5.72 566 | 41
|3 Sal. 100nL | 777 (%) | 100 — — 1002 | 99.5
%; Wi i Seika 75mg/1.5nL | M R |EEEH | REEH | EeEH EGEH | EEEH 2008
B |N\NH YL EEEE |5 17 s PH 5.60 5.60 5.67 5.76 564 | 41
611 5D 100mL =y (%) 100 — — 100.3 99.5
27 etiuoug. | SOne/1 Bl | MW [REER| me A mE 5| mEEA | BEAH
Y83 N T T iE60ng o B + pH 5.15 5.12 5.15 5.18 513 | 4y
A
612 Sal. 100mL | sz (%) 100 - — 99.7 99.2
= 1 M R | MEGER I MECER | MERER|MEGER | MEREHR
+ g 2008
CloAwy  #xhg s+ pH 5.15 5.28 5.30 5.28 538 | 41
% Sal. 100mL | mzsk (%) 100 — — 99.7 100.8
o 1g MR | MEGER|NECER | MERER| MEGRER | MEREHR 2008
@ VA7 S EER e s+ pH 5.38 5.51 5.53 5.52 558 | 4 1;
5D 100mL |55 (%) | 100 — — 99.7 99.5
1E 7 7
5 g | M B | WEEN| meE| EeET| Eem o n o
S|Pz oBERE 7T AT S 4 oM | 493 | 490 | 489 | 486 | 478 | 4~11
613 ' BEE(%) | 100 — — 99.4 | 100.1
*BRFEHIE Sal : AIEBIER 5D : 5% 7 R #EEEHR W ESEK




(. % = |

(03%)
5 s u oz A—p | BB | BB & % & 8 ¥ M e~
2 (FRrmsit)| (BRAR) B | 1B | oRRNE | ersmii |2asmie| TP
18 M R | EEER|BEGEH | E6EHR | MEGER RERER 2008
ZNRTJ U EERE |7 A Y- + pH 5.15 5.13 5.11 5.09 500 | .0
5D 100mL | 57z (%) | 100 — — 99.4 97.9
1g M R | EEER|BGEH | ECER | £E0EHR | EGEH 2008
TP AT aEHAg (LTL77—< + pH 4.88 4.89 4.92 4.92 504 | 41
Sal. 100nmL | sz (%) 100 — — 100.1 99.6
1g M R | EEER|BGEH | ECEHR | £60EHR | EGEH 2008
T AT aEHEg (LTL77—% + pH 5.13 5.13 5.14 5.18 528 | 41
5D 100mL | %7z (%) | 100 — — 100.1 99.4
= 250mg MR | MEGER|MECER | MERER| MEGER | AERER 2008
E|\FISLEEEER05g* M S D+ pH 6.06 6.19 6.18 5.99 544 | 41
L Sal. 100mL | %7z (%) | 100 — — 100 105.3
250mg MR | MEGER|MECER | MEGER|MEGER|AEREHR
Clsrrosmteemosg s o+ pH | 635 | 643 | 641 | 630 | 581 |
5 5D 100mL | %77 (%) | 100 — — 99.9 102.4
5 - smEoTE. 1g MR | MEGER|MECER | MEGER|MEGER | MEREHR 2008
ISR CEERE et + pH 6.51 6.56 6.55 6.51 6.45 )
L RETIER sal. 1000 A= | 100 - - %09 | w2 | M
[ smEoTE. 1g M IR |MEGER I MECER | MEGER|MEGER MEREHR 2008
i |/ R WA %E Simel  * pH 6.47 6.52 6.52 6.49 638 | 41
5D 100mL | %7z (%) | 100 — — 100.1 99.3
18 MR |MEGER I MECER | MEGER|MEGER MERER 2008
B |77 Bz EEHEaE  + pH 4.79 4.94 4.89 4.94 495 | o3
. Sal. 100mL | %7z (%) | 100 — — 99.0 98.5
L 1g MR | HEERR|NEeRE|HEeRB|HEeER | HEeEH 2008
TIw ) LA EHHEaE  + pH 4.95 5.12 5.08 5.10 5.11 1
- 5D 100mL | 27752 (%) | 100 - - 98.9 98.1
. 1g MOk | EEE| BGER | BGEH | BGER | BGEH
s boyoasme  [BE71VE oH 488 | 494 | 490 | 487 | as2 | 2008
g W 1[: F 4~1
= Sal. 100mL | sz (%) | 100 - - 100.2 99.0
+ wtoonn 8 MR | EEE|BEEE | BEER | BEGER | BGEH 2008
AEEDRS: 2 1T S el B pH 5.18 5.16 5.16 5.15 507 | 41
c 50 100nL [Z&#% (%) | 100 - - 1008 | 99.9
£3) o 2 M K | EEE|BGEH | EGEHR | BB | EGEH
o |FR I Y SHEAg MeijiSeikal - pH 7.26 7.24 7.23 7.22 704 | 2008
77w 4~11
5D 20mL | mE®=(%) | 100 — — 100.3 100
o I8 R |[mEeR|MEeRE HEeEENEeER HEEEN
T4 TR ;7( :71;73/{; + pH 6.43 6.69 6.77 6.54 6.44 ff’ﬁ
) Sal. 100mL | sz (%) | 100 - — 99.5 100.1
N 1g MR | MEGER|MERER | MERER| MEGER | MEREHR
T4y EERE '; :71;73/{; + pH 6.61 6.81 6.79 6.69 6.50 f@ﬁ
) 5D 100mL | &7 (%) | 100 — — 1002 | 99.8
" - 1g MR | MEGER|MERER | MERER| MEGER | MEREHR 2008
O+ 7« L &3Mig S + pH 5.57 5.58 5.59 5.60 568 | 411
613 Sal. 100mL | %7 (%) | 100 — — 100 99.0
*xBR5ERIE Sal c MBS 5D 5% 7 N UKEESHR




(. & =)

(03%)
5 N ot o
S| w owm e || EEEE | e REBREHF HBREH
Vi == A X TAEE =
2 (=it | (RHRR) B | IR | ORI | GRS |24mSRI| T
== - 500mg/ MR &5 | EE B | BB | EEER | £ ER
= | NRPE-N 23 =
C2{TURAY CREMEA |7 72 EPD DN 10nL " 531 51 500 | 527 | 501 | 2008
~ =:|500mg = 1 + - 4~11
7\;:3 Sal. 100mL | %%%= (%) | 100 - - 99.9 99.8
]‘i? . 500mg/ M R | EGEH | BEER|EGER | EGEH | EEEHR
T RS NETTN N
me ; B2 > miskdEh ng 2l 0 o 561 | 561 | 559 | 560 | 566 | oo
| IR =
614 5D 100mL | %ER (%) | 100 — — 100 99.8
tZ o s omg | X |WACES MAGEE RACEE BACEE BEEAH
5z 1\00/ Ay RBHER |5 71 Y— + pH 3.45 3.46 3.45 3.48 3.52 411
Z=[ Sal. 100mL | zEzzs (%) | 100 — — 100 99.9
T MR | MEGER|MERER | MERER| MEeER | MERER
R s Ayt sy 100mg =3 )= )= =) )=
=g 1\00/"' gV»r YomEER |5 7Y — + pH 3.45 3.45 3.43 3.45 3.47 frovoﬁ
615 5D 100mL | 57z (%) | 100 — — 100.2 99.8
e o g i szenm | o menn | KR BEBIOR | KEBEROR | AEEEHADR
= Sk 7ﬂ( Sk ‘,B(E Ik “IE. :
I | oome | fE W EREERARSER| 0 £rcen| tnsmcs| ThencE| soos.
go|77 oY AkRSmg (7U=Tx 4 [T o | 642 | 638 | 641 | 643 | 644 | 4~
617 BER(%) | 100 — — 99.3 98.1
z 200mg/20mL| & K |DTACEE|hTAICEE HTPCAB| DT PCAE| DT AIESE 2008
1t |70 1) — KF33200mg ¥oms o+ oH 488 | 488 | 488 | 4% | 4% | ;U5
ﬁ: Sal. 200mL | sz (%) | 100 — — 100 99.6
# 200ng/200L | &I | REET | REER| MOER| RERE| REBH|
# |73 — KFE200mg Boms o + oH 475 | 470 | 473 | 472 | 470 | %
629 5D 2000l (7% (%) | 100 — - 100 99.8
Sal : £IBAIER 5D :5% T KoFEEs®  DW: iE5THK
A-2 3ZIECE
RN S W T -
I B (1.7 | f— e #REARER HIAEIE
*i EA X TAEE o~
2 (BRe=tt) | (HIRAR) B % | RSRIE | SNSRI | eRSRSM |2dpsmas| T
6-((3"18)/2"“- M R | EGER|ECEH | EGEHR | £E0EHR | EGEH
245|7 # KO L SEET%1.65m  [FANLToiy|  (4A) + 2010.
232 | Z & —i251%20ng LTL7 7 —|oomg/2nL+ | P | 58 | 584 | 58 | 58 | 58 | ;g
Sal. 100nL | BHE(%) | 100 — — 1004 | 100.2
PARSS N 6-?'“8)/2"“- M R | EGER|EGEH | ECER | £0EHR | EGEH
245|5H KO ESHEI65mg (Lol Tas|  (4R)+ 2010.
23|y > 5y ixstsong |07 70 "] songronL+ [ PH | ST | 998 | 598 | 5% | 59 | 4
7 1 “I'sal. 100mL | BfEE %) | 100 094 | 993
. e s 20mg/1nL+ | % K |EGEE | BEEN | BEEH | EEEH | EGEH
12‘1‘ ;;;’Q; ggg"‘g v EE ;_! %| ng/tn+ [ pH 485 | 484 | 484 | 485 | 484 %Tf;
7S e - Sal. 100nL [7#% (%) | 100 - - 998 | 996
R . 6.6(mg/)2.0mL M R | EGER|EGEH | ECER | £E0EHR | EGEH
245 |7 ¥ — MEFHR1.65mg  |BLEET 4p) + 2010.
441|535 3 ixong = m 8% sng/inl+ | P | S7T | 568 | 569 | 569 | 563 | 57
Sal. 100nL | BHEE(%) | 100 — — 997 | 9.3
16.2mEq/ | 4 R | EeaEER | EEEE | BEEH | BE6EH | E6EH
N BYDWE- | oonl+
124 [BEA~ T 2V —naoml (D0 TERL 2010.
521 | 50 10 S S TORL EEtEH%EEulf 4(215/%5% PH 464 | 465 | 468 | 469 | 474 | VO
Sal. 100nL | EEE (%) | 100 - - 100.1 | 99.9

Sal

CEERIRR




(. % = |

(0%)
B = 7 1 = =] =1 =
=S I A=D—%| BH/BR | o e #REAREH RIS
e X OB e | s TR L / , , x| F7
i = B % | 1EER | 3FEE | 6RFER | 24RFRE1E
20mg/2mL+ | M IR B | & ERR | |aEE | BEER | EaEH
232 |# X 2 — 2 5H%20mg LTLZ 7—~| 7.6mg/2nL 2011.
2454 L5 KO SEEHRI Ong [7ANo sty () + | P | 962 | 502 | 562 | 562 | S84 |, g
Sal. 100mL | B%#=(%) | 100 - - 1002 | 99.9
200mg/4mL | & IR | EEEPR|EGERE | ERER | EREHR | EEEH
245| V)V - O—F 7 EFRA100mg| 7 7 1 ¥ —| (V) + 2011.
232 |4 Z & — 254 7%20ng LTL7 7 —|oomg/onL+ | P | 612 | 611 | 612 | 611 | 610 | 5 g
Sal.50mL |%7#%E (%) | 100 - - 99.9 98.5
9-?('3"5/1% MOk | EEER | EEER| SR | BEEH | BaE
245 |7 ¥ Y — MEGH&R1.65mg  |BELHETE 2011.
124 |7 NOC BRSO Sng 57~ |2 TEs7y—7| 2N 0GI | PR | 604 | 608 | 607 | 605 | 5% | 5.3
Sal. 100mL | &#%E (%) | 100 — - 99.7 98.3
99mg/3nL | 4 Wk |EEEep|Ee R | SR | Ee e | Ee e
245 |5 %4 — MESHK165ng  [ELEETE  (6A)+ 2011,
117|727y ZPiESE (50mg/mL) |7 7 4 ¥ —|50mg/1mL+ pH 6.08 6.06 6.07 6.08 6.06 2~3
Sal. 100mL | &%= (%) | 100 - - 99.8 99.9
" P 9.&()mg)/3mL M R |EGERR | EGEH | E6EH | EGEH | EEERH
245 |5 %t — NESHE1.65mg  |BLEETE|  (6A) + 2011,
124| 5 % 2% > %20ng ¥ 7 7 «|20mg/nL+ PN 611 | 608 | 607 | 605 | 5% | 5, 3
Sal. 100mL | B7%(%) | 100 - - 1004 | 99.8
5t 9-5(9mg)/3mL M R |EGERR | EGEH | E6EH | E6EH | EEERH
245 |5 H KO iE5H&3.3ng  |[PAAUwty|  (3A)+ 2016.
030|742 Kt MI50ng | EFERTH| 150mg+ | P | 638 | 639 | 642 | 643 | 643 | ;7
Sal. 100mL | %% (%) | 100 - - 99.3 99.4
" 9-5(9"1%)/ L | M R |EEGER | EGER | EGER | ERER | EREH
245|5 H KO iE5H&3.3ng  |[PAAUUwty|  (3A) + 2016.
230|704 4> KeBMEMI50ng [N GFERTE| 150mg+ | PH| 026 | 626 | 626 | 625 | 627 | 5 7
Sal. 250mL | B#%(%) | 100 - - 995 | 100.2
99mg/3mL | M X |EGE|EGE|EGER|EGER|EREH
245 |7 ¥ % — MEEN&R33mg |EXEETE| (GA)+ 2016.
230|704 > Kk MI50ng [N FERTH| 150mg+ | P | 656 | 658 | 659 | 658 | 657 | 57
Sal. 100mL | &%= (%) | 100 — - 99.2 99.1
99mg/3mL | M X |EGE|EGE|EGER|EGER|EREH
245 |7 ¥ % — MEEN&R33mg |ELEETE| (GA+ 2016.
230|704 > Kk MI50ng [N FERTH| 150mg+ | P | 644 | 644 | 643 | 644 | 643 | . 5
Sal. 250mL | B7E%(%) | 100 - - 1002 | 99.7
R R s B0 | BB | BB
239|700 A Y R S E2350g | KIEERTE 2021.
245|7H KO ESHR330g PR T/t Ig?’"%mt PH 640 639 | 638 | 638 | 4 g
al. OUML| sk (%) | 100 98.6 98.6 100
e pmars 2ol K [REET REEP| FOEH| REED
239 |7 OH ) X SR E235mg | ABBESTE 2021.
245|FH FOSESR3ANG  [TAXTaisy 183'|3"‘285/6“LL pH 6.38 634 | 634 | 634 | 4 4
al. UL\ ek (%) | 100 98.6 100 100
939 7OH ) X EEEEE235mg KRS T 235mg/10mL R | mEEH OB | REEH | REEHR 2001
FH KO iR RELE) L 95ng/150L  pH 6.45 6.43 6.43 6.42 '
245 TARY Y HIS 4~9
3.3ng>1, 1.65mg X1 +Sal. S0k [0 | 100 986 | 972 | 986
239 7OH ) X EEEEE235mg K T 235mg/10mL R | REEH OB | MEEH | REESR 2001
FH RO SR T +4.95mg/15mL  pH 6.40 6.39 6.38 6.38 '
245 TARYYHINY 4~9
- P N U FOEH | REEW|FEES
239|700 Y R S E235ng [ KEERTE 2021.
245|F H KO E5H7%3.3ng X 3 | TARY S8y Ig'gl’"ggg'"t pH 6.60 657 6.5 654 | 4~9
al. oMLl segesk (%) | 100 100 100 101.4
CEERIER




(. & =)
(03%)
B = 7 1 = =] =1 =
S IR PE R A 72 Y e REBRBEHF IR
K == 2N
7R FRESMD) | (BRES) B | 1B | SR | ensink |2emsmaee|
I P e REE| LA RERR|
TAAH ) X EEEEE235mg M 1.
245 |7 KO > A3 ang 3 [PAnsprty| TONEOL ] A | 6% 652 | 650 | 650 | 4 g
al. coll | seesk (%) | 100 101.4 | 1014 | 1014
% g O/ 0L | K | REE mE R | BE AT | BEEH
239 |7 O% U X SRS T235ng (KBRS T2 2021.
208 | 2 1 L1 T S [ arco | 16508/5nL] o 6.73 670 | 668 | 666 | 4o
+Sal. 50nL[gee% () | 100 98.6 100 100
T gy o001 K [REET e B | MR | mE A
239|704 U X SRS T235mg [KIBEG T £ 2021.
245 |5 H K O 3513 3ng x5 | 7Axy e | T10008/50L  pH | 665 662 | 661 | 660 | 4 g4
+Sal. 2500k | e (o) [ 100 100 100 | 101.4
Sal : £ERIER
A-Q 4FIEC&
7 A 4 \ =+ 3 . .
B o om w |Ah—R| BUBE | xe®REAERE RIS
A K == TN = =
7R RSt | (BRAE) B G | 1B | SR | ensivk |2emmaee|
e N TARL SNy B.6mg/2nL | i AR | EEERR | EfRERR | EEEEE | EGERH | EERH
245 |57 H KO 5H%1.65mg ;;2;/;\; (4A) + = = = = 2010
232 |% > &y 7 E5H450mg P \\/ 50mg/2mL+ pH 5.88 5.88 5.89 5.88 5.87 5~6.
441|700 + FUX 2 Ong® 10mg/ TmL+
TETE M S Dl sal foonL |BHEE%)| 100 - - 988 | 999
. ) R ) 6.6mg/2mL | 14 \ fmfn 5P | | EPR | EE AR
245|57H KO EEHR1.66mg  |[TARC Y0t (4p) + B R |REEN ROEN REEH | REEH | ROEH 2010
232 | # X % — 2 517%20mg LTLY 7 —=|20mg/21L+|  pH 575 | 575 | 575 | 575 | 574 | oo
441|700 - NUXRSSEION* M S D|10mg/inL+ [—
e Sal. 100nL | BEE(%) | 100 - - 1002 | 99.9
. i | ebmg/2nl | ik |EEEE|EEE | EEEP | EEEP | BEES
2457 H RO EEHR1.65mg  |TAXYUwINY | (47) + L BER REER REEH ROEH ROEH 2010
232 | # X % — 2 547%20mg LTL7 7 —=|20mg/2nL+|  pH 579 | 579 | 579 | 579 | 578 | 1%
441|355 32 ix6m = | s | Sne/inl+
7S e B R onL | EEl) | 100 — — 1003 | 999
— N | 6.6mg/2ML | & R | EEEER | EEERA | ERER | BRI | EEERH
245 |7 ¥ % — MESNK1.65mg  |ELRETE| (A + 2010
232 | # X % — 2 54%20mg LTLZ 7 —=|20mg/21L+|  pH 574 | 575 | 575 | 575 | 574 |
441 |R5 5 3 >iEsm = H 8 | omg/TmL+
e = Sal. 100nL | &&= (%) | 100 — — 100 | 999
NN N 7 6.omg/2mL | 4 AR |EGEEP|EERERR | EfER| EGEHR|EEER
245 7_-:77 KO > E547%1.65mg 7523/;/\; (4p) + R il o kil &8 5 2010
22| > % viEgtsong |77 70 |somg/2nl+ | pH 593 | 593 | 592 | 59 | 5% | <
441 |R5 5 3 25 L w| OME/IMLA
77 S e = B B | ol 100l | BEEC) | 100 - - 938 | 999
- N . 7.6mg/2nl | & R |EEERR | EGE|EGEHR | EGER | EEED
245 |4V H KO EEHRIOng [TANST0AY|  (am) + B R | REEN | REER REER| ROEN REES 2010
232 | # X % — 254 7%20mg LTL7 7 —=|20mg/2nL+|  pH 550 | 55 | 55 | 55 | 550 | 75
441|355 32 3x6m = | s % Sng/inl+
7S e % B Gt toonL | EEEC) | 100 - — | 1002 | 100.1
#BREEIE Sal : A£IEBIER




EN 3

(Do%)
7 PANEN ) =+ A
s F A F mma) | Gram) R [ , , , %| FA
i L= B % | BB | RFREE | 6RFREE | 24RFRE%2
_ i | 99me/3nL | g gk | mfniEER | e RER | B | M RER | e EH
245 |F XY — MEEHE1.65mg  |[ETEETE|  (6A)+ 2011
117|745y 7 Z-PE4% (50mg/nL) |7 7 1 ¥ —|50mg/1mL+ pH 6.06 6.06 6.06 6.06 6.05 2~3'
124| 7' 2 37%27%20mg Y/ 7 «|20mg/Inl+ [
sal. 100mL | ZHE= (%) 100 — — 100.1 100.1
N n " ’\i ‘ ﬁ Zﬂ(E ﬁ :RE ﬁ ZKE % .‘ﬂE
239|705 1) X kA E23ng |KIBERTE %fg’gfn/ Lg’;t £ R REEH BER REER REER 2021 9
245|FH KO E5H3.3ng X 3 | TANY Y8y +1'0mgg Sl pH 6.40 6.41 6.41 639 | oot
441 |24 L X4 — LS 10ng| S+ 55 T & : :
* AR ng BERRIR Lol toon [ marmn) | — 100 100 100
an s e 4+ R | EEEE mE B | EEER | EEER
230|701 ) X it E206ng [XBEATE| SoNE/I00L| B R REST il kel e
245 |5 H KO 2 25H%3.3mg X 3 [TARL Sy | T o6 oH 6.42 6.46 6.45 6.44 '
441K 55 3 35ng = m g oz Tome/ml 2022.1
+3Sal. 100mL | Ffzk (%) — 101.3 101.3 101.3
s e MR |EeEE £ 50 | BB IER | e RE
230|706 U 2 figgE2dong [KBES Ty o8/ 100 B K | REES il il B
245 |5 H KO 2 35H%3.30g X 3 |72 S5y | T oome oH 6.37 6.40 6.41 6.41 ;
117|745 99 2-Pi 86 (ong/nL) | 7 7 « + —| +-20me/nL 2022.1
+Sal. 100nL | Bz (%) — 98.8 100 100
. - ;. " "i ‘ ﬁ :ﬂ(E ﬁ :ﬂ(E ﬁ ZKE % :&E
230|707 1 X SiksE236ng |KBERTE %fg’gfn/g Lg’;t = R REEH BER REER REER 2021 9
245|7H KO 2 SE5H%3.30g X 3 | FAN Yk | | o PH 6.46 649 | 649 | 648 '
232| 4 2 % — 7 5H#20ng LTL7 5 —| T 20me/2nl | 20221
+Sal. 100nL | Bz (%) | — 1013 | 101.3 | 101.3
an s e & R | EEER mE B | EEER | EaEE
230|700 ) X i 206ng (xRS T e/ I00L| B R REST il el e U
245|5 A KO 2 E5%3.3mg X 3 | 7ARL Yty +2domgg ont | PH 6.18 6.21 6.19 621 | oon 1
232 |4 4 % v MEEHR200 R , :
7 hibm20e  RAKERER ol toonL | mmmen | — 986 | 986 | 100
an e 4 R | EeEE €550 | BB IERR | e RE
239|709\ X iEikiE236ng (ABESTE S o, o R BER REER REER 2021 9
245|577 K O 2 E5H3.3ng X 3 | TAN St | Lo 3/2 oo 6.57 6.55 6.57 660 | “oion 1
213|5 ¥ v 7 Z3320mg 4 o7 q| TEEN :
+Sal. 100nL | Bz (%) — 100 100 100
. - . " :‘i u ﬂ;\;\ ZXH ﬂ;\ H ﬂ a3s) ﬂ;\ ZH
239|705 ) X EkEE23ng |KIBERTE %fg’gfn/ }g’{:t = R REEH BER REER REER 2021 9
245 |5 H KO E5HR3.31g X 3 [TARY Yty | T 78 PH 6.50 649 | 649 | 642 '
230|715 L iksKIOg (B E x| omer2nk 2022.1
+Sal. 100nL | 77 (%) - 98.6 98.6 100
oan s e 4+ R | EEER mE B | EEERR | EEER
230|706 U 2 geiggE2dong [KBES T o/ 100 B K | REES il e O
245 |57 H KO 2 25H7%3.30g X 3 [72AL S5y | T oom8 oH 6.57 6.56 6.56 6.53 '
124 |7 2378 23F20mg % 7 4 +20mg/mL 2022.1
+3al. 100nL | 777 (%) - 100 100 100
Sal.: £EEIER




(. & =)

A-@ S5HIECE
=37 I X—h—%| Bl/RE k& #® & 8K H HEAEN
pE F A B o |aaR) PR ] ] , | %A

= = B % | 1EER | 3AFEE | 6RFRER | 24RFRE1E
230|701 X ks E236ng |KBERTE fg”gg/ }g’“t e R | REEH REEH | REEH | REEH
245|575 K O 2 5H3.3ng X 3 |7an> Yty | Toore o 2021.9~
e AR LA :11(?mmgg//2mmLL oH 6.38 638 | 63 | 632 |V
239|7U P AT s (B B T| SRR | — 100 100 100
230|701 U X iEikiE236ng (ABESTE S ow 0| 1 K | wEES B | MEE | B EE
245|7H RO 25 73.30g X 3 [ 7Ry sniy| T 08 E 2021.9~
441 | % 7 L X 2 — V51 Ong| BT RE T # i;gﬁg;ﬁt pH 6.42 6.42 0.41 039 | o000 1
124 |7 2 37%3%20ng Y7 1 sl toonL | BEE %) - 100 100 100
230 |7 0% U X dkiE230ng (KBRS TE S o | 1 B | mE R FEB | WEED | FEEP
245| 7 ¥ 012 25 3.3ng X 3 [PAN 5| T8 2021.9~
a1 34 LR 5~ vihiaiong m T IonenL L PR | 6% 057 | 097 | 8% one
239|700 U R R 200G [ KBERLE| o TN| H k| e E WEE | WO ROEH
245 |7 # RO 2 57R3.3mg X 3 [TANL oIy +1.0mg/mL oH 6.15 6.16 6.16 6.15 |2021.9~
441 | %A L 25— V5T Ong| B RETE| T : : : : 2022.1
282|551 4 v MER200NE  (KEARRNE ST mmme) | - 101.3 | 1013 | 1025
230|707\ X AidiliE236ng (KBRS TE o 00| 1Bk | E REER REER | REED
245|771 KO 2 E5H3.3ng X 3 [7a> it | T 208 C 2021.9~
441 | K55 3 ~ixong = m 8 +—|;gmg;grlﬁl_ pH 6.41 6.41 6.39 6.35 2092 1
239|7U P~ EsEIONE (B B T[T | — 100 100 | 986
239|700 U R AEkE235mg [ABESTE fg"gi/g}g';t R | REES REER REER | REEH
245|771 KO E5&3.3mg X 3 [FANL YviSy| - ) 2021.9~

A i e H 47 44 44 44

441K 55 3 ixbng smux rER L P 0 ° ° ° 2022.1
1247 2 37%>3%20mg Y7 1 sl toonL | BEE %) - 100 101.4 100
239|701 \ X iEikEiE20ng (ABESTE S ow, 00| 1 K | WEES REEN | REEH  REEH
245|575 KO 5HR3.30g X3 |[7an ity | e O 2021.9~
441|K5 5 3 >ix5ng R ++28$§;2;L P 041 bd2 | 642 | BAT "
232 | # R &7 —iE51&20mg LTLZ 7=~ L sal 100nL | 7% (%) - 101.2 100 100
239 |7 Oh Y X AiEEE235mg |ABERTE fg'gfn/g}gmt K | mEEH REEH REER REED
441 |:;R5Z 3 > iE5mg = H 8% +200mg/2nL 2022.1
282|574 4y hiEAHR200NG | KEAGERE OO0 mEER) | - 100 100 100
230 |7 0% U X dkEiE230ng (KBERTE o 00| 1 B | wEE et BER | W B | WEER
245|012 25 3.30g X 3 [FAA | T NEST 2021.9~
20| 70>~ 5 xktaiong (B B T imet ML 0D 046 | 64 | 84 1Mooz
124 |7 2 37%3%20ng Y7 1 sl toonL | EEE %) - 100 100 100
230 |7 0% U X ElE236ng (KBESTE S o | 1Bk | wE R B | WEE | BEEH
245 # K O 2 8H3.3ng X 3 |7ARL Yty | T N8 T 2021.9~
29| 7L~ EsRIONE (B B T fzgﬂggﬁt P 6.42 643 | 643 | 648 |"opp
232 | X 2 —E 544 20mg LTLZ 7= Lsal 100nL | EFE (%) — 100 100 100
230|707 U X iz 236ng (KBESTE o 00| 1 Bk | e E REER REER | REED
245|012 25 3.3ng X 3 [TANY | T3 NE T 2021.9~
239|7) > 5 ixsiong (B E T L EA PH_| 619 619 | 618 | 619 |y
282|504 4 v MEEHR200NE  (KEARRUE LS mame) | - 100 | 987 | 987
Sal : £IERIER




(. % = |

(0D%)
B = 7 1 = B =1 =
=3 A= — | BB | ke ®EARHF HEBREHE
pE X R B e | Gwar) | PR R , , , | =R
i e B % | (KR | SKFER | 6RFER | 24BFE%
239| 7O h ) R SRS E235Ng | ABERTE fggﬁg}gﬁt R | mEER REER| REER | REEH
24579 KO B3 30X 3 | AR Yty S Sl 6.47 647 | 647 | 648 20219~
124 |7 2 2/ 3220ng ¥ /7| el 2022.1
232 7)25’—7I§\T71§220mg LTL7 7=~ +Sal. 100mL 5%7?—% (%) - 98.7 100 100
239 |7 O U X SiEE2350g | KEERTE %fgmgfn/g Tonk| t R | e e | 4 R | R
2457 h KO ESHR3.3ng X 3 |FANL Sy | T 2021.9~
124|7 2 27> 3%20ng i s 7 | Hmeml | PN 620 620 | 020 | 620 |
282|574 v hiEAHR200NG  |KEAGERE L0 mEER) | - 100 | 100 | 101.3
239 |7 O H U X SiEk 280G | KEEEGTE %fgmgi/g Ton| # Rk | e AR | B | A
245|Fh KO 25HR3.3ng X 3 |FARL Saisy| T 2021.9~
117|745 7 Z-Pi5H8 (5ong/nL) |7 7 1 4 — iggﬁg;ﬁt P 6.6 039 | 638 | 63 |
1247 23732 7%20ng Y7 7 1| Lol oo | BEECH | — 100 100 100
Sal : £IBRIBHK
B.7 0% ¥ =i##E/\ v 70.75mg
B-(D 2&IEC&
= N . N o
0 - - A—H—% B/ RS - BB & # & B iF E HEEEN
a F A FB (gmaw)| awar) | TRE , , , | %R
%5 = B & | 1R | SERER | GRFREIMR | 24BFRE1R
%ﬁ ——— MR | EEEH | BEEHR | BEER | BEEH | BEBEHR 2012
oIV i SE5ng %E’?;__”j{;% 5mg/1mL pH 5.00 5.02 5.03 5.02 502 | 4
112 BEE%) [ 100 100.6 | 1003 | 1002
gl 85y 2P M K |EEEEE | EREH | ERER | BEGER | EGER 2012
o\ F TS TATERR 5 45| 2mg/tnl | pH 483 | 484 | 484 | 48 | 489 '
#25| (25mg/mL) 7~11
117 BEE%) [ 100 — 99.7 100.2 | 101.0
s % K |EEEEE | EEEH | ERE | BEGERR | EGER 2012
%1 |7 237X 320mg ¥/ 7 1| 20mg/1mL pH 4.84 4.84 4.86 4.86 482 | 1)
124 BAEE(%) [ 100 — 99.6 | 998 | 99
] M R |REE|BERH | BEET| REET | REES
|- . O EE 2012,
# |72y 7 RiE20m8 20mg/2mL pH 4.90 4.93 4.93 4.91 4.89
B E I 7~11
213 BEE%) [ 100 — 1006 | 101.2 | 1005
H M K | EEEEE | EEEHH | EGER | BEGERR | EGER 2012
1% |# 2 2 —xsi%20mg LTL77—~| 20mg/2nL | pH 512 | 512 | 513 | 518 | 510 | 57
& BEE%) [ 100 — 99.9 | 1001 | 995
Z oy T X | REEY| BEEH REET e REEW
Bl |42 5 75085008 (2= | S0ng/2nl | ph 5.21 523 | 528 | 52 | 519 | ;75
232 ) BAEE(%) [ 100 — 99.9 | 1008 | 100.1
% K | EEEEHE | EEEH | BEGER | BEGERR | EGER
Z |04 KA 5k el 008 - = —= 2016,
D | 5ong T il pH 576 | 579 | 579 | 579 | 580 | o5
g)*l Sal. 100mL | 75 (%) | 100 — 100.6 | 1009 | 100.8
S8 . | EEGERR | BEER | BEER | BEEH | BEEHR
= N TN ® o 150mg LD S E: = ? 7
ft 175)0“"];“ R ok a oH | 576 | 576 | 576 | 576 | 575 | oo
= Sal. 250mL | 452 (%) | 100 - 100.5 | 100.5 | 100.2
H - o % K | EEEER e 5 | B /BER | AR
;?é 74 BT j( H&% %l?é AR 2021
7OH ) R EEE2S | | 235ng/10nL | pH 6.18 618 | 618 | 620 | %"
239 BEE(%) [ 100 100 | 987 | 974

Sal : £IBAIER




(. & =)
(03%)
% 7 A 4 \ =+ .
D = o« A —h— | BU/RE e #®REAREHR HBESE
A BES =1 % (BRE=La) | (HREE) BRIEH . , . . p FA
%5 = B % | 1EEE | JEER | ORI | 24
R | EEEH | BEEH | BEER | BEEH | BEREHR
e o soes | 7-6mg/2mL 2012.
A A KOG | PRA Tt O pH 553 | 555 | 554 | 55 | 553 | 5
BIEE%) | 100 — 100 | 1007 | 99.8
AEESTE-| 1oomg/ | M WK |EEER | EEER | EEEH | EEEH | EEEH 2012
o |7V ERmI0E  (REF/T7 -3 | FHERER| o 570 | 573 | 573 | 573 | 670 | 7%
HETARS 2l [ mER%) | 100 — 1005 | 998 100
KA KO T — o00me/ 4 MR | EEEH | BEEH | BEER | BEER | BEREH 2012
(Ao “ g & x|y 680 | 671 | 668 | 666 | 6.65 '
7 514&100mg (2v) 7~11
BIEE%) | 100 — 985 | 974 | 969
Ul - I EEEF M R | EGERR|EGEH| BE6EHH | BEEHR | DTIES 2012
* 1000mg 7 IR 7 74 4 —|1000mg/8nL|  pH 697 | 697 | 697 | 695 | 687 | 5
BIEE%) | 100 — 1004 | 1006 | 100.3
. - 125mg/ | M WK |EEEH | EEEH EEEH ECEH | EEEH
)[/ P ° - & s > NAL- 22Ny -
b RATWEER oo gy |mttema] on | sor | 59 | 5e4 | 594 | s02 | 22
0l [ EArE(%) | 100 — 100.1 | 1001 | 996
£ 8 25na/ MR | EEER | BEEH | BEERR | BEER | BAEH 2012
Fh KOs 660 | TRV e |t 582 | 58 | 58 | 58 | 581 | 5 -
' BIEE%) | 100 — 1009 | 1006 | 98.8
~ 8.95m8/2 511 MR | EEER | B6EHH | BEERR | BEER | BAEH 2012
FRS - MEsOESSg  |ELRETECEAT] o 568 | 566 | 568 | 563 | 546 | 5 -
' BAE(%) | 100 — 99.0 98.4 96.4
A e T X | REEY| REEE RO WORH REEW
UL FOENG04%) | i e e my | Amg/10L pH 5.33 5.33 5.35 5.33 5.37 '
EHHNE : 7~11
BEE%) | 100 — 992 | 995 | 995
P MR |EEER | BT | E6ER | B6ER | E6EH 2012
LT 0 E00g(0.4%) |1 me s | 20mg/5mL | pH 6.42 6.41 6.40 6.40 6.36 )
oS E £ b : 7~11
245 BEE%) | 100 — 100 | 1005 | 1029
Eq, e N E R I E S IR IR
m < Ein REZLTE- 2012.
SH 7153 DF100E P 1100mg/20nL|  pH 451 451 450 | 450 | 452
HKE7N\ER - 7~11
312 BEE%) | 100 — 987 | 990 | 987
5 - MMk |mEE| R e | MR MEER]
EX|N Y iE10% ; ;_/7 200mg/2nL | pH 476 | 476 | 476 | 476 | 477 | ;°°
S5 BEE(%) | 100 99.6 | 100.2 | 100.4
= MR |WAREERR| AR | MR R | MR EE R | MR e R 2012
S| X FaN—LiEEHE500ug | T — ¥ 1 |500ug/tnl|  pH 484 | 483 | 484 | 483 | 481 | 77
313 BAEE%) | 100 — 992 | 996 | 1002
TS R B [mEE| mERR| REER| REEH MOER]
B S IAS S I7 =T 2= (TR oL oH 547 | 546 | 545 | 546 | 542 '
PE%;320nL EA7 7 — 7~11
391 BAFE (%) | 100 — 102.3 103.1 102.7
i (o) MR |EEEH | BEEHH | BEEHR | BEEH | BEREH 2012
b ESBA K< A Kig mergamE 8 [ o 484 | 484 | 485 | 48 | 487 | 77
v " [mE®C| 100 | — | 1013 | 1008 | 101.1
1t MR | EEEH | BEEHH | BEER | BEEH | BEEHR
&l |- K53 o = 25mg/ 2012.
= K5 > iE5¢F25ng B-=# o pH 477 | amr | 470 | 463 | 437 | 77°
421 BIEE%) | 100 — 978 | 959 | 887
Sal : £RRIRE  DW: EHAK




[Xlll. fii %]

%
s _ 2
3 = om s | p—%| BH1/BE e 2 % (oo#)
& (o) | (FRaR) | Trnn R A R R BB
E 7 1+ 4 E:_& x
: % | RsRIE | SRSRAME | ORSRIME | 24RERIME %ﬁéﬁﬁ
7 K s oA .| FEWNE SN < - )
7 KT ER0 PR Sarty| 30MB(3V)/ IR a&‘-@/fgg}% ;’;gi;\ FOEN| EOEN | EUEL
e Sal. 15mL pH 4.83 \4éﬂ | Fr BB | Fra BB | FREBEER
i R R 2012
% | v KiEsAI50m AALE M % |ERaE 8 | 1001 | 995
| g = - 50mg/ FEER EREER : : :
E XERERNE| Sal. 200 | P 442 | 444 A | # At A BB B A GRS
n (9 : 4.42 4.45 4 2012.
E(77IVEILES 7R (%) | 100 — 39
p Ebe JVE S LRI ™ T T IE 1001 | 997 | 995 | |
g 7 #&10mg T7A4Y¥— m(gg/v4)5mL of 4;“92‘ FEEH | FEER| FREER | FREEEA
=) i e B S 2012
7 ILE S L3 I - - — 7 7~11
Al 1omg S PP AL M IR | FREERA | FEE | REE 1007 | 100
71y SR | FRERE| FeE
/oW 2onL | PH 488 | 4.90 B | e B
BEE %) | 100 = ;590 4.89 4.85 72012_
< N | N 9 10 ~11
193 1 b~A4 22 FH2ng mEEy > 10mg (5V) / MR |AEREER | AEREER | ATREED AEthO%Gm - 100
Diomnt. | PH | 488 | 486 LI L
" BAE(%) | 100 - 49 | 49 | 49 | %
g)/Tﬁ/i;E’ii" - o - T Pl 100.1 | 981 o5 |1 1
st mAong [ 2 1 K |+ |NBRELR| 40me/2nl o 160 ?71 EPH | BB | OB | EEER
;g BEE() | 100 - ;gé 470 | 469 72012.
H T b " % | EEE . : 99.2 | 99.0 ~M
% 7 E%/}:40mg Y7 Fjg*i 40mg/2mL pH "“?ésg_ﬂﬂ ﬁ%/ﬁﬂﬂ ﬁ%;ﬁﬁﬂ ﬂﬁ%“}ﬁ‘ﬂﬂ ﬂE@-‘EEﬂ
f . 4-71 Ay yA
’E FUR b BArE(6) | 100 — ;878 N N
) B b . - . 99. ~11
) 2 F v —JLiE5H&E30mg 2 — x| 120me/ M B | EerE|EeEn|EeEeE m@iﬁ mw"O
® x5 1 5| 2w pH 507 | 506 | 518 | A RE A
N B (%) | 100 m 5.06 5.01 7201 121
8 | g%y LEEE TYZ R | meE 4 99.7 99.9 ~
B |5y —nasmions |37 -% I pieing *gﬁ%mf | MEE | WEER
2 % 4 5|501nL(3V) | pH 542 | 544 KSR | KGR | RSB | o
— BAE() | 100 - 156352 55 | 58 | 1]
85T — L B M TV E . : : 99.7
80ngT VREEER |, ZhZ DA MR (| EEER|EBEER| BEEEH|EEE 100.6
424 7 A 7§$@éﬁﬂemu oH 456 | 460 REE | REED
CTRBIOR - : 4.61
2 NnolzEs |EEE%) | 100 _ %9 4.60 4.57 7231;2 1
oS P i B T MIL- , - - 1 99.4
o N7 77 F L ERKIS0NG [T A ¥~ 600mg/ R | REEH REEH | REEH | REE -
ft YOV % o (ay) || 506 [ 507 [ 14 REEN RO
TYFSF G N b i 8 - - 98. ~11
= ) 75 F >E50mg 24 =2 150mg/ M R |EGERR|EGER|EGER|E i 9.3
z 7Y =2 soon(av) oH 568 o ,\“2&; BEEH | BEER
% BHE(%) | 100 - 00 270 | o215 | 2%
5 > 4'3¥50mg/100nL i | EEE 1004 | 997 | "
B A& { x| 150me/ PR | Eta B0 | MEE | B .
2 so0mL(3v) |__PH | 416 | 430 | 430 AIREER REER
Ls BHE%) | 100 — | s T s
2F| KT 53 F5 = M % | EEeE - ' 100.5 100 ~
441 2omg = B 85| 5ng/nL pH Miiﬁﬂ e RER | B ERR | EEBRE | ERER
. T ST N e 2012
GiEmN v Y 05 m % — O | 100 ~
<Fo| 5 sy - 1 s g/ Mt R | EGER S 98.3
a1 RUERE0.58 IREFFBEE| DW 10nL— of ;&50 A ﬂi\;ﬁ,ﬁﬂﬂ i 0o B | 4 £ R PR | 4 5 B PR
wBEthlE  Sal | AEBIER Sal. 50nL g () | 100 S0 | 449 | 40 | 40 2012.
CHIPRIERE DN ESAK 1005 | 1003 | 1008 |

- 78—




(. & =)
(DD%)
% R oa B e
B x owm e |Aorom R | xa#rRER R HBREH
Br=2 E ¥ niy =1 k2 . . 4 P
2 (Bmstt)| FRAR) B | IR | SRR | GRS |24mSRI| T
052/ M R | EGER|EGEHR|EGEH | EEEH |MEREH 2012
_|FTLasmEgEm0s M S Do .1g00mL pH 6.48 6.51 6.55 6.36 5.81 i
f ' B (%) | 100 - 100 100.2 96.4
L TYZXRIL- 20/ MR | MEGER|MECEHR I MEGENH | MERER|MEREH
g 2012
g AV FYE—L1g v —X| DW20nL pH 481 4.79 4.79 477 485 | 51
e A7 4T @) [E#ER®%) | 100 — 993 | 997 | 991
lé‘% Meiii Seik oa/ M R | EGER| EEER|EGER|EGEH | EEER 2012
AR PR = 2: PR it B R 736 | 736 | 737 | 738 | 787 | 5 %
" BEE%) | 100 — 100 99.8 100.5
M . M R | EGER | EGER|EGER | EGEH | EEERR
= o e KAXEERl 058/ 2012.
AR SRR ST TIV05g |5 % oW TonL pH 7.65 7.66 7.65 7.64 763 | 51
e AEEGH| 100 | — | 997 | 995 | 100
? o 18/ M R | EGER|EGER|EGER|EGER | EGERR
3 |E4y o mEmg 2:71;73/4\/ Sal. ml oy 622 | 623 | 621 624 | 633 7231121
53 Sal. 2omL |BHE=%) | 100 — 99.7 99.1 98.7
(o) MR REGER|RECER|ASEERKEGEHR|KECEH 2012
O+ 7+ > &xMH1g KBTI o ?OOmL pH 5.53 5.54 5.56 5.56 564 | 51,
613 ' BEE%) | 100 — 100 98.8 98.4
Sal : £HEEIEH DN SEHFAK
B-@ 3%IAC&
AN % 4 N
S - A= h— | BAL/RE A HEEBRER HBREH
se ® M B i e |UFRE %R
e L= = B % | 1B5fE1% | JRFfE% | 68FfERE | 24851
104 |85t w5 % —oon. | B3 PRE: | 16.2nEq/ MR | SRR | Ee R | E e R | Ee R | Ee R ot
R " HKEZSTE  20nL+ pH 457 458 4.61 4.65 4.67 )
321 | AV Fa—ILiE 54 78.5%5mL B E | 425me/50L 7~11
ME/OML | 5225 (%) | 100 — 99.6 99.6 99.8
. MR | EERER | EE R | Ee R | Ee R | Ee R
124 |7 237X 7F20mg ¥/ 7 «1|20mg/1mL+ 2012.
441|£55 3 >ixbng = m 8 snginl | 484 | 487 | 485 | 48 | 48 | .y
BEE(%) | 100 — 99.9 99.5 99.2
N s sy Ome/aL MR | EERER | EE R | Ee R | Ee R | Ee R
245|F X4 — NESE1.65ng  |ELEETE 2012.
17 |755y 7 Z-PiEsHR 50mg/nl) |7 7 1 4 — 5(56“)/1+ . pH 5.9 5.9 5.96 5.96 59 | 711
ME/IML | 77258 (%) | 100 — 100 99.8 99.5
s o |1oomeme] T % | BB | & [peaiam|piaian| mems
2450 - ARO—IVERE 12508 |7 7 —| eazn, 2012.
17755 7 2PiEst Sng/nl) |7 7 1 4 —| a2l | p 604 | 604 | 603 | 604 | 602 | 5y
+50mg/1mL BiER (%) _ _ _ — —
‘ L Lo sngmn | M B | memen| memen | me | mem | WaE6H
245 |7 A KO 2 E5143.3mg TANY SISy .(5A)—|— " 617 616 6.16 615 615 2012.
17|757 5 2-P5t8 B0ng/1L) |7 7 1 % —| 07 P : : : : : 7~11
ME/IML | 27758 (%) | 100 — 100.2 99.1 99.9
, N (65mg/snL | TE B | MEEER | me s | me s | e Ee | e B
245|FH KO Es33mg  |[FANVYoiy| 2012.
17| L % — 2535m8 XAAHRHE 5(5A/)1+L pH 6.06 6.05 6.02 5.99 5.96 11
ME/MML | sz (%) | 100 — 99.7 99.1 98.5




(. % = |

_80_

(DD%)
=S I A—h—%| BH/BE e #REAREH HBREH
pm * B = et | (ERER) | PR RE T ) %8

) 7e B 1% | 1EE% | 3i3ERE | 6FER | 2485E%
, SN P 9-5(9mg)/3mL MR ®EFA | EEEEH | EEER | EEEHR | EEEH
45|57 %4 — NESE1.6ong  |BTEETE|  (6A) + 2012.
124|7 N BEE 0 5ng [ 5F~) | 70EST 77| 0.25ng/05nL | PH | 996 | 992 | S84 | 577 | 565 | gy
(0.50) |B#EZ(%)| 100 — 99.7 98.9 96.4
I gy SO/l | K |WEEY| MEER meRR| KEEN MEEH
T — NEEDKR1.65mg  |EEEET ’ 12.
124|7 % 27%2 Eo0ng il ZéGA)/ 1+L pH 5.96 5.93 5.92 5.88 575 ot
ME/IML | stz (%) | 100 — 100 100.3 | 101.4
I U 16.(5m§/5mL MR | EeE|EER| BEER| BB | EEEH
7 A KO E5H%3.3ng : 5A) + 2012.
213|Z7 ¥ vy 7 XiE20mg EJI%{I 40mg/4mL PH 621 620 6.20 620 620 7~11
(2A) BEE(%) | 100 - 99.3 100.1 100.1
o Panvsoiy| 6ong/onl | MK | MEER | SR | @R | EEeR | EH
245|7H KO Eshk1.66mg  |L - 2012.
R Seiiie 45599 4N+ pH 5.91 5.91 5.92 5.92 5.90
22|25y VAR 220500 sone/onl = 7~11
SAZ7A 2] OUME AL\ megzsk (%) | 100 - 99.8 100 100.6
I N oomg/onL+ | MK [SEEEER | EHER | e BeR | M EBeH | Re
— 5 &20mg TJ7—7% 2012.
245|400 KO izgtil ong |Panyvrsy| (OB PR_| 551 | SO | S0 | SO | S8} gy
HIFE (%) | 100 — 100 99.9 99.2
5|5 Ko g || SOnE/20L | B K | EE| MEEG | im0 | mEEA | W EE
TAH RO FEH&KLENg  ([TARY v T 2012.
232 | 5 2 % — 81 Fo0mg Lo 2(§4A)/ ;L pH 5.79 5.82 578 5.79 577 Y
ME/ML | 77758 (%) | 100 — 100.1 99.8 99.7
015|455y . iﬁﬂiﬁfﬂ% 100;8,%5331# M R | EGER|EGER|EGER|EGER | EGERR
DV A E100mg  |REFNT7 -V | BERAR2ML 2012.
232|H 25 —iEhtRoong  [REFSES  + PH | S76 | 877 | SIT | SIT | ST | 7y
LTL7 7—=| 20mg/2nL |%&FE(%) | 100 — 99.9 100.4 100.2
045|455 100 iﬁﬂi%&lﬁ' 100;8/5?&1?} M R | EGER| EGER|EGER|EGER | EEERR
OV UER mg |RETNTr-v | ARER2ML 2012.
232|425y vikE RSN |[RAT RS  + PH__| 600 | 599 | 597 | 597 | S | 7y
5399 33517 50mg/2nL | B&AEE(%) | 100 — 100.3 | 100.7 | 100.4
s 00 o 200;8/ M| M R | EEEEE|EEEE | BEER | BEE | EEE
Vb - =T TS mg |7 7 A % —| BERNL 2012.
03| 2 % —izgtikoomg  |LTL77—v| (n)+ [Pt | 600 | 597 | 599 | 59 | 596 |
20mg/onL | BAEE(%) | 100 — 99.9 100.3 99.9
0455 ¢ s 3 ‘ 16.5mg/5ml M R | EGEH| EEER|EGER | EGEH | EEEHR
7T 7 KO 2 F517%3.3mg TARY ¥R 7 2012.
392|O S 7542 iE400m | EEFHEE 40(05”/1’ L O L B i e
ME/ M- | stz (%) | 100 — 100.3 | 100.6 96.5
I ] \65mg/snL | TE B | MEEER| me s | me e | M Ee | B
7 A KO E5H%3.3ng TARY YRR T 2012.
441 | %55 3~ 25ng w5 5(5A/)1+L pH 6.10 6.11 6.09 6.09 6.03 Tt
ME/ML | stz (%) | 100 - 100 100.1 99.8
I ymre| Sowal | 1B K [REER REER REER REER ROEH
T — MEEHR1.65ng |BTRETE 2012.
441 | K55 3 > i25mg = m 8l = 5(4A/)1+L | pH 5.66 5.65 5.63 5.59 546 | .1
ME/TML | sz (%) | 100 - 99.5 99.8 98.1
R M R | EGER|EGEH | E6EHR | E0EMR | EGEA
245 | KsEM T L K= >smg | J2F 27~ | 50me/ 2012.
b G 1E B E 8IS DW SmL+ pH 5.52 5.54 5.55 5.56 5.50
441 |RZ 7 X > E5ng m 8l 3 5me/ 1l 7~11
=| omg/InL sz () | 100 — 1006 | 1004 | 101.0
DW : JEHHAK




(. & =)

(03%)
B = 7 1 = B =1 =
5 I A= 8| /B | o e #REAREH RIS
e X OB e | s TR L / , , x| F7
i I B 1% | 1EE% | 3i3ERE | 6FER | 2485E%
.y . = | ongan | TR [REE | e Eo | memt | meswo| e
245 | KM KO3 by i28t%100ng | B T 2012.
15553 > itbng = @ 5 X 5(2v/)1+L o 678 | 6.71 6.64 6.62 I
MM | 7k (%) | 100 — 97.3 97.2 95.9
o ppong |7EET 7| 118 [ R [EE | wEE | R | REEN | REER
32| 7 RINTH YU LEINEG S5 o | 100+ 2012.
392 | % F 7 > 3244 F200mg Eékgi%l ooomg/ | M| 585 | 587 | 587 | S8 | S8 | 7y
FER pysal | BEER®%)| 100 — 994 | 995 | 995
9.0mg/3nL | f# ik |4mEfeEER|meiEe | meEe | EeER | SRR
245|FH RO LiESt3Ng  [TARYsy| (3N + 2016.
239| 704 %> KM ERI50ng | NFHATE| 150mg+ | P 622 | 622 6.22 6.23 623 | 57
Sal. 100nL | BHE®%) | 100 — 999 | 1006 | 100.4
9.0mg/3nL | f# ik |4meaEER|me e | meEe | meE | EEER
245|7H RO 2543308 [TARUT0Ny|  (3A) + 2016.
230|742 Kk M150ng [N FERTH| 150mg+ | P | 618 | 618 | 618 | 618 | 618 | 5 7
Sal. 250nL | BHE%) | 100 — 1003 | 1005 | 100.6
9.9mg/3nL | f# ok |4meeEER|meiEe | meEe | Ee R | SRR
245 |7 ¥ ¥ — MiEEH&3.3ng ELTHETE (A + 2016.
239|701 4> ReasE B150ng [NHFESTE| 150mg+ PH 0.7 6.37 0.37 0.37 03 | 57
Sal. 100nL | BHE%) | 100 — 99.8 100 99.7
s wmre 9.?mg)/3mL MR | EEER|EeER| Ee R | SR | EEER
25| %4 — MESE3ING  |[EHHETEl QA+ 2016.
239|704 x> KRl AI50ng | ML TE| 15omg+ |1 | 65T | 633 | 682 | 632 | 032 | 5 g
Sal. 250nL | BHE%) | 100 — 100 99.6 99.3
\ Loasng/ion | 1 M [mEE ® B | MO | BEEP
239|701 % U R RIE85mg | AMER T~ " o1 5.29 5.28 o | 202
245 |7 h KOV iEtRB.Ing (PR o L : : : : 4~9
OME/ML | sz (%) | 100 100 101.3 100
20| 7 O 5V RAETHITELIOME | g o o] 2358/ 100L e R | REER REER | REEHR | REEH 2021
FH RO SR N - pH 6.34 6.33 6.33 6.34 '
24513 3nex1, 1.65mgx 1 TANZZHZ  obng/1 5l 4~9
~omg 2 1, 1.00Mmg MBI | pegzsk (%) | 100 100 100 100
M R | EEEHR me B | BB | EEER
239|701 U R skizo35mg | KBS L] 1M — 552 o | ose | oas | 2020
25|79 KO ESIEB.Ing X3 | PAN It g oo | P : : : : 4~9
SME/ ML | 522258 (%) | 100 100 100 98.8
\ ossng/1onL | 1 # |EEED ®ERT | BB | REETP
239 |77 0OH ) X miEERiE235mg | AMEERTE T H 6.65 6.60 6.57 6.58 2021.
245 |7 h ¥ O > E5HRB.Ing X5 [FAN Tt | e LT : : : : 4~9
OME/OML | peesk (%) | 100 101.2 | 101.2 100
Sal : H£EAEE DN ESAK
B-(® 4FIEC&
i A X + = — .
S - A= D —%| BH/BE | o £ EREBRE R RIS
P N I T ol ) ; y T
! 7 B 1% | 1BSREIE | SRERGE | 6RERNE | 24RERNE
. VB L %R | Bl | e el | e el | EaEeE | Ea e
124|832~ 7 % — )L20nL g@;{%%§¥ 6%?“'"gL/:mL M R | MEER REEH REEH ROEH ) REEH o1
245|7H KO VESHE1.66mg | v | pH 5.13 5.16 5.16 517 5.17 )
301 | HLFa—iEEHREs%enL |2 T @M+ 7~
B B I|425mg/5nl |HAER(%) | 100 - 99.1 99.4 98.4
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EN 3

(Do%)
fid & f N E= .
B % - " A—H—%| B/ e S R & # 8 8 B & SR
A\ K =2 = P P P P 2
7R (BRzestt) | (HIRAR) B % | BRI | SRS | oRSM |odpsRig| T
[ | 4 4a PR | 4E e SEPA | 42 PR | 4mfa XER | XA
232 7'JX Q —}i%‘fﬁQOmg LTL77’—7 Zg[gfn/z/ﬂéhlﬂ- I‘i >|j( ,m@/ﬂ H u\\%/ﬂ H /\\\%/ﬂ H /\\\%/ﬂ H m\@,/ﬂ E 2012
245| 75 KO I250R1.660 | TR0t 45) ! oH 5.74 5.74 5.74 5.74 575 | oo
441 |K553 2335 = |8
R BHEER gl [mEee) | 100 _ 1002 | 1006 | 1009
N g E: BH | & BR | & BH | & BH | & B
245 |SKGEME T L K = 50ng ig;{;;}%;% D‘fosr::]gL/Jr % R | BEER| BEER| BEEHR| BEEHR | EEEHR soio
117|745y 7 2-PiE4HE (50ng/nL) | == 7= =< oH 552 5,52 5.51 5.53 5.47 ;
230| 7 LT ListIong |2 7 o | Some/TmL+ 1
H E TI| 10mg/2nL |%%ZE(%)| 100 — 99.7 99.1 99.7
: e e 4 R | EEEE | EEERE| e | EEERE | e R
245 7—_%.__5__ F)E%Tbﬁz1.65mg Eiﬁ%l% Q?QE;imL 'I ;Ik é/ﬂ H %/ﬂ H E‘;/ H @,/ H é/ H 2012
1247 2 32/%>3220ng ¥ 7 7 A oonetns | P 5.95 5.97 5.96 5.96 593 | 21
17| 74597 2PEEHE (Bong/nL) |7 7 1 H —
77 A PGS0/ |\ 77 A = e n (e | 100 — 101.0 | 1002 | 101.1
[ > | fm PR | e AR | 4E{m PR | e XER | XA
245|574 KO >5i%¢7§165mg PARS S0l 6((3‘[1]]/?‘)/—2'—mL % >|k EEERR | EEE | EEEFH | E2 % | EE&ER 2012
232 |# 2 & — 1 5$3%E20ng LTL7 7 — oH 5.70 5.72 5.73 5.72 5.70 ;
441|78—0 - NUXRSixt0ng* W s p| 2ome/2nk 7~
10mg/1mL | Bz (%) 100 — 99.7 100.7 100
. - . \i R ﬁ :B(E ﬂ :BE ﬁ :KE ﬁ :ﬂ(E % :ﬂ(E
232 | % 4 — 2 5H20mg LTLT 7 —= zg"éi/?;g;t i IR &ERH &R &EH & & & & 012
245| 7% — pisba16ong  |BRETE C 0 oH 564 | 567 | 567 | 567 | 566 | S -
441 | K553 2335 BRI :
77 Rong BHEER gl [mEEe) | 100 - 995 | 995 | 996
RSN s | 4 £ BH B spA | 4mfm PR | 4 e XE
245|5# KO 5% 65mg 77’1;\/7/’(;/\./ 6.((3215)/imL R |ERE | ERE | EGER | EGERR | EEEH 012
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