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B&5 (&) A B(ER
VAR IV O N w VAR 95 Aa el i (O
07-PALO RS—42358Ii97 & B AR I OSSR
VAR IVAE 3 N w VROV -
09-PALO a3 108 B
5-HT 5-hydroxytryptamine (serotonin) : 5-t K@ ¥ F 7% 3 v (kua b =)
ALT ALAT, alanine aminotransferase : 79 => - 73/ 53V A7 x5 —%
AST ASAT, aspartate aminotransferase : 7TANNTF VBT I /) SV AT7 25 —F
AUC area under the concentration versus time curve : &5 — B i T 1 FE
AUCos area/t(mder the plasma concentyation—time curve up to infinity :
B¢ 515 MERR KR RS & C oD LA Hh i BE — e ] il T T A
BDZ benzodiazepine : X V'Y T ¥ ¥
CCr creatinine clearance : 7 V7 F= 27U T 7 VA
CINV chemotherapy-induced nausea and vomiting : fLFEEEFH IS L - MEH-
CL: renal clearance : 27 V77 VA
CLuot total body clearance : €& 27V 7J ¥ X
Crnax maximal concentration : ik E
CR complete response : 5E4& ]
CTZ chemoreceptor trigger zone
CYP cytochrome P450 : 5 7 & — AP450
EDsofifi 50% &&=
EMA European Medicines Agency : Rk B3 ST
FAS full analysis set : KON} R 4L H
GABAAa y-Aminobutyric acid : y — 7 I / B&HE
HEC higly emetogenic chemotherapeutic agents : 15 B fi H- Pt T i 35 71
hERG t bether-a-go-gofd & {5+
ICso inhibitory concentration 50% : 50% FH & & B
IV intravenous : #HRMN
kel TH e B e 2%
M4 metabolite 4, 6-S-hydroxy-palonosetron : /31 /& b1 > OfL#H : 6-S-& K ¥ T4k
M9 metabolite 9, N-oxide of palonosetron : /38 /& b1 > OfLHY : N-F F 3 Pk
MEC modelately emetogenic chemotherapeutic agents : H &5 8 fi IH- 1 3 28 1 i 55 1)
N/n number
NCCN National Comprehensive Cancer Network : ZKEAWIERA Y P T —2
pKi SRR B BLER 0 BUAIME (Ki) O Fxd5
PM poor metabolizer : fUEEEE TG DRI ITRNE
QOL quality of Life : 1§D
QTc QT interval corrected for heart rate : AR IEQT [ F
iz half life of elimination : 7H &8
T max time of the maximal concentration : %% i & 21 53 Iy
Vdss volume of distribution at steady-state : EH#IRFEIZ BT 5 55
Vd, volume of distribution associated with the terminal phase :
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VAR = V2 < N w V7
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BEZLNTVED, ZORTH5-HTyZ A RIZEELZEDLY 2R LTH
Dy AFIZBWTHENS-HTeZ B EEPHI S HRIGH 2 h T,
KB TSI AL ALY AT SR, b Mgy
P ATHIA00E ] & FEF TR < EBEMETIC X D 5-HTsZ B RICx LT
WS A BRI ) 0N IR % A 3 2 5-HTs S AR IRl ST 2 & b o VIR
(78 % VHE075mg) *OARPFA~OEAZ HIE LT, 2005448 X 0 EERE
IAHRER Z G L7zo T ORR. WA RRRRBORBR L FKIC a2 e
YORBTH B [EEE R OB IIELG, W] (2 2 EHR) R AR IR S
. 20068E7TA LV EIN-7 T =k ba VIEREEE IRIEE LSk
S VR A AL AT HE R LR BRI & ) 0 F DR S 7z,
[PUEMEIEEA] (v X 75 F V%) $e 5120 9 HALZHER CE.O, W) GEFSI
rEete) ] EIBE L LT, 20104E1 H IS 7 B F 2 #H40.75mg (3N 4 7 v B
5mL). 20124E8 H 7 0 F ¥ piiliE /N v 770.75mg (V3 v 7 BHI50mL) D&
RN L7z,

F 7o, AR28H LA RIS UL T & MR & L 724 ik 3 [ 95 & Mook FR i R 45 T
HERBRIC X . 2o MR S 202145 H 1218 UL T O B I3
% S DGR R RS L 720

0/ ba YERE07Smg/SmL [ A4 k] Rovu 2 & b o v E i EE
Ny 70.75mg/50mL [ 7 4 &7 1137 0 F I EE07omg ke V7 1 F ¥ pik R
FN 7075mgD A+ =V FGA AR T A ) vy 7 THY, 20214FE2HI2KE%
P72

F 720 20264F4 1185 LA T @ BE TR 3 % S DK% PR L 72,

B, 8a )k o r#EE0me/SmL [ F A R ] Rosa b v g
Ny 70.75mg/50mL [ 7 A4 &7 | (R &, AR, R AL oY
BE T EN RO T O F T EHE0.7Smg K YT O F ¥ HiEEHE N v 770.75mg
EE—THHI NS, KA V2 —T7 4 —2ATIET7OF VEHE05me Kk
07 B F 2 GEEHE N Y 70.75mg (BB, 71 % 2) O KMl R 2 L
TWw5h,

o801 /& bu ViE0.75mg/5mL [ 7 4 & ] JUosa 2k b u vl
EHEN Y 770.75mg/50mL [ 7 4 &7 | OARIRT ORI = LI KR
wEOFEERTH Do
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S/ hay e LTC075mgx 1 HIRE: U MERHEL 3. 2720,

ISFEUTOBRHZ I/ ST/ bay e LT20ug/kgZ 1 H 1M XI5

WEHET A E L. 52D EBRIZ15mg T o LA O M FETAR

# % 5 A BB L 72 v 72, S © o SR 5130

FTLEE WV, (pISZH)

LML (Y A7 9 F %) EERr1 5T, FRbend 2 Ml zh R 2 7R

L¥3. (pl3, p20&H)

v T MBI 2 2P0 XA 40IE ] T L 720 (p30~332: )

S-HTs BRI A BAE L EIR 2 A L E 9

OF v MEBPMBEO L ARAEZ AV, Sa /v ba v ofiasl
A2 B LRSS, Sa /& b a v o5-HT 2 A AR 3 5 Kifiilx
40x10M"mol/LT L 720 (in vitro) (p255HR)

Ov F-HTsZHAROMEIRB Y » 87 & v, &H5-HTy3 2R HiH)
DREGHAME M LS8, S0 & b oy o5-HTy 25k x 4
AKifl136.3x 10" mol/LT L 72o (in vitro) (p26518)

BRBZEWERE LT, Yavr, 7374 5% — (ZIHK K W

FBE R PR, RS (WS RSBEEEAR) b Sbh s 2k

BHDFET, (pUBIR)

DS A) I CEH S M7= BRRRER1Z 35\ CTRAVEEI 4 & 7% 5 72 %E B
55761917051 (30.5%) ICEIWER 2RO bivE L7z, ERAIEH
(ZAEFL17.4% (97/55761) . ALTHEMA.3% (24/55761) . BEE3.2%
(18/557%1) . ASTHEIM2.9% (16/557%H1)  LvEE X QT 4l 1E i B 42t =
2.7% (15/55761) . M4k $2.3% (13/55761) T L 7z (p20ZHH)

(18 UL T o JBE] N THE M S 7z B R R (A28 H DL E18I LI ) 12
B TREVEFFM R & % o 7B RGBS B 261 (3.4%) \ZEITEM
WROONFE L7z BEHONTIE. AST 5. ALT L&, y-
GTPL5. BYENELRDZ1H(1.7%) T L7z (KFEEE) (p22Z )

[VIL 8. @IFEH ] DEHZR,

% OANR AR AR © WISEEIERI 7 A R 5 4 > 20234E10 1 &aT 4530
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D 2 M TE 5o
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1. IR
(1) #& 3u /& by EHE075mg/5mL[ & 4 k|
Nu /& b ar pEiEENE 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) &IHDHEK —L+FIE+EE+ (S (BTE) L oax Lz
(EAHEATEH0922001 5, PHIT4EIH22H) .
2. —fi§ &
(1) Fn4 (&%) ju /& b a v R (JAN)
(2) #*## (8% Palonosetron Hydrochloride (JAN)
(3) XF LA 5-HTs AAREPUAIGIA] - - setron
3. BEANII TR 0
)
N™ .HC
%;H
4, A FRARUODFE 413X - C1oHaN20 - HCI
¥ 1 332.87
5. b2 % (5 4i%) (3aS)-2- [ (35)-Quinuclidin-3-y1] -2,3,3a,4,5,6-hexahydro-1H-benzo [de] -
XIIAXE isoquinolin-1-one monohydrochloride
(CASHT T HESL, PR XIBIETEICZ L 5)
6. BERA. Bla. KBS, (SOOI e 2 — F)
REES 08-PALO (Helsinntt)
RS-25259-197 (Syntexfl:)
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(1) 448 - R

(2) B

(3) WiEtE

(4) Bh= (D).

Hhem. BEE

(5) BEEMBETH

(6) DECHRE

(7) ZDOELRIERE

PR B~ KA OREEOR K TH %,

1) HHEEBEZ BT 2

B TBEEE (mg/mL) HAERH DABERETD

FEfE T F v 0.021 BEAEBET RN
i 4l NIV 0.28 WO THEITIT W»
PEG 400 <1 D THITIZT W
2-7as ) — ) 1.3 B2 v
TEbr= MUV 1.60 BHFIZ W
ARV /B 340 wIFiTdw

% /) —1(995) 5.2 B2 W»
VAFNWVANVKFT R 16.0 RRBEIFIZ W
Fuv¥Lryrsya—nu >42 RRWETF R
7K >660 16 THEITF R T v

2) BMEpHIE BN § 2 i BE
AR L

AXHEE (RH) 75% & 0M82% D8 H ARAFHZ DM T Cld, 13 & A EWRMEI
D HNTRDo T2,

Al #9315C (4 1%)

pKa : 89
BT L
etz

[al® : —88.0°~—-920° (100mg. 7@ ukN A, 10mL, 100mm)
A (WK @ 242nm (X ¥ 7 — Vi (1—100000) )
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fn#EER | 40C | 75%RH HDPE* K5 A 614 A M
60C |[50%RH| =~ k EZE) 438 [ HMEN
100C |v—n | &L (EE2) 45 R R
- BB RE L
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Y 80C |75%RH (HES) LHE | FREwE o8
d 17 % 3 72
A J f“ﬂE]ll ~ 3] [/
i E<¥ a2y b HEES) 12075 K
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1 KEER)ZFL v
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il AR BT

R

(1) S AT FIR ST B 1 5 1 (R RN D% &« 242nm)
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Whkr7a< 7574 —I2XVERT S,




V. REICEET BIEE

1. HIFZ
(1) HFRDOXZ

(2) REDHBRUMIK

(3) #HHpa—FK

(4) REIOWE

(5) ZOft

-/XO/ & bAEEE0.75mg/5mL & 1 &Y |

X5

TESA

-NNO/ & MAYREREE/N Y 70.75mg/50mL [ 2 1 KT |
X B0 ESH (50mLOFEE 2 100mLD Y 7 kN ZIZE A L7z A iE

HIHGH1)

O/t baCEE
0.75mg/5mL[ % 1 &7

A= R B Nu Yo 1= I AN RS
0.75mg/50mL[ % 1 & ]

S8l

PEIR

M8 7B B DR

It 5 D

FMLew

«/XAa/ & FAEE0.75mg/5mL[ & 1 &7 |
pH : 45~55

B CEFAIICT 5 ) - #91

-NO/ & O SERE/N Y 70.75mg/50mL[ &2 1 K7 ]
pH : 43~53

BB (PR3 5 k)« 1

FMLen



(V. ®FICET3ER |

2. HEN OB
(1) BRI CEERSD)
DEERVHMA

(2) BREEFEORE

(3) #E

3. BT BHEAEDMEK
RURE

4. HHf

5. BRAT BFEEMDH B
)

naseroy | AR EhE
e £:20.75mg/5mL '6‘f;$’f’ N
(4449 .75mg/50mL
[&24 K]
F2354 LfE5mLH 14%50mLH
o VAN = BVAE B NR w IV =1 5 . .
s | 0 OTm) 075
WAbF MU A 4500mg
D-wrv=bF— 207.5mg
7 I MR MU 7 A KA 2.5mg 25mg
%ﬁ 'S RN/ & 117 185mg 185mg
7 TV RKAIY 7.8mg 7.8mg
ViN: 2| Al NURFA Bhy Bk
g Bhy Bihey

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

-NO/ & bOY SRR/ Y J0.75mg/50mL[ 2 1 K7 ]
148 (50mL)# Na 7.90mEq

MER R L

B L

FA LW

T & UTULT O A E S 7z,

0 H. fH.,
) 9
- N
- HC1 H - HCl1

07-PALO 09-PALO



(V. ®FICET3ES |

6. REIDEERHTIC AN FEIR S N2 B RIL 7 17 F S HHE075mg K OV 7 1 F ¥ KL N v
BIHEREM 70.75mgKRED T — 5 THh b,

- BEEETICH T3 70X 2 8530.75mgDREM

- RERM | 57| o
EMRAE | WALH FAINATIV | s
R g | 2OC [SO%RH it/ gy |SOMT) AN
iar o oro . W TANA TN | o
bﬂlﬁguf_\%ﬁ 40 C 75 K)RH g: }]]\/ ,‘%-—:izj,/;‘%&%ﬁ (ﬁﬂj) 6H ﬁ*‘%w
e —
50C | o | %L “%%Qé&%ﬂbSEH A
i, u— )V
e
60C | %L “"@,rggagugf’” 3% A BAEH
B E O BEN
- . WAL AT A T {51 % 2806 7272,
i e | 2l i &COMEHCH
2L |D657v7 12075 [HNTH -7
B 3t (20001x) | fEEfB A5 A N4 7))V | Ix-hr B
(xFHR) BE GEY)
T
% |25C |60%RH @gﬂ;@g@g TV A
v |Z¥ha—v| B W EAFTITANLTIV| 1375
B aL | wak it bohr | BT
% TR O O B AP T (R9300~7500%, FHI5000xC 1 1 FISHE ) C 1 A B (301 (=
o

W E - IR, MERRAAER, pH. BHBWE, = Fh®y v, RIERE, A
BUERY), AEVERR . JR, ER

- BERHTICBT 2 70% D RiEF#E/N Yy 70.75mgDRE M4

o RIEEMG e 1B77 .
Sl AR = 121788 e "R
BHIRE | o5 | gowrH et A | MR
* B ok
InsdERER | 40C | 75%RH| w—n “wasRee | 6fEH HIHEN
IR [ 40C | 20%RH| &L 6% H P
# 60T [75%RH AFE B
—RAHE 3 $EA5 Y OB
(%) fEH ) % R 72
a2 ba— | D655V RS 12005
0 L (25001x) ) Ix * hr Bitary
Jﬂ:'? — YRl L *3
Eﬁ " GESE) HAE
— A FE
(%)
v ba—) | EpyH! TREEE 1227
ZL L (B56) xohr| BHEN
— A FE
(GEYE)
51 1 B O O IRIELME T (K9300~750x. 5001 C1 P38 <118 F 1 (30H)
(A

*2: NIRRT AF v yBONEEFVTEELELD

3N THRMK(TTAF v 7 BONRL L)

W H - IR, AR, pH. FWE., = FMF2 2, RIGE.
BYEREY ., ANEERR T R, 2R
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7. REER O BBED FLLew

REM
8. b & NEAEZEL ATV FEIR S N3RS T 7 O 3 O #F0.75mg L Y7 T F 3 i N v
(L2 ZEA1L) 70.75mgKBREDF— ¥ Th 5,

(1) E&ZtHEBR

REESM - ENBOET GREE - L D AT ). BIEREM - 24FFR (FEAT %
A B )

HERTTE HBL pHZERCAE M. 1RERIfR. SIFMIfR. 6Mp I f2 S UF241 [ 2
WCHE L7z &2 7 0% VEHENSmgl AL AR, 6/FRI 1% %
D4R IR, 70 F ¥ iEHE N v 70.75mgld i & E %, 3
Mif. OMFMHI#2 S UN24E I B2 L8 L 72
B, FRIEAEZZ100%E LTERRLZ.

<EFMHNBEZIL. pHELEH VI EERTHIROH S N AFEH—E>

C SRRy R A LB R, BRONZZEMA T CRBEER L 2%
ZHMTH Y, FEHOREGZHEIET 55D TIE B BERSMEZL, pH
ZALD B VIZERET A0 5 N2FA LRI G RO L Z i, L Tw
%o T KEROBFIHRLEMRD L. WH 2RI, ET 5T & (B
7 0 F D eiHE075mg. 7 1 F YeriEEHE N v 70.75mg BRI 17, Al
R OHEICHEE S 2R 7.1 PUEEESE AR GANICHR G 2R T35 2
Eol)o

_10_
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8. &l & DEEZEAL - 70OX% 2 8%£0.75mg
(ERAL 2RI ZEAE) A S ED Zt
) AT TR0 R AR | 2AFER B | T BRG]

(02%) SR R | AR | B~ oAl 0
70757 > E50mg™ RN | 24PN | G RGO DT H
0757 > E50mg 5% F o L | G5 | MG b T o
> ¥ 50mg/ 100mL™! AR | I | ) B Em]
> ¥ 150mg/100mL™! 5% o L | LIFSTRIf | M) ik ]
ANNT > B R | 2AFER | BT BB C T A )
NS G 5% 1 B | ORI | M)~ R 5 0]
F 2 AR 025g" RN | 2AFEN G | 0~ R
F T 2 A0 25g" 5% I o L | 2ARFI % | (0 0] e B ]
> 7 > %7 > i 50mg 5% o WL | SIS | DR G B e ol 3 o
50— FFE200mg" AR | AT | DTl
T Y EHsme™ — (monk| BeoRBEOREOME )
75557 A DI omg/ml) | — TSI | B F /e (1
TRF T E B EZ00mg AR | AT | P
J ¥ v 7 AFE20mg*! — BlAEE | HE
T - X F 0 — B I500mg - ST | BEE RGO Ch T =H
V0 > TE20me (2%) - SHE G | M) — B 0]
P VLT = |amme| aRoKT
L5 S TR | mank| keokchi B, ARNEAROET
5-FUEZ50mg”" - GFF I | Mt o) — Bl 0]
TRy F O Emg - SHE G | T VI R
4 7 —NEFEIOmg™ I e Py
VA F T Y R L9me — |mank|ow
RERIIT - 2008/F A~ 1151, 20126FAH~ L2, 2008442016457 1353, 2010461 ~7Hx4
* BseH ik

HEHk, GHODbTPLRENDH-72d Db ED TR 72,

- 7OXx Y mEEEE/ Ny 70.75mg
EEZ FIR& B[ Z1t
VIV - a—7 7 #HEH1000mg — 24BEI T | EATEH DT HICEE

= 17 Vi mg ALK | 24 #% | RO
~A b= A Y Ziki2mg EPIK | 24WE R | A GIBDI— R i)
T I L IEIE0Sg P CH | QAN B | 05— B €

VIV - A Fu— ) VEEH125mg
7% 5 v 7 A-PiEEHE (50mg/mL)
WHAFI ) 77— v Y —PEHE20ML
74 5 v 7 A-PHEEHE (50mg/mL) — FCAmER | A%
I v 7 Z120mg

RERWI : 20124E7H ~11H
BAEH. BHObLTIRERDD 723 DL ED TR L 72,

[XIL 2. Z DAt B E K] OIS,

— BLAE | B8

(2) PHEBRER

St ##t | (A01mol/L HCL (mL) | ¢ | %8 | Zk | REEL
pH | (B)0.imol/L NaOH(mL) | pH | ## | R | &)
7 0% 3 HHE0T5mg 50 (A)10.0mL 169 | 334 | — )
(I, 5mL) ) (B)10.0mL 1237 | 733 | —
71 Y EHE S 7 0.75mg 18 (A)10.0mL 198 | 283 — |
(14, 50mL) ’ (B)100mL 1193 | 713 | —

- HMBIAEAL 7 L (A RGBSR 5)

9. |t FY LR

_11_



(V. ®FICET3ER |

10. 4% - A&
(1) FRPVELES -
K. SHBHIEHKRE
e - ARICKHT S
5%k

(2) a%

(3) FhHREE

(4) BEHROME

M. AERESh 2BEHME

12. ZDfts

- /NO/ & O EX0.75mg/5mL[ 24 K]

AR SHCY W L CTRMARAE LHEE, BCL D bTnic
ENH B0, AP HHY L 72RIEERLIHEH T 5 0,
EETHI L,

- NO/ & O EEEE/NY 70.75mg/50mL[ 21 R |
OGO EAZRFFT 5720, KHlZ WA TV ARE THRIL

Wk,

@FMED HHLY 1 L CRIMRAE L 723

LB DBID FHEDR S L7213 E R A
QORDGEIITHEH L 2w &,

- SRR L T B IR PN % 2 55%

- WA S A B SUIRE LT b Ik

BETHZ
X%

Hld BICEVDFLICOHT S
R A L

DD 5N AL

-/NO/ & bAEEF0.75mg/5mL[ Z 4 K7 | 1 5SmL x 55K

-NO/ & hOY EEERE/N Y 70.75mg/50mL [ 2 1 k7] @ 50mL X 54

FY LR

- /XO ./t A EEE0.75mg/5mL[ & 1 &Y |

FryT

INA TV

O Lte

2 ER A

NExvy 7

AT A

WAL 7F N T

TIVIZT A

K1) Tl v

Ny g O Lte
R)TFL A
RUERR L

-NNO/ & O E#EERE/N Y J0.75mg/50mL [ & 1 K |

Sa /X b a Yy GEERE N Y 7°0.75mg/50mL [ 7 A R | OFE, FarOFH

AR R U

R IIKROEBYTH D,

N/ & hOr SiEEEE/NY J0.75mg/50mL[ 24 R D

RERUVBROLHE
w 5= 5 E EHemE" RBRmE™?
(mL) (mL) (mL)
VAV A4 50 80 140
1 e = [Frm] + [BRNOZBRER L FRIETEX 2O

2 ﬁ-?ﬁ»éﬁ‘(ﬁﬁi [ | + [BFRNOEREZIRCTRIFETE 2@ O=]
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V. ;8EICHT BIEE

1. RIAER (3R

2. RIBESIIZHRIC
HEY2ERE

AT FEHE S M ABRR R 7 1 F U EHE075mg O 7 1 F ¥ Rl HE N v
70.75mgKBK DT — 5 Tdh 5,

4. FHEER IR

NEBEMEER (O AT 7FH) /5SS HLRER Bo. EL) B
RHMEED)

5. MEER IR ICEET R

ARAENIFRAIEL, EH24 U 2 PUENESH] (VAT 7 F %) ofh5.o
AT e, [1711. 17.128K]

(PARE)
CRNEE

R PEBUEME RS R (HEC @ ¥ A 75 F . AC/ECHREEE) # %5 %
N2REZ R E LENE IHERLILERBRTE, 79=t bt
W (=t br & LT40ug/keg) OHEREPGHEIRE L, /s
b arOREREERET Lz, €ORER, AMEMICINVISH 3 2 Wi 5¢ 4
P (CREE 5 MR 2 L. 2O HIHALE 72 L OSEF B OEE) 12D
WC, ook ba B LTNE 2 & b a Y BEOIES T AREE S 7
(BT AR R (BUEPERES AR PR, i) 2 A RICEO L4
OYAT 4y ZAUFEFVICEY, Sa sk barLrSsokta st
DCRFD D ISWIEHX M (—2.70%~7.27%) O F BRAEAIIES 1 BRI fiti —
10%% Ly, a2 bayBHoEEEIIRENT ). T2, #5M
CINVIZH T HCREIZOWVWTE VI =t bu VB L, e/ by
TEOBEREDTWGE S 72 (p<0.0001, Cochran-Mantel-Haenszel testiZ &
% BEERIENT Opll) o & o Ty AAIOREE AT [PUEMERESA] (2 A
7T F VE) G D HALEEIR CEO, eH:) (BRI E &) 1 & L,
FREOKR LD BEAFOS-HTs 2 AR PIA & FIBRIC, AHNE 50 He
AT HPUEES A OG- OWEICR ) EHT 5 Z &,

B, ENTHERMR L 722 BRRE Tl M pUE i E a3 2 3 2 5812
BOWTORMEPHERINTB Y, MREFEOMOBILIZOWTIE, 73
0/t arOENTOMERBERIEZVOT, HLZNW &,

_13_
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2. FIBE I RIC
B ET 5EE
(DD %)

- A 1228 H DL E18 UL T o

Y AT T F & EGHEC T A EE R UE M IE ST ) (MEC) o 5-%%
FE SN B AK28H L IS U T OEMNBEE 20512, AHlO A M.
AR ORP BRSO W T, Stk 3 1 I B Mot W G B < AR L 72
(FAER10037050) o Z DAER. AHIOENEH BT HCINVIZH T2 E6%)
PEASHGE S N7z (p<0.0001. “IHMUEIC X 5 MEERIENT Opfit) o F 72, B
M5O RLLFTHE) R LG LB ETOREIHELETE, —EDif
RIS N B L 272, LiRo#IE. SEO B AR E17R AR
NG & v b vk L B SS T ERER GRERPALO-
10-20) K OCEIN OB ABE Z /R 5 =% ba v & ik L 22 BRSE A
AR (FER10037030) D HHE & Bt & # 272, %72, HECUIMECH
5 BG 24~ 12005 [ GEZEW) (BT 2 65T VT, KRB TH o
72 OCREIE, ABR10037030 K% UFREFPALO-10-20 & M~ 22
BAETH ). A TR EN TV 2 ARH OEFIN B 5 BRI
#%28HLL LIS T DBE THRIBR I NI,

Db Xy, A#%28H U E18 LT o BB 03 2 3 L IF RN A 2 A &
l—12 L7z F72. 5-HTsZAAREPIIIZHEC KL OMECIIX LA § %
CERENTAFTA Y THRL TS Z &, AH O MU
FEEH S CTORMEIMRL TV AW L 2B E 2. MECEL oo fm-1%
DU IR AR 2 B, RS LTS RE EE 2, WX
R HA RIS 2 7 % A CTRURE O A & FBRICRRE L7z,

[V. 5. (4) MEERRER ] OIESB I,

_14_
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3. BERUVAE
(1) BERUVAEDREES

6. AERUVHAE
ME, Xk vl LT0.75mg% 1 H T U SEENET 50 72
L, 18U ToBRHE I, M, Sa/kbare LT20ug/kg?
TH1REE T AEEET A2 2 e L. G520 ERIZ15mgs 35,

%80 & b u v OERIRTORADEKAE (0.75mg) [ $E/ KRR D3GR T

Hbo
(2) RERUVAED VN E
EERRHAE - ARHL Bl PN 28 0 B R BB O 2 BOSR SR AAER) 023k T i, Sm/ ho

0.075mg. 0.25mg. 0.75mgk5- O3HER I TEEZ 17V, AMEHCINVIC
AN B BECRBE TS > 7225, BIEMCINVISH 3 2 AT v
FTNORERIZBWTH0.75mglE THEHWEIMATFED Sz,

—F. LRR2REBRICBIT S Y X7 T F . AC/ECHEDOHEGHNZD W THE
FRNT % 4T o 724G Ry BMEHICINVICH T 28R FEBETH Y. B
CINVIZH 3 2 B 120.75mght T b WV EF 2GR0 S fz, F72. Hl
YER OFBUBEIZOWTIE, HEREICHO 2 22RO 6N ah o7,
512, EHAETHERILEREBICB T, BMEMCINVIZOWw T s
b r0.75mghtD 77 =t ba YIS 52IELE. ERMICINVIZD
weRu /e baryEOr I =t ba VBT ABBEAR SNz, F
7oy WHECORWER OFBUMAFIIHLED % < FRORETH S 2 & 2%
BTE 7,

INHOFERL D AT @EF, KAIZIZ/ST /2 ha v & LT0.75mg
Z1H1EEIRNIE S350 ] & OHBEROHETERR SN,

- 1228 H DL RIS T o B
HECXUIMEC%#% 5 5 4: 1528 H DL E18i LI T OB E 2 MBI, FF 4 A
& T TAHZ0 ug/kg (FFR5mg) oM nEHIR % 5-1% D4 (0~
12003 [H]) MRS A3 (R PS4 22 U, Sl 2 L) (CR) 3% 3
L7z ZOKFE, B OCREIZH% CIO T RAMMCRH30% % Elnl -
722 e SARHK DA BRE S N 2o F 72, 58FIH2H1 (3.4%) (ZRIVEH A
A SN,
CNOHORRELY ., AT EFE, 18U TICII/ e/ rare LT
20ug/kgx L H1BIEE I MIEFHES 5, 72720, &5 ®0 ERIZ1.5mg
5] OB RUHRTRE SN,
[V. 5. (3) H& SURERRAER.  (4) BGEN B OB,




(V. amIcEy3ER |

4. RERUVRARIC
HEY2ER

7. BEARVAEICEET 3R

(B £E)

7.1 DUEMES AR GRS e R T T L,

7.2 AHOHIEFINEA0R - TH Y . BN ARG 2179 Ll
WZIHFREEDS LA 2 BN D b, (161250 ]
138 [ A5 0 B BB TAF & DS A BB G L7 RBRIE vz, M
WK T o EEK G- 38T B 2 &

Ny )

7.3 Ny FEFENIEIRNICGEES T 5 2 &

CFRERE)
71 AHNIFEFHATH O HEIREEHE S NS 720, 55

B R AR

BN ERMARESHONLEEZ ORI e, EL L i
PEHUEMEIE S OF5-BlG £ TIZAR DI G 2 # T L T AUXEERF B
MEZV D EEZ BND,

72 HECZHG5 ENDLHRNEEZIZ, YATIFF UV ROTFFFRAFI VD
PEHTF T8 /& b a r0.75mg % 308 [ 20T TEEIRNR G- L 72 & & oI E
FRZEALARIR EE XTI Z2MME T AR Ly Sl o0 2 P08 01 13 K9 4015 i &
FD TERWIHRZ IR L 72,

HHEI D BRIRERERIC BT AHE AR Y e/ & b e 025mgx1H1
I3 H M H CTHIRNE G- L7z & &, $53H H O AUCoam IG5 HIZH
NTR2UE LA RD STz, BHES#IZHAUCH EAMRD Sz,
FEIPN A IARRE 0 58 L 5-3BRICB W T, 281/ & b1 »0.75mg% LERK
BTG LRI DH 2 b 0D, ENADEIKRRBRIZBE T, »fa /b
0 > 0.75mg % 18 [ A5 O Wb TR BB~ G L 728 UE %R < AR
PE - AT S T e, LRI O [ B TAH) % s BE A~
B LU-REBII W 0kE LT,

SRR RSS2 6120E, BRI IREDS LA BZ0d %
e n. LEBRM OB TR % KAERG LI &, FRiZ, hMET
L H 3G 2 5O LEREL VX S T L RO ETILD5-HTs%
FFEPAIDEH G SN D 2 L FEZR T 2. AF 2 E H &S5 1AM D
WIS LanwZ &

[VIL 1. i o R | OTHSBH,
73 Ny ZEGENE, BRI RIS 5 2 Lo

_16_
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5. ESFRALA
(1) BT — /5y or—
BROBME | HBE M o' SR v et kvl IR
- FEIPy | 3R8R00100 ﬁiﬁ’%" gﬁgifﬂfi’gﬂiﬁ o|l-|o
hi | atmaooz | BRI e o - |0
5210037010 ?ﬁfyfifﬁ%ﬁ ?g;ﬁgﬂﬁ g}%"ﬁ?“ ol|o|o |
o 510037020 %fgg‘b‘bf‘%‘% fgg}i\% g}gf’ -l _ 1o | o [mrws
1 sgazy | HECHEHRE PRI KB o | o | o s
i [paLo-00-01 |TECHTEE | FRICH RIFRTE ) o Do
mm@Mﬂsggﬁ&5%% iggéﬁigﬁéﬁg -lolo i%gt;yy
NI
patooros [MECESSH | %5 gl | - | o | o | (roEr
TFRER, RARE
PALO-04-06 | M PEAH PN BB - | - | O |79 v
pALO-0x-07 | MHPERH PRSI B - | - | O |77 e
PALO-10-20 gﬁ%@fﬁ?g %Eg;tﬂ%;ﬁ?% o|o|o|EkHrr
Rilh #4030 | 17 REI
1 5| VS 10057040 e T g, ke | - |0 | O
I N I HECnCHs | B, S, ]

Ot aHliEER O : BETH

- IR D LA REHEo R L €5




(V. amIcEy3ER |

(2) ERPREEIZHER" RERERA32H K LT, 771K (84), »fu /& bu 3, 10, 30KV
Oug/kg (FHGHE6%) 2 HINEIRNE S L, el L. 771K
AP 5 S N728% 4% (50%) 1. /8u /& ba v R E X Nn24414%
(58.3%) ICHEHLERD LNz, ETOHEFRELI—#MMETH Y IEL 7,
JRRINC L ) A EFRORBRL TRILO LR IR 51T, AEFLRE
HREELOMMIE D o720 S0 & b0 Y D3~90ug/kg®D B Z A

MR &7,
wyosa v ba roRBEHEIREA07 Mg, AE%28H UL E1SHLITF20ug/kg
(FPR15mg) TH %,
(3) AERICHEFHAER>Y | O HECKkS- Ba?
B o | 2 MR R F W2 L0170 S B
HEC* %5 3 5 BVl 5 g 231 61
Xt % | (L¥ : 0.075mg/body766], M# : 0.25mg/body77%]. H¥¥ : 0.75mg/
body78%1) FAS
3 . HEC(Y A 75 F ¥ =50mg/m% 2707+ A7 73 F>1500mg/m%
s | 7V V) 09 b B L B IAIORER % & DL
EEEET G X T B ER
S s | EALMELANC R TI Y b O LTS B IHEE AT B AR
A 81 /& ba v (L# :0.075mg/body. MEE : 0.25mg/body X ixHE: :
PYRITE N 075mg/body) % 308 T TEIRINGE G- L. 03043 % ICHEC % #% 5
x 2
SMMIEE | PUEMER RIS SRR T A 2V (0~24F:R) O LEHE R GO,
(REER % | M) o 52430 (Complete Response, CR) #
BEFIEER)
&l K| PUEMES AR 5N 5 B (24~ 12085 K ON1208F [ 4
FHMEIRE | OWALZHER GB.O ML) o543 (Complete Response, CR) 2
FEFHMmIEE
SHEMOHEK o 2R TE Lhh o,
WM Cochran-
"S5 n CRZ (0~24r%[E) 237 Armitage test®
(K Blpf&)
LB | 76 77.6% (59/76) -2
MEE | 77 | 818%(63/77) ] 02858
: (% B _EopfH)
&= = HEE | 78 795% (62/78) 1
Bl R AT 3H H
M OHBEOCRE (L, LEEX D 10% 20 Ei5A 5 720
B n CR2 (24~1208%R) CR== (0~1208%f5)
LE | 76 40.8% (31/76) 38.2%(29/76)
ME | 77 53.2% (41/77) 49.4% (38/77)
HEE | 78 56.4% (44/78) 56.4% (44/78)

* : NCCNHA K4 »20044E 51U B VT L NS SN TWwWAHHEC
# AT R B, 0. FERIX S (65 A, 65K )
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(V. amIcET3EE |

(3) AEREEHRAR>
(DD %)

EIVEH
L. MEUHEEOEFTOEIEHFEBSHE 1239.0% (90/23141) TH -
776

- @ P n BIERRIRER (RIRGF/ 51013 R G150
LB | 76 34.2%(26/76)
M7 77 44.2% (34/77)
HEE | 78 385% (30/78)
@ MECH:5- 45
BB b T A 2 LA T R B BB
THL
MEC* % #%5- & 1 5 B 55 320451
*it % | (L¥ : 0.075mg/body676], M# : 0.25mg/body63%), HE : 0.75mg/
body69%1) FAS
£ % | MEC®O9H b, A7 & d1ROHERY % & LS B A 5 S
BREE | TWAHIER
é s | EIMEEDUMIG T > b o= LTS R A A B
A 31 /& ba v (L# :0.075mg/body. MEE : 0.25mg/body X ixHE: :
FYRITE | 0.75mg/body) & 3082 THIIRIAIHE S L. Z D305 1% ICMEC % #£ 5
= B | GBI 5 2 (0~ 24RF R 0T LR (B
FHMEIEE | WErH:) o543 (Complete Response, CR) 3
Bl R | PUBMEMESHIIR GRS 2T (24~ 12018 () K OF1208 ] 41k
FHMEIRE | oWFEALEHER CE.O. ) o543 (Complete Response, CR) 3
EEEHMIE H
SHEMOHER 2R T L o7,
MM Cochran-
BE5E | n CR= (0~24r%R) [ Armitage test®
(Frfalpf&)
LE | 67 85.1% (57/67) -2 0249
Mﬂf 68 82.4% (56/68) 1 Gall o)
HEE | 69 92.8% (64/69) 1
Bl R MG 2E H
MEOHEOCREILX, HEOBINIEW EA L T,
- B n | CR=(24~1208R) CR== (0~1208%f5)
" LEE | 67 62.7% (42/67) 59.7% (40/67)
MEE | 68 66.2% (45/68) 64.7% (44/68)
H# | 69 71.0% (49/69) 69.6% (48/69)
EIEH
L. M OHEED & 5o BIVEF 5B 1£27.0% (55/204%1) Td -
720
B n BIEFRRIR R (RIEG B/ 51 1 R 5120
LEE | 67 32.8%(22/67)
ME | 68 25.0% (17/68)
H# | 69 23.2% (16/69)

% I NCCNHA FF A4 ¥ 2004481 B VT L NVA I E i Tw B MEC
# R R (B, ). AFERX S (65 A, 65K )
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(V. amIcEy3ER |

(4) REERYELER

1) B EERERSY | O HECKRGBREZICB L2752k barZ2RE Lzsa ) & bo v Bk
iR NP 5- b A s
BB b 2 1L 1T RE R L e
TFTHAL
8 = HEC* 2 #5- & h 2 B 5 % 1,11441
(sa ./t bra B 5556, 5 =% bua B 55960) FAS
¥ # |HEC(YRA7FF v =250mg/m: 7 FIHA 20 v R¥EH &
BEREE | ok 277 3 FEOH) OFSHEE STV S HER
éﬂgg T DI AT Y b LT & A R & A 2
%8 /% b 0.75me/body (X7 Tt R) % Pl E R 5-30
SNSRI AT THIRNE S L. 0% (AL W) 7=k bo >
. o | Wug/kg (T 77 v R) % MiEEHE L. $58& T BIHUEE T
HERAE i
B, VVEBTFRAy Y vERu b u Y/ ST b oS
4555 DA F 7 BUE R ) P 51424~ 2615 ] & 48~ 501 [ 2 1 2 ¥ -
£ B | O PrEMEEAR G IRK T 5 20 (0~248:1]) O LEsAEIR (&
SHIER Loy &) 5543 (Complete Response, CR) &
(REER G | @ DU RESS HI % 5 1R IR 3 % @5 (24~ 1201 1H) O bIFAER
FRMIER) (L, TEH) 052480 (Complete Response, CR) %
&l K| PUEMEEE AR G- RN S 5 1200 B AR O HALEHER GE.O, TRH:)
FHEIEE | o4 (Complete Response, CR) 3
FEFMEA O
ZVETEALEE R O BIFIRIFIC oW T, T RREDSIES B —10%
o ol YAl s VAR = 2l N = SVA7) B/ 405 Snts cl N = SV Nl ¢ e XS 2 AL S0
WEE &7z,
BER n | CRE (0-24k%f) 95% Cl %
a2k ba v | 555 | 75.3%(418/555) TBE : —270
Fo=tbar# | 559 | 73.3%(410/559) R 727
EEFEEE @
B SRR O IHIRIRIcOoWT, Skt ryns o=
£ b xT B EBMEAEGE S L,
+ n (o + Cochran-Mantel-
fa R B n | CReE(24-1208R0) |~ - 0 s
ua /& ba B | 555 | 56.8%(315/555) p<0.0001
Fo=thua v | 559 | 445%(249/559) | (BRALAIIENT DplE)
Bl AT IE H
1205 & RO L BREROBIBIA RIS O\ Ty /3w b a1
Tt ba x L THEEN RO LN,
n % (O T Cochran-Mantel-
w5 n | CRE(0-120/5) Haenszel test®
S/t b U | 555 | 51.5%(286/555) p=0.0001
yo=—thu Bt | 559 | 40.4%(226/559) (%4 H Lopfl)

* I NCCN# A FTF 4 ¥ 20044EE1RICB VT L RUSIZHEH SN TWwWBHEC
# RN T - PUEEIES AR, MR, AR
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(V. amIcET3EE |

1) BahitiRsEsER ¥
(0o%)

EIVEM
N/ b a s REoRIWEHFEBIER1330.5% (170/55781) Tdh - 72,
FEIRIE (%)
BIfEADIESE Na/s/e v E | I hOVE
(h=557) (n=562)
fE 97(17.4) 88(15.7)
ALTHIm 24( 4.3) 34( 6.0)
9O 18( 32) 21( 37)
ASTHEm 16( 29) 33( 5.9)
QTIE R 15( 2.7) 18( 32)
JIlIR=] 13( 23) 10( 1.8)
A 1| 10( 1.8) 18( 32)
PR H 2 1 Rk 9( 1.6) 16( 238)
y-GTP¥4hn 7( 1.3) 14( 25)

@ HECXAIMECH G2 FE SN T WA AEH28H UL 18 L T 0 % % 54
IAOVAL 3 Tie JEE A= EIF TR

R | Sl B
i % H1%28H PL E18E LT AAE3 2kgl L THECIIMEC* # ¢ 5- 3

% HES8H FAS
T st | HECTURMECH S A 5 1T\ 5 S
= & | REGADHE (DA%, BA%, A%, 95 b o— bR RO
BRSMICE | %) & 453 2

T % R8> 20ug ke (I 5me) % HUEPERE AR 307
g | O E TU0B DL BRI 5L ACE IR 8327 L
PRTE | feic 74 4 57 > % SUERERTS AT 5 AR 3070 & 0112

£ 7 UM 542, SH H B S
x =
SHIEE | JLEPERRA AL 51 RS 2 S (0~ 120K ORHLEER (B
(REEEO % | 0, WERE) D524 (Complete Response, CR) #¢
BHIEE)

D PUETERRAE 51 R % G VER] (0~ 24 K OTE5M (24~
s x| L20MEDOCRE
g | @ PRI G, SERNL. AR 1515 M oMM A
’ 3 LR TIPSR 2 L

BT L - 0 L (GREBLE)
R
WM OCRE1E58.6% (95% CI 44.9~714%) TH V. 95% CIOTF

AR (30%) % -l > 72,

& ®| [Cr&(0~1208m) 95% Cl “ERE
58.6% (34/58%51) 449~714% P<0.0001
(BAE AT P

_21_



(V. amIcEy3ER |

1) HahM4A8EE B © Bl Yk Sl
(>5%) @ APk R OEFR I O CRE

S DOCRZEI1E724% (95%CT 59.1~83.3%) EFEMDOCRZEIZ
63.8% (95%CI 50.1~76.0%) T - 7=,

FHE AR CR= 95% ClI
S 724% (42/58%1) 59.1~83.3%
N 63.8% (37/58%1) 50.1~76.0%

@ R 3 o E A
SRR B AW U, MR 2 L, HIHLEZR L, K
L7 L (6L o BFDOH X, ThENTI3%. 72.4%.
93.1%+ 50.0% TdH > 7zo FBRIZEFEMTIE, ThTNT741%.
65.5%. 87.9%. 42.3%. &M TIZ, TN EN655%. 58.6%-

87.9%. 346% Tdh o7z

1EH Eralil-t e BEDOIE 95% ClI
M| 703 (6/58) | 666-888% _
wobs L [ | TN 58 | 6L0~8iT%

2 65.5% (38/58%1) 51.9~775%
vt | TR 2% (127580 | 501-833%
R e o5 e/ | 519 Trsk

2 58.6% (34/58%1) 449~714%
TN 931% (GU/58) | 855-081% _
DL || sa% Gl | T 950%

o @ 2 H 87.9% (51/58%1) 76.7~95.0%
h i | SR ] 500% (13/2681) | 299~701%
el I U T Y A

21 34.6% (9/26f1) 17.2~55.7%

AT

ARH OBV S Z133.4% (2/5861) Tdh - 720 BIEHOPWFRIZ.
ALT EH. ASTER. y-GTP.L#A. SMELEN%17% (16]) TH -
720 Grade3OEIVERE. y-GTPLAL7% (16]) TH » 72, EiilE 5
DOEIERFSBRIZF N ZE %28 H Pl L2 Rim0% (0/1441) . 27 LL
F67EA5.6% (1/1861) . 6% L F 12 Aimi0% (0/12651) f O12% Lk
183 LT 7.1% (1/1481) Tdh - 725

BITEH OWNERIZ. 2L F6i A TALT B3 AST E5. y-GTP
LADE56% (161). 12 LL L18 UL T TEMERESRHT7.1% (14]) T
Holze BeHHIEF REHIIFED BN Do 72,

ZEBBI (%)
mreme | FHER omk | emnik |12mk|
B8 | oo | ek |12k 18mT | ((FF
(Ne14) | (N=18) | (N=12) | (N=14)

kot | 000 | 166 | 000 | 17D | 234
SRS 0(0.0) 0(0.0) 0(0.0) 1(7.1) 1(1.7)
ALT L& 0(0.0) 1(56) 0(0.0) 0(0.0) 1(1.7)
AST L& 0(0.0) 1(56) 0(0.0) 0(0.0) 1(1.7)
y-GTP L& 0(0.0) 1(56) 0(0.0) 0(0.0) 1(1.7)

MedDRA/J v.22.0

¥ VRTIGF U, ANVKTITFURIZYIOARRAT 7 I FRETLFEE: GERES L YA v
<)
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(V. amlcEy 38 |

2) REFHR

(6) BERIEM

1) ERRNRERE (—Hi
ERRERZE. A
BARLLBERE) | 845
BRFEHRT —4N—2X
AE. BUERRSTRER
FRBOAR

Thorough QT/QTcitEx"

a2k ha rGROQTHMEICKIZI wEEME T A L2 HME LT,
AL N ARE B 1l N Y5 2 22161 % b G 02 U HE AT Be oo B GR R 2 FE 0 L 72,
QT ML & D 95%E X M o LRI, EF P 70FH 2 400mgT
10mseclh ETH o722 LT, 788/ + 1 »025mg. 0.75mg. 2.25mg
DEMETIZT 7R EFEAKIZI0msecKilHTH D 77 RE D7D 5msec
KiiCTdho7zo £72, L. PRI, QRSHFER LEKEEIZH N1/ &
FarOREIROOSNL o7,

AR L

AT 7 0 F VEHE075mg L OV 7 1B F 3 jGM#HE N v 7°0.75mg KRR O i H
SR A S OV 7 T R 2 2 F8 R L 7o

[ b ]
IS PUEMIESH] (3 R T 5 F 2 5%) B 56
SGREEE | MRZEIUROLCE I, R, RREL, . WLE, PR OA ).

NuarrarénutborPiofing Gy FLeEy
VM) ORI EFR IR A, FEE. i, s

%55)
RESHE B RT3
B HAR Nk b HES G & OYUEEEE A O 9 -2 %1

I—ZAH& LT, 12—AKTET,

B RIE I 100041

[ o A0 I 2 ]
VN
POE 8/ & bar ORS8N B CHUB RS

H(ATFF V) BGEMDH B, 2a—AHIZOWTHi0
e ra oGRS, W—L VX  OPUEMIEER O
B GREBEATE D & SN ER]

RESE LB

T HAR SNa )/t ba RS EE»560 AT T 72750, /8a )
b~ o RS RGE & PUEREEH o — 2 %13 — A H
ELT, 22—ZAH»S5 O LT 5,

BIELEGI 9001

R

PO KA DG SN T 0 B F

RESE LS YT

B AFHIP G- B A H4E H 04255 T

B RERIE 12061
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(V. amIcEy3ER |

2) ARBERMHELT
ERFEOAE
RI3ERL 7
A - ABROBIE

(7) Z0ft

FLL v

FEL v
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VI. ZEXFEIEICET SIEE

1. BEZHICEED 5
L&Y L&

2. FEBAEF
(1) {EFIEBEL - fEFIME

(2) ExhzERMAIT S
HBRRE

AT FEHR S N7z 3B R 7 1 3 2 iE0.7omg L OV 7 1 F 3 ST N v
70.75mgK BT — ¥ Tdh b,

S-HTs AR SREIER (/9 =k b VEBE,. 7Y%t vo UEBE, +
YEF RN UIERBEKY. SR M UERBE. 4 vV o UHEEEE)
HE  HEOD LW OMEE IR RS IL, BFRLESHT AL,

PUEMEIE S X BRI OB A 7 = X 2%, HLERE Denterochromaffin
(EC) M A3 2> & ORI % 521 F THRR R EWE T & 5 5-hydroxytryptamine
(Lo k=2, 5-HT) 25 S, HLEDS-HTsZHRZ A LT, KOED
REMMFE D S, Lidchemoreceptor trigger zone (CTZ) % #%& Tl Fh X
WARESIN DR L BEHDCTZZ HER L. € ORAS R332 B
R5-HTs% 5K % 4 L TR R E SN A RBASER L T, 251/
b a VES-HTZHERICB W GEIR DR 2 HHERZRT2 8, &
MZBWTHRI40RERH & IR ICR VAR 2 7R 2 L 6 Ak R U241 i
DIBEDEFIIIB W TH ZO5-HTeZ AR 2 i3 5 2 12X ) flAfEH %
BHTHLIDEEZ LN,

1) BFEZEAARE OFEEBAIE (in vitro)”

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

S-HT B %2 S CMAMAB O ST/ AR L su /o v L okas
Ezx ZhENOBEHEY) 77> P2 724 & HERBNIC X BE L7z
Nu /& boa 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~ DB
FIFEAERET, pKildbILL T TH o 726



[ V. EMEEICEY 3EE |

2

EHEEMNTS
HERRRAE Y
(DD %)

ERESREICHTZ/NO/ & O OESHEMM

2 B’ SRR R PKi+1Z#EER =
5-HT3 I v NRINEE 104=02
5-HTia I v NRIMEE 44%0.1
5-HTic 7 v NRIMEE 46+0.3
5-HTip 7 U RRGK 42+0.3
5-HT> 7 v NRIMEE 48+0.2
5-HT uptake F v MRIMBEE 5300
a-adrenergicia F v MEHT R 56%0.3
a-adrenergicis 7 v M 54+01
a-adrenergicaa 7 54+02
a-adrenergicas 7w MY 54%01
B-adrenergici 7 4 il <4
B-adrenergic: F v Ml <4
Muscarinici I v MRBMEE 59+0.1
Muscarinicz T v MO 49+0.1
Muscarinics J v METH 53%0.1
Dopamine; RN S S <4
Dopaminez 5 v MRRSK <4
Angiotensin 1I-1 7 v MF <4
Angiotensin 1 -2 AN <4
Ca*™" channel BN A <4(pICs)
Na*/saxitoxin I v MRINEE <4(pICs)
i‘éﬁ;ﬁlgﬁgﬁgf‘mte 59 M4l <4(pICx)
GABAA/GABA 7 v b A <4(pICs)
GABAA/BDZ 7 v b A <4(pICs)
GABA/Picrotoxin J v A <4(pICso)
neurokinini J v MEE TR <4
o opioid ENVEY MEUMEERL) 40+04
K opioid ENVEY MEUMEERL) 42+0.1
uopioid ENVEY M CNEEBE L) 37+02

2) 5-HTs52 Bk & DR G BAINE (G vitro)®

[*H] -quipazine # ik ) 77~ K& L CTHW A ERERIC X 0, EmH5
BERICBIT 5 F-HTe2 AR § 2 8% %, EINACRilA & L
TS ST WS —EOS-HT S BAEYE & K L 72, ¢ F5-HT»Z%
HICHLTIE, S22 ba y ROV EL M a v hsd s BRI 2 R

L7
E Fo-HT:ZRFEHRIBEER I T 5 BSHEEHR

. 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 769 %1071 2.13x 101 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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(V. E9EERICT 3EE

(2) EEEMNTS 3) 5-HTsz BARKEHUER (in vivo)?
HERELE Y HEARIZ B B5-HTs 2 RT3 % & S 52- 2 F )V-5-HTiEF
(DD %) FCEFAEARNR (von Bezold-Jarish Effect) (%53 21 = MleS v F THES L

2o 2%/ ba ik, 2- A FV-5-HTHER SRR 2 0.01~10ug/kg
O B [al # R N5 CHEARGFIICHIHE L, ZDOEDsfEid+ v ¥ vk b
RO bu ok ) bIKMEER L7,

RS v MCH T B2- X FIV-5-HTHFHE R SHERIRIFI(ER

HES0%IHIAE (ug/ke)
mn B (95%fEFEX )
Palonosetron Ondansetron Granisetron
Hi IR N 5 0.04 (0.02-0.06) 2.2(05-39) 0.1(0.01-0.19)
4) fHIHAEH

@O A T BT D HoEHAFE T G012

TANNT Y, TI2FIA4Y DR A278L 8 I ryOF5128-
THEL LMK T 2 TR REZ A X TRl L 72. PUaH 2 ik N
54 B0 MATIC, ek bay, FrFrebnyida s b
O — Uk U CAMEIRR 2 BRI G- L, WEIH: 0> J8 3] % 5IRF ] 8142
L7zo sukbuayROF ¥y bavid, SEOPEAICXL S
Wi sE Bl B %2 & THERFEMIERT S, e/ o gt
YE e a L) QR TREE PR L7,

1 RSB B3EOHERFREL ST 51EH

BARA MEnt [\ 251 (F391E 1R R =E)
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" 467163

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




(V. E9EERIcT 3IEE

(2)

EHEEMNTS
SR AE Y
(DD %)

720 VAT T T 3mg/kgDERIRNI G2 & o THE T B MR 20§
LGN R A A X CTEMEi L7z VAT T F v 2G5 5 1IRHRIC,
Nakbray, Fryrkrurlidarshu—VEEE LTAER
IR 2 BRI S- L W0 583 2 5@l L7z, Su /b
Flug/kgs A& bu 2 id100ug/kgh H A BAZ MR 5 3 ]

Bz L7z,
1B TRD VAT IF O FREMICHT S/ER
BN SE AT
o 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 3 433+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 1333+4.17
6 10 13.33+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)

@ 7 x Ly MBI BPERFREEN 2R 1Y
Zzly FeHWT, YATSF UHRAMERICTTAEH 2K
FL7ze YATTF 10mg/ kg% RN G5 5305 H112, 281 /&
P r1~100pug/kgXixa > ba— VEEE U CAPR AR % HIR NI
5L, W05 250 Mg Lz, Su /¥ oy (1~100ug/kg)
. AEARERICEE R R 2 R &7z, fa /& ha v 3ug/kg
PLECHRH-oRBN L. 2 ¥ P a— IV o4%KiiTh - 72,
Ty MIBTBRLXTSFHRAMEEICXY 2168
BIRNEEE @t @£
o & n (ug/ke) (B B E)
Control 4 0 16.00x2.71
9 1 9.67 +2.87*
5 3 0.60 = 0.89*
Palonosetron 6 10 0.00=0.00*
5 30 0.00 =+ 0.00*
6 100 0.17+041*

% : p<0.005(Dunnett’s t-test)
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(V. E9EERICT 3EE

(2) EHEEMTTS
SR AE Y
(DD %)

(3) 1ERRTIEFR -
Fr foeR

WIS, 7Ly bERWT, MRS AT 55 ViSRRI (3
BERZEME L7ze 7Ly MCY AT 5F »omg/kg% NS L.
ZD0. 24K 48521z %a 2 & b 1, 3. 10, 30, 100ug/kg X
Far ba—vhEe UCEBSIERE HIRNES- L, Y ATT7F
P 51524 ~T2RE M FEBL S % BRI L, sa 2+ b e V30K
100ug/kg THEIWZHA L7,

7Ly MIBTBY AT IFBRERPETICXHT B1ERA

n ® BIRNEEE cisplatini% 5% . =R

(ug/kg) 24-72RFRE DR F1£L (%)

Control 0 4747+ 62.0
1 4798 +82.1 -11
3 450.2 +50.6 5.2
Palonosetron 10 418.0+85.3 11.9
30 242.0+45.2% 49.0
100 261.7+355% 449

IR = R

* : p<0.025(Shirley-Williams test)

@ A X BT B IEPUE A TSR SR 1Y
FEPRHOT RENT 4 ¥ LOHEIFEEEL IS LT, e /&
1 >0.001~1.0mg/ kgD E RN G- 1358 % RIS e h o 72,

A 2EHCT, VAT T F VBRI B R %2 et Lz &
AT 5 F v3mg/kgk HRNIE S 3 524, 12, 8. 7. 6. 5. 4. 3. 231X 10
BRI, 280/ & b o v (30ug/ke) 2 #IRNI S L. MR O FEH] % SiE ] #5%
L7ze B2 B VIZY AT TF P 5THB BN OR S & 0 $H-EH
VAR HNTZ,
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VI. EYEIREICEIT BIEE

1. MARE ORI 255 5D
(1) AELEDE
el

(2) ERHBCRBSN:
_[[I]_EFWEELZ‘ 5,15, 16)

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

FUEAE L

) HAANIB BHE
@©  HANEEA (GE$5) Y
HAR MRS TS F-24% (%8 1 644) 1280 ) & ba » %23~90ug/kg
OFET, 302 CTHRIEEIRNES: L. #5580 MR X
(ZIZ2AVE T Ly SRR O T 22 000 137 T 30.8~ 36 3IKE [H] & At
DTREWHEZR L, EWEIRIE, Wi L2 EHEHcHENE 2
L7 B, sa 2k b roREHRIF075meTH 5o

100

—~ 3ugkg (n=6)
—— 10 t glkg (n=6)

3 —0— 30 ¢ g’kg (n=6)
£ 10 —0— 90 1 glkg (n=6)
E (E L FHERZE)
i Z
2K 1
AN
It
v
Mo01
~
ja
<
£ 0.01
®
8=
0.001 7 T T T T T T T
0 24 48 72 96 120 144 16
K (hr)

BARARBERAIC/NO/ £ O 2 BEFERARS L ZBEO
m#Ed/NO/ & OV IREHRE

BARAEBRBEABFIC/NNO/ £ O Z58RAZES L ZEO
EMENE/INT X — 5

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 | 152+458 | 308+9.22 214 +60 533+ 70
10 6 7.79+331 | 226+338 | 51.2+944 | 341+375 214 +56 621126
30 6 233+323 | 892+130 | 208683 | 31.3+355 171+ 46 463 134
90 6 526+36.7 | 226+394 | 561129 | 368+4.72 176 £31 551+ 67
P ME + B
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| VI EyEEcRIT 3IEE

@ HARANEAERE CEEESE.)?
HA NN B E24% (B8 6301394) 1281 /& b a v %0.075~
0.75mg® M & T, 302 THEFIRNIZ S L7z, 5Hom%Edh
PRI ITIZ2HME TR Ly et o 2 98 113.0.25m g % 10.75mg
DT, ZNZNA33RVAL6IERH & ARD TERWHREZ R L7z, 3
PEEIHET L - R #P CROBE A R L7, B, e/t
Y OARBAEIX0.75mg TH 5,

(2) ERERRER CHERR SN/
.[ﬂ].':l:'f)j%fgL 2,5, 15, 16)
(DD %)

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

CIREfiE == P (R 72)

£ (ng/mL)

=3

N
ul 0.1
”
Y
~
ja
C 0.01
5
&
8=
0.00II T T T T T T T
0 24 48 72 96 120 144 168
R (hr)

BARABRAEREIC/NO/ & O 2 BEERARS L 2B
migEh/NO/ & b OVIREHR

HAABRANEREZIC/SO/ £ O 28RNSO
EANBNEEIN T A — 4

BREE Crnax AUCo-24nr AUCo-inf t1/2 CLot Vdg
(mg) n (ng/mL) |(ng-hr/mL) | (ng-hr/mL)| (hr) (mL/min) (L)
0.245 2.90 ) \ ) .
0075 | 9 +0113 + 1% 20.53% 53.1¢ 61% 280%
025 6 0.625 6.71 20.16 433 213 766
+0.072 + 0.89 + 378" +13.7% + 43Y + 141"
075 9 2277 25.14 66.38 416 203 695
+0.589 + 6.28 +19.28 +131 + 56 +191
a):n=1. b) :n=5, Pl + B
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(2) ERERFAER CHERR SN/
mq:;‘};%g1 2,5, 15, 16)
(DD %)

@ AEH%28HLLEI8HELL T o H AN B (Ha ik 5.)
A28 H DL E18 LA T @ H AR N #2448, (KHRE6H)) ICT7FH 2 5V
PR T CTAH % 20 ug/kg® HE TR0 21T THIEEIR M5 L 72,
KA O FRE TR THE L ENIALON D o720 BB,
ARH DA R AN0.75mg, A %28 H UL 18 L F20ug/kg ( EFR
15mg) TH %,

10

—O— /E#28H ~<2i% (n=6)
—/\— 2~ <65 (n=6)
—— 6%~ <12i% (n=6)
—O— 125~ 183 (n=6)

(F-E9fi + KRR 22)

0.1

M Se 2+ b e o (ng/mL)
|

0.01 T T T T T T
24 48 72 96 120 144 168
i) (hr)

%28 E18RUTOHAANBRE (CKH % BEERARS U -EBED
miEdh/NO/ & bOViEREHRE

$#%28H L 18U T O HAABRE ICAF & BEEIRAKRS L -EBO
FERERNO/NO// MO OEYFEE/INT A —4

F N gt | G0 | omee | 0k
H1R28H~<2i% | 6 93.1+41.3 379+86 437245 14.14 +£9.07
2~< 6% 6 107.7+45.1 32277 352+140 924267
6~<12i% 6 140.7+304* | 44.7+26.6 244 £050* 706£1.06*
12~185% 6 1354278 332+42 255+0.59 727+149

FIE = B,
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(2) ERRHBRCTHERES N
.[ﬂ].':l:'f)j%fgL 2,5, 15, 16)

(0D %)

(3) HhEE

2) AHEINIC B B iEt
©  AEHE
SLE R R N 124 % 5402, 2sa 2 & b 2 025mgZx 1H 1, 3H R
HHTEIRNIEG Lz 2 oEYEREIE. AUChun? 5 1HH T
890ng - hr/mLTH A D%} LT3HHTIX182ng-hr/mL& %0,

21650 EAD RO N7z,

@ iR
AVE AR A1 8 2 0b 5 0S, 7 1 A4 — N — (14 H BIR3E) T%
0/t bar025mgZ 1550 CRMEEE L2 L &, FHRE%Z30
B2 CTHELZL & LEART, CuldR60% IS T L 72225,
AUChHndZMETH o720 BB, AITONT /) £ bu r ORBH =
120.75mgTdH %,

mifEhoSe /& o o (ng/ml)

10

10

e
=

=]

(=]

—
1

2WF [ E COWREHER

1 —a0.25mg e (155 1)
] —0=0.25malf 1 (30F1H)
(PA9f + e, n=11)

0.001
0 24

48 72 96 120
Wil (hr)

HEABEBRAIC0.2SMgNAE CHBEFFIIIBILEEZD
migh/NO/ & hOViBREHR

SHEIARENRAICO.2SmMgDAE TRFEMER EFELL-EEZD
N/t haO>OEYFHE/NT A —4

‘}"‘5 Tmax* ! Cmaxa‘<2 AUCO-inf*2 1 /2*3 Cl_tot#<3 Vdss’x<3

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

fE 3 1.38 20.3 333 209 554
(30F M) (60%) (21%) (30%) (21%) (30%)

w10 Ll %2 0 BATPISMO0E %3 TS (KRB . n=11

Bl s
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(4) BF - HAEO ) EHOKE
pe LR L

2) PFHEDPHE
O FXHRA5V U EOMESERT

O v OERBHEIZ0.75mgTH 5,

(ng/mL)
0.45

0.35 (B8 n=17)
0.30
0.25
0.20
0.15
0.10 1
0.05

Jiilk =P =R A= - 3] 5

SPEI R 178 2 X RIC, 2Sa /2 b r025mge 744 %
Vv 20mg % BRIRINEE G TR L - R0 BB E X, & 2 U
PG ROEYBRE L FIZFETH L LAREN, PRI X WA
DIYBEANORBIR SN e 572, BB, KIFTH/T ) £ b

O~ Ru /& ko B
0.40 = 7 2 5 R

0 24 48

(5

TEXYAZU 6 - FEGHARICH T HMEH/NO/ & OV IREHS

/mL

e —O-fu /4 b LR
i
S ;‘gg_ O 7R A AR
2 500- (&#E n=17)
Ny
=
#
T
=
&
=

0 4 8 12 16
B [H

@ Xbrurs3IFEoMEERY
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SO OB - GRS BT 3 MFRT 55 X 8 L RERTS

HHE RN 124 % 0412, 231 2 % b 1 v (0.75mg D ik Nk 5
EXAMru75 3 F(10mg. 6H OIS 2 b5 L 72Ko
BRI, TN ZNHEAESREOEYBRE L ZIZFRETHL L
AREN, PEHIC X 2 A OFEWBEANO BT SNk d o 72,



| VI EyEEcRIT 3IEE

(4) BE-HAZED ® 7FLEY Y EOMHEERY
B~ AVE R A 124412, 231 2 & F 1 v (025mg#k 10FP R A F C Hifml
(DD %) HRNTES) L7 7LE S vk (0Sa ) & b a vy o504 112 125mg

OO S-. $#£52. 3H HI280mgd R Y) % b5 L 72k 3
O/ by OSEYBREE, Sa /b oy AR GRS R L 2E
FETHY, 7TLVEY Y FOPRICE 2280 ) & o » o3EYE)kE
NORBIIR SN h 5,

B, TTLVES v heoim sk ba YRR & (0.75mg) TOME
TERIHGT ST,

—O— \u /& b e HRE
—A— 7L E R MR

CEEE = FRHERZE, n=12)

Mg e & ha L (ng/ml)

0.0 T T T T T

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

TFLEZ MR - FEGFRICH T 5 MBER/NO/ & MOV IREHS

<B# in vitro>F + 27 10— LP450 (CYP) N0 )

v MFI 7 ay — A2 R ERRICE Y, o/ & bo VIR
BBV TCYP1A2, CYP2A6. CYP2B6. CYP2C9. CYP2D6. CYP2E1
JOCYP3A4/5%#HELRVWEEZ SNz, T2, & IO 2 1
WeEEFERBRICBWT, S0/ & b1 YICCYPLA2, CYP2D6 % OF
CYP3A4/5IH 3 % B IEFRO S b o 720

2. YR E Fmb

/\".3)( _91,2)
(1) #IRF* BMER L
(2) RIVEEER HMER L




[ VI EEREICET 5 EE |

(3) HEREEEH"?

@4 Y9UV75 &2

(6) HHEHE"?

(6) Tt
3. B&EH (FEaL—232)

ﬁﬁ’:*ﬁ'& 21)
(1) A&

(2) NI XA —2ZEEER

4. TR

5. ﬁﬁ22~25)
(1) M —RxESFT
iﬁi@'fﬂtza 23)

kel : 0.021 £0.002 1/hr (tu2 : 34.1 £3.8hr) (RIS 10 ug/ kg 5-KF)
kel : 0018 £0.006 1/hr (t12 : 41.6 =13.1hr) (8 A\J B 120.75mek 5-165)
[VI. 1. (2) BEPRAER CREZE S N7z i e | o TS,

CLuot © 214 +=56mL/min (EHE I A 1210 n g/ kg 5-H)
CLuot : 203 =56mL/min (8 ARE & 120.75mg 5-H)
[VI. 1. (2) BEPRABR CHE S NI i EE | OIS,

Vdy @ 621 £ 126L (EREANZ 10 u g/ kg 5- 1K)
Vdyp : 695+ 1911 (B AHE B E 120.75mg e 5-HF)
[VI. 1. (2) B PR RBR CTHEFE S 7z b i BE | D THZ I,

FY LR

FEREE R L L7 R R
RN HAA (2448)) J OHVE A (37451) 2D
< NRIEEE  HARN (2461) B OHE A (134441) 2

CRAFERE - 2 ) 75 Ax L CCockeroft-Gaultish K W HEH X b7 L
TF=U 7 )T TV ARTREBISRET LI EIRENTZH (p<0.01,

TREYMGE) . € DOEEILE Tl <, BIREEREZ 2B 5 K5k
RiREBELIHATH -7,

NS Y v S— b A Y b OSAEREIC
LADKIREER=A!
[VI. 1. (2)

BRI NG i (=1 i
BT H 2 EAURSI NIz (p<001, TEEHHIE) .
PRAER THERE S M7 MR EE | DIHZ M

BN

HM LR L

< ZS% >22, 23)

7 v D ORRNREIZOWTIX, [V 5. (5) ZDMBOFMIE~DOBEITE | DIHSH,
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| VI EyEEcRIT 3IEE

(2) Mm% —BaEERIFT
&

(3) FitADBITH

(4) BERANDOBITH

(5) ZDMOEHEAD
BiTH2 2

(6) MFEZEQHEEES

HAER L

<HE>W

JeR—ANDRAITE(T v 1)
HIRI6H B J v MZUCHERE/ ST 2 & b1 > 0.445mg/kg % Hi 6l IR P #%
5. U720 $65-200¢ 14 0 B i T O 2 AHLRR i o JRCS B I8 FEE 1 1 i i 7 v e
BHEEIRIE DO ENZN166M5. 0.85~149f5TdH - 720 FARDO S REREE IR
PRI P REIR EE & D AR o 720 BeG-1224RE B O BRI, e % O
VRS O B BT B LI BR R LU T T d - 720

HMER L

<BH>W
A ~NOBIT (5 v b)
iRER1IH B M 7 v MIZHCEERR ST/ & b1 > 0445mg/kg % HilAl
RS L7 & & FLiTr gy e i B 13 ¥ 5- R 81 ] & C I 4 v Jsc 9 g
IRIEDHIONE T D o 7o FLit iU BEHR BE IS AERF A 12984 L 48K ] LARE 1%
B BR AR & 72 5 720

AR L

HMER L

<BH>SED
v MBI 2 MR
v MCUCEER# ST J & b a r05mg/kg I EIRPIFE S L7z &, st
BV R 2 (IR P OALRK LS 70 Ly £ < oMK CIMAE X 0 85w o de i
BERIR L7z b mEVIiRELEZ /R LHEkIE, ML, B, BEkcHy.
KNTHE, FFBE, BB R ORISR IR RD bz, F7o, TR
QYR / /NS MAE & TR FAREE OB R IREEATEO S, Z OJgiE &
LCNa /b uryoaPHRHE Nz, £ oM TImEE L BB
LU 72 e BT 3ERS CHUBEDST L L7225, A 9 = V&AM CH 2 IRER KL O
FE 8 A7 o 5014 G- 2 96 RE ) LUK b U RE SRR S, TS ORI 6§
%50/ & a3 O B BRI RIE S s,

S ENTEEICCTHlE L7z e b IMAEE FAS A3%13861.0~63.0% (5~412ng/mL)
THY., BEIKAET —EDRAEFRL R LT,



[ VI EEREICET 5 EE |

6. {-%%5120, 26~28)
(1) RAWEBELRV
R

FRHHERAL © R

HEE AR BN 64 (B34, Zk34) 1I210ug/kgDMCRE/ ST & b~
% 30RS [ 20 CHLRIEIRNEE G- L7z & & O REALIR K O 0 3L Bh g A
BeEt Sz, MAEPHUEREDZ 280 7 & Fa w55, 4R ciddic
REARLE LTHEL TV D 2 LATRENTz, M CIHOH W A5
ENTZHL M4 (6-S-t Fu X 4K) RUM9 (N-7 3 ¥ FMR) O IZREbE
EHBELTHZ VL. M5 (N-F F ¥ FE-6-4 MEK) IZDTHhIEDELED
MRS NIz DRIE 5 720 5 HHEDTI.5%75 1445 ] F TSR A HEMR S 1,
ZD 95 HbDA02% % B EDI-Z L, Xu & b a rD50%FEEDIML
HICTHET 2 Z LAaVRENTz, RBEYMAK OMID RBHRIER I, Eh 2
N109% KL T'125%Td H . ARHPIM6 (7 ME) ZRFTh MR SN0
BIZo 72,0

[VIL 7. Pl ] DIHZ

v MIBIT B HERBREEIIUTTIORT EB ) TH 5,

PN =Ya A NEN
LA

M4

M-5

EMIHTB/50/ & O OHENBHERE
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| VI EyEEcRIT 3IEE

(2) KEICEAET S
B3 (CYPH) D
DFFED 27)\
H5%

(3) MEEBEROFE &
RUZOEIE

(4) KEYOEEDOFE
RUSEMEEES
et

7. BEit®

v MFIZ a0y — 22w RE TR REMA. MK OKBRALARD
SN, RBNCS 55 b7 o—2aP450 (CYP) 0 FHE & LTI, CYP2D6
MEETH - 7275 CYP3A4JLUCYPIA2D HE5 L TWwAH EE R bR,

HVE N EERE R A O CYP2D6IEE AR IZR 3 (PM) & IR %% (EM) % xf
L2128 a /& b r0.75mg % 308 0 THEE RN S- L7z & &, PME&
EM & OBICHAE RIEYBRE NN T X —F OEVITR SN d o 72

HEABEBEADCYP2D6;EMEDPM EEMIC
NnNa/E bOrzERARS U EBEOEYENRE/INT XA —4
Cinax AUCo-inf tis2 CLuot Vdg
HERE n (ng/mL) | (ng+hr/mL) (hr) (mL/min) (L)
EM* 3 1600(19%) | 781( 9%) | 495+ 24 16115 686+ 31
PM* 3 1571(27%) | 66.0(22%) | 44.1=10.7 192 +40 723 =182

% CYP2D6IGEME (FF 2 b A v 7 7 UAGEHEME)
BT PIGNE = BEHE AR 22 AT AT 39145 (CV. %)

FLL v

b N EEAHEHMAK MU BT 5 ENE y MEH R O5-HT 56 X
B/ L U25-HTeZ BRI T A7 v 7 T2 2 Mk, wFhyso
JEbardl%ERiGTH o720

SHEI AR N 6% (3%, ZME34) 1210ug/ kgD MCEER#R /X1 /& F o >~
% 30F [ 22 CHLIERIRNPE S L 7-BR, 525524008 £ T2 57 083.2%
ARAICHEE S, DI L A EWL44BE E TOPEMTH > 720 Frh~D
PEMEE3.38% CTdHh o 720 REALIR L L TO144F5 [ F TORPHEMH1239.3%
ERPHEEEIER DF50% % 5 D EHPWMA R OMID IR bR I, 2h 2
N10.9% L N125% ThH o720 F72o &H 2 75 ¥ A160mL/hr/kglZxt L.
REALKDE 7 V) 7 5 » Z213665mL/hr/kgTH - 720

SHEIARERRA (CCIR#/ O/ £ FO 2 10ug/kg%
BEFRARS U - & ORPHE#ER

FRABEMER (%)
BE5#% %515
R | n | 0~2408%m O~1448575
Wmetee | meEE | coseros | MO | M4 é%ﬁ@
N 85.9 8.1 36.8 138 | 116 189
Ktk 3 + 69 + 69 + 50 + 21| =16 | = 31
s | 3 805 778 418 112 102 146
+ 59 + 59 + 140 + 65| 41| = 61
83.2 795 39.3 125 109 1638
o
] 6 + 64 + 60 + 16 + 05| =07 | =07
ST+ B 2
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8. NI AR—&Z—IC
BIY B 15

9. BMFICL BRRER

10. REDEEZET D
%%29, 30)

1. 2Ot

Bl s

BB R L

1) EHEREREEE BT B M
ALE B R RERE 31280 2 & b 1 > 0.75mg % 308 H 3 T HL [ EHIR P P
H L7z &, HEOBREERES TR A, AT E L,
AUCIEL3REIE E LA L7z, BEE - EEOFRBRERICB I 2 WH)
R & WS 2@ I3 e hr o 726

BHRgEEEEICNO/ O Z258RARS LU -BOEDEE/INT X —4
EX%I—\ba) n Cmax AUCO-inf t1/2 CLtot CLr Vd/;
R e (ng/mL) | (ng+hr/mL) | () | (mL/min) | (mL/min)| (L)
E 9 2549 780 39.3 173 525 617
(fERERE ) (35%) (36%) + 908 +731 +28.6 +396
WERE - FPARRE 9 2574 835 473 154 62.1 607
B RE R (40%) (25%) +138Y| +388Y +159 + 142"
HOE 7 2.600 100 61.5 149 233 668
B RE R (47%) (59%) +184Y| +107¢ +185 + 2269

a): CCr* @ IE% >80mL/min. W - 4P 30~80mL/min. FEE <30mL/min
(% : Cockcroft-GaultsX\2 bR/ L7227 L7 F =020 T 5V R)

b):n=8

c) i n=4, FAMFEIME = BRI (CV. %)

2) HFHEREREEZ 21T 2 M
AVE BB RERE #1281 2 & b 1~ 0.75mg & 3080 721 CHL I BRI
G- U728 &, i rp 85 B K OVEE BE oD B AR 9 553 CTRERE RN IS X
THEL LMD o 72A5, AUCITRER BN & BB ~ 52 o) T B e e
D TH S M ENI R h o 720

FrREEERFIC/NO/ & b O 28 RAKRE L ZBROEYEE/NS X -4

‘ar Crax AUCo-int ti2 CLiot Vdg
FriRaE n (ng/mL) | (ng-hr/mL) (hr) (mL/min) (L)
i ® 9 2.549 78.0 39.3 173 617

(TR N ) (35%) (36%) + 98 + 73 +396
L2 3 1.779 572 30.7 214 564
JT R BE R 2= (46%) (33%) + 56 + 64% +176%

rh SR 3 1.799 825 56.3 160 636
JIT BB i (31%) (34%)? +284 + 60% + 2307

uOE 3 0.994 60.6 59.9 248 913
JiTH ik i (36%) (53%)? +26.1 +183 + 2529

Child-Pugh 2 2 7 : 8E5~6, HAFE7~9, HEI0L L
a) :n=7. ST + BRER DL TIE (CV. %)

AR L
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iI. L2 (ERLDFES) (CET BHIEBE

ARINELIR S N7 R 7 1 F T EHE0.7omg e OF 7 1 & ¥ jiil i N v
70.75mgKRRED T — 5 THh b,

| BEREEZOEE | REshTusn
®>a ""
2. RERE L TOEH 0 BB (ADBEEIEEEL KV &)

2.1 ARFI ORI UBBUEDRERED H 5 BE
(FRHL)

VAN I8 O N w IV N = 7115 ) N 07 S g SO % A i D e A = R o A R e 1 [
WO, BEELZBEGEOHRENH L7077,

3. RIEE IR R (CRIE [V. 2. B RE IR RN B 25 oS .
THEERLETOER

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

5. EEAREARNER L RE SN TV RN
% DIEH

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

9. FENERZFETIREICHT IR

9.1 AHHE - EEEFDH 5 8%E

9.1.1 HItEREOH 5 8E

RHBG BB 2 T5I12479 2 & HILEEHOKTrAH6bh s L
V%o

(A
PN O R RER T LSBT IS X 2 EE MM, 1 Ly AUIH%E
DL Ao 72A5, S-HTZ AARRE P C IR LE E BN EIEH A3 &
TWabIZENL, Nu/t huy ORI CHEROEE (V7= o>,
FrF e a ) BEFRXOLEBESEIHRL 72
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(. &2t (FEALOEES) CRHT3EE |

(1) AHHE - BEEEED
HBBE(DDLE)

(2) BHEERERE

anb
o

(3) FikeEEERE

(4) &JERE2H I 5%

(5) 1thw

9.1.2 iE. BIRBRIREEEOH 28E
Ny T CEREIRHECET 5 1ER)
PEBRIMLE R 2 3§ 2 & 20 5 OIS EHHZ 20T, JERAVEAL S 5 B2

Hbo

CftsE)

Ny 78] (0.75mg/50mL) iE, AR A &AL TB D, 50mLA kL
F R AD4MEE FNT VS, SO0, LE. TEERESREEEED D
B BFNE Ny FEAOEGICE Y F MY AR K O BR LR AT
L. DSBS . SERPEALT 2 B2 h0H %,

9.2 BREERERE
Ny T) CERAEHEICET 5 1ER)
Koy HALF b U Y A OBRPGIZHD 29 < EIRPE LT 2B L

V5o

(L)
HEEDOH LBFHIZ KGR F M) T AOFEHEIPMET LTSI Ehb,
Ny ZRFIOBHGIZ LY Ky BALF B Y A o@ER G-I ) <
FERDEALT 2 BZND D B0 TD LX) EFIHG T 25E1E. ToklE
HLETH %o

ZJuz

BOE SN TV

HESNTWZRW

9.5 T3
Tl SO IEIR L T B TREYE D & A i, G E oA D E Bk
Z LW L ENA2GEIC0OAETH52 L, BIWFER (S v M) Th
BANOBITHHE SN TV S,

(L)
FEINAL DR ERER I B\ TR~ ORI % <0 a3z L Twk
Vo G - FEAEBERBRICB W TR 2 RIRT AW RS 7y M
BOTBRENOBITHRDO LTV L IR L TH 2 WD H %
TP IZEHE LA R Z B % L HE SN HEICORKG TS
NP
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(W 22eM(EREORES) CHY 3EE |

(6) RILWw

7 NR2E

(8) =i

7. {HEEH
(1) BtRAZR L ZDER

(2) FEAEE L ZNDER

9.6 Rilw
R EOARE R ORI REBOARIEZ Z R L, IO P %
BErTd 52 & BWER(T v 1) T, FLHHNOBITS#E SN T 5,

(L)
W EBICBNTT v POFITHFNOBITHPRD SN L, B EOF R
ORARBOAEMEZZE L. ZALOM I IE 2 RETd 5 2 &

9.7 MREFE
AR OB AR R 2 R & L2 BRREBRIZER L T e v, [17.1.2
Z ]

CHRERSE)
FE| IR PR RRBR TR AR AR TR 2R 0 (P12 H oK) (2X) 3 & ST REERIE
%y REMIIFELL TV v,

9.8 =E

—MUAZABIRRREAME T LT %,

(FRHD
BRI AT REME T LT b 2 2% L, KKIOfL SR AS I
L, BWERZERLRLTVWOT, BEOREZ HCEEL., HMELRKS
DFE L T2 0iRE LT,

HESNTWARW

EEINTWRWn

e
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(. &2t (FEALOEES) CRHT3EE |

8. BI{EH

(1) EXHEMER L
WMERREIR

(2) ZOfeDEHER

1. BE{EA

ROBWERBH HbNDLZ LD HDOT, BlEEE ToIATV, REDFE
DO NG E I3RS 2T 5 % EE R REZT) 2 Lo

1.1 EXLEMERA

MA1 av 9y, PF745F 27— (O FRHHEARD)

Yav sy, TF745F Y — (FHEK
MEETE) 2D S5bNb I Edh b,

FEAR MR R I IR A 3 |

(PAERE)

ENAMIBWCEELRT T 74 7F V=05 ST b, REBEGH%IE
B2 T ATV, 29 IR
FEPRD LN E Ao 2 HIE L, @Y 2REZT) 2 & (F
A [ EERIEREBINIE Y =27 V(T F 74 7% 2 —) B,
—CHEMIC L BT F 714 T F =ik, ZOH - PEHEAR THEARATER
THUREMNDH L DT, BHOBIEZITH 2 &,

FEAR, BBk R PR, T SE O

11.2Z DL OEIEA

10%LLE | 1~10%FK% | 1%FH $EREANER
Fiti it BEN e, SR IR, ANGE. BIRE,
AR KRR = 2 — T8 —, R
IR SRR, AAORE, B, B
st o WEE, A Y Y ANE. BRI
. EH LT AMLE
Lol - QTEE G 1 MM, BEIR. IR, O
s Hn, SRR, FVEASENR, HRE .
)l HRIEE, MU
i | HERA76%) T, IR | e, BEER . WEASEL
M. I
e, - TR
WIRE
B YN | AR
i s [
1 1§ 545 TLE PR %
I 2 Lxo<D
gis Hup e ) Py
2 MRS, 5548
AST L& LDH 5.
R ALT k5. |ALPLSH
y-GTPL5H
LA PR, WAL, | TR ERAL RS (6. KLBE). Ze#h. B4
Zof iR 55 &, HESE, MM, A > 7 VIR
SR, MESTRE, R
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(W 22eM(EREORES) CHY 3EE |

0. BFRRERECRET
pE

10. BERS

11, @A LR

12. ZDMBOEE

(1) BRERERICE S

THER

(2) FEERPREABRICE D]

5%k

EEINTV W

R

RESIN TN

14, BAEDEE
141 R EEHOIE

(BIKI4EE)
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F—A b5 7 D454 (The Australian categories for prescribing medicines in pregnancy)

B1 : Drugs which have been taken by only a limited number of pregnant women and women
of childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.

Studies in animals have not shown evidence of an increased occurrence of fetal damage.
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Hos AR

KE DA E 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#:)

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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ER R T B 155k KED AT CE: [ Table 1: Recommended Dosage of ALOXI Injection for the
(o5%) (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 15 |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 15 mg) administered as an
intravenous infusion 30 minutes prior to the start of
emetogenic chemotherapy [see Clinical Studies (14.2)]. While
this study demonstrated that pediatric patients require a
higher palonosetron dose than adults to prevent
chemotherapy-induced nausea and vomiting, the safety profile
is consistent with the established profile in adults [see Adverse
Reactions (6.1)].

Safety and effectiveness of ALOXI in neonates (less than 1
month of age) have not been established.

Postoperative Nausea and Vomiting Studies

Safety and effectiveness have not been established in pediatric
patients for prevention of postoperative nausea and vomiting.
Two pediatric trials were performed.

Pediatric Study 1, a dose finding study was conducted to
compare two doses of palonosetron, 1 mcg/kg (maximum 0.075
mg) versus 3 mcg/kg (maximum 0.25 mg). A total of
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KE DTN SCE | 150 pediatric surgical patients participated, age range 1 month
(202044 H) to less than 17 years. No dose response was observed.
(mo%) 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 (3#0#)

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
P 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) | 1245(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(365) | 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
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(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 8: Prevention of Acute Nausea and Vomiting (0 to 24
Hours) Associated with Emetogenic Chemotherapy
in Pediatric Patients: Complete Response Rates

ALOXI injection Ondansetron Difference [97.5% Confidence
20 mcg/kg 0.15 mg/kg for 3 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%]

2 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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(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) | (=1/1,000 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 (3%#)
(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 nug/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 ng/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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(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 ug/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 pg/kg, max 0.075 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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(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) | Q9.1 | (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)

2 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

AUCow, h - ug/L

ti2, hours 24.0 28 233 | 305

Clearance®, L/h/kg
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Yo A0 |BEFI - + pH 581 5.93 5.82 5.80 5.81 i
BE7 /N % Sal. 100nL | %% (%) | 100 — — 1002 | 99.9
S )E 77— M R | EGER| EGEH|EGER|EEEA | EEERR 2008
Flkmgrr r=>tomg [[2020 5| 10mg/1nL pH 5.21 517 517 518 5.21 :
o E kg . 4~11
BEE(%) | 100 — — 99.8 9.8
M R | EGER| EGEH|EGER | EGER | EEERR
U - A—F T8 .| 1000mg/8nl. = = = = =1 2008.
I |1000ng TP A — + pH 7.02 7.02 7.01 6.98 690 | .1
Sal. 200mL | mzs (%) 100 - - 99.7 99.6
. . BENDAKT | EBORT | BBDEKT | BEDKT
[ | AR o o L oL o
Ul - X RO—JLEEEH 4| 2000mg/ MR | REEB ey | hepiBl | b picBl | hepicEl 2008.
% |500mg 7T sonLav) | pH 733 | 734 | 732 | 74 727 | 4~11
BHEE(%) | 100 — — 100.3 99.9
7 2~ | 8o5ma/ M R | EGER| EGEH|EGER|EGER | EEERR 2008
A . >| 8.25mg .
L |FH KA ESRI6NE | L s O o (en) | PH 6.04 6.03 6.03 6.04 603 | 41
BEE(%) | 100 — — 100.7 | 1003
8.25n(|g/) M R | EGER| EGEE|EGER|EGER | ERERR
e e s ar 7 Z ~ | 2.5mL (5A 2008.
w |7H RO EsRIGE | T O n pH 5.86 5.88 5.87 5.86 585 | 411
Sal. 100mL | B%FZ (%) | 100 — — 100 99.0
- 8-25ngg/) M R | EGER| EGEH|EGER|EGER | ERERR
e svaes = 4 & 2| 2500 (5A 2010.
74— MEsHRI6ng | = n pH 5.92 5.92 5.91 5.90 5.83 57
Sal. 100mL | B (%) | 100 — — 100 99.3
P M R | EGER|EGEHR |MEEEH|MEREH|MEREH 2008
1) 270 5E20mg (2%) iig | 20mg/1nL pH 5.69 567 5.67 5.68 571 '
5 B S B 4~11
245 BHEE(%) | 100 — — 100.7 | 100.9
=Y e O — 2 M R |HERER|MECEHR|MEGREH | MERER|MEREH
2|, - o HEERTE- 2008.
S 1)+ 3 LF1005E P [100mg/20mL | pH 452 451 452 4.51 454
BEHFNESR 4~11
312 BHEE(%) | 100 — — 100.6 99.6
Sal : £IBEIER

_66_




(. & =)

1) 70O % 2 §30.75mgDECA ZE LBk QHIACS) DHBRER (0D X)

%

A N | gy e s % B B M
2 7 MR |Gt | (roea | BFRE fo s
T; B % | BB | EFfEE | 6FFRERE | 24R5RE7 A
% M R | EGEH| EEER|EGER | EEE &

2 N FILTL 7 HBE=E HMBE=E ,\\\@,/EEH ﬁ%@}ﬂﬂﬂ
. © RS LE10% P L 7] 200mg/an | o 487 | 488 | 486 | 487 | 480 | 2008
i REED | 100 | - - =
g 2o e h—7 T3 M R |EREER| EREER| EEEEH ﬁ#’;’;?ﬁ‘ﬁﬂ ﬁé;?%ﬁﬂ
= S—viEstigiong | > 7] tong/tnl | o 513 | 512 | 513 | 516 | 520 | 2008
| K . -~
" ﬁzzgé) _ w |- — o3 | w5 | M
% ) | | BB | FREER | FREER | REEHR | FREEH

2o | AFAN—ILEGHES0ug | T — ¥ T

o ' ug o f|sooug/to|_pn | 607 [ 506 | 504 [ 503 | 506 2005

0 %zﬂﬁ) ﬂéoo — - 1003 | 997

‘Egﬂ S, N N0 e :tE;?zEF I% * EH ﬂ% EH ﬂ% EH ﬂ% EH ﬂé Eﬂ

SElE 42y 3 vastkt nigii.

- »iEstaI0ong ST 100mg/ tnl ng(/) 539 | 538 | 538 | 530 | 540 | 20

= 7% (%) | 100 — — 999 | 97.2 -

ZK MR | WEETER| MEeLEN | MEGLER | HEETER | HEet

£K ) . 3 : WEELER | HEETER | HEELEHR

SN Ay —NEEE10m I — ¥ :

e 10ng # 4| ozl | o | 511 | 510 | 512 | 500 | 510 2008
o BAEE(H | 100 — - 85 | 972
27}#55>°7)b9—v o M R |EEER| EGER|EEER | S6aEH | EEEEH

e E| voNsL | o 496 | 499 | 502 | 505 | 505 300?1.

2 __ A0 | 100 — - %3 | 932

Eol al. 20nL| f% K |BRARETEER| MR B | MG R AR | MR e R

5B 644 U BER g—= r H 200

s % arae| P 494 | 493 | 493 | 492 | 492 B.

=+ ooonL | BEE(%) | 100 - - %6 | o8 | |
4 & 3 | REDAT | RBOKT | REOAT | REOWT | REOAT
Uenss e 1977 | o hEPIEY (b EHCEY | bTACEY | hTriB [hTricEY

g o | TV/DWOML T 488 | 48 200
- T 85 | 487 | 487 | 493 | 4~11
2o — - 97.
N M R |EEET BEEH e E T
: —)l/‘,I%\T;& El lz . 850mg/ ABEE AABEE ABE H ,\“%ELBH ﬂ%@/&ﬁﬂ
 Jesveron ooe 5%7“‘2( ) 481 | 483 | 485 | 488 | 49 | 0
2% (%) | 100 - - -

» 1001 | 998
g 42 . > “ o ~
r; P VF O — L (51"‘/82/3“- M R | EGER| EGEH|EGER|EGER | EEERR

7 g% 10nL B E 1| 7 oH | 485 | 486 | 488 | 490 | 49 | 20

A Sal. 100nL | BBEC) | 100 - - w0 [ we |7

42 \ : ~ : :
B ILF O LA (51"‘/82/5““- M R | EGER| EGEH|EGER | EGEA | EEERR
_ pston B E 1| 7 i | 501 | 504 | 504 | 507 | 500 | 201
: : 11~12

2 Sal. 500nL 513_%;;/:) 100 999 | 991

_ ¥ I |EEE EeES BeET BeEH| BEER
o |7 2055 H 0 LiE =7 OEs| 1712 A

# H100Ea |5 7 0 oL pH 605 | 604 | 602 | 600 | 604 | 2008

i BAEE(%) | 100 — — 001 | eee | M

171281000 | 1 3% |meEel | meE ; ~ :
oy b0 — > OEs ¥ HFUK ;ﬁ40 H|EEE | EEEH | £EER | EGEHR 2008
S N S . 541 | 542 | 543 | 542 :
322 500mL75 BEE%) | 100 — — =
(% 997 | 993
Sal : £BRIER  DW:EHHAEK




(. % = |
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1) 7O% 2 §30.75mgDEC & Z(LHER QHIECS) DHERIER (0D F)
= = oA g ot o
g g'g{é ﬁ” % )(E_ijj/\_ % %1&{?;; Eﬁglﬁ E E = 1§ ﬁ 1@ HTJ' FEﬁ Eﬁ%ﬁ%ﬁﬁ
A (=it | (FRRR) B | IR | ORI | GRRIME |24mSRI| T
£ e S ] R |EEEH | BREEHH | BEER | BEEH | BEREHR 2008
s, * ¥ 8 % 5000 oH 563 | 564 | 563 | 568 | 568 | .
1 BEE%) | 100 - — [ 1001 | 996
" R | EEEH | BEEH | BEER | BEEH | BEREHR
5] o # # 2008.
IR % > h| 500 oH 594 | 548 | 566 | 576 | 548 | .
# BEE%) | 100 = = 100 | 988
R | EEEH | BEEHH | BEER | BEEH | BEREH 2008
NIRRT X 55 8 % 600nL oH 445 | 444 | a45 | 446 | aa1 | 2
323 BAFE(%) | 100 — — 997 | 996
R |EEEH | BEEH | BEER | BEEH | BAEH 2008
I/ NUSBERT KR 8% 900l oH 55 | 553 | 552 | 551 | 551 | O
BEE%) | 100 = = 993 | 989
7 R | EEEH | BEEH | BEE | BEER | BAEH 2008
FIJ/TU- KB KR 88| 500 oH 666 | 663 | 660 | 65 | 652 | ,
h BAEE(%) | 100 - - 99.8 99.2
e R | EEEH | B6EHH | BEERE | B6ER | BAEH 2008
||7s/unsmEgE (L | 5oon oH 580 | 587 | 589 | 585 | 584 | .
BHE%) | 100 - — | 1003 | 999
7 o R | EEEH | B6EH | E6ER | B6EH | E6EH
o IR 8 2008
7 INL LW z 5 2000 oH 691 | 692 | 690 | 690 | 689 | .
3 BAE%) | 100 - — | 1002 | 100
Sy M R |EEEH | B6EH | E6EE | B6ER | EAEH 2008
s |e—xva o8t |\ | 1100 | o 500 | 508 | 510 | 507 | 507 | ;O
BAE%) | 100 - — [ 013 | 1009
B o RN LS G G I
i e IR 8 2010.
E—7U— Kiik z | 5oon oH 674 | 670 | 669 | 669 | 669 |
54 BEE%) [ 100 — — 99.1 100.1
o % K |meRW | SeRY | seR| BeE | BeEH
o e IR 8% 2008.
| TIAT IR T s 500mL pH 4.50 4.50 4.50 4.49 4.50 411
BEE(%) | 100 — — 99.7 99.7
— L E MR |WEEEMR|MECER HECER | MEEER|MEEEHR 2008
TIHY y T2EHR 7L marae| 10030l pH 5.08 5.28 5.26 5.25 5.25 )
GUEE TTE 4~11
305 BAE%) | 100 - — [ 1002 | 1002
Ny K | BEZEH | REEHH| BREER| BEGER | BEGER 2008
1 |EL-3S %% 5 | 5000 oH 542 | 542 | 543 | 642 | 545 | ;O
BHE%) | 100 - - 999 | 991
& I MR |EEEH | BREEHH | BEER | BEEHH | BEREHR 2008
1 — > DEfiTR ZEEE soon oH 536 | 536 | 537 | 53 | 540 | O
ft BAE(%) | 100 - — [ 1001 | 997
k 5 5 R |EEEH | BEEHH | BEER | BEEH | BEREHR 2008
A | KRERETN ’;; 100mL oH 483 | 483 | 483 | 483 | 485 | O
BEE%) | 100 - = 997 | 997
&l e R |EEEH | BEEH | BEER | BEEH | BEREH 2008
KIFERE T | 5oon pH 500 | 49 | 501 | 500 | 500 | .
331 BEE%) | 100 — — | T1001 | %96
* 1 BRFePIE
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(. & =)
1) 70OF% 2 E85X0.75mgDEESZEMLiRER CHIEES) DHEBRER (00 F)
%
) . A IRE il & % 8 8 iF & ma
»l * A =& (ﬂﬁ?za*i%) (i%b&;) BRRE i
2 B | 1R | o | onmne |oamsmig| TP
JLE=YZ 4 R |ERER EGREE | EGEH | EGENE | E&ER
F 1 LA X% » — €| soonL o 502 | 500 | 500 | 502 | 505 | 2008
D ARG BEZ%) | 100 — — 99.7 99.7 A~
ey 4 R |ERER ECEH | EGEH | EGEIE | EEER
U 1) 2 T32HK 747777 1 so0mL H 511 510 2008.
= o . 5.11 5.11 54| 200
BEE() | 100 - - 100 100
‘ R |ERER EGCEH | EGEH | EGEE | E&ERR
U LT LN > 0 E|  s00nL o 5.81 5.81 585 | 58 | 580 | 26
" BHE%) | 100 - - o8 | 1001 |
e 4 R |ERE EEEMH | E6%FH | EEEFEE | E&ER
EAFFFR LT |3 f; 500mL o 528 | 520 | 532 | 520 | 528 | 2008
BHE%) | 100 — — 008 | s |
% o R | EEER BEER| EEE| Ee R | EeE
BEATFER 5 4EE § £ f%“ 500nL o 554 | 528 | 541 545 | 54a | 20
BEE() | 100 - - 08 | w3 | "
wl ~ 4 R |ERER E6EMH | E6%FH | EGEFEH | E&ERR
F ) B 5 0 E  s00nL o 486 | 488 | 496 | 488 | asr | 2008
BEE() | 100 — — w04 | w6 |
R |ERE | EREI | EGER | EGERR | EEEHR
B /v kv 8mois ) |= 7 @] s00mL oH 763 | 772 | 767 | 767 | 776 | 2008
BEE() | 100 — - 02 | os |
o B mE R | EEER| BEER| EER | Ee e | EeE
o PR A ! oH 464 | 463 | 462 | 462 | aea | 2008
BEZ(%) | 100 — - 1003 | o5 | T
o B mE R |EEET BEEH| EGER| BeER| BEEH
£ % 1 — JLRET z 5| SoonL oH 487 | 487 | 486 | 485 | ass | 2008
BEE() | 100 - - 007 | o5 |
- B mE R |EEER BEEH| EGAR| BEER| BEEH
So5y i z | soon o 572 | 579 | 581 583 | 583 | 2008
BEE() | 100 - - 1003 | 1002 | 71
o - s mE R |EEER EEEH| EaE| BeER| BEEEH
555y J6HRE z 5| soon oH 576 | 576 | 579 | 579 | 582 | 2008
331 BHE() | 100 00 | oo | "
S R é 400mg (16V) M R |MERERE|MERER MERER|MEREH MEREH
42 |oong TrA4H¥—| + oH 532 | 544 | 544 | 549 | 550 | 2008
Sal. 5000l |B7% (%) | 100 - - 008 | o4 |
B M R |ERER EGE | EGEH | EGENE | EGER
FhEU_LEERE B E T| 2g/20mL | pH 751 778 | 780 | 774 | 783 | 2008
. i : 4~11
% BEZ(%) | 100 - - 1004 | 985
o T 5.88g/70mL 4 R |ERER EGRE | EGEH | EGEIE|EEER
A A O 885E8.4% z a o 812 | 818 | 818 | 818 | 817 | 2008
o Sal. 100nL [%#% (%) | 100 - - %9 | w9 |
- T 4 R |ERE ECEH | EGEFH | EGEME | E&ER
X A O BEE8.4% z | 2500 o 800 | 799 | 800 | 802 | s12 | 2008
392 BHE%) | 100 - - 003 | o4 |
%E ) s K4 % 4mg/5mL 4 R |ERER EEE | EGEH | EGEE | EEER
SRR E 2 R el B oH | 533 | 534 | 534 | 533 | 532 | .
399 Sal. 100mL | %7z (%) | 100 — — 100.1 100.1
Sal : £IBEIER D6 ESAK




(. @& =)

1) 7 0% 2 #E0.75mgDEC A X LEAER EIEC &) DFEBRIER (0O F)

% % & _— o
B m owm o |ArE| MR |G e REBEH HBREH
TN TS o~ . . . .
2 BAEEH) | (FRAR) B | (BT | SsIe | oI oamma| T
i ¢ | manrp | |l | Ee Rl | e R0 [MHeE
“ o I 100mg M R | EGERR|EGEEE|EGEE | EGEHH |WAEEH 2008
S |gHnsy a0 BRIy oH 376 | 376 | 376 | 378 | 378 '
TANR Y wINy 4~11
B Sal. 100mL | mz (%) 100 — — 100.2 99.6
* 500m M IR |EGER | EGEI | EGER | EEERR | EGERR
g 2008
W ESATY K4 o500ng BB EmE  + oH 526 | 522 | 518 | 512 | 486 | .
na DW 25mL | m2vek (%) 100 — — 99.6 100
il Somg | fE WK |MEEA| WEEE| MEEE| REEE| REEH|
ESATY K4 o500ng [EHEmE  + oH 534 | 531 528 | 522 | 49 | .
421 DW 100mL RIER (%) 100 — — 99.7 99.2
100me/5nL | M K |EEEER | BT | EEEH | BEGERR | EGERA
- 6 2008
%04 F32100mg B4 %%+ oH 527 | 537 | 533 | 534 | 532 | .
1T Sal. 250mL | mzsk (%) 100 - — 100.1 99.7
100me/5nL | M K |EEZER BT | EEGEH | BEGER | EGERA
- 6 2008
FOH A KE100mg B A& #HE + pH 5.57 5.57 5.61 5.62 5.60 411
5D 250mL | s (%) | 100 - - 99.7 99.8
5t —— R |EGEPR | EBEEIE | EEERR | MEREHR MERER 2008
5-FU3250mg FEIE MRS ne pH 8.41 8.36 8.35 8.33 8.37 ,
1oL 3V e T 100 005 | 1008 | 1
752 (% - _ . :
750mg/ | 1 B |EEER|EEER|BEEE| BEEE | BEER
N | 15mL(3v) 2008.
5-FUiE250ng iy | P oH 8.31 829 | 827 | 82 | 820 |
G Sal. 100mL | BBE(%) | 100 — — 98 | 994
AEA—5 4 1.08 M R | EEER|EGEE|EEEE | EEER | bTHICE) 2008
vrny-vamme (5770 4 oH 325 | 321 320 | 319 | 32 | %
sal 1000l [EAE(%) | 100 | — — [ 998 | 997
. . . IR |EGREF | EAEI | EGER | EGERR | EEEHR
W ses mmiaE (B b k| 2008 = = = = =70 2008,
+ oH 516 | 5.11 513 | 520 | 521
250me 77 7 Y| sal. 5000 [EEm) | 100 - - 005 | 906 | 1
- song | M K |AEEEH|AEEEE AEEEE AEE TR AEE TS
EFRAY MR S ey | T o | 587 | 591 | 591 | 591 | 500 | 208
- >0ne DW 20mL &7z (%) | 100 - - 001 | a3 | T
- 50mg M R (MERER|MECER|MEGRENE | MEREH|MEREH
EFRAV MR S ey | T oH | 59 | 598 | 600 | 599 | 598 | 2008
50m - . - - . 4~11
42> DW 1000l %% (%) | 100 — - 999 | 991
- PAFIANE | omg | M K |HEEF| MEEY| RO REREEA REEE|
M\po35s astmoong |[BAv 50|+ oH 487 | 488 | 485 | 483 | 487 |
fE NAF77-%| Sal. 10mL [z (%) | 100 - - 99.8 99.3
,Ti PAFoAsE | omg | M W |HEEF| MEEY| MR REREE REEE|
*\po5 astEomg |BAvso0] + oH 485 | 486 | 485 | 484 | 488 | .
Z NMA77-%| Sal. 100nL | %47 (%) | 100 — — 99.8 98.6
) - M IR |FREE|FREEH|FREER | FREER | FEER
M |4 w4 8 |Meiji Seika 2(1“8 m 2 = 7 j‘ a7 7 5| 2008
 loor ot | el D 85 8 8 88 8 pase
J 7 Sal. 10mL = (o
5 : BHE(%) | 100 - - 998 | 997
) - M IR |1BERERE | EEEH | ERER | EEERR | BEERHA
Bl lgm s <qoo8zm Neiji Seika 2‘32‘8 " “os [ ams [ as [ as | aen | 2008
20m DR : : : : : 4~11
4038 ’ Sal. 100mL [Z#&% (%) | 100 — — 100.1 99.9
Sal : £EBIER 5D : 5% 7 Rry¥EEsti% DW : JEHTAK




1) 7 0% 2 #20.75mgDEC A X LEHER QEIEC &) DFEEBRIER (0O F)

(. @ =)

& N g P, B oA % R B -
2 TR B B i | 1R | SWEE | GRS |24mEE| 1
N B - | omg@v) | =W |FEEEY AEEEY FREEY FRGCEA FRGER
Bl e iatmoong  RE7(70) o o 538 | 536 | 538 | 533 | 520 | 2008
= NAFT7=~| 5D 250mL |2z (%) | 100 — — 100.2 100 A~
" o . 10mg 4 R |ERER BT | EGEH | EGEIE | E&ERR
o (N7 LA O B A%+ o 495 | 495 | 497 | 494 | ass | 2008
. Sal. 250nL (7% (%) | 100 - - 1003 | w8 |
) a - 10mg R |ERER EGEE | EGEH | EGEE | E&ERR
g |7 Vs Ong B A& E o 538 | 535 | 537 | 538 | 524 | 2008
” 5D 250nL |7z (%) | 100 — — 1004 | o8 |
iy dmg | P I | REER| REEY | REE| REET | REED
24 hv AR [BRE US|+ o 484 | 488 | 49 | 49 | 520 | 2008
423 DW 62.5nL | FE77% (%) | 100 — — %9 | 99 | "
" o v oo 1| 40mes2nL R | EEEH | B6EH | BEER | BEE | BAEH
27 NN | w o 489 | 488 | 490 | 492 | a;m | 2008
b3 Sal. 500mL [%#% (%) | 100 - - 100.1 0 | M
= - 3ng IR |EGEF | EEEI | EGER | EGERR | EEEHR
o [BHATOvF e (A OE T+ oH 495 | 490 | 492 | 491 495 | 2008.
. Sal.3nL [m#=(%) | 100 - - 1002 | wes |
te . ~ 3ng MR | EEER| EEER|E6EH| ECEH | EEEHR
yERE7 LTI Mg BB OT| o+ o 490 | 48t 485 | 486 | 485 | 2008
i Sal. 100nL |B#% (%) | 100 — - 001 | 001 | T
T Tomg/onl | M | REET REEH| e REET | REET
525y Mz10ome/snl |B A AE =+ oH 441 439 | 440 | 442 | 448 | 2008
5 Sal. 500nL (7% (%) | 100 — — %06 | 9 |
wl Tomg/onL | W | REET REEH| R REET | REET
525y hE100me/snl  |B A AE = 4+ oH 483 | 478 | 477 | 467 | aes | 2008
424 5D 500nL [ (%) | 100 - - 008 | 1028 |
. oomg/ | T K |BERN | BERU| mEET| BEAT | BEE
Z|INTSy FEEEEER |7 7L b =
2o0ng R st donL+ oH 5.31 520 | 530 | 532 | 581 | 26
5D 210l [ (%) | 100 - - 001 | 002 | T
o : : : : ~ :
TTSy hEEEE T 2 b 200mg/ R | ERER | EREM | EGE | EGEMH | EEEH 2016
oong B st 400+ oH 530 | 526 | 520 | 531 5.27 16.
f 50 460nL |[%7% (%) | 100 - - 1003 | 1005 | >
o 150mg/ | M 1 |EEEEE| EEE | Beni | BEaEE | BEE
A7 3 s e 20| mern | meEe| mene | me R o
o |aEL] g E x| oH 474 | 468 | 475 | 486 | 518 | 20
Sal. GoonL | % (%) | 100 - - 99.9 100
Jic3 150mg/ M R |ERERR | EGREH | EG%EHE | EGEMHE|ERE
SRTSFLEEEE Yo A - | 300nL(3) SR REE REEW REEW REEH ot
oot A R oH 465 | 476 | 480 | 479 | s2 | 20
% Sal. 600nL | BHE(CH) | 100 — — 996 | 993
I . . R | BERER|ESEEMN|BERNIE|EEROILE | FEEDILE 20084~
310mg Ammors| 1ong/snl [ o 457 | 457 | 458 | 453 | 458 :
BEZE(%) | 100 — — 100.1 99.0 2016.7
x| i ot e, | 1OnE/s0l | P2 I |BEEET RE RN AR C AN A R RECER
J 8> hESiEIONg Amgars pH 4.60 459 459 458 464 228?64;
429 Sal. 100mL | sz (%) | 100 — — 99.9 99.9 '
Sal : 4£IEAIER  5D:5% 7 RofEdati  DW: EgtAK




(. % = |

1) 70X% 2 §F0.75mgDECE (LB QFIES) DHBREBER (00 %)
% i AN % A £
- A= h— | BAL/RE xKea®RERE HBEM
51 F A F mmaw) | GwaR) [ooR | , %R
%5 ’ B % | 1EER | 3RFEE | 6RFFER | 24RFRE1E
o s, | e/ | 1 [BEGENRFEEN AReRE AECAN RECER
2 > kO iE20mg smzors T pH 4.54 453 4.56 457 450 | a i
Sal. 250mL | sz (%) | 100 — — 99.8 99.3
S - oomg/1onL | M K |[REBER|REEER RERER RERER REREN 2008,
> kO iE20mg smzors T pH 4.75 4.70 4.68 4.67 470 | A
o 5D 250mL | %7 (%) | 100 — - 99.9 99.6
5 600mg/ M R | EGER|EGEH | ECEHR | £0EHR | EGEH
, ZIAR 1 6onL (av) 2008
INTT5F L EETRISNg |3 A ¥ — x| O pH 5.07 4.94 4.97 5.05 530 | Ay
27 1 7 sal. 2500l |BHE®%) | 100 - — | 998 | 996
1 FUZ - 600mg/ M IR | EGCER|EGE|EGEHR | E6EHR | EGEH
N5 TS F L EREI50G | < o 4 — X 60ml_+(4V) pH 5.49 5.49 5.41 5.51 5.61 529181
27 A TN o osonl |BIEE®%) | 100 — — 1002 | 99.9
ﬂ 150ng/ | T Ik | MEE | MEEN | WEE | REEY | REEDH
O |\ RATTF L EEHRER S — 300mL (3V) pH 4.24 4.24 4.29 4.32 4.60 2010.
S0mg[ 7 71 % —] / + 5~6
Sal. 60omL | &= (%) 100 - — 100.2 99.9
Sy pope | 15008/ | e gk | e E | me R | EE R | EE R | o
J1T5F iasmgt |w A 4 — x| 00mL(3V) DIDLEY) 2008
i - 2545 + pH 3.13 3.14 3.15 3.13 3.23 4~11
Sal. 600mL | %77% (%) | 100 — — 100 100
TURbL- | | e ik | mEEo| WEET| OB | bF0CH) b -
o e s v .
g |7 77T Es0me ;47*74 ;7‘ n oH 317 | 316 | 313 | 315 | 318 | 4~11
5D 600mL | #%7F= (%) | 100 - - 99.7 99.3
150mg/ | & R |EEE |MECER|MEREN|MEREH | KEEEH
5 > 53£50mg/100nL A b OO T [ ade | 449 | ae0 | aze | 2%
i Sal. 600mL | B%=(%) | 100 — — 1009 | 100.5
150mg/ | & IR |EEE |MECER|MERER|MERER | KEEEH
IR .| 300mL (3V) 2008.
5 > 43E50mg/100mL Gl X< R pH 4.47 4.46 4.45 4.54 476 | 4y
5D 600mL | B7EE(%) | 100 — — 99.2 99.3
%* M % |EeEE|EEER|EEER| EeLE|EEGER
L )}T‘/ﬁ%‘}iﬁﬁ‘]mg 1mg ARBE H H A% g H ,m@, =X ﬂ m\@, =N E 2010.
oy EAT7 7 — + pH 4.87 4.86 4.87 4.87 4.87 P
429 Sal. 100mL | %7z (%) | 100 — — 100.1 99.9
»i X ﬂi’\f\ :BE ﬂ% :RE ﬁ{\ :KE ﬁ]\{\ ;KE ﬁ]\{\ ;KE
SO—JL« FUX P 10mg/1mL 1| K & EEA &BEER B EER a5 EA 5 EA 2010.
Tong" M oS D+ pH 4.86 4.87 4.88 4.87 4.86 e e
" Sal. 100mL | %7z (%) | 100 — — 100.2 100
e v e ol Smg/imL | M WK | EEETER | EEER | EEEH | EEEH | EEEH
E‘X:_—:\ ?k;éé‘?énn 2011
2 35 —ii5ng il w pH 4.83 4.82 4.82 4.81 4.82 s
2 Sal. 50mL | 7% (%) | 100 - - 100.1 100.2
3 2ong/al. | 1 R |WEEW|MEEE| WERA| ROEA|REEA|
ﬁ/u LRAII iE A+ pH 4.30 4.30 4.31 4.32 4.30 50~%
Sal. 100mL | sz (%) | 100 — — 99.8 99.4
smg/inL | M K |EEER EGE EEH EGEH | EEEH
#5353 iE5ng mmaE oH 485 | 486 | 485 | 484 | 485 | o1
441 Sal. 100mL | sz (%) | 100 — — 100.5 99.7
BR5eehiE Sal c £EEEIER 5D : 5% 7 FUEIEHR




1) 7 0% 2 #E0.75mgDEC A ZELEAER QEIEC &) DFEBRIER (0O F)

(. @ =)

2w om ow | leD| SUER esas PaREEEE il
2 TR | (BRAR) B | SR | oRSRIE | oRSRIE |2amsRdre| O
T . 500mg/ M R |EGERR | EGEH| E6EH | E6EH | EEERH
< f?;%;; ;g\% 4 momam| " | on | 478 | 480 | 47 | 479 | 4m1 | 2%
Z 5D 100mL | B (%) | 100 - - 99.8 100
od Wi ii Seik 75mg/1.5nL | M R | EEGEEH | REER | EeEH EGEH | EEEH 2008
B\ B L EERTENE 7‘3'2 }l‘f'j + pH 5.65 5.61 5.72 5.72 566 | 4.
%f ’ Sal. 100nL |5755(%) | 100 - - 1002 | 995
3 o Neii Seika 75mg/1.5mL | M X | EEEE | HEEH | BEEHR | BEEH | EGEH 2008
B |Nh Y Egtareeg ST+ pH 5.69 5.60 5.67 5.76 564 | 4 11
611 5D 100mL | 57 (%) | 100 — — 100.3 99.5
g od Ky, | OONE/1 5L | TE IR e ER | e B0 | e AOR | e OR | mEsOR|
YBT3 E60ng cmmal T pH 5.15 5.12 5.15 5.18 513 | 41
612 Sal. 100mL | 2z (%) | 100 — — 99.7 99.2
1g M R |WEGER | MEGEH|MEGER | MEREH MEGEHR 2008
3 |[YATU R BEENE  + pH 5.15 5.28 5.30 5.28 538 | 411
Sal. 100mL | %7z (%) | 100 - - 99.7 100.8
& 1g M R |WEGER | MEREH|MEGER | MEREH MEGEHR 2008
WEERERS LT EEENE  + pH 5.38 5.51 553 552 558 | 411
5D 100mL | %7z (%) | 100 - - 99.7 99.5
< g | % |mews|mewn| memm meay | DO
7| ARGV BERE (|77 Ao 4 oH 493 | 490 | 489 | 486 | 478 | a~11
5 sal 1O P | 100 | - — | 994 | 1001
1g M R |EGER|EGEH | E6EHR |MEGER | REREHR
Lizw~sy o tgzme |7714%—|  + pH 5.15 5.13 5.11 5.09 5.00 f@ﬁ
o 5D 100mL | %7 (%) | 100 - - 99.4 97.9
1g M WK |EGER | EGEH|E6EH | E6EH | EEER
€77 49> aikstflg LTL77—~ + pH 4.88 4.89 4.92 4.92 5.04 f?f)ﬁ
Sal. 100mL | %7z (%) | 100 - - 100.1 99.6
18 M R |EGERR | EGEH|E6ERE | E6EH| BEERH
B €77 2T aistllg |LTL77—%| + pH 5.13 513 5.14 5.18 5.28 ff?ﬁ
" 5D 100mL | 2775 (%) | 100 - - 1001 | 99.4
250mg M R |MEGER | MEGER|MEGER | MEREH | AEGEHR 2008
B |FISFLaEEEM05g* M S D+ pH 6.06 6.19 6.18 5.99 544 | 4y
- Sal. 100mL | %7z (%) | 100 — — 100 105.3
250mg M R |MEGER | MEGEH|MEGER | MEREH | AEGEHR 2008
& |FIFLSmssEME05g* M S D+ pH 6.35 6.43 6.41 6.30 581 | 411
5D 100mL | %7z (%) | 100 — — 99.9 102.4
A e g M R |MEEERMECRR|MECER HECER HECEHA
¥ | 2wy s g%ﬁfgé + pH | 651 | 656 | 655 | 651 | 645 | o
Sal. 100mL | sz (%) | 100 — — 99.9 99.2
G SmEnTE. 1g M R |(MECER | MEGER|MECER | MEREH MEGEHA
b |rozwy cmmg G+ oH | 647 | 652 | 652 | 649 | 638 | o
5D 100mL | 7%k (%) | 100 — — 100.1 99.3
D ig MK | MR | AR M R A | B e R
Juvy LRl (EHanE  + oH | 479 | 494 | 489 | 404 | a9 | 0%
613 Sal. 100mL | sz (%) | 100 — — 99.0 98.5
* D BRSERIE Sal c EEEBIER 5D :5%7 FUEIEEHR DN EHEAK




(. % = |

1) 70O % 2 §30.75mgDECA ZE LBk QHIACS) DHBRER (0D X)
% % - " A — - —% ﬁ'fﬁ/g;i T B2 & # 8 8 B & SHEEEN
2 (=it | (FHRR) B | IR | ORI | GRS |24mSRI| T
1g M R (MERER|MECEHR I MEGENH | MEREH|MEREH 2008
3 |7NvU B EE s+ pH 495 5.12 5.08 5.10 I | oy
v 5D 100mL | 54z (%) 100 — — 98.9 98.1
L - 18 M R | EGEH| EGER|EGER | EGEH | EEEHR
T | by v iEsifg i;iuﬁt”’ﬁ + oH 488 | 494 | 490 | 487 | 482 f@ﬁ
7 3 7| sal. 1000l (A (%) | 100 - — | 1002 | 99.0
Z 4L 1g M R | EGEH| EGER|EGER | EGEH | £EERH 2008
i [N MY Es e % LA = + pH 5.18 5.16 5.16 5.15 5.07 411
i 5D 100mL | w772 (%) 100 - - 100.8 99.9
. S 28 M R | EGER| EGEH|EGER | EGEH | EEERR
B |k X3 > SEER2e Mje'“ Seikal ¢ pH 7.26 7.24 7.23 7.22 704 | 2008,
> = 4~11
e 5D 200l A% (%) | 100 — — [ 1003 | 100
C 1g M R |MEGER|MECER | MEGER|MEGER | MEREHR
;,; T4 HEME ;712_/ N oH 643 | 669 | 677 | 654 | 644 | 2008
SATTTX | sal. 1000l [z - = 4~11
1 BEZ(%) | 100 995 | 100.1
El N 1g M R |MEGER|MECER | MEGER|MEGER | MEREHR
5 |E4s 8z [N EIN e oH | 661 | 681 | 679 | 669 | 650 |
b s 5D 100mL |z (%) | 100 — — 100.2 | 99.8
2 " &= 1g M R |MEER|MECER | MEGER| MEGER | MERER 2008
Ot7 ¢ > 852Mig R B pH 557 5.58 5.59 5.60 568 | . i
J N
613 Sal. 100mL | g#s2(%) | 100 - - 100 99.0
5 o R 500ng/ | M ik |mEEE| EmERH| meR| e | me R
5_ Z ;)(;)mgz e ;_:\Ezi DW 1+0"'L pH 5.31 5.31 5.29 5.7 5.24 59?181
ié Sal. 100mL | &%= (%) | 100 - - 99.9 99.8
mE _ 500mg/ |t ik |mEEeR | meEe|meEn| maE| meEn
w g ;E_)O)m ;-( B> RBEER T‘; ;_:\Eii DW 1+0"'L oH 5.61 5.61 559 | 560 | 566 f@ﬁ
614 5D 100mL | %E=R (%) | 100 — — 100 99.8
?é - oo ksmenss 100m M R | MEGER|NECER | MEGER|MEGER | MEREHR
=52 (;n 874 SORBMER | e | L of 345 | 346 | 345 | 348 | 352 f,ofﬂ
B Sal. 100mL | 5% (%) | 100 — — 100 99.9
R o loomg | &%k |HEEEE MECRT|RECEE HECEY HECED
=2 1:0(;11 Mt B P pH 345 | 345 | 343 | 345 | 347 f,of)ﬁ
615| 5D 100mL | %77 (%) | 100 — — 100.2 99.8
e N A ; WEEEBOR | KEREBOR | AEREBOR
(I | some ) BB RRERRARSER| 0 tacen| tormcE| ThencE| ao0s.
Ee|77 > *®/ x5 0mg | 7=V 5 eoonl P 642 | 638 | 641 | 643 | 644 | 4~11
617 " [BEE) | 100 - - 993 | 9.1
z 200mg/2omL| 1 R |bTrEB|hTPCEE| DT PCEB|DTPICAE| DT PICAE 2008
|70 — KFi£200mg BoEsE + PH 4.88 4.88 4.88 4.92 490 | i
1 Sal. 200mL | #4752 (%) | 100 - - 100 99.6
= 200ng/20nL| R | MEEDR| MEE| MEER | MR | OB
& |70y — KFE200ng BoEsE  + pH 475 470 473 472 470 | 20
629 5D 200mL | %7 (%) | 100 — — 100 99.8
CEERIER 5D : 5% 7 R yfE TR DW : JEHHAK




2) 7O 2 ##F0.75mgDEC & E{LEER GHIECS) DHERER

ZHe s B BCE 2 LR R 3. BRSNS T TRl ERIL 725

(. & =)

ZHMTHY ., FHORGZHET DT

E v, BAEZLRBROK RIIE G RO LMERIIZB T 2 IR, pHROBERARZ LWL T b, L3 KA OE IR
WAMERO B WH 2B, RET 2L (B0 7 0% eiE075mg BHRL7. HELOCHEICHEET 2R 71
PUEPEIR S A3 GRS 2R T35 2 L)
AN X M £
B m s x| AP —B[ MR | e #RREARR HBEH
HE BRES = . . . ) .
S (ztt) | (RIRAR) B | 1RSRIE | oRSRIE | oRSRRM |24msmase| T
- 6.((5mg)/2mL % K | EEZEE | EEEH | EGERR | EGER | EGERA
245|7 A KO ES&1.65mg  (TAxy Y| (4A) + 2010.
232 |4 Z & —i25%20ng LTL7 7 —|oomg/2nL+ | P | 58 | 584 | 58 | 58 | 58 | ;g
Sal. 100nL | B#E (%) | 100 — — 1004 | 100.2
3 N rane o] SSIBIL | 1 1 | ERD | s B EED| s R | MEE
245|Fh KO ESRI 6508 | e vaa| (4A)+ 2010.
232|%> 5 oizstgsong |, 2 0 somg/zal | P ST | 5% | 5B | 5B | 5B | 5
7 " 7| sal. 100nL | B#E%) | 100 — — 994 | 993
12415 2 3% 3220 ¥ s 5 ,|20me/nl+ R | EEEH | BEEHH | BEE | BEEH | BEREH 2010
e ;55 <2 §§5mgg = ;;: smg/inL+ | pH 485 | 484 | 484 | 485 | 484 | T 5
) - Sal. 100mL | sk (%) | 100 — — 998 | 996
6.6mg/2.0nL| M R |EEaEEH | EEERR|EEER | EGEH | EGEH
245|F % — MESHRI 650 (ELRETE (4A)+ 2010.
441|553 >ixbng = | % % e/t P 57 | 568 | 569 | 569 | 583 | 457
Sal. 100nL | B#EE(%) | 100 — — 99.7 | 993
16210/ | ¢ 3 |mea|mern|sers|mern| sers
124 B~ 7 % /)b 20k 25%?:%% soong/al | o 464 | 465 | 468 | 460 | 474 | 2010
821 | PN FA- RS SWIONL |55 7| (1/30) + : : ' ' ' 11~12
sal. oomL | B#ECH) | 100 —~ —~ 1001 | 99.9
20mg/2nL+| M4 K |EGER|ECER|EGEH | EGER | ECEH
232 |H X & — i 544&20mg LTLZ 7—~| 7.6mg/2mL 2011.
245|F L4 KOV iEsf1 ong [Taxo sy (am+ | P | 562 | 562 | 562 | 562 | 564 | 5 4
Sal. 100nL | B#EE(%) | 100 — — 1002 | 999
200mg/4mL | it R |EEEE | EGER | ECEH | EGEH|EGES
245|J)v - A—F 7EHA100mg| 7 7 1 ¥ —|  (2V) + 2011.
232| 4 X % — E5H#e20ng LTL 7 — | 20mg/2nL+ | P 612 | el | 612 | 611 | 610 | 3
Sal. somL |BAEE(%) | 100 — — 999 | 985
9-5(9é"§)/§rmL t R | EEE|EEE | BEEH| BEEH | EEEHR
245 |F XY — MEHR1.65mg |BLEETE 2011.
124|7 bOE BB IGEO S0gl 57 ~) |TnEsT 7| O 0Nk | P | 604 | 608 | 607 | 605 | 9% | 54
Sal. 100mL | &% (%) | 100 - - 99.7 98.3
99mg/3nl | 1 3k |Eezs|Eer| Eemm| ez EE
245| 7 ¥4 — MESHKR1.65mg |ELEETEN  (6A)+ 2011.
117|755 7 2-PiEsf (S0ng/nL) |7 7 1 4 — |Somg/tnL+ | PH | 008 | 006 | 607 | 008 | 606 |, 4
Sal. 100nL | A (%) | 100 — — 998 | 99.9
9.9mg/3mL | & K |EEEER|ECER | EGER|ECER | EGEH
245 |7 X4 — MESHR1.65mg  |ELREIEl (6A)+ 2011.
124|7 2 2/¥2120ng % 7 7 1|20mg/tnl+ |—P" 611 | 608 | 607 | 605 | 5% | , 3
Sal. 100nL | A (%) | 100 — — 1004 | 998
9.9mg/3mL | M K |EEER|ECER | EGEH|ECER | E6EH
245|575 KO EAH3.3ng TRyt (3A)+ 2016.
230|704 > Kk MI50ng [N FERTE| 150mg+ | P | 638 | 639 | 642 | 643 | 648 | .5
Sal. 100nL | B#EE(%) | 100 — — 993 | 99.4
9.9mg/3mL | M K |EEER|ECER | £CEH|ECER | E6EH
245|7 H KO E5H&3.8mg  [7Axaty|  (3A)+ 2016.
230|701 4> itk Bisng |\ EESTH tsomg+ || 0% | 6% | 6% | 08 | OF | 5
Sal. 250mL | A& (%) | 100 — — 995 | 100.2
Sal : £ERIER




(. % = |

2) 7 0% 2 §:30.75mgDECAZE LR GHIEES) DHBRER (0D %)
i A7 ) =+ _
=% - - A—H—%| BRI/ BE B2 & # £ & B B HEEEN
pEl A B g | mwan |BFERE ) ) ) ) | %A
= e B % | 1EEE% | JEFfEE | 6FFREE | 24R5RE7
9.9mg/3mL | 4 AR &0 | EEEER | EAER | EE K | EEERR
245 |F %4 — NESHES.Ing |[ETEETEl (GA)+ 2016.
239|701 4> ReBMEMI50ng [\ FERTE| 150mg+ | PH| 056 | 658 | 659 | 658 | 657 | 5 7
Sal. 100mL | B (%) | 100 — — 99.2 99.1
9.9mg/3nL | M X |EGEFR|EEER|EGEA| EfEE | EGEHH
245 |F ¥4 — MESHE33mg |BLHEETE (GA)+ 2016.
230|704 > Kk MI50ng [N FERTH| 150mg+ | Pn | 644 | 644 | 643 | 644 | 643 | . 5
Sal. 250mL | BHE=E(%) | 100 — — 100.2 99.7
0 TR S P £ G IR T
70 BERSE235mg BRI )
25|75 KO istadng | 7anyvany| Fooem L P 640 639 | 638 | 638 | 4, 4
al. oUML | regzs& (%) | 100 98.6 98.6 100
2597 1 1) 2 g 5o |4 g | /0L | 1| REE REEN RO mEOER|
70 BEESE235mg BRI )
245|FH KO ESR3ANG  [TARSTaisy 133'|3’"285/(;“LL pH 6.38 634 | 634 | 63 | 4 g
al. el sezzs (%) | 100 98.6 100 100
pa0| 707 Y X EHEEIING | g o 1| 205me 100 | £ P | REED REER ROEH ROER
FH KOS EsR R L4 95mg/150L  pH 6.45 6.43 6.43 6.42 '
245 |3 angx 1, 1.65mg X 1 TANZTHZ) L sal. 50nL 4~9
~omg X 1, 1.oomg al. oUML | pegesz (%) | 100 98.6 97.2 98.6
939 7OAH ) X EEEEE235mg KRS T 235mg/10mL R | mEEH OB | REEH | REEHR 2001
FH ROVESHR SRR L 4.95mg/1.5mL|  pH 6.40 6.39 6.38 6.38 '
245 |3 angx 1, 1.65mg X 1 TARZIHIZ L gal. 250nL 4~9
~omg X 1, 1.o0mg al. 20N | rezesk (%) | 100 100 98.6 100
O T P P R = REET| WERH MEEH|
70O R k% E£235mg BOT¥ )
245|FH KO EEH3.3g X 3 [TANS YISy Ig'gl'"ggg’"t pH 660 657 | 635 | 65 | 4 g
al. oUML | pegzsz (%) | 100 100 100 101.4
IO I P e =T I IR
70 R mEE$E235mg P )
245|7 5 K0 i28H83.30g X 3 | 7An> yaity| [OME L P 6.5 652 | 630 | 650 | 4 g
al. 20N | rezesk (%) | 100 101.4 101.4 101.4
R | EREHH B ERR | EEERR | EE B
. N - w | 235mg/10mL
239|770 A ) R EEERT235mg | AEERTE 2021.
245|7 5 K 02 E8H3.30g x5 | 7An> ity | T 0m8/oLL P 6.73 670 | 668 | 666 | 4 g
al. oUML | regzsz (%) | 100 98.6 100 100
230|707 ) 2 s z2ceme [xpma T o 1o R REAT REFR RETRIREER o
70 R R mE#E235mg BOTE 1.
245|7 5 K0 2813 3ng x5 | 7An oty T O8N P L 605 662 | 661 | 660 | , g
al. 20N | sezzsk (%) | 100 100 100 101.4

Sal : £IBAIERK




3)

O 2 #30.75mgDEE S ZE LR 4HIECE) OFBRBER
SRS A ZALABA RIT, BRONZGHT CTHRBZ ER L 2SEHRTH D .

(. & =)

FHOREZHETHHOT

E v, EEZLRBOMBIIESRO LM ERIICB AR, pHEORARZEH L TWE, LTEEHOELR
XaREROE, W23, EZT A2 (B 70 F Vefi075mg BFRL[7. HELOCHEICEET 53R 71
PUENEEAR G RICRG 2R TT52 1),
- e B & % & B B M -
e TT= = B 1% | AR | JRERETE | ORERNTE | 24RFRIE
e e~ s s TARL vy | B.6mg/2nL | i AR | EEERR | Ef AR | EEEER | EEERR | EfERE
245|7° 5 RO ZHAR1.65m8 |, 7a5]  (4h) + 2010,
232|925 7ixghmsong |77 77| s0mg/2nl+ | ph 5.88 5.88 5.89 5.88 5.87 P
441 70—)L « FJX R23E10ng* 10mg/1mL+ [—
TR s 0| sal toonl |BEE®%)| 100 - - 98.8 99.9
6.6mg/2mL ¢ |G B | EAERE | Ea AR | Ea KRR | Ea KR
o45| 7 KOS st 6ong | TANY Ty (45) 7 IR |ERE | EREI | EGER | EGERR | EEEHR -
232 |# 2 &% — 31 53%20ng LTL7 7 —=|20mg/2nL+| pH 5.75 5.75 5.75 5.75 5.74 P
441|70—JL - RUXRLSEIONE* M S D|10mg/imL+ (—
wrone Sal. 100mL | B=(%) | 100 - - 1002 | 99.9
6.6mg/2mL | ¢ |EEER | EaER | EEE | EEEE | EE KA
245 |7 A KA LE5H%1.65mg | TANL Uity (4E)+ R | MEER REEN REEN ROEH ) REEH 2010
232 | H X & — 3 543%20ng LTL7 7—=|20mg/2nL+| pH 5.79 5.79 5.79 5.79 578 P
441|H 553 >335m = M| s | 5mg/1nl+
7 7S e B R R o, | AEE) | 100 - - 1003 | 99.9
R e I 6.6mg/2mL M N %R | EEEEE | EEERR | EEER
25|75 — hismi oo [BEMETE| (g o OB RO REEH ROER RO 2010
232 | 2 & — 31 53%20ng LTL7 7 —=|20mg/2nL+| pH 574 5.75 5.75 5.75 5.74 Py
441 | R5 5 3 35 = 4 | bmg/ImL+ [—
77 S e B R o o [ | 100 - - 100 99.9
6.6mg/2nL | menn | mesm| senE| B2enE | B2e e
245|574 KO ?51%‘]’5@1.65"18 ;’5’;;/;/\; (4/—\g) T M R | EEE @B | EEERR | EEEH & & 2010
232|%> 5y itgtwsong )75 7 T somg/2nl+ | ph 5.93 5.93 5.92 5.93 5.92 7
441 |KZZ X >iE5mg L | 5mg/inL+ [
= B & E| sl 100mL |EER(%) | 100 - - 99.8 99.9
7.6mg/2mL | 1 ‘ mEER | |EE AR
245 LA KA LESKI.ONg |[TANRY Ywity (4E)+ R | RMEEY REEH OB ROEH) REEH 2010
232 | H X & — 3 547%20ng LTL7 7—=|20mg/2nL+| pH 5.59 5.59 5.59 5.59 5.59 57
441 |7;R5 5 3 >7E5n = A &L % Smg/1mL+
7 7S e B R R o, | AFE®) | 100 - - 1002 | 100.1
, 99mg/3nL | ik |meaiEER|MmeaiERR | M IERR | M IERR | M AR
245 |F XY — MiEEE1.65mg |[ELEETE|  (6A)+ 2011
17| 74599 2-Pi55% (50ng/nL) |7 7 1 ¥ —|50mg/1mL+|  pH 6.06 6.06 6.06 6.06 6.05 P
1245 2 37%>3320m # 7 «|20mg/inl+ [
it ol oonL | EEE®) | 100 | - — | 1001 | 1001
- . w D i " Bf | 4 BR | 4= B
230|700 U X AhE200g [ KBRATE| o o0 % ReE R | REEH | REEH 20210
245|5 5 KO 2 E5%3.3mg X 3 | 7ARY Yoty +{0mgg | e 6.40 6.41 6.41 639 | oot
441 |2 A L 28— ISR Ong| S HRE T : '
* i1 Ong B8R L +Sal. 100nL | %7 (%) — 100 100 100
4R | EEEE meaER | B ERR | EE RS
230|706 U 2 smgiz2done [KBES T Sone/ 100 K | REE o ] B
245|5 A KO E5%3.3mg X 3 | 7ARL Ywity +'5mg/mL pH 6.42 6.46 6.45 644 | “o00s 1
441K 55 3 > ix5ng | 8 '
+Sal. 100nL | Bz (%) - 101.3 101.3 101.3
MK | EEER e ERR | BB IERR | B IE
230|706 U 2 fuiggE2dong [KBES TR o8/ 100 B K | REES il il il B
2457 H KO E5H%3.3ng X 3 | 7AXY Y/t +50mgg S| o 6.37 6.40 6.41 641 | "5 1
117|745 99 Z-PiEsH& (50mg/nL) | 7 7 1 + — :
TR7y A5 (50mg/mL) |7 7 1 +-sal. 1000L | F7ak (%) _ 988 100 100

* D BRsedhilE Sa

| @ £ERIER




(. & =)

3) 7O % 2 #iX0.75mgDEC S X LB 4FIECS) OFHBRER (0D X)

AN

Fc

7’ &

B/ B

£

&

i I B 1% | 1% | 3iEERE | 6FER% | 2485E%

R o M R | EEEE e EAA | E|EERR | EEER
239|705 1) X RkEE230g |KIBRRATE %fg'gfn/ }g’l‘l'lt = R REEH BER REER | REER 2021 9~
245 |5 H KO E5HR3.31g X 3 [T Yoty | T M8 PH 6.46 649 | 649 | 648 '
232| 4 2 & — i 5H#20ng LTL7 5 —| T 20me/2nL 2022.1

+Sal. 100mL | Bz (%) — 101.3 101.3 101.3
N n " \i i ﬂ% IKE ﬁ]\{\ Iﬂ(E ﬂ]\{\ ZKE 33]\{\ :ﬂcE
230|706 U 2 gigg2dong [KBES T o/ 10n| B K | REED i ol il B
245 |55 KO 2 E5H3.3mg X 3 [7ARY Y18y +260mgg ont | PH 6.18 6.21 6.19 621 | oot
232 & # # v FEEHR200 T REE . :
v hiEaA200me  (XEARRER) Lo oo [ mprmen | — 98.6 98.6 100

enon e R | E RS 4t RPP | M ERR | EEER
239|701 U 2 stz o35mg |ABERTE(or oI W |REES BER REEN REER 2021 9~
245 |75 ¥ O A3 3ng X 3 | ANV 8| on g/2 et 6.57 6.55 6.57 660 | "0 1
213|5 > v 7 Z3320ng 4T g| ] omeen :

+Sal. 100mL | FfzeR (%) - 100 100 100

anen e MK | EEEE o TR | 46 RER | B EE
239|711 1 R s E2360g [ KBREATE o o t R REEH BER REER | REER 20216
245 |5 H KO E5HR3.31g X 3 [TARY Yty | T 8 PH 6.50 649 | 649 | 642 '
230| 7Y LT istIOg (B B T| | omes2k 20221

+Sal. 100nL | ek (%) | — 98.6 98.6 100
N n " \i L ﬁ .’BE ﬁ Iﬂ(E % :KE ﬁ :ﬂE
239|709 U X AiEliE2360g (KBESTE S om0 e R | REEH BER REEN | REER 2021 6
245|575 KO E55583.3ng X 3 |7 AL Yty | T8 DH 6.57 6.56 6.56 6.53 '
124|572 275> 2 20mg ¥ 5| +20me/aL 2022.1
+3Sal. 100mL | FfzsR (%) - 100 100 100
Sal. : £EEIER




4) 7 O 2 §#F0.75mgDEC & E{LEER (GHIECS) DHEBRER
C IR MT H R AZLRBR R I, RONZEME T THBREER L 2SS EZHEMTH Y EHORGZHETL 0T
LI L TWdo B &EH OB IR
WMo L, WG 2RER ETHZE (B 7 aF 2075 mgE IR [7. HEROCHEICHES 2ER 71
PUBMENEE A 3 50 G2 T8 2 & D)o

I BEEZRBROR RIS RO SMERIZ BT 5K, pHR OFRAFR

(. & =)

e A—hH—%| Y/ BE kB EHE MBRX
g X OB mmew | wes | FFAE %A
= IEE = % SEFRIE | GREREITR | 24B5RE7%
239|704 | R SiEEE2050g [ABERTE ﬁfgfgi/g Ton| # 4k | e e | R |
245|7 # KO 35H%3.3ng X 3 [7Axs Sty | T 2021.9~
7 /83.9Mg X 3 |\ FAR 4/ £\ 4 H 6.38 638 | 637 | 632
441 |2 L 2 & — SR Ong| BT HE T % :1‘g’mm§/2mmLL P 2022.1
29| 7V >N ikt (B B T O ) | - 100 100 100
239|704 | R SEkE205ng (KBS TE ffg’%i/g Tonk| # 4k | e T | R |
245|5H KO > E583.3ng X 3 |[7Ars oy | T 2021.9~
7 83.9mg X 3 |\ FAR 4/ £/ H 6.42 642 | 6.41 6.39
441 | 3 A L 2 5 — L3285 Ong| B+ WE T i;_gﬁgfﬁt P 2022.1
124|7 Z23/¥2F20mg T/ 7 1 Lsar toon, | EEEC) | — 100 100 100
239|700 % U X AEEEE235ng (KBRS TE fggﬁg}gmt R | mEEH REEH REER ROEY
245 |7 H RO EFHR3.3mg X 3 |TAR Yoty | 2021.9~
7 B3.9mg X 3 | FAR 4/ 11N H 6.36 637 | 637 | 6.36
441 |% o L 2 & — U iE5 71 Ong| ML R T :;gm'"gg//z'“mLL P 2022.1
232 |4 Z & —3E53%20ng LTL77=%| Lo yoon | BFER) | — 100 100 100
239|7EH ) R AR E235Ng |KEERTE ?g'gi/g}gmt R | mEER REEN| ROER | REEH
245| 77 K0 > E8973.3mg X 3 | 7An sty | T T 615 516 | 16 | 645 | 20219~
A4 |3 A LR Z —JLESHRIONG| S LT +200m§/2mL : : : : 2022.1
232|# A Ay MiEEHR200mg | KBARREE +3al. 100nL | EEE (%) - 101.3 101.3 102.5
239| 7 O ) R SEE035mg |KBEGTE fggfn/g}gﬂt R | REES REEY | REEH| REES
245| 5 KO 251330 X 3 | 7R vty | T 08 T o oA 639 | pan | 20219~
441|K5 5 3 >ix5ng S +10m§ oL : : : : 2022.1
2397 > xT L iEsRIong (A E T BERG%) | - 100 100 98.6
+5al. 100nL
239|704 1) 2 BBk E235g (KBRS TE ﬁfgfgi/g Ton| t Rk | e e | |
245| 7 5 ¥ 0 A3 g X 3 | 7N iy | TP T T 6.47 644 | 641 | oas | 20219~
441|K 55 3 > ik5ng = +20mgg/mL : : ; ; 2022.1
12417 23/ 23F20mg ¥/ 7 1 sar toonL | EEE%) - 100 101.4 100
239|700 H | R SEkE2050g (ABERTE ﬁfg’fgfé o] # 4k | e e | R |
245|741 KO 2 ESH&R3.3ng X 3 |[FANY I8y +Ene/nl. oH 6.41 6.42 6.42 .41 | 2021.9~
441|% 55 3 > it5ng TS +20mg/2mL : ; ; : 2022.1
230|707 U X AdiliE236ng (KBESTE o 00| 1 Bk | A o | D |
245|577 K O 253, ng x 3 | 7aR vty | T L T 6.18 618 | 618 | 618 |2021.9~
44| K>S 3 > 3E5ng =l +200mgg Jort : ; ; : 2022.1
282|575 A v MiE§iK200ng | KEAGREE O S mER) | — 100 100 100
239| 7O H U R ARG E20Ng [ABERTE fg"g‘?n;gmt R | EEER ROER REEY | REEH
245 |7 H RO EFHR3.3mg X 3 |TAR Y4l | | T 2021.9~
) ~ AT H 6.48 646 | 645 | 6.41
239|735 iEstRIOg B E T T%"mgg/ /Qm'“LL P 2022.1
124| 7 Z 3752 3%20ng Y7 7 1| sal oom | BEECE | — 100 100 100
20|70 U 2 SAHE20NE | KBEGTE ©oep | 1 K | REEH REEH | ROTH | REED
245|FH KO E5&3.3mg X 3 |7ARY Ywity| | 2021.9~
) ~ AT A H 6.42 643 | 643 | 643
230|711 nTiEstRIog B E T i;gﬁggﬂt P 2022.1
232|# Z & —3E543%20ng LTLY7 =% | Lot oonl | BFECH | — 100 100 100
Sal : £HAER
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4) 7 O% 2 #E0.75mgDEC S X LB GHIECS) OFHBRER (0D %)

.~ . = -
=4, - N A—H—%| WM RE - BB & # & @& & [ SHEREHE
sg * A = I s e %8
i AL = B 1% | 1EE% | 3i3ERE | 6BFRER | 2485E%
239|7Oh ) R SRS E235Ng | KABERTE fg'gf{g}gﬁt R | mEER BB ROER | REEH
245 |5 KO 232515330 X 3 | 7ANS S| T, 2021.9~
) ~ A H 6.19 619 | 618 | 6.19
239|7U LNS s (B E T i;(?é"mgg//zzTnLL P 2022.1
22|54 X o MESR00NG | KEAGREE| | o oo ) | — 100 | 987 | 987
239|700 H | X BiERE2050g [ABERTE %fgmgfn/g Tonk| t R | e e | |
245|575 KO 2 5E5H%3.3ng X 3 | 7AN Sk | T 2021.9~
. A 47 47 47 4
124|7 2 27> 3320mg 47 4 :;(;)mmé/zmmLL pH 6 6 6 6.48 20221
232 |4 2 & — 1 545%20mg LTL7 7= | Lot oonl | BFECH | — 08.7 100 100
239|700 H | R SEEE2050g (ABERTE %fgfgi/g Ton| # Rk | e e | R |
245|751 KA 2 EFR3.3ng X3 |TANY Y418Y| 7 2021.9~
. A H 2 2 2 2
122|522/ > 3 20mg adding ++2?)8$ggnl;L p 6.20 620 | 620 | 620 |2V
282|525 4 v hiEhtio00ng  |[KEARKHE O mame) | — 100 100 | 1013
239|704 | R SEkE205ng [ABESTE %fg'gi/g TonL| # 4k | e T | R |
245 |7 H RO EGHR3.3mg X 3 |TAR Yoty | 7] 2021.9~
/ H . . . .
117|755 7 Z-PE55% (50mg/nL) | 7 7 1 4 — Iggﬁgfﬁt P 636 639 638 639 | 0201
124|7 2 35> 3%20mg ¥ 77 | o o | B | — 100 | 100 | 100
Sal : £IBAIERK

2. 70O% Y miEEE/ Ny 70.75mg
1) 70% > miEskE/ Ny 70.75mgDEE & ZE{LiER CHIECS) DHEHERER
C IR BET H A ELRBRR I, RO T TR ER L SZHEHRTH ), FHORGZHEST L0 T
v BEEZRBROR RIS RO SMERINI BT 1R, pHRUBAFARZLKL T2, L7 FHEAOE LR

XA, Wiz EIR, RETLHZE (B 7OF V07 mgE TR 7. HEROCHEICHEST ZEE 71
PUEMEEAR SRR G 2R T2 E.])

% A PR x AY + = .
2 . X —H— | B/BE B & &8 BKBEB RIBEH
g F A B gmmew)| mwes) |PRRH ) | %A
8 rRe= B 1% | 1B5RE% | JRERE1E | 6RFREE | 24R5RE7E

R R |ERE | EREI | EGER | EGERR | EEEHR

= e RAZGTE- 2012
R LS AT RENG el Sne/inL oH 5.00 5.02 5.03 5.02 5.02 ;
) RETNEm - 7~11
112 BEE(%) | 100 - 1006 | 1003 | 1002

%EEE 25y 5 R PSR R |ERE | EREN | EGE | EGEHR | EEEHR 2012
w727 TARE 7744 —| 25ng/inL | pH 483 | 484 | 484 | 486 | 489 '
#E#) (25mg/mL) . 7~
17 AR (%) 100 — 99.7 100.2 101.0

% M R |ERER | EREM | EGEMR | EGEMH | EE&EH

Y |92 3% 220mg % 7 7 «| 2omg/taL | pH 484 | 484 | 486 | 486 | 482 7231121
124 BEE(%) | 100 - 99.6 99.8 99.2

£ R | ERER | ERE | EGE | E6EMH | E&EH

= |_ . . Y74 - 2012,
|53 v 7 23320ng o & x| 2ome/anl | o 4.90 493 4.93 491 489 | 0%
213 AR (%) 100 — 100.6 101.2 100.5

S M R |ERERR EGE | EGEH | EGEIE|E&ER 2012
@ # X & — :520ng LTL7 7—=| 20mg/2nL | pH 512 512 513 513 510 | ot
& BEE(%) | 100 - 999 | 1001 | 995

% 55y M R |ERER BT | EGEH | EGEIE | E&ER 2012
#l |4 & v 7 335H%R50ng 1:7173 .| Somg/anl | pH 5.21 5.23 5.23 5.02 519 | S
232 N BHEE(%) | 100 — 99.9 100.8 | 100.1
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1) 7O% S SEEeE/N (L :
& MmEmE/N Y 70.75mgDEEEZE LR 2FECS) DFEBRIER (0D &)
2 o xX—h— /R E ke & i :
" - £ 2| B/ a8 it & # & B B M -
2 A (Rmai) | GReR) | P RE y - s
B % | 1SR | SRS | oRsRass |oamsmas| TR
0%) 1756:"()( O REEMIE o e 15_(?_mg 4 R |ERER EGRE | EGEH | EGEE | E&ER
2 |isomg 7 5| oH 576 | 579 | 579 | 579 | 580 | 216
& al. 100nL (%% (%) | 100 - 1006 | 1000 | 1008 | 7
'/llg SOA A KRR [ 5 150mg M R |ERER ECEH | EGEH | EGEIE|EEER
: T50me T 5 J2rsomL p; 576 | 576 | 576 | 576 | 575 | 2016
. < (9 -
: §*ﬁz+)(|£) ﬂ éoi EH - 1005 | 1005 | 1002 | 7
= i e 53 ;L =2 REE : :
7OAh ) X EEEEE235mg LR e | 235mg/10mL H A RORD ROEN READ
o z E 0 6.18 618 | 618 | 620 | 202
BHE%) | 100 100 w7 | os | 0
| MR | EEEE | G ~* : :
NI S 7 6ng/ 2L Hilk &% | EGEH | EEER | ERER | EE&EH
i 0 553 | 55 | 554 | 555 | 553 | 2012
BEZ(%) | 100 — 00 | 1007 | oes | "
e RERGTA-| 1o | M X | R0 e E e RE R e
EIJ #7 o \/7I%:”Eﬁ100mg ﬁE%/<77_7' ﬁ{j:ggnﬁ - 2 H ,m%/ﬂ H ,\“%/E.BH @\E\@,/EEE ﬂ%@/&ﬁﬂ
REFr | FARR D 570 | 573 | 573 | 573 | 570 | 212
Bl [BHE=E) | 100 — 1005 | 99.8 o | M
o 7J\</§§’I%/\’f KOa— ko 1 E T 200ng/ 41l IR |EGREF | EEEI | EGER | EGEERR | EEERHR
elraull e o 680 | 671 | 668 | 666 | 665 | 2012
BHE%) | 100 - %5 | 974 | w9 |
I é PR | R R | A | A | e R [hTILE
1000me 7 7 1 4 —|1000mg/80L|  pH 697 | 697 | 697 | 695 | 687 % o2
BHE(%) | 100 - 1004 | 1006 | 1003 ] "
W 4 FO— 1obng/ | Tt R |WEED | MEAR| BEEE B :
o ﬁ%/fﬁﬁ . ’r -'j- _ ?%'ﬁ-:ﬁﬁ”ﬁ = %/ﬂ H /\\\é/ﬂﬁﬂ @\f\élgﬁﬂ ﬂ]\f\@,,ﬁﬁﬂ
. EAARR oH 591 595 | 594 | 504 | 592 | 212
] L [BEE%) | 100 — 1001 | 1001 | a6 |
L MR | mEEE | mE; ; 2 :
I N e H & | EEE | EeER | BEEH | Be A
26l (51) | PH 582 | 58 | 582 | 582 | 581 | 22
= (0, ~
§ §ﬁ£+;ﬂf) _ 100 - 1009 | 1006 | 988 | |
. 2 5 3 3
T T Y mEER | EEET | BEEH| BEEAR | BEER
o) | 568 | 566 | 568 | 563 | 546 | 212
= (0 ~
N 5;;?;;) _ éoi L= s | s | sed =
I e mEER | EEEH | BEEH BEEA | BEER
g ‘T8 o 533 | 533 | 535 | 533 | 587 | 22
BEZ(%) | 100 - %2 | %5 | s |
3 . . ll‘ﬁz > ﬁ .;KE ﬂ :|:| 3 ‘ '
) 2ot 04%) S o IR &R | Ea%EH | EREE | ER 5 | EE&ERR
” oo | 2008 oH 642 | 641 640 | 640 | 636 | 212
2 BHE(%) | 100 — 00 | 1005 | 1029 | "
981 ' ‘ : j y : :
L I @Ei&le% oone0nL M R | EGEH | EGER|ERER | EGER | EGEH
= g | 100ng/20nL [ pH 451 451 450 | 450 | 452 | 2012
2 BHE(%) | 100 - %7 | w0 | w7 |
gé’ s — I 4 R |ERER BT | EGEH | EGEE | E&ER
+ PRIL 7 a0omg/2nl | o 476 | 476 | 476 | 416 | 4717 | 212
o E ) -
QJ% ﬁ;;ﬁj;) - ;g?mﬁﬂ mﬁém %06 | 1002 | 1004 | M
- e ‘ FREER| MR | MRE | MG B |1 &
2 525550 L i 2 PA |1 =) 1= i EER | R ERR
> SEHE500ug | T — ¥ 1 |500u8/10L | pH 484 | 483 | 484 | 483 | am | D2
318 BHE%) | 100 — %2 | w6 | 1002 | "
i . oo s . ! ‘ i i i . .
%—ﬁu gﬁ;;z??:/77—'ﬁ'/‘/— Sy - M X | EGEH | EGER|ERER | EGEHR | EE&EH
o ot o0, S " o 547 | 546 | 545 | 546 | 542 | 2012
BHE%) | 100 — 1023 | 10a1 | 1027 ] M
Sal | £EAER . . .
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- . .
1) 70F% 2 =iEEE/Ny 70.75mgDEEZELiER CHIELS) DRABRER (00 X)
%
V)] = % X—H—% B/ RE B & % & B .
1. BB gaesn)| (BHoag) |PFEE e R
2 B | BRI | ORI | onsmIsg |2amspaee| TP
> M R |ERER | EAE | EG%FH | EGEH|ERE
}I/ :igd-m ,r ;‘k S ,r I\“1 ffl_n - 18/ AN AN 12 Fad =2 n\\%lﬂﬂﬂ
a1 g mamzl & [ o 484 | 484 | 485 | 486 | asr | D2
A BHE%) | 100 - 1013 | 1008 | dor1 ] M
A M R |ERER ECE | EGEH | EGEIE | E&ER
- |\ . - — 25mg/ Fad =2
5 > 5t Fo5Ng gz oH 477 | 477 | 470 | 463 | asr | D2
421 0 711
el BT (%) 100 — | o8 | wo | 8
27 M R | RERER | NEEEER | AELEER | AELEEH | KFLEE
%;ﬁ ot s - . 10mg(5V)/ XREE / VEES /s.ﬂ /'ki'ﬁ*@}ﬂﬁﬂ
i 1y izmong (A | e o 288 | 486 | a9 | as | 49 | 212
z BHE%) | 100 — 1001 | 98.1 o5 | 1
E (> h e . H R |ERE EEEMH | E6EH | EEEE | E&ER
& e ndong 5 1 47 KIS TE| dong/2nl | pH 469 | 471 471 470 | 469 | 212
% BHE%) | 100 - %6 | %2 | wo | "
2 IR |ERER | EGER | EGERR|EGER | EAEL
ﬁ] jj . 70 '#\: s N Fasd 1. 7 =2 7 =2 H
b hERzANE (Y7 b dong/2nl | o 460 | 471 | 470 | 469 | aeo | 2012
BEE() | 100 - %89 | 995 o | M
o FUYZX K- 4 R |ERER EEEHH | E6%FH | E&FH|EEF
;C) X5 TS5 F Li2EE50mg |< 1 v — x| B00me/ of 506 | 507 | 514 RESTIEEETE oo
YO ot (o) | . . 514 | 521 550 '
24;7 BEE() | 100 — %0 | 99 | w3 |
o FUZRL- M R | EEEE|EEE| e Ll | EEEEE | E
B|7)75% 250mg*  |v v — x| 1o0me/ o 268 | 2 AR R RO RO o2
B O oot o) | . 67 | 260 | 270 | 215 | 2%
E 1R (%) 100 — 100 100.4 99.7 R
| ‘ R |ERER | E6EMR | EGEHR|EEE >
soom o P 16 | 430 | 430 | 433 | 453 '
120 o 711
a2 7%(%) | 100 - 996 | 1005 | 100
S R |ERER | EREH | E6EMA | EEE y
zﬁu I - o 7 ~Be ~Ba H ,\\\@/ELEH @\{\@,lﬁﬁﬂ
Z#|KS55 3 ing = m 8= Smg/inl | pH 482 | 488 | 488 | 484 | 483 | 012
4“1 BAE(0 | 100 | — | 999 | 1001 | 83 | |
e avrss ] s T IR | EEER BEET| ECET | Ee AT | B a6
B0 56 M| O 100~ [ o 450 | 450 | 449 | 450 | 450 | 2012
Sal. 500l [ (%) | 100 - 1005 | 1008 | 1008 | |
M R | ERER | EREH | E6EE | EEEMHR HERE
9: T j_ A,§~ﬁ$$:iﬁﬁ05 M 05g/ A AN =2 AN =2 ﬁé/ﬂﬂﬂ
N 78532 F0.5¢ s 0| g e [ of 648 | 651 655 | 636 | 581 | 2012
: BHE%) | 100 00 | 1002 | 64 | "
R JYXNIL- 2g/ M R |MERERE|MERER| AR EBR |1 i
S [EmmvssE-ng [T Ov-2 ovzoml [ o 481 479 : ﬁﬁﬁg : #&%&;;&Eﬂ ﬁ%%fﬁﬂ 2012.
Z 27147 (@) [BKERw%| 100 — 99.3 9.7 9.1 ads
,% S Nei|i Seika 2/ M R |ERERR EGE | EGEH | EGENE | E&ER
: o o o Sont, oM 736 | 736 | 737 | 788 | 7437 | 212
% BHE%) | 100 - 100 %8 | 1005 | "
I-H- ll‘i L ﬁ .;z(E ﬂ °AS > > e
3 - xB&E%E| 05 H>|k &% | EGEH | EAER | ERER | EEEHH 20
5 a A 765 | 766 | 765 | 764 | 763 12
ng BHE%) | 100 - 997 | 995 0 | M
‘ 18/ MO | EEER|E
I less o mnmie 7779\ Sal.si pH;Ik ;ﬁzz . ?235}EJ R 2012
3 o] 2 . . 6.21 624 | 633 :
' 71
P sal. 20mL 51?% ;(U/() 100 - 997 | 991 98.7 1
P R | AR A R A AR AR AR B
g t, 7 . . iﬁ:::E 18/ =) 2 R =2 IR )=} E
SEEflg KB e| 18 [ o 553 | 554 | 556 | 556 | 564 | 2012
613 ' -
BEE(%) | 100 - 00 | oss | w4 |
*  BRSEAIE Sal : £ERIER W: SESRK




2) 7OF ¥ siEEEE/N v 70.75mgDEEZE(LHER GHIECE) OHBRKER
C IR A ZALEERE RIL, RONZRM T T2 EB L 2SEZHMTH Y. EH OB G & HELE

i al 5 . & RILHOT
7o BEAEZHBRORRIIES RO SMERNII BT 1K, pHREUBRAFRZLKL T2, L9 FHEAOE LR

(. @ =)

XaERo b, Gz, ET L2 L (B 79 F Ve BT / ) ]
< 3 . . Z k(B efHE0.7omg TR [7. R UHREICHEE T 27EE
BLEPENE A 5 R 52 M T35 = o). T
B o T a5 % £ B i B N
am oA & |l e | RS e P R
2 AT = P2 2. 2,
B % | 1SR | SRS | onrars |oamspag| T8
otz 72— non, BT | 1o | 1R | REE R | e | o s
391 |5 b5 0ok B ehsaL EEltEﬂﬁl;ﬁEqu 42250mL/+ OH 457 458 4.61 4.65 4.67 723‘121
me/onl | s (%) | 100 - 99.6 99.6 99.8
. | R B | R | E : ;
124 71:“\“/\;}:20"18 -{j— / 7 p 20m8/1m|_+ 'I ;H( 7 @,/ﬂ H ,\\\%/E.EH l\\\é/ﬁﬁﬂ @\E\%/Hﬁﬂ ﬂ%@/ﬁﬁﬂ 2012
441|455 3 > ix5ng = m s | sng/nl | PH 484 | 487 | 48 | 485 | 48 | .,
BEE(%) | 100 - 99.9 99.5 99.2
B R ﬁ .;BE ﬂ .;ﬂ( ﬂ .; > 3
I RO O Py S ) o G B
17755 7 XPiEsE (50ng/nL) |7 7 1 # — SéGA)/:“ ] pH 5.96 5.96 5.96 5.96 59 | 71
Me/ 1ML | pedesz (%) | 100 - 100 99.8 99.5
245 |1 - X KO—JLBSE F125mg | 7 7 1 4 — | 12oM8/ AT R BB 98 |b7hiaR|bThiaE REEHR 2
e |5 2 F | mmanl | on | 604 | 604 | 603 | 604 | 602 | 2%
+500/ 1L e o | — - — = 1
B ) - pi A3 ﬁ .;ﬂ(E ﬂ .;ﬂ( ﬂ > > 3
245 Tjj I\D‘/yigd-%issmg 71&\/:}’\1/\0\/ 165mg/5mL I >|k @,E_ H \% E.EH /\\\%/ﬁﬁﬂ ﬁ%/ﬁﬂﬂ %%/EEE 2012
17|72y 7 ZX-Pi&tA& (S0mg/mL) |7 7 1 % — 555A)/1—|_L PH 6.17 6.16 6.16 615 615 7~11
Me/ 1ML | pezsz (%) | 100 — 100.2 99.1 99.9
e M R | EEeDR|EeEB|EeE ; ~‘=-
245|5H KO L2aE3amg  |[7axy v | 16:0m8/0nL A REEH| REOED | REER RO EH| REOEH 2012
1|2 L% % iten A 5(5A/)1+L pH 6.06 6.05 6.02 5.99 596 | S
ME/IML | mezzs2 (%) | 100 - 99.7 99.1 98.5
_ B 9.9mg/3nL | 1 3 |EeEeR|EmeEs|EeEn|BeE 5
245 |7 %4 — MESHRI65mg  |EEHETE|  (6A) + SER | REEH| REER| ROER | ROEDS 2012
124 |7 hOE L HEIE 0508 [ 4 ~] | =7 0ES 77— 0.25me/0.5mL | P 59 | 592 | 584 | 577 | 565 | ;]
050 |BEE) | 100 - 99.7 98.9 96.4
~ o M % | EEER|EcRR|EeEE| EEE &
245| 7% — hixsivateong  |mragrgl P08/ RRORN REER RORN REEN RORR
12| 7 % /52 20me Al 2(()6A)+ pH 5.96 5.93 5.92 5.88 5.75 7%1'
Mg/l | pezese (o) | 100 - 100 1003 | 101.4
) o st e | 16.5mg/5mL ¢ | MEE KRR | B 3 : :
I O P L W T B T T B T T
1225 5 % o g/ é | song/anL oH 6.21 620 | 620 | 620 | 620 79121'
(oA |BEEC) | 100 - 993 | 1001 | 100.1
55 s cong 7| G | R | RO | REE| 5| 2 | meE
2|9 b s amgong. |72 2 | W+ | ot | 5o | ser [ 5w | 5o | su0 201z
s 7| OUME/ANL | regesz (%) | 100 — 99.8 100 100.6
] R m A3 m 3 3 > 3
U R Py I 3 £ ) S e T
245 |4 L # KOS 2 55%1.9ng |TANS Sty 7.6r(n§/<)2mL pH 5.54 5.61 5.60 5.61 5.58 7~121'
BEE(%) | 100 - 100 99.9 99.2
— o N . "i \ ﬁ 5BE ﬂ 5” ﬂ : : :
59 K g || S0/ | K |IRETEA R | | AR EE|
23| 5 2 % i oone Al 2é4A)/;—L pH 5.79 5.82 5.78 5.79 577 | ot
Me/eMl | redzsz (%) | 100 — 100.1 99.8 99.7
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2) 7OX T EiEsEE/ Ny J0.75mgDEEEZELEE GRIECS) DEHBRER (05 %)
il & 1 3 E -
=3 - - A—H—%| BRI/ BE - B & # # B iF E SHEEEN
e X B e | s TR L / , , x| F7
= e B 1% | 1E5E% | 3iEERE | 6BFRER | 2485E%
REERIE - [100mg/ AT | M %k ®EF | EGEEH | EEERR | EGEHR | EEEH
245 |87 LixstA100mg |[RATAT7-v | BEE&2mL 2012.
202 |# 2 % —gHHo0mg  |RE7AES  + [P0 | 570 | ST | ST | ST | SIT | 7oy
LTLZ 7—=| 20mg/2nL |%#HFE(%) | 100 — 99.9 100.4 100.2
REZERIE - (100mg/iA 1T | 4 ik |EEER|BEEH | BEEH | BEaER | BEEH
245|472 ESTRA100mg  |RATAT7—v | iBEE&R2mL 2012.
232|424y vixsikeong (kM7 AgR o+ i | 0600 | 999 | 597 | 597 | 5M | 5y
53793339342 50mg/2mL | FHEE (%) | 100 — 100.3 100.7 100.4
200mg/ A | M R | EEEER|EEEE | BEEER | EBEEE | BEEH
245 |V - D=5 73EEE100mg |7 7 1 ¥ —| AL 2012.
2% |7 % 5 o0 R iy pH 6.00 5.97 5.99 5.99 596 | 51
oOmg/2nl | BEE%) | 100 - 99.9 | 1003 | 99.9
- (6.5ng/mnL | TE P | e EeR | e men | e B | e O | M
245 |5 H KO ViE555&3.3mg  [7Axu ity 2012.
302903 7% iza0ong  |EEaE| o0 b | M| 646 | 643 | 646 | 646 | 644 | gy
ME/ M- | stz (%) | 100 — 100.3 | 100.6 9.5
- 165mg/mnL | M R | e EeR | men men | e oA | e Be | e EeR
245 |5 H KO ViE555&3.3mg  |[7Axu | 2012.
41| K25 S itomg A 5(5A/)1+L pH 6.10 6.11 6.09 6.09 603 | 7.
ME ML | megzsk (%) | 100 — 100 100.1 99.8
_ . s e se| 6.6mE/20L M R | EGER|ECEH | ECEHR | E0EHR | EGEH
245|7 %y — MiE5IAR1 6ong |\ BEMELR) T oH 566 | 565 | 563 | 550 | 546 | 202
441 | RS 5 3 > iE5mg = B & E Sme/ Al 7~11
ME/IML | megzsk (%) | 100 - 99.5 99.8 98.1
I e I ) A T T T T e 2
AL P— 08 eepsssuskl Dy S+ pH 552 5.54 5.55 5.56 5.50 :
441 ;K2 7 I 21E5mg = M 8 % Sne/inL 7~11
= | omg/Inl s (%) [ 100 — 100.6 | 1004 | 101.0
i . B e A U B T BT B T R
245 KA/ KO- k32 5%100ng | B T 2012.
1555 S g A g 5(2v/)1+L pH 6.78 6.71 6.64 6.62 662 | 5.
ME/MML | sz (%) | 100 — 97.3 97.2 95.9
o ot 1128/ | R [meEm|mens| mers | £ens | ReEs
322 |7 RISTHY I LIEIONEG S o | 10mL+ 2012.
302|574 LAMMN0E | = myn 200ng | P 58 | S8 | S8 | S8 | S8 4.y
FERX pyaal  |BEEC) | 100 — 994 | 995 | 995
9.9mg/3mL | & IR |EEERH|ERER|EREE | EGEH|EEH
2457 H KO EEH&3.3mg  |[FAxUUeiy|  (3A) + 2016.
239| 704 4> KM ERI50ng | NFHATE| 150mg+ | P 6.22 6.22 6.22 6.23 6.23 5~7
Sal. 100mL | B7=(%) | 100 — 99.9 | 1006 | 100.4
9.9mg/3mL | M IR |EEERH|ERER|EREHE | EGEH|EREH
245|FH RO LiEStH3Ng  [TARynsy| (3N + 2016.
230|742 Kk MI50ng [N FERTE| 150mg+ | P | 618 | 618 | 618 | 618 | 618 | . 7
Sal. 250mL | &&= (%) | 100 — 100.3 100.5 100.6
99mg/3mL | M IR |EEERH|EREM|EREHE| EEEN|EREH
245 |F %4 — NESHES.ng [EEEETE|  (3A) + 2016.
230|704 > Kk MI50ng [N FERTH| 150mg+ | P | 687 | 637 | 637 | 637 | 636 | .5
Sal. 100mL | B (%) | 100 - 99.8 100 99.7
99mg/3mL | M4 R |EEER|EREN | EGREMH|EGEHR|EGES
245 |7 ¥ ¥ — MiEEHH&3.3mg ELHETE GA)+ 2016.
239 | 7O1 A KT Bisong | NFESTE| 150mg+ | PN 631 | 633 | 632 | 632 | 632 | 5
Sal. 250mL | B#ZE(%) | 100 - 100 99.6 99.3
Sal : A£IEEIER W : SEETEK
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2) 7 O% ¥ siEEgE/N v 70.75mgDEESE{LEER GHIES) DHBRER (DO F)

(. & =)

AN

I =

@

i R

= ksl i = B % | 6B | EFREE | 6RFRERE | 24R5RE7
L | osong/on. | 18 MR |mesime b bR
239 |7 AH ) X EHEERE235mg | KIEERT ¥ T H 6.31 6.2 6.28 6.28 2021.
245|577 KO ESEB.Ing  |TAN G| o P : : : : 4~9
OME/ML | rezzs (%) | 100 100 101.3 100
1 R A3 X A X%
po| 77 U RETSTE205ME | s o 1| 206mg/10nL | M2 MK | REED REEDN ROER ROEA|
ogs |7 7 N O AR NN + pH 6.34 6.33 6.33 6.34 '
TAR Y HIN 4~9
33mg><1, 165mg><1 495mg/15mL 5%#%2(%) 100 100 100 100
- | oasng/on, | 18 MK |mesimen we B | BEEH| BEEH
239|770 A ) X EEERE235mg | KIEEMTI ¥ T H 6.52 6.47 6.46 6.46 2021.
245|7 % KO E5H7%3.3ng X 3 [FANS Joisy P : : : : 4~9
9.9mg/3nl [ zezes (o) | 100 100 100 98.8
| o5ng/1on | 1 B [ mEER mERYP | BEET | REED
239 |7 0OA ) R EERRE235mg | KIEERTE T H 6.65 6.60 6.57 6.58 2021.
245| 7 KO 2 ESHR3.3ng X5 [TAN Y8y P : : : : 4~9
16.5mg/5nL | zezese (o) | 100 1012 | 101.2 100

3) 7OF T miEEEE/N v 70.75mgDEEE(LHER 4HIECE) OHABRIER
CZIRBET H A ERBR R IE. RONZEMET TR ER L SZHEHRTH ), FHOEGZHESLH0T
v REZHBROKM RIS RO K MWERIIZB T 2R, pHEOBAFRZRRBL T 5 LT EEHOETFIR

XEMRD L, W2 ER, g d42 8 (B 70 F 2effE0.7omgE iR [7. HEROH=ICBEET 2R 71
PUEMES A Gl G- 2% T35 2 8. 1),
AN X ) +
— 1 " . A—p—%| B ae — & % B2 B B B SHEREHE
nE et | (HREER) | P ; . ; p .
Ze FRestt) | (HIRAR) B % | 1RSRIME | SRS | oRRIE |oamspas| TR
124|853 < 5 % — JL20nL HIHEZE- | 20mL+ M R | EGER| EGEH|EGER|EGER | EEERR
7 S b O T
245|57 # KO 8t 6omg | el 6.6me/2nl [ 513 | 516 | 516 | 517 | 517 | 202
301 | P Fa— I EaEe s%enL | L T @A+ L I~
H K XI|425mg/5mL |%#&E=(%) | 100 — 99.1 99.4 98.4
032|# 2 4 — 3 54320ng LTLT 7 —= 20mg/onL+ | M K | EEER | EGERR | ECEH | BEEEH | EEEH
245 |55 KO E5H1.65m  |T7ANY S8y 6'?"1“5)/ i’"L oH 5.74 5.74 5.74 5.74 5.75 7221121'
441 |H55 3 225 = ENE
K SHEER gl [mEee) | 100 — 1002 | 1006 | 100.9
P e — Y1)%77-v+|  50mg/ M IR |EGER | EGEH | EGER | EGERR | EGERHR
245 KEHET L 1= ~50M8 o arsemnsel Dy oL+ 2012.
17| 7555 2Pt mg/l) (5 = DX UOILT |k 552 | 552 | 551 553 | 547 | 20
239|715 LiEsbRIONE |2 mg/Tm
H & I| 10mg/2mL |®#iE=(%)| 100 — 99.7 99.1 99.7
I O e N e e e
1. . ==}
124|7 2 2/¥2 322008 ¥ 7 4 20"(12’/‘1;[ | o | 595 | 597 | 596 | 596 | 593 | 202
117|745 7 Z-PiE&H% (50ng/nL) | 7 7 1 4 — .
77 A (S0ng/ml) |7 7 50mg/imL | B#E% (%) | 100 — 101.0 | 1002 | 101.1
045 |5 KOS SRR 6ong | TARL SIS 6.((3215)/imL M R | EGEH | EGE|EGER|EGER | ERERR st
230 | # X % — 2 5%20mg LTLT 7 —= oH 570 | 572 | 573 | 572 | 570 012
441|78—0 - NUXRSiE10ng* W s p| 2ome/2nk ~1
10mg/1mL | %7FR (%) | 100 — 99.7 100.7 100

DW : JEHHAK




(. @& =)

3) 7OF T miEEE/N Y 70.75mgDE S XL 4FIECS) DHBRER (DD F)

. N .
A\ K =L X IO N
7R Bresit) | (FRAR) B % | BRI | SRS | oRSRA |odmsRis| T
[ | 44 ZER | 4E e EPA | 4E 2 PR | 4E B | Efa A
230 7'JX Q —}i%‘j;?'ﬁQOmg LTL77’—7 Qg[gfn/z/lg;'l_l- I‘i >|j( ,m@,/ﬂ H u\\%/ﬂ H /\\\%/ﬂ H m\@,/ﬂ H m\%/ﬂ. E 2012
245|7 % — MESTA.6ong | BLBEIR| 7 45) i pH 5.64 5.67 5.67 5.67 566 | 7.
441|K 553 2335 S
77 Rone SHEER gl [mEee) | 100 _ 995 | 995 | 996
245 |5H KO S 187 65n TARLYwSY| 6.6mg/omL | M K | EBEERR | EEERR | EEEHR | BEEHE | EEERH
232 +Tf‘>9 > 7§i§ﬁ§56mgg 7577 UGN+ pH 5.85 5.85 5.84 5.84 5.81 2012.
pyvl B el 232751 |50mg/2mL+ : : : : : 7~11
R = B 8| smg/nl |HEfHER(%)| 100 — 1009 | 1002 99.9
\ s R | EERR | EE R | B | e | EeE
232 ﬁZ';‘l—;}%‘};{gZOmg LTL77—7 2;)"&?]]/2/[2[_": 'I ;Ik @/ﬂ H @,/ﬂ H E‘;/ H @,/ H @,/ H 2012
245 |4 )V O EAHRI.Ong (PR eri| 45) . pH 5.55 5.55 5.56 5.55 554 | 7
441K 553 2335 TS
77 Eong SEER sl [maee) | 100 — 94 | 986 | 988
0457 # KO0 151 65ng TARVYwSY| 6.6mg/omL | M IR | EBEERR | EEERR | EEEME | EBEEHE | EEGEH
1. . F— N .
032 |¥s 5 vixstmsong |22 72| A pH 5.82 5.83 5.83 5.82 5.82 2012.
441|701 - kU Ro5E10mg* A3IR774|50mg/2mL+ 7~11
‘ M S Dl 10mg/imL [%HEZ%)| 100 — 100.4 100.9 100
\ g EENIKEL -
5/77—’7‘/%11' \i . :E :ﬁ E)% 7“” :ﬁb\v ﬂ%@?ﬂﬂﬂ
301 (#1313 775 PRIL [EAT 7 — | 200t R A 98 gy DI g ot poto
117|755 9 2PEER (Song/nL) |7 7 1 4 — | 080 : g
2135 > v 7 Z3320mg Y74 - (gA) pH 5.60 5.60 5.57 5.61 5.58
RE T BEEC) | — - - - -
an s e & R | EEEE mE 5 | EEER | EEEE
230|770\ X kgL 2360g [ ABESTR| 235mg/100L |- G | REER | R 291 2001 9~
24557 H KO 25%3.3ng X 3 | TAXL Y4/t | +9.9mg/30L | pH 6.32 6.35 6.34 635 | "0 1
441 |FF L X2 — ViR 10mg| S T8 T #| +10mg/mL [, :
! 8= 80t (n) | — 100 100 | 988
s e R | EEER meaERR | B IERR | BB AR
230 |7 0 1 R 200G | KBBSER T | 208ng/ 1oL | P | FEEH BEM | REEN | REE 2021 9~
245 |5 H KO > 25H7%3.3mg X 3 [7AA U w8y | +99mg/3nL|  pH 6.40 6.41 6.40 640 | "0 1
441 |KRS5 5 3 &5 = B & | +5mg/mL '
77 e = ERE el | — 1025 | 1025 | 1025
N o R | EGEH Bl | EEERR | EEERR
230|701 U X g2 2360g [ ABESTE | 235me/100L | = = = i JAVNS
2457 H KO 254%3.3ng X 3 | 7R vt | +9.9mg/3nL | pH 6.33 6.36 6.36 636 | oo 1
17 |745 97 ZPiEsHk (5omg/nL) |7 7 1+ —| +50mg/mL [ :
77 AP (Song/nL) |7 " mmm) | — 100 | 1012 | 1012
an s e & R | EEER | B | EEER | EEEE
230|770\ X AL 2360g (KBS TR 235mg/100L| - G | REER | R E9 20219~
245|57H KO 25%3.3ng X 3 | TR Yot | +9.9mg/30L | pH 6.40 6.44 6.44 644 |05
232 | H 2 % — 3547520 LTLZ 7 —= | +20mg/2nL [ :
A AI420ng ’ WS e (o) | — 1012 | 1012 | 1012
e e w 't R | EEER EEEAR | EEERR | EEER
230 |7 0 1 R 200G | KBBSERTE|208ng/ 1oL | P | FEEH il il il B
245 |5 H KO 2 25H7%3.3mg X 3 [7AA U vy | +99mg/3nL|  pH 6.16 6.17 6.17 619 | “oion 1
232|&#H A v hEEE200ng |k BAEREE +200mg/2nL :
7 8 R &M () | — 100 | 986 100
. - i " :‘i u ﬂ;\;\ ZXH ﬂ;\ XH lﬂE A ﬂ\;\ ZH
230|704 1 R SRR 2%0g [ KBERTE|208ng/10nL | | FEEH BEM | REEN | REEH 20219~
2457 H KO 2547%3.3ng X 3 | 7AYot | +9.9mg/3nL | pH 6.51 6.51 6.51 653 | "o 1
2135 > v 7 23320 4 J 7 1 |+20mg/2nL :
7777 AReg W () | — 98.6 100 98.6
* 1 BRFEHIE
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(. & =)

3) 70OXx T HiEEE /Ny 70.75mgDEEEE LR ER URIES) DRBER (0D X)
32 I A= D — | BR/BE | o e #REBEH HBREH
sl A F g | (mwen |BFRE ) | %A
= e B % | 165E% | SEREE | 6REREE | 24R5RE1E
o . MR | EEE EE | EE R | BB
230|701 ) 2 R 235mg |ABESTE|235ng 100 | | REED BEM| REE | REEH 2001 9~
245 |7 KO EEHR3.30g X 3 | AN Uwty| +9.9mg/3nL|  pH 6.46 6.46 6.46 639 | 0o+
239 |71 2 XS LIRS0 T| +10mg/2nL :
» T AR (BB WA () | — 986 | 986 | 1014
R o 4 |EeEEn e PR | e e | me e
239|7AAH ) X SiEEEE235mg | AMEE AT | 235mg/10mL # R |REEH MEEE | REEN | REEDR 2001 9~
2457 A4 KO 2 E547&3.3mg X 3 [7AxY Y w80 | +9.9mg/3nL pH 6.47 6.50 6.50 6.46 202'21
1247 2 37823320 4 7 1| +20mg/nl [ :
~eong ¥ "M mpm () | — 100 100 | 1014

4) 7 Ox > siEiE/ Ny 70.75mgDE & ZLEER (GHIECE) DHERER

et s ZECE LR R 3, oMM T TR ER L 22 HMTH ). EHORGZHERETLHOT

3w, BEZLRBOKEIIESHEOZFNERFTICBIF AR, pHRUBRERZTLHML TWbH, T HEHOB TR
XEMRDE, W2 EIR, RETLHIE (BR 0 70 F Y efHE07megBE R [7. HELOHEICME T 213E 71
PUENEEAR SRR G 2R T2 8.]),
AN . N £

3 X—p—%| B/ ag B & & rBBB REAEH
aw  F A& |l G meER ) ) ) | =8

= o= B % | 1B | SRFMEE | GREREE | 24REREE

e i 5ot 16.5mg/5mL \ . - - =

ous|7n ki papmaang  |[Co T OS]t 4 | WERS WERN| WORSR RORR KEAT
124 |BERA~ U2 =200k (oo o2 se| 16.2mEQ/ 2012.
301 | HILFa— VTS 5% ga%éﬂlf oomL+ | PH | 563 | 562 | 562 | 562 | 565 | ;3
22\ AR5 —EstEA0E |7 50 S| VORI e ) | 100 — | 1008 | 1005 | 1008
239 |7OA ) REEEEE235mg | AMEE S T ¥ 235mg/10mL| M K | EEERA EEEA | EEEE | EEERR
245 |7 H KO 25&3.3mg X 3 [TAXL Y w8 | +9.9mg/3nL 2021.9~
441 | A L 2 % — V251 Ong|H+RET | +1ong/mL | PH | 63 633 | 633 | 630 | hp0n;
239| 7 T FsRIOmg (B B I|+10mg/2ml | Ezsk (%) - 100 100 100
239|70OA ) R SiEEEE235ng | ABEES T¥(235ng/10mL| & K | EEEEA B | EEERR | EEERR
245 |7 # KO 2583308 X 3 | PAAL S4/5 | +9.9ng/3nl 20219~
41|37 L X 2 — LStk Ong| B+ 8% T 2| +1omg/mL | ™" 6.35 636 | 636 | 634 |y
124|7 X 27> 3320mg ¥ 7 4| +20mg/nl |mEm) |  — 100 100 100
239 |7 0H ) R EEEEE235ng | KIEE SR T¥(235ng/10mL| £ K | EEIEER EmE Rl | EEER | EEEHR
245 |57 H K O 225583 308 X 3 |73 S5 | +9. Ong/3nlL 2021.9~
441 | 3 A L X 2 — LSt Ong| B L 8E T 2| +1omg/mL | P 6.32 632 | 633 | 632 | oy
232 | /1 2 & — X 517%&20ng LTLZ 7 —= | +20mg/2nL | 3775 (%) — 8.8 100 100
239 | 7OH Y REEEEE235mg | ABEE S T¥|235mg/10mL| M K | EEERA HEEA | EAEE | EEERR
245 |5 KO EEH3.30g X 3 | PANS J4/5| +9. Ong/3nL 20219~
441|324 L 22— LiEsTRIOng|E 8= T 2| +1omg/mL | P 6.13 613 | 614 | 613 | opm
232|# A Ay MEEH&R200mg | KBAEREE| +200mg/ 20l | B (%) - 101.2 101.2 102.5
239 |7 OH ) R EEEsE235ng |AMEES T [ 235mg/10mL| 1 K | EEEPR EEE | EGERR | EGEH
245 |7 # KO 258338 X 3 | 7AAL S5 | +9.9mg/3nL 20219~
441|455 3 ixbng =ma s +omg/ml | P 6.36 635 | 635 | 632 |y
29| T RTEERIONG (B BE I|+10mg/2mL | BiE= (%) — 100 08.7 102.7




(. & Z |

H) 7 O% Y EEE/S Y F075mg DA EILRR GHIES) OHBIR (D5%)

il & 7 3 ES i

p  F A B g | GReR) |PRRE ) ) ) | %A

== = B % | 1BEEE | BFREE | 6FFRERE | 24R5RE7
239 |7 OH ) R EEEEE235ng |AMEES T ¥(235mg/10mL| M K | EEERR a5 RR | EEERA | EEEE
245 |5 # KO 233 555%3.30g X 3 | 7L U011y | +9.9ng/3nL 2021.9~
441|£55 3 >ixbng = m 8| +sng/ml | PN 6.40 639 | 639 | 639 | gy
124|7 2 2732 3220ng Y+ 7 1| +oome/nl | | — 100 100 98.6
239|707 ) R ARG E230mg | KISERT%|235mg/10nL | M K | MEER | B | WEE | EEER
245|7H RO 2 iE5H43.3mg X 3 |7 AN Y w8 | +9.9mg/3mL 2021.9~
441K 55 3 > ix5ng = | %% +omg/ml | PN 636 633 | 635 | 637 | g
232|# 2 & —E547%20ng LTL7 7 —~|+20mg/2nL | (%) | — 100 100 100
239|7OH ) R EEEEE235ng |AMEE S T(235mg/10mL| & K | EEERR EEERR | EEERR | EAER
245|F H KO EER3.3mg X 3 | TANY Vi8> | +9.9ng/3nL 2021.9~
441|553 > ixng =m s +5mg/ml | PN 6.13 614 | 614 | 614 | o
2322 H 4y MEEHR200mg | KAAFEREE| +200mg/2mL | HiEE (%) — 101.2 101.2 101.2
239 |7 0% 1 R EREE235ng | KIS T 235ng/10nL| fE K |BEEEA 7 R | B | M R
245 |5 # KO 2 32555%3.30g X 3 | 7R U011y | +9.9ng/3nL 2021.9~
239|715 Likstkiong | & T|+iomg/2nl| P 6.40 640 | 639 | 636 | hpmy
124|772 37%>3%20mg Y/ 7 4| +20mg/mL | BfEE (%) — 100 101.3 101.3
230|7O% ) X siRsiE236ng | KIBERT%|235ng/10nL| M K | WEEH |ea B | MEEH | EEEH
245 |5 H O 2 25HK3.31g X 3 [T Y/t | +9.9ng/3nl 2021.9~
23| 71 LT LiEstRIong |B B T|+1omg/2nl| P 6.38 6.38 6.38 638 | o021
232|# 2 & —E547%20ng LTL7 7 —~|+20mg/2nL | (%) | — 100 100 101.3
239|7OH ) R EEEEE235ng |AMEE S T(235mg/10mL| & K | EEEBR A AR | EEERR | EAEE
245|F H KO EET3.3mg X 3 | TANY Vi8> | +9.9ng/3nl 2021.9~
230|71 L x5 iEstkiong |B B T|+iomg/2nl| P 6.16 615 | 615 | 616 | oo
232| 4 H A NEER200mg  |KRAEREE|+200ng/20L| R | — 100 100 100
239 |7 OA ) R SEEEE235ng | KIEES T | 235mg/10mL| & K | EEEEA ‘B | EEERR | EGERH
245|741 KO 2 E5H&3.3mg X 3 |7ANY Y w182 | +9.9mg/3mL 2021.9~
1245 2 2% > 320ng ¥ 7 | +20mg/mL | M 6.40 641 | 641 | 642 | opmy
232 | # 2 & — :547%20mg LTL7 7 —~ | +20mg/2nL | e (o) |  — 100 100 101.3
239\ 7 OH ) R EEEsE235mg |AMEES T(235mg/10mL| 1 K | EEEPR B ERR | EEER | EE B
245|F % RO > iE5173.3ng X 3 [T AN Y 4/5| +9.9ng/3nL 2021.9~
124|723 7% 2 20mg % 7 7 «| +20mg/mL | " 6.17 6.17 | 617 | 618 | opm0y
232 |2 A A v MEGHE200mg | KBARREE +200mg/2mL| HiE=R (%) — 100 100 101.2
239|7OH ) R EEEEE235ng |AMEE S T(235mg/10mL| & K | EEEBR A EAR | EEERR | EAER
245|F H KO EEH3.3mg X 3 | TANY Vi8> | +9.9ng/3nL 2021.9~
117|747y ZPiE&H& (50mg/nL) |7 7 4 ¥ —| +50mg/mL pH 6.32 6.32 6.32 6.29 2022.1
124 |7 2 27%3320mg Y% /T 1| +20mg/mL | ik (%) - 100 100 100
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1.

7OXx > §530.75mg (18U TN EE)
& ZELHBR&KE—E

11 (T HF—IVEHA10mg (K> 75 X F O HEEE))

1.2 (THRFAOVEHEE6Mg(TX VARV BIZXTIVF NI L))

1.3 EERERICED2ER)

2.

3.

ERAEE. 8A
ARBRICHEH U 7-33E - 3% 3R2-112, #HI %2 RK2-21ITR L7z,

F2-1 FRALLHE

- AR 250mL + 7 1 F ¥ EHT0.75me 1V (0.75mg/5mL)

(. & =)

- 7 — VEFH10mg/10mL (LA R) + 7 1 F 2 #1:0.75mg 1V (0.75mg/5mL)
- T Y — VEEH10mg + A B AR 250mL + 7 1 F ¥ #HHE0.75mg 1V (0.75mg/5mL)

- Fu EFHRE6.6mg/2mL X 4V + AP A 250mL + 7 1 ¥ ¥ #HE0.75mg 1V (0.75mg/5mL)

AE - A X—h—% JL— K%
AL )= BT AV LRSS HPLCH
TEbh=F)IL BT A v AR EMgER A HPLCH
) 70V o EERR L7 A v AHDGREEE R HEih
L w 9 MefipHAEEHEWR (pH 1.68) 7 A v ARG A JCSS#E 27
7 & VSR pHAR#EHE (pH 4.01) 7 AV ARG A JCSS#E 27
HE ) AR pHAR #E K (pH 6.86) 7 AV ARG S JCSS#E 21
139 MslipHAEHEW (pH 9.18) BT A v ARG R ST JCSS#s 2
K Ml KB E TR S h 7k
F+2-2 fEAL=RHA
2 2 $EH No. Ay b
A= N e N AL S R Y By pNE STEIE STER e e — [08-PALO/34/1]-R3
07-PALO MG 5E ot L3 it B BT A — [PA16108-40-R5
09-PALO pNUCE STHIE SER sy e — [F-09-PALO/26/1]-R1
7 1 ¥ T EHE0.75mg M HE i T3k x4t ® 0C94
7 A Fu v EHE6.6mg TANRY VN R AEH @ 19N083,20N023
I 7 = ViES I 10mg H A L3R 2t ® 200650
KIFAERE /K100mL (G54 HI7K) RS RIF I T 8 ® 0D94P
RIGHERS% 250mL (5% 7 K 7 BiEEGHE) | MR SHRIF RS T8 ® KO0D90
KIF A Fi1250mL (A B ATk i) RS RIF I T8 ©) KO0D91
KU, RIS HFICBWTHEAOERER L L TORT (ONIIMTEOR ) #HWwbs I L LT 5,
fER#&EE
ARFRBRIAEH U783 2 £3-1ITIR L 72,
#3-1 fERAES
L A—H—% BEES
BRI ANF— - bL FHR AR TBL15. TBL16
pHA—% — RStk 35 SRR TPH02
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" rratt) | (FREE) - B % | 1% | SRETE | ORI | 24R5EIR | FA
10mg R | ] | maEy] | R | RaE] | ] 2020,
L7 HF—VEHH10mg | H A L + pH 4.82 4.83 4.86 4.85 4.84 712
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