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AUC area under the concentration versus time curve : J& & — FERE dh B T aifd
AUCo.ns area/under the plasma concent‘ration-time curve up to infinity :
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CL; renal clearance : &7 V7 7 &
CLiot total body clearance : & 7 U 7 7 L A
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CR complete response : 22|
CTZ chemoreceptor trigger zone : 3Y) = K47
CYp cytochrome P450 : & ~ 7 v — A P450
EDso fi 50%F %) &
EMA European Medicines Agency : B &35 T
FAS full analysis set : fix K DT % S E4E M
GABAA v -Aminobutyric acid : y—7" I / B&ER
HEC higly emetogenic chemotherapeutic agents : 7= 5 ff PR 5T : S Al
hERG t b ether-a-go-go PMEH & s+
ICso inhibitory concentration 50% : 50%pBH & &
v intravenous : #IRMN
M4 metabolite 4, 6-S-hydroxy-palonosetron : /X7 /¥ h 1 ORHY : 6-S & Ko kK
M9 metabolite 9, N-oxide of palonosetron : /X1 /& b O : N-A4F 3 NK
MEC modelately emetogenic chemotherapeutic agents @ H7 %5 & { -4 F70 FE A fE 155 4]
N/n number
NCCN National Comprehensive Cancer Network : &K SmEiEM Ty hU—7
pKi ZREICH T D EA OB ME (Ki) ofktix
PM poor metabolizer : FREHEEFE G A KA TR E
QOL quality of Life : A7 D&
QTec QT interval corrected for heart rate : L 3k#i1E QT @
tue half life of elimination : 4% -k
Tmax time of the maximal concentration : &z = i i 21 2 FE R
Vdss volume of distribution at steady-state : & F JIKBEIZ I T B M AFE
Vs volume of distribution associated with the terminal phase :
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(3) RT L 5-HTs S S RFEHUHI M- - setron
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FRO N o T,
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(5) ERIEEFARBETEH pKa : 8.9
(6) NERRHE FME R L
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% By dats \
5 HEROKTFET
o 80°C | 75%RH i5E2) 438 B E O
j; {1 & 3R 72
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B CEBR AR 20) - 491
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Na/vroy

Na/ Loy

HR5E 4 #5% 0.75mg/5mL REEENY T
(44 H/™ O.r75mg/50mL
BAHRT]
pos 1) 5mL 14% 50mL
S VAR =V il N =V oYL 3 . .
Ay (NQ/EFDV%LT) (8%23 (3%33
7K |7 Bl N7V 450.0mg
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A T N T ALK 18.5mg 18.5mg
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KEE{LTF N U DA 1 i B
e 1 i B
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Ny 7 0.75mg KBEDOTFT — 2 Th 5,

- HREEHGTICEFS7O0FVFE 0.75mg DREM

R e IF=
BOR e = B A
EIG (oo | oo I W R
=" | 25°C | 60%RH L b sy |36 BT R
N o o WS T ANAT | o
MG | 40°C | TB%RH | L U e e () | 6 B B
o — NV UG T T AL T ot
o — 7L B H T ANRALT -
60°C L (37 3t&A HIFE N
A Y
e 27
| BT AsAT T
: gosc | Z hE | PVEEH T OB N
= —n 7 L D65 57 120 5 | G o e
N (20001%) [z 5 575 5 hr =
(xf1) LI E G A
W o o M H T ANALT
% |25 | 60%RH el 1K
. avir—) [ B W |EGAHTTZANAT| 13T
| xL s | L EE Ix-hr| PUEP

% 1 R R O DIRIFSAIET (89 300~7501x, ¥ 5001x T 1 A 8 Wif) T 1 % H R4
(30 H) 248y
BEEE - MR, R, pH, EHEYWE., = Xy, BEIREE,
REEERY) . Rl v, BE, ©&

REEETICEITS270X AT /N\v Y 0.75mg DREMN

. REEH i B
ﬁit Eﬁ ;,ELJ_E ;,Eri ﬁlﬁ 1%#}}9?-.% fl,ﬁlasﬁ ﬁ‘% %
i%@g 925°C | 60%RH 36 1% A B
I ER | 40°C | 75%RH i/:l//f;ri YR R 6 & H AN
IR | 40°C | 20%RH 6 & A HEN
# | 60°C | 75%RH 4 JE HFE N
— YR R HHi% M & O BN
(i) M Z iz
e ay hu— D657V keI | 120 77
;& 7L (25001 | (%) |l1x- hr By
H é\/k/j Mt 71 k3
=t y (Ejg;‘” A
Bk — R R
()
L HOELYE (i) Ix * hr 7
— R R
GEEE)

x1 BRI D@ E DIRTESIE T (K 300~7501x, -4 5001x T 1 Ay 8 BERA) T 1 45 H
(30 H) Tt
*¥2 0 Ny SRIKE T T ATy 7 MONMEE RN TRELZLD
*¥3 Ny TRIR(T T AT v 7 R-ONER L)
HEEE - MR, R, pH, ERWE., = FhXxv v, BIREE,
RIRVERY) . RS, BE, 8%
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. REERVBRHBED

REM

. feF s DEEELE

(HELFHEIL)

FZH LW

AIENZ G SN B RIT T a2 iE 0.75mg L OVT &1 & o sl e
Ny 7 0.75mg KBEEDT — X Th b,
(1) BEELHER
B & tb: 1) WiREoks
T a X UEE 0.75mg 1 31 TV A KR 1A VL 1
Ny PREERE LI,
2) WS LB L OB E
HGE R IRRANI LT O W0 B TRE LT,
O ETEHO HIEK O EICHE U 2B MRIRICCTHEN L
7otk Ta X UERE 0.75mg 1 N TV, T uFkn
/Ny 7 0.75mg 1 Ny 7 LiRA LT,
QUK CERHE O LK O &I U B RIRIC TR L
7tk —EREROEBRBEED D \VNX 5% 7 N U HEFRIC
THRL, 7o X2 0.76mg 1 A 7 X, 7uaxy
BERE Y 7 0.75mg 1 Ny 7 LIRE LTz,
3) WA K OVBRUARS Bz M A LA O VES ) & DB A
OFERAFN L 7 a8 0.75mg 1 /31 7L XL, 7 F
VEERE Y 7 0.75mg 1 Ny T EIREG LT,

QFEHM%E —EROAFEIERD 2WVIE 5% 7 FUbEk
SHRICTAR L, 72 % UFE 0.75mg 1 A TV L IRA
L7,
BREEME - BAEOET GEEE - BB ko 7X) | BOERER : 24 K5 (F
KT % $&AGER)

HERAE - AL pH ZEGEL. 1 BRI, 3 KefHfk. 6 Refil L Ot 24
RERA R ICHlE Lz, 842 7 uXx U 0.75mg IR A E %, 6
BRI #% M OY 24 BEREITZ 1S, 7 2 & O il N v 7 0.75mg 13AD
BE%., 3RFHE. 6 REfIH & O 24 Reffl 42 IS HIE L7z,

B, BERIIEAERE 100% & LTRR LT,
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8. A& DESEL

(MEFHIE)
(0D%F)

- 78X 288E 0.75mg

ES- kS TR i ik
B IR R 100 AP | 24 WEITE | MR - MOR @B
Ve AP — VESH 1g PR | 24 R | MEBH DT NICEY
4% Y — L IESKE 30mg AR | BRAEE [DIricam
& %Y — )LiEH{K 100mg AR | BRAER | DTICaE
7Y ST F 1 50mg* APAMRIR | 24 W% | MGG O CO T NIE Y
7V 7T F ¥ 50mg* 5%7 KU Bk | 6 Wil | MEEAEH DT NITHY
> &% 50mg/100mL AEFREEIR | 1 R | RGBS M B
v &7 50mg/100mL 5% 7 N o pik | 1% | 4G -t a s
ANNRT Y UEER 1g EPREIR | 24 R | AP SBEHA DR THO T MICE Y
ARG U 1g 5% KU B | 6 W% | %8B s A B
F = AR EER 0.25¢* APRAMIR | 24 W% | S B - B B
T AT EM 0.25g* 5%7 KU B | 24 B 14 | PR B - (s

77 XY UENA 50mg

5%7 K v bEiK

3 W 1%

PR EEI SR HAERAO®KRTHhT )
IZH#E Y

71— K F ik 200mg AR | RAGEE [DPricam
T ERE Smg — BAER | HOOREROEEOOFE D
AUV UK 10mg — BAES | A
T 4Ty 7 AP EME (25mg/mL) — 1R | MAEH b a8
YIVE Y N R 200mg AR | RAER | A8
5y 7 A 20mg — BAES | A
Vv« A Ru—/L#EH 500mg — 1HE% | EAEH OO THOTNTE Y
Y 7 m ik 20mg (2%) — 3% | M-S A
FAT I = AF VR — 24 WL | S ROET
B L R _ e fﬁmi&f%ﬁm:@m\m ke
HOK T
5-FU { 250mg — 6 IRFfH % | 4 38 B > es Gl
J Ny k| vE 10mg — 3 WL | T OB SR A O R
AV —N #E 10mg — BlAE % | M a BN
7V A H S 500mg AN | 24 W | WA S MOE OB
TN e R 1.9mg — BATER | A
& BR 58 R
BA%, GRObTNRElbobo72bDbLED TR Lz,
- 7 OX D REERE/NY Y 0.75mg
E3-E TR B RS %1t
Yv- a—7 7§EM 1000mg — 24 HEf# | EABH-b TN EE
= R7 4 25mg 5 K 24 KEfEI L | S RO
~A =AM 2mg TS K 24 W[ 14 | 1R T 48 LB I — W IR 46 (0 B ]
I ) A ORRFRE 0.5g AEAMIR | 24 RERIS | MR B - B
VI Nz — L] ) N
755 i ; 2P iiﬁgi/;ﬁHq(;gin;me) B e
WS HRAI )T 7—4 v —P FiE 20mL
T4 Ty 7 AP EHIE (50mg/ml) — BlEER | B
Z vy 7 A 20mg
BA%, GO bT N eBltobos7mb Db ED TRl L,
(XTI 2. ZOfoBE#EE R DESMH,
(2) pH &8
s B | (A) 01moll HCL (mL) [ & | B® | Zit |BEEL
pH (B) 0.1mol/L NaOH (mL) pH it R (#9)
7 u % T EE 0.75mg 50 (A) 10.0mL 1.69 | 3.34 — L
(1, 5mL) ) (B) 10.0mL 12.37 | 7.33 —
7 u #v&;iﬁ_ﬁ%ﬁn v 7 48 (A) 10.0mL 1.98 | 2.83 — 1
0.75mg (1 4%, 50mL) (B) 10.0mL 11.93 | 7.13 —

— MBI L G RARBRIT E )
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9. BEHIM
10. Ber - 2%
(1) EENDLELRES -
%, NELIEKRL
R - EICHTD
&$R

(2) a%

(3) FREE

(4) BHROME

1. B S 2EME

12. £tk

YL

<80/ O 2EE 0.75mg/smL T2 A 7R )
MAENOIY H L CERBERAELZEGSIE., RV bT 0T 5
ZERHDHID, BENOED LRI AT D 0, T
HEZET DL,
A/t Oy EEE/ NV Y 0.75mg/50mL T2 (7R
ORGSO BB EZRFFT D720 KFZ A T DRI R £ TR
LWz &y
QOAMEDNBELY H L CTEMBIRGT LS EIE, KIS0 b Moy
L2 ERBHDTD, HRPOLIRD L7 RITESLHITHENT 22 &,
@QWDLGEITIFEA Lianz &,
- SMIAAE L T 2 IR RN IR 235850 B 2 It
« WIS TIRE LT D IF

N0/ 7 O UEE 0.75mg/5mL T2 A4 7K1« 5mL X5 ik
-oN\O/ v bOVEEEE/NY Y 0.75mg/50mL T2 A 78] : 50mL X5 4%

% L7

-NA/ £ O UEEE 0.75mg/5mL T4 A 7R |

INATIL

=N

FrvT

REv v T

NExvw

A7 A

BT F = n

TINI=U A

AN I = ) il P

O/t O EFEEENNYT 07

Ny EPRE
Rz F L AT
MR L

FEDBRERVEHFNDEHE

5mg/50mL T4 A 7K™

AREN DR, FImOwHamE R OFEHREWE 1 IR0 LBY Th D,

% s 5 B HEREEET BHREHET
(mL) (mL) (mL)
VT IRy T 50 80 140

E1: WHERE= THRrE] + TFRSBNOERIEERLICERRIETE 2K OR)
2 Réraiit= TFRE] + IERNOZEK RV TRIETE 2 EEO &




V. BEICETSHIEE

1. MEXIEHE

2. MEXFHRIC
EEY HIE

3. RERUVAE
(1) RERUVAEDMHESR

(2) RZERUVRAED
RERRE - RM

ATEICFEHEH SRR RIL7 o3 U 8E 0.76mg KOV 12 % 3 5 i
N 7 0.75mg KBEDOT — X TH D,

4. PEER TR
PUBVERIZR (277 F 2 5) IS HEEER GELD, WEr)
(EZH 2 & 1)

5. MEEXIHRICEET HFE

AFNTFRNELL . WEH234E U 2 HUEMEEGER] (VAT T F %) o
HBOGEICBOERTHZ &, [17.1.1 1]
W)
,flJ-l

P
=
7;5?“
R

MEPEHUEMEES Al (HEC : & 275 F >, AC/EC ##iE%) 25
NoFWEEEZG L LEENEIHEERLLRRRCIX, 77=t b
VIR (77 =k hr L LT 40pugkg) OHEIEGEZ R E L,
KRENDA D2 KT Uiz, £ ORER, 2 CINV I3 2 Wi 72 ) 3
(CR = ; IRMHEM: 572 L, DOl HALE 72 L OREFIEOFIE) 1220V,
77 =% ba UERCx L TARAIBEOIESEDNRB D bvle, £lo, BN
CINV 25} % CRFICOWTH 7 T =% b VBHIx L, AAIBEOE
PERGED LTz, Ko T, AANOREE IR RIT THUBMEESA (27
T T %) B G I bRHER GO, g CERMIAZ &) & Lz,
FRORER IV, BiAFD 5-HTs A MFEHUAI & FIER IS, AANLIR M
e AT 2 LB A OREGOGEICRVERT L 2 &,

k. EWNTEM L7z BB Tl UM A 2 T 5 56
IZBWTOHRZNRPHEE I TI Y | IFERIEMSE DM OIS DV T,
AFNOENTOMHRERIZ VWO T, EHLZRNZ &

(V. 5. (4) MEEHIRER] OHESH,

Uﬂkjn

6. AERUVAE
WE, EACIE e b LTO0.75mg 2 1 H 1 [EIERE TN
TEET 5,

[ PR AFS T AR B R RRBR (F R PO BRSRAER) o 2 3BR Tk, A&7l 0.075mg,
0.25mg. 0.75mg #%5-® 3 HEEHC TR ATV, Atk CINV Tk 5 F
HMEIZABECRER CTh o 7223, BIME CINV 23t 2 ATV hoR
BRICEHB W T 0.75mg BECrE W EM 23580 HivT,



(V. samicEy 2EE |

(2) BERUHRE=ZE®
RERRE - B
(D2DF)

4. BERUVHAEIC
EEY 5IE

—J, Ei 2 BRICB I DL AT T F . ACIEC ZED#GHIZ >V THRA
FRAT 24T o To 5 5. e CINV IR 2 G EIEEER TH v | EF M CINV
WZxH9 2 A 2MEIT 0.76mg BE TR b mWMEM AR bivle, 7o, BIEH
DIFBUAFEIZHOW TR, HERFEMICH LR ETED bivkenoTe,

S 2, ENE IS ML el ’isu\f 2 CINV 1220\ TAHA|
O%mgﬁ®77 T hu CBHCRT IS EREME CINV IOV TA
KlfED 77 =& b a Bl _xﬂ“éﬁﬂﬂiﬁ)méﬂf:o Eo, WEETORIE
RAORBEENIAEN 2L, REOLEETHD 2 ENHRTE T,
INHORELY A TIENEF RAIZIT e /& e & LTO0.75mg
1 H 1EFRNEST 5, | EORBERTCHETER I N,

V. 5. (3) MEKISERFRER, (4) BEEAIRER OHS

7. REARUVAEICEAET 5EE

(RIF| @)

71 PUEMEBAIR GRS AR TS L,

7.2 ARANIOWI LRI 40 FFETH Y VEHFICKER G 21T L1
FlZiHREN ERTsBENRH S, [16.1.2 ]

1 3 AR O MR TARK 2 B3 AV BE~KEEE L2 RBRIT Wiz,
FHM CORKEEGITRET D &,

(o / & btorR#ERENY T 0.75mg/50mL T4 A 7R 1)

7.3 Ny ZJRIFNIHRNICSHESN 552 &

(figE )

71 KFNIEHFTH Y, FEIEFEHESND 2D, BE5%HESCH)H
I RBUCLE P RENFGOND EEZEXDNDZ LD, #<
&b MRS A OB 5B E TICAROEREEZK T LT
IR BICHE b DO EEZDBND,

72HEC #5322 ARNEREEIZ, VAT TF U ROTHH A2
ORI T T/ /& hu i 0.75mg & 30 T TEARNES L7z
& X OMABEFRECARIEE ITITIE 2 AAMETHE L, SEAMEOM KR
B 40 FERD & Mied CGRWIE K2R Lz,

SHE DR IRFERIZ IV T, SAEARER AN Se /& Fr 2 0.25mg
Z1H 13 BME#EA CHIRNES Lz L& &5 3 HEO AUCo-24he
RGP RICHETR 21 LA BB N, BARGH%ZIZH AUC
DOLEANEBD BT,
(= PN AR AR 0 R L #% 5-30BR 2B\ T, A#I 0.75mg % 1 #REIRRET
BELERBRIIH 200, ENADEEKRARIZENT, Sa /& k
72 0.75mg % 1 3 M ARG O MR T E ~RE &G L2 ZE T2 <
BhME « LARMEIIMEST STV Rw, 1 T AT O B0 TAHK & 98 B
%Aﬁ@?%bkﬁ%i&wkwﬂibko
FLHM ﬁ@&ﬁbt ik, RN RS S S BEN N
HHZ END W%ﬁ@ﬁ%fﬁﬂ%ﬁ@&%b&w:k
FWJﬂmﬁﬁfmﬁﬁjmﬁﬁﬁ
7.3 Ny JHRFNE BIRWICREES T2 L,




(V. amIcET3EA |

. BRERRLAE 'Y
(1) BRRT—%

Ny lr—o

pBmOmE | HBE 5 R Ry s [ IS
HEY ., MAEZAAL,
=R 00100 RN 24 ] |“EEKR., 7&K
% 14A Bk
Hitigk, MAEZAL,
R 2092 EER A 60 |“EEHR., 7R
it HR
Ll L, EAEZ
ﬁﬁm%mméﬁ%ﬁgﬁ% b, “EEHR. HE FH &S
S
e e N 1 (=
ﬁﬁ1mwwo¥ﬁ%ﬁgﬁ% b, “EEHR., H=ZE FH &S
S
e e N 1 (=
=21
5 1 B 2330 Eg%%gw% fb. —“EWER. W7 FH LB
&S
ik, MAEZ
=21
PALO-00-01 iﬂ%ﬁgw% k. —EmER. A LB
S
e TN ‘
2500 Witk 310l fb, —EHEM., 77 75k R xR
Y R %S R
Sk IR . MR 2 o
o HEC #5184 im%§E&w$§ e (75 =t
10037030 |1114 f wam FE)
ik, EAEZ
o IMEC#ERE |, CEER, K Ll (o 2
PALO-04-03 {56415 KB EATRERD. T ko)
ik e
SRR, R4
o IMEC#ERE |, @SR, EHE W (K5 k
- PALO-04-04 560 45y KHBE . WATRERD. o)
ik, MRS RN
__ |HEC #5m# bl - g (o 4
PALO-04-05 |0 gﬁgﬁaﬁ\ii YR
Stk E, MRS
PALO-04-06 |ffifs B 410 ] b, —ESH. 77 75k Rt
Y R %S R
e TN ‘
PALO-04-07 |ffitz ¥ 505 4 |{b. —EHEMH. 77 75k R xR
Y R %) R
BN HEC/MEC # 5 S -
80 K 10037040 |83 351 {4 ZREBIER. HFER
Lt oo |HECMEC ¥ 5|2 FR., % ik .,
PALO-99-06 s ar5 1 |Jeein

© : Atk

O:&FER —  FEMFDL L IFRHliOx SR L3




(V. amicET3EA |

(2) BRPRZEEHER"

(3) AERGIFERAR >

TERERRA 32 4 lzxt LT, 77k R@®4), S /& hrr 3, 10, 30 LV
90 nglkg (HHGHE 6 4) Z HEIFIRNE G L, Zattafii Lz, 77k
REfeh i 8 4 4 4 (50%) 12, AFlZ#EL X7z 24 4 14 4
(58.3%) ICHEHEGBRD LN, R TCOFEEZIT-BETHYEIE L
7o MEHIMIES AEERORBELHEEO LHITEDO LT, HE
FHHRPIE L &L OB 5T, REID 3~90 uglkg OB
iz,

) AFOABHEIL0.75meTH D,

O HEC #5HEE?

BB | e m R R (AT R RS R
THYA Y
HEC*!' & #5 S 2 M ERAHE 231 4

(L B : 0.075mg/body76 %, M Ff : 0.25mg/body77 i, H & :
0.75mg/body78 #il) FAS
HEC (A7 2 F > =50mg/m2, 7 a7 4 A7 7 I K>
1500mg/m2, ¥ HA RN L)DH L Al by 1 AlOHRRE %
G AL ERIE D FHE S T D IE S

M EELAMNCEE Ty b — L TERWAIHEEZ AT DR

Ru /) ke (LEE:0.075mg/body, M #f : 0.25mg/body X1t H
A ER A& | B . 0.75mg/body) & 30 BT TEFARINIZ bolus #¢5- L, Z£d 30
31%12 HEC 2 #% 5

* B | PrEAEEEA R GICER T 2 20k (0~24 B O M LaHE R GEO,
5T i 18 B |MEM) o522 (Complete Response, CR) 3

PUBMERS A ¥ 5 12 &K 3 2 B 5P (24~120 FEH) KOV 120 FEfH

xt Ed

x AN

ES LA
Broh B #

B R etk WL B (B0, TR 05 24015 (Complete Response,
T E B CR) &
F A H
3HEMO ARG ZHR CE o lz,
M Cochran-
#®5% | N | CRZE(0~24 KfE) 237 Armitage test
(F 1l P {B)
L ## 76 77.6% (59/76) -2
M #f 77 81.8% (63/77) 1 0.2858
H # 78 79.5% (62/78) 1
R AT 2 B
MEODHRBEDCR=RZ, LELY 10%U &7,
4 ] B N [CR # (24~120 Bf) | CR % (0~120 B5R)
L&t 76 40.8% (31/76) 38.2% (29/76)
M %t 77 53.2% (41/77) 49.4% (38/77)
H # 78 56.4% (44/78) 56.4% (44/78)
BIEA
L. M KO H #0OEFH ORIVEHRBESEE I 39.0% (90/231 #1) T
HoT,
B N | BIYEFARIRE (FIEFIE/EFE RGN
L 76 34.2% (26/76)
M B 77 44.2%  (34/77)
H & 78 38.5% (30/78)

%1: NCCN A R4 2004 45 1ICE N TLUL 5 IZ3EHINTW5D HEC




(V. samicEy 2EE |

(3) AERGIRRAR >
(DDF)

@ MEC #&5&% Y

# B

e | AR IE R SRR A LT A R SOS BR
THA Y

MEC*! &5 S 5 EIEIE S B 204 4
(L B : 0.075mg/body67 #, M Ff : 0.25mg/body68 #, H & :
0.75mg/body69 #5]) FAS

xt Ed

x AN

MEC @56, A &b 1 H oI E 2 & Te b PR k2 Gl S
T WD IEH

S LAY

M B [N AL 1 T A s o o o |
B o) 5% EMEERLAMCEHE T2y b r— L TEROWEIHEZ AT D AEF]

SNa /% ba v (LEE:0.075mg/body. M B : 0.25mg/body Xid H
B @ 0.76mg/body) % 30 BT THEHHRAIZ bolus # 5L, =@ 30
3% MEC % #%5.

B A A

* B | PUEMEIES A 5 IR T B A (0~24 FEE) O3 LERAEIR GBALs
FEE E | R os5E4aitl (Complete Response, CR)

PrEME RS AR G R T D B3 PE (24~120 BERE]) R TOY 120 FERE

E“ R RO EALEIE R (B.O, MEH) O 522 (Complete Response,
:F i 18 B CR) &
F A H
3 HERMOHERIGEZHER T o T,
Cochran-
58 | N | CREO~2emm) | o | Amiage
(Kl P {B)
L&t 67 | 85.1% (57/67) —2
M #f 68 | 82.4% (56/68) 1 0.2499
H # 69 92.8% (64/69) 1
KRR T (MR (B, %) . FlX 5y (65 mkRlil. 65 mll 1) ]
Bl A TH H
@ 2 MEOHRD CRRiX, HEOHEMZIEW ER LT,
B N |CR = (24~120 BR8) | CR 2 (0~ 120 B[
L B 67 62.7% (42/67) 59.7% (40/67)
M %t 68 66.2% (45/68) 64.7% (44/68)
H & 69 71.0% (49/69) 69.6% (48/69)
BIEA
L. M XU H #OEFORIWEHBBMAEIL 27.0% (55/204 #)
THo7,
B N | BIYEFARIRE (FIEGIL/EFE R RHIE)
L 67 32.8% (22/67)
M #f 68 25.0% (17/68)
H & 69 23.2% (16/69)

%1: NCCN A R4 2004 45 1 UICB W TL~UL 4 E 3 ICHEENTW5 MEC




(V. amicET3EA |

(4) 1REEHY

1) BXIEREERER

BR

HEC #58#H1

B 79=kbtmrzxBe Lo /o HE

RN £ B b igsak B v

S E&
THA Y

2 it i 3L ) B8 1 2% AL A7 T ] b

xt Ed

HEC*' Z# 5 S 1 2 M IEEEE 1114 #
(RN ba U 5650, 7T =t u VB 559 ) FAS

x 3

HEC(> 275 F o =250mg/m2, 7> hTH A7 )RR Lo
OARAT 7 I REDOHEHR) OFEAFHE STV 5 IEH

Ed 73
CXAE-X

M EELAMCEE Ty b — L TERWAINEEZ AT DR

AR A&

v /& bry 0.75mg/body (XX 77 &) & s g Al & 5
30 S3RIICHK 1 30 CHAIRIN R 5 L, %OD%G—JH%E?BT) 7o =%
b e 40 uglkg (L7 78 R) % mifleriE U, 5K TRICHEME
5 % Pt -

BBV VBRTXY ALY e e /) v bhur =t #E
wm%kum F e PR B 5% 24~26 KFfE & 48~50 FF[H]
"Iz 5

x E3
& fii I/ B

O PrEME g A B G E K 3 5 2k (0~24 e [H) OTE LR (E
Lo, W@E) o 5228l (Complete Response, CR) 3

@ PUEMERESAIP 5 R K 5 BN (24~120 KR O LARAER
(L, R o 5228 (Complete Response, CR)

Bl X
% ffi 78 B

PrEM A 5 1R IK 92 120 B2 oM bEE R CEO, g
1) O 5E 2 (Complete Response, CR) 3

FEFMEED
2P ERIE R O BT oW T, TR 28 FEL5 M R A E
—10% % ERlo7=72b g/ tnror/7 =t iZxd s
FELMEDRGE S Tz,

CR %

S )+ e U BE | 555 [75.83% (418/555) [ TR : —2.70
7 =% ko F | 559 [73.3% (410/559)| EFR : 7.27

FEFMEEO
BRI CEEROME RIS e kv r s 5=
T e T A EMEN R S,

RE58#H

N CR &
(24-120 B5R8)

Cochran—-Mantel-
Haenszel test™

No ' ho B

555 [56.8% (315/555)

75 =% [ o

559 [44.5% (249/559)

P<0.0001

* JEBIA A

PUEVERG AR PER], 4F i

Rl A ZE H

120 K2R O VEALERIE K O HHIZh F Iz >V C

DT =% ba AT HEBIEN RSN,

VAN =002 el N = I

R’E#

N CR&E
(0-120 FE /)

Cochran—-Mantel-
Haenszel test™

A A

555 [51.5% (286/555)

77 =% bhua B

559 [40.4% (226/559)

P=0.0001

* R F - UBVERDZ AR PERI, A im

&IE

Nu ) b a CFEORNEHFEHERIT 80.56% (170/657 ) TH o7z,

BElfEA DR

FBHIH (%)

No/ v rOVE
(N=557)

g5t O

(N=562)

f Hi

97(17.4)

88(15.7)

ALT #5n

24( 4.3)

34( 6.0)

9H

18( 3.2)

21( 3.7

AST #n

16 ( 2.9)

33(5.9)

QT 3t &

15( 2.7)

18( 3.2)

7 i

13( 2.3)

10( 1.8)

mH ey e B

10( 1.8)

18( 3.2)

PR R B T

9( 1.6)

16( 2.8)

y —-GTP #n

7(1.3)

14( 2.5)

%1 : NCCN HA KT A 2004 45 1 fUICBWTL~L 5T

MEENTWS HEC
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2) ReMHERY

(5) BE - RERHR

(6) AEmHER

1) ERAMERE (—
A8 P AR &
€ (R E R
B EARMELR
AE). BERSE
BT—E2R—2X
E.RERER
BRERHEBROAS

2) RBEFHELT
ERFEOANS
XIFE®EL 1=
RE-RROME

(7) 0t

Thorough QT/QTc X5 °

Nu e bhrroE5REO QT MBICRIETHELRFT LI E4HE L
T, SMENRERE R 2 221 Bil 2 S G2 U T T Bl ok R BB & FE H
L7z, QT FIFRIER D Al 95% F XM O LIRIEIE, £F 7 nFH v
400mg T 10msec Y ETHo7Dlzx LT, S/ Frr 0.25mg,
0.75mg. 2.25mg DFEHETIE T 7 AR L FEEEIC 10msec R THY ., 7
TEREDEDL bmsec Kiwi Tho7o, Fio. L. PR HFRE. QRS Mk
LLEXERICH S0 b ORBIIRO Lo T,

M ERR L
AT T v % 87 0.76mg K OVT 1 % 2 S # Ny 7 0.75mg /K ERIE

O P R A A e OV FH Rl i A 2 P L7
[ iG] (A T)

LIE 3 PUEMERGAl (AT T F L 5%) REIER

ERAERRE | MREILRIL (A8, R R, sF, 0k, 6
DA ML) | AKH & ARFNLSOFIF (FricT 7L s s

N OB ERSRIR FIE, R R
L)
WESHE IR

BEAME AFNG A5 5Bk 2 & e PUBE RS Al O 2 — X 213 —
AHELT, 123 —AKTET,

B 1R 51 2 1000 f

[ A R ] (A T)

R AAI OO FH R A A1 OB Sk S A 7 E B C P A i O A

(AT FFUE) BEEFO S H, 2a—AHIZ2OWT
HAFN OB G- Dk S 4, [Fl— L A 2 O PR RS A
DOFEHEGENH D & ST EH]

REAE gk k7
BN AANIEE G-PaR 65 HiR £ T, 7272 L, ARAIYIRIE

HBG A2 S puEEGA O a2 —221a—X & LT,
22— 2L DOMEL T D,

B 12 4iE 51l $k 900

A L7

FZH LW
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1. EEZMICEEH D

LEMXIFILEME

2. FIBIER O

(1) ERERLL - 1ERF

(2)

ENEE TS
SRR

AEICFEHEH SRR RIL7 o3 0.75mg LM OT7 v & 3 il i
N 7 0.75mg KREDF — X Th 5,

5-HTs Z A AFEPURAINEA (7T =% bua VR, 7V b o o EERE,

Fr g ha EREKTY., TR b U ERE, Ve Ul

I 3:o0)

HE  FHEDOH ILEYDORREITZRFE T, RFORMNLELZRT 2
E,

(Y

PUEMENEE - L AR DI A = X LT, LB RO enterochromaffin
(EC) Mufa 235547 & ORI 252 TR E CTdH 5 5-hydroxytryptamine
(tm b= 5-HT) it S, LD 5-HTs A/ KA LT, Rk

WM HEB:, XX chemoreceptor trigger zone (CTZ) % #% CHEM:-
WIRE SN DR &, EBIN CTZ ZEBERE L. ZOREN K2 o3
B 5-HTs AR Z I L TR ISR E S DR B/ L TV %,
| e T 5-HTs 2 B RIS W TR 2 D58 ) e il st fE 2 7”&
Tl MZBWTHK 40 FFH EFEFICRVERMI 2R 2 &b S
B Ot 24 W LA ORIV TH 20 5-HTs AR &I+ 2 Z &1
LOHHAEH 2R T 260 EEZOND,

1) #FHEZER L OfEGBURE (in vitro)
bt b 5-HTs Z &K R MNE) ~Of Al 2Rt Lz 25, ~
o/t ke ddEmnBiintEZ s L (pKi=10.01),
5-HT &Rz G 0BAHABEHOEEZRIR L\ /& hr v L OfEE
B TN TN OMEED B RER WA LERRIC L 0 B
L7c, "m /2t b ogd, 5-HTs A& RISk L TR WA (pKi=10.4 ;
Ki=4.0 X 101! mol/L) # 7/~ L7223, fhLod 5-HT SZEMES0E OS2 454K
~OBFMEIZIZEAERET, pKilZ 59U FTholz,
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(2)

EMEZEMTD
SRER ALK O
(D2DF)

FEZAKRIIHTEZ/A0/ € rOCDEAEMYE

2 &’ K SAERFARAER pKixEHERE
5-HT3 7 v b RIMEE 10.4+0.2
5-HT1a 7 v b RIMEE 4.4%+0.1
5-HTc 7 v b RIMEE 4.6+0.3
5-HT1p U U 4.2+0.3
5-HT: 7 v M RIMEE 4.8+0.2
5-HT uptake 7 v M RIMEE 5.3%0.0
o —adrenergicia 7 v N IR 5.6+0.3
a —adrenergici Z v MT 5.4%0.1
a —adrenergiceoa 7 X 5.4+0.2
a —adrenergicss 7 v N 5.4+0.1
B -adrenergici > Y X il <4
B —adrenergics 7 > M <4
Muscarinics 7 v bR BCE 5.9%+0.1
Muscarinica 7 v bk 4.9+0.1
Muscarinics 7> N TR 5.3%+0.1
Dopamine: 7 v MERGRAK <4
Dopamines 7 v MREAR <4
Angiotensin 11— 7 v MT <4
Angiotensin 11— ly AN <4
Ca** channel 7 v N KBRS <4 (pICso)
Nat*/saxitoxin Z v M RIMEE <4 (pICso)
N-methyl-D-aspartate S5 AN < 4(pICs0)
receptor channel
GABAA/GABA 7 v b2 <4 (pICso)
GABAA/BDZ 7 v Ak <4 (pICso)
GABAA/Picrotoxin 7 v Ak <4 (pICso)
neurokinini 7w N TR <4
6 opioid ATy MMONMEERRL) 4.0+0.4
x opioid Ty MM ONNEERRL) 4.2+0.1
w opioid LTy MM ONMNEERRL) 3.7+0.2

2) 5-HTs 2K & OfEGBUFINE (in vitro) ?
[3H]-quipazine ##ZikV o K& L TCHWERAHERBRICL D, 8
FIFBRAICK T D b 5-HTs S H IR 2 Btz EWNSTHI
AL LT SN TWD —#o 5-HTs StAKEFE L ik L, &
F 5-HTs ZAKICH LTI, Su /b RO TER baridkd
FRVBLAIMEE R LT,

Ek5HT: Z2BKEBHRREQICK T HEAHEEHEER

* A FHE0=3 BEEE PK
Palonosetron 6.34x107" 5.17X10" 10.20
Granisetron 6.87x10"° 9.08x10 " 9.16
Ondansetron 7.69X1071° 2.13x107" 9.11
Tropisetron 7.72X107"° 7.77X10™" 9.11
Ramosetron 5.69x107! 4.70X 10 10.24
Dolasetron 4.13%X10°® 5.48 X107 7.38
Azasetron 1.19X10° 8.09x 10! 8.92
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3) 5-HTs & RAEHUE (in vivo) ®
AERIC T 2 5-HTs AR 2 S35 & S D 2- A F-5-HT 5
I HHEBRAR (von Bezold-Jarish Effect) (Zxt3 5 /EH % MEEZ »~ ~ T
Bt Lz, Sm 2% oo, z%%w&fﬂ%%ﬁ%ﬁ@%%om

(2) EHEZEMAFITS
SRER ALK O
(D2DF)

4)

~10 ug/kg O HAIFRARN 5 TH BRI EH L, % O EDsofEl
VEE IR T = burDfEX Y HIREE R LT,

B S

v MZE TS 2-4 F)U-5-HT F R EGHHERIRINH /E R

n &

HEE 50% N A E (ug/kg)

(95% 1= #E X )

Palonosetron

Ondansetron

Granisetron

H Al F IR £ 5

0.04(0.02-0.06)

2.2(0.5-3.96)

0.1(0.01-0.19)

il A

O 4 XITBT

W& 5925 2 BHRT
vho— UL UTCAB AR A2 IR S L.

2 PR A 5 %6 M -k g 0~
BHNRD o TIF )<L DRIAZBLE I OFEICL
S THACDMEMICKE 32 PRSI Z A X TRl L7z, $UEA % 5k
[N = Bl N = EN N RV s cal N w SNV ¥ s e
Wk D FEHL % 5 Iy
B L7, "u /e kOFrF ot ba it 3 MobE
FANT & 2 M 58 B B 50 & 4T B AF RIS

KT, Xr /b

oA A el LIEHETCIETE A2 TR LT,

1 XZET S 3EDIEHIE

R (CxY H1ER

ERARA ME ot (53 (F 391 £ 1R 2R =)
n & 58 | Dacarbazine Actinomycin D| Mechlorethamine
(ug/kg) | (30mg/kg IV) |(0.15mg/kg IV)|  (0.4mg/kg IV)
Control 0 |10.33*2.66 |[17.50+11.43 | 10.00+4.69
1 10.17£2.04 |10.00+0.542 7.67+5.05
P 3 6.671t4.13 [10.83%£2.04 6.00£4.29
alonosetron 10 | 1.67+1.37 | 7.17+3.06> | 3.00+3.52
30 0.83*+1.17> | 5.17%4.45P 0.17£0.41P
10 11.50%=5.51 7.67+2.25b 5.8314.31
Ondansetron 30 8.17£2.79 |14.67£4.68 3.50+2.07a
100 4.831£2.48P |12.67*+3.45 5.3314.68
300 1.33+0.82P 5.83+4.45b 4.67+t1.632

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

F7-.

T 5 MR 2 A X TR L 72,

AR A RN G- L
T b iE 1uglkg, A Z ot bk 100 pglkg 7 HAEL

FE LA 2 ) L7z,

VAT T F 3mglkg DFFIRNE 512 K - TA L DMz Xt
VAT T F a5 T 5 1 K%
W, e kbher, ArFrkeborXiFarbe—agEl LT
DR B %2 5 KFH@igE Lz, v/
Mgk it
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(2) EHERMFITS ARIZBIFBDVRTSFUOFRERICHNT 5/
SHERRE m o® N BIRNES 2 ﬂlnﬁ_nﬂilil;ﬁi B
i (ug/kg) (EHIE+EERE)

(D2&)

Control 6 0 13.50+5.89

6 0.3 13.16£6.11

6 1 7.1614.262

6 3 4.33+4.03b

Palonosetron 6 10 4.50+5.24b

6 30 1.33+1.21b

6 100 1.67+1.83P

6 300 3.33+£3.01b

6 1 16.16+5.14

6 3 13.33+4.17

6 10 13.33£3.01

Ondansetron 6 30 8.33£3.20

6 100 4.83+2.40b

6 300 1.00£2.00P

6 1000 1.16+0.40b

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

@ 7 = L vy MBI D PO A 5 Y
Zxlby hERHWT, VAT T FUFERAERIERIC TS ER %
Bt Lz, 277 F L 10mglkg & #IRNE G35 30 ZrEific, /3
/% bhar1~100pgkg XiZ=a > ba— gl L CABAERK A
HARNEE G L, WO B Z 5 FEM@IZE L7z, ~n /& ke (1~
100 png/kg) 1%, M EKFANCIEMFE B A Z2 b S &7, e /&
ka3 uglkg UL ETIRMEOFEIIEEIL, =2 b a1 —/b D 4% K T

o7
ZILY MIBFRBVRTSFUOFTHRAMERICNT 54EH
BIkNRE5E= & At [5] £
L & N e
o & (1g/kg) (Fi1E + B R )
Control 4 0 16.00+2.71
9 1 9.67+t2.872
5 3 0.60*=0.892
Palonosetron 6 10 0.00=£0.002
5 30 0.00+=0.002
6 100 0.17%+0.412

a : p<0.005(Dunnett’s t-test)

Wiz, Zxby hE2HWT, K& AT T F iR ER MR
T HEHEMFT Lz, 7=y MU AT TF 2 bmglkg % G
NG L, £D 0, 24 KN 48 Ffffj#%iZ~m /& hr 1, 3, 10,
30.100ug/kg Xid = bu— L ff & U CAMBIERZ FHIRNE L L
Teo VAT T F UG 24~T72 IFRICFEBLT 2B MEMEMIX, N2
J hmry 30 KON100 uglkg THEICHAD L,
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(2) EHEZEMAFITS
SRER ALK O
(D2DF)

(3) EAREBEM -
s ©

Ty MIBTEVRTSFURHRERMEBHICHT 2R

m o® %%Effgzmwmmﬁgﬁquﬁﬁwmﬁﬁﬁ Tﬂ%
Control 0 474.7+62.0
1 479.81+82.1 —1.1
3 450.2+50.6 5.2
Palonosetron 10 418.0+85.3 11.9
30 242.0+45.2* 49.0
100 261.7+35.5* 44.9
PR fE + AR YRR

* : p<0.025(Shirley-Williams test)

@ A XTIV D FEHURE AT MR AR 1Y
FEHERI O T RENT ¢ 2 R OFRRRHIRE R LT, e /& b
72 0.001~1.0mglkg DEIRNE G- 1T BE RIE S feh oz,

A XERNT, VAT T F UFHREEICH T A EA R M 2 et Lz, >~
A T7TF v 3mglkg # FHIRNIEG-T 5 24, 12, 8, 7. 6. 5, 4, 3. 2 XX
1 BEfATIC, 78 2 & b a2 (30pg/kg) Z &R G- L, RO B Z 5 K
MLz, S/t ba @3y A7 7F %5 7TRBUNORTHRE LY
HlAEH 23 2 & A7z,



VI. EYEEEICRE9 HIEE

1.

RO #R
(1) BELEHY
R

(2) BREREABRCTHERR S
fo i s 121419

ARTEICFEHE SRR RIL7 o F U 0.75mg M OT7 v & 2 il i
N 7 0.75mg KBEDOT — 2 Th 5,

AT L

1) BHARANCET 2 HE
O BANEERER A (FiE# )Y
HARNfEHERR A S 1 24 4 (KEE: 6 4) ICAAIZ 3~90pg/kg D
HT, 30 2 THEIFIRNE G Lz, #5% 0 mE R EIzE
2 FAPETIHR Uy oAl O T8 R IR0 13-4 C 30.8~36.8 HF[iH] & 1
DTEVEERZTR Lo, EWERRIL, et L7 & CHREMEE
T L, B, Nu sk b o&RMAEIL0.75mg TH 5,

100 -~ 3ugkg (n=6)
—/— 10 1 g/lkg (n=6)
—0— 30 1 glkg (n=6)
—O— 90 i g/kg (n=6)

(P R RS)

10 £R

0.1

0.01

MmifEd e /& o e (ng/mL)

T T T T T T T
0 24 48 72 96 120 144 168
Wi (hr)

BAANBRBRAIZAF ZEBFHRANERES L RomEHREHRS

BAANEERBRABFITAHZHIRARE L-BROEYEBRE/NS A —4

k58 N Crnax AUCo.24ne | AUCo.int tir Cliot Vdg
(ug/kg) (ng/mL) | (ng-hr/mL) | (ng-hr/mL) (hr) (mL/min) (L)
3 6 |4.68+4.68]6.91 £1.24]|15.2 £4.58]30.849.22| 214%+60 | 533 =70
10 6 |7.79%t3.31]22.6 £3.38|51.2 £9.44|34.1%+3.75| 214%+56 | 621 =126
30 6 [23.3132.3189.2£13.0| 208 =68.3(31.3+3.55| 171*46 | 463 +134
90 6 |52.6+36.7| 226 £39.4| 561 £129 |36.8+4.72| 176*31 551 £67

CPEIE = A i 72)
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@ BARANRNEF (HEHESE)?
HARANBAFERE 24 4 (B8 :6 XUX 94) 1AK% 0.075~0.75mg
DOHET, 30 B2 THEIFFIRNER G LTz, 5% o T RE X
EIE 2 FHMETHEA L, SO E R X 0.25mg & TY 0.75mg @
BT, N2 43.3 LT 41.6 FF LMD TRWIEAEZ /R LT, 38
WyEhRE I IR L H &R TR A R LT, ek, e/ ha v
DOABHEIX 0.75mg TH 5,

(2) BREREERCTHERR S
f:mq];“,%g 1,2,14,15)
(D2DF)

10 —+ 0.075mg (n=9)
——  0.25mg (n=6)
—o0— 0.75mg (n=9)

CEEIE 1R )

0.1

0.01

migEF <t ¥ ha BE (ng/mL)

T
0 24 48 72 96 120 144 16
R (hr)

BAANBRAEEEZICAH ZHBRIFRAKRS L-ROomERRE#RS

BARABRABZEEICARZHIRNES LEROEDEE/ NS A -4

BEE N Crmax AUCo-24nr AUCo-inf tir CLiot Vdg
(mg) (ng/mL) | (ng-hr/mL) | (ng-hr/mL) (hr) | (mL/min)| (L)
0.245 2.90
a) a) a) a)
0.075 9 +0.113 +1.96 20.53 53.1 61 280
0.95 6 0.625 6.71 20.16 43.3 213 766
: +0.072 +0.89 +£3.780 | £13.7P| £43Y | £141P
0.75 9 2.277 25.14 66.38 41.6 203 695
: +0.589 +6.28 +19.28 +13.1 +56 +191
o N=1, P N=5, ¥l +iF AR 2=



LETITE RS

(2) BREREERCTHERR S
f:mq];“,%g 1,2,14,15)
(D2DF)

(3) thEs

2) SEAICEBIT DG
O KEHE "

SEINGERERCN 12 40 &2 RG0S, A 0.25mg 2 1 B 18], 3 H [
HCHEIRNE G Lz & & 0EYEREIL, AUCkum 285 1 HEAT
8.90ng * hr/mL TH 5 DIZ%f LT 3 HH Ti¥ 18.2ng * hr/mL & 7
V. K21ED0 EAPED LT,

TRk B G 1)

SMENRERERR N 11 44 &2 XI5, 7 v A4 — 38—k (14 A BRIR)
T/m /& hrr0.25mg & 15 7T CHRmEEE L & &, A
B 30 RN THE L2 L Z LT, Cmax 138 60%IIE F L
72, AUCoint lZ[FAFETH -T2, B, KA THON B/ D

ABHEIT 0.75mg TH D,

10
2] E TOIREEHERS

1
3
E
o0
Ei ]
2 ]
_H_ -
#® .
£ 0.014
1 = 0.25mgs iR ERE (1557
1 —0—0.25mg#fiE (3070 [H)
1 (n=11)
0.001 T T

0 24 4I8 7I2 96 12IO
e (hr)
HNEABERAIZ0.25 mg DAETRBEIEXIEEFHFILZLEZD
miEd,\0/ &t bOVEEER (FHEHRERE)

NEANBERAIZ0.2mg DAETHEBEINEEIL-LEZD
NaO/ O DEYEIRE/INT A—4

"j:n"ﬁ_' Tmax*] Cmax*z AUCO-inf*2 1:1/2*3 Cl_tot*3 Vdss*3

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

GEaEs 3 1.38 20.3 33.3 209 554
(30 FVIHD) (60%) (21%) (30%) (21%) (30%)

CrepefE, 2 S R E ST Y E (EERE) . n=11)

REER R L
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4) 8% - ftRAED

B2 488 16~19
2E )

1) BFEORE

CHE R R L

2) PrAZOER

O FxH ALY L OMAEM
SMEAEFERR A 17 44 2 55t 8102 A4 0.25mg & 7 F 3 A %> 20mg
R RN B G TOFH L7 R0 S8 Bh B I . 22 BB R o
KB L IFIERSTHH Z LR S, BHAIC X DAl 0 Ky #)
RE~OZEBIIR NPT, B, AFHTORe /& e ok
WHEIX 0.75mg Th D,

(ng/mL)
0.45

0.40
0.35 (&1 n=17)
0.30
0.25
0.20 +
0.15
0.10 4
0.05

0 T T T T 1
0 24 48 72 96 120 (hr)
R H]

TXHAZYUGA - EGHARICE TS0/ O OmMERRE

=O= v /& b CEMEE S /e 0.25mgiiE

L7V A % VPR X1k b e 0.25mgikE
BT XY A & 20mgiiiE

M Sm 4 b o R

(nig’é ) —O— St & b o AR TR A X L 20mgHHER
= S| /% b e 0.25mgiiiE
‘f'?]‘% ;‘gg 7 A4 VI TR A 4 2 20mghiE
2 3004 (#BE n=17)

Ny
=
g
N
T
gg\
N=
0 T T T I T e ol 1
0 4 8 12 16 20 24 28 (hr)
RE [

NO/EbOVHR - EFRARICETSTXY AV U OMmMEBERRE

@ A+ Z7u7T7IREOMAERT
SME AR 12 44 25t 12, AHI(0.76mg DFFIRNELG) & A b
7 w77 3 F(10mg., 6 MOKERA&KS) &2 0 HikE L2k oY
BREIL, TNENHEMBESREOEYBEL IZIZFAETH D I LR
Sh, fFRC L 2mAOEYBRBA~DREIIRA ORI ST,



LETITE RS

(4) BE - ftARD
HE Y (D3F)

2. EMEEHH
K5 A—5 1D
(1) #BHT 7%

(2) WRURIE EE

(3) HEREEEH "

@ 7TFLER NEDHAEMRW
HREERERR A 12 412, A (0.25mg % 10 #0121 T HEIF RN
By L7 FLesy (%t haroh 30 /3E1IC 125mg D
BOkh, &5 2, 3 HBIZ 80mg Ok A#EL) 20 A& S Lizko
ARANOIFETREIT, ARHEMEGRFOFBR L IZFRETHY, 77 L
v 2 ORI & D ARAIDIEMENRE~DRBEITR S ginolz,

BB, T7ZvEXhEn /v UARRERAE (0.75mg) TO
MAERITBRST S T2,

1.0
—O— N /& o B

- 7L NEFARE

CEEfE = FRAER 22, n=12)

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

i) (hr)
FTILEZ Y MR - EHAICE TS0/ £ bO U MBEFREEHT

<BE < invitro>F 7 10— 5 P450(CYP) ~D %8 19
EMFI 7Yy —2ZHWEERLERRICELDY  RANTEAHEICK
T CYP1A2, CYP2A6, CYP2B6., CYP2C9., CYP2D6, CYP2E1 &
O CYP3A4/5 ZHFELRWEB X biviz, Eio, b MEEHR M A
MW B R F RISV T, KA CYP1A2, CYP2D6 K OF
CYP3A4/5 \Zk T 2B 8/EMITRD bR o T,

FUER e L
MMERR L
kel : 0.021+0.002 1/hr (ti/2 : 34.1+3.8hr) (fEHEAL AL 10 ng/kg #5-1)
kel : 0.0180.006 1/hr (tyz : 41.6+=13.1hr) (B A¥EEEIZ 0.75mg % 5-HF)

TVIL 1. (2) FRARAUER CHERS S Av7z i Pl E | D IHZ M,



(V1. EpEEIcET 2EE |

3. B&EMH (RExL—

4.

5.

4) 2IVF753vR 2

(6) Znfth

3v) @Bme

(1) MFAE

(2) NS A—SEBHER

% 4R

ﬁj\ *ﬁ 21~24)

(1) & — fxBEFY
BB 212

(2) % —Rs #ERIFT
Bid g

CLitot : 214+=56mL/min (f@HE AL A I 10 pglkg & 5-KF)
CLitot : 203 *=56mL/min (5% A\ JE B FH 12 0.756mg $ 5-IF)
VIL 1. (2) ERIRFBR CHER S A7 iR OIS,

Vd; : 621+=126L (BEFERAIZ 10 uglkg 5 5-FF)
Vd; @ 695+ 191L (B 12 0.756mg #% 5-IKf)
[VIL 1. (2) EEARHER CHERB Sz iR OEB

FZH LW

HANBR N B (24 B) KOS E - (3T B) 2 /5 & U 7o RERAA#AT

7 U7 Z v 2% LT Cockeroft-Gault XL WEHENLZZ LT F= 7
V7 ZV AR RERBICHET 22N RaSnn (p<0.01, LE LB
TE) . TOREITEEE T3 < BHREREEE ICRT 2By R LS
LR TH T,

VIL 1. (2) FEPREABR CHERR S 7z iR EE ) DB,

Y LR

R L

<ZS%—>21,22)
5y NOREABIEC SV T, VL 5. (5) Z DM OMA~ DB
DEB IR,

NN

MR L

<HBE>SD
RIRA~OBITHE(T v )
R 16 AH DT v MZ UCHERk N2 /& k1 > 0.445mglkg % H[A] ik
W H LT, #&5 2 Rt O Ja g K OVR FAR R o o o R B 13 RE IR 1
&P U BRI BE D Z 4L 1.66 5, 0.85~1.49 {5 Th - 72, FEKDHS
RET FE 1T RO 08 P RO RETR S L 0 K o 72, B 5% 24 BRI O REIA 1
R, MEAE K OVIE VEAERE o S B IR FE 1 XA HEBR R LL T T o 7,



LETITE RS

(3) Bt~DOBTE Y

(4) BRANDBITH

(5) TOROBBEAD
BT 2

(6) M¥FEAMHEE

6. 1't E%‘j 19, 25~27)
(1) KHEHBEAKRY
R >

U ER e L

<HH>W
AT ~OBIT(Z v 1)
Wt 11 B EORILF 7 > M UC R e /& b r v 0.445mglkg &
HEFFAIRN B G- L7e & & MED 6 158\ O IR EE O A REASLIT 1 ICRR 0
LTz,

R L

HEER L

<HE >
7 v NI DA
T v B UC =ik S b 0.5mglkg HAIFIRNER G- L7z & & K
SRl IAFEPH ORI A L, £ < O/ TIHE & v S RE
BEZR L, RbmWIBELZR UMikix, MWeE, B, Bikcd
V. RWTHE, T, BB &K OBRICEWEEENRD b, 72,
SERE K OV NI LT e & 1T R FR BE D B BB IR FE AN GR D B, £ Dk
FreE LT e/t beroBZpEtiSnic, £ < o cidmiEs sk
e BRI L - REHER CTHURE I H R L2, A 7= R THhH D
IRER J OV T A (B 138 5- 14 96 RERILLRE & R REN RO b, Th b0
FRR ISR 28 m 2 ® ba SR O E BRI R ST,

FHREHIE CTHE Lz b bR Af5ERI3K 62% (in vitro) TH Y | i
RS —EDORERE R LT,

RFHEAL © TR

S E NBEFERC N 6 4 (BPE 8 4, &tk 3 4) 12 10 ug/lkg @ 14C 1%k N /&
Fa % 30 BT THEBIRNE S Lz & & OREMEK KRB O
BN R S, MEFEEECZ 2\ /2 herRbd, M
P TIZEICREAEE LTEELTWA Z LR ENT, IEF T3 D
KRB SN, MA(6-S-E R fK) LT MO (N-4 % ¥ F{K)
DOWREIIREAMRE E L TR VKL, MB(N-FF ¥ RIk-6-7 MMK) IX
OPFINCEDIFIEDHERENTZDOBRTE > T2, BHRFEED 79.5%7% 144 I
MlE CICRTICHEE SN, TDHHD 40.2% 2 REMMN EDTZZ Enb,
ARFID BO%RRE NI THET D Z Enmani, Y M4 O M9
DR PHEEERIE. 22 10.9% KN 12.5% TH D, RE M6 (&7 k)
ITRFThOT N SN DRIIEST,

VIL 7. HEift) DTES R,



(V1. EpEEIcET 2EE |

(1) RBEESEEV
R R 2
(D2DF)

(2) R#I“EET S
& (CYP%)
Do FiE 192
HFE=R

b MZBIT HHEEMHRE I TIORT LB TH D,

FACH R
VA=V 4 N=Ng
FACHRE S

M-9

ErZHBITEZ/O0/FFO0OHERBRE

b MFI 7 e Y —AEAOZRETIE, R M4, M9 K& OUKERE AR D 1
Hahnz, REHCE 53 2%5F F 27 v—24 P450(CYP) 40 7H & LTI,
CYP2D6 N EETH -2, CYP3A4 ¥ CYPIA2 £ &5 LTS L%
z BT,

SRE AR A CYP2D6 {728 K XTI F (PM) & E% 72 7% (EM)
ZXRBRICAA] 0.76mg % 30 BT CHEFFRNE S Lz &, PM &
EM & ORICHEE 72 IEMENRE ST A — X OEWLR Do Tz,

SNEABERAD CYP2D6 ;E%D PM & EM (Z
KRN ZH#HIRNES LEREOEMHE/ NS A —4

Cmax AUCo-inf t12 CLtot Vdﬁ
HERE N (ng/mL) | (ng-hr/imL) (hr) (mL/min) (L)
EM* 3 1.600 78.1 49.5 161 686
(19%) (9%) +2.4 +15 +31
PM* 3 1.571 66.0 44.1 192 723
(27%) (22%) +10.7 +40 +182

* CYP2D6 {EPE (T F A ha A M7 7 AREHTEE)
SRR - 1) Ml = A M 2 S U 4 ) S 2 i (CV, %)



LETITE RS

(3) #EEEHRD
FERUZOES

(4) KBEYOFMED

AERUEML .

BHELE

7.8 #®

8. FSUARKR—AE—IC
B9 51

9. BMFICLDBRER

BARAAR

bR EEAHY M4 LM IZBIT5FLE y MEHEIGO 5-HT 3% %M
KGR s fafE & Uiz 5-HTs Z /WK T2 7 o Z =2 MEMEE, Wi
nyka /v rard 1%RETH-S T2,

SAENEEERR N 6 4 (B 3 44, Lotk 3 44) I 10pg/kg @ 1C FEi%/Sv /& k
172 % 30 BRI CHEIFRIRN & G- L2 BE, B 5% 240 FEFE & Clof 5 &
D 83.2%MIRHFICHEI S 4L, ZDIF & A LA 144 FEf £ TOHETH - 72,
FP~OPRIIT 3.38% ThH o 7o, RE(IK L LT 144 i £ TO R R
FIE 39.3% & RHFHRBEIR DK 50% % ., Y M4 KON M9 O R4k
WRT, 2N 109% KD 125% Tholz, T, 2H 7 VT TR
160mL/hr/kg (25F U RE(LKDOE 7 U T F > A1 66.5mL/hrkg TH o7,

NEARERRAIC “CRH/NO/ £ A2 10ugkg &
HREIFRAKZS Lz & EORPH#R

PR e et 2R (%)
g BE& BE&

TR gg 0~240 B 0~ 144 RS

N " o 10}
| b A b S =
5T BE ik R AP =) M9 M4 e
it | 3 85.9 81.1 36.8 13.8 11.6 18.9
+6.9 +6.9 +5.0 +21 | *1.6 | *3.1
w3 80.5 77.8 41.8 11.2 10.2 14.6
7 +5.9 +5.9 +14.0 +6.5 +4.1 +6.1
~ 83.2 79.5 39.3 12.5 10.9 16.8
Bk 6 +6.4 +6.0 +1.6 +05 | 0.7 | +0.7
- fE R R A

MG R L

AT L



(V1. EpEEIcET 2EE |

10. HENDER

11.

%% 28,29)

Z Dt

ZHTS

1) ERRERRTE

2) Frt&aEREE

(I SIPRE 4

AME N BB RERR IS ARH] 0.75mg & 30 BT CHLEIERIRN S G- L 7=
L&, BEOBHRERER CIXEBREMANIES, RN ER L, AUC
X 135138 B Uic, BE - TEEOBRERER 12T 2 EYEhik
IRAEFER A & B D N IE WV X o T,

BREESEICAF ZHIRARE LEROEMBRE/ S A -4

X s B @ N Crmax AUCo-inf t12 CLtot CLr Vdp
R I Re (ng/mL) |(ng-hr/mL)| (hr) |(mL/min)|(mL/min) (L)
E g | 2.549 78.0 39.3 173 52.5 617
(REREREN) (35%) (36%) +9.8 | £73.1 | £28.6 | =396
IR - RS g | 2574 83.5 47.3 154 62.1 607
R RE R (40%) (25%) P | +13.8M|+38.8D | +15.9 | 142V
&= OE 7 | 2-600 100 61.5 149 23.3 668
] e (47%) (59%)9 | £18.49 | £1079 | £18.59 | +226¢
a CCr* : IE% >80mL/min, R « F4EFE 30~80mL/min, EE <30mL/min

(*Cockeroft-Gault X LH B L/ LT F=0 7 VT T R)
b N=8, 0 N=4, FLiF F¥ME =12 U 726 3% H51E (CV, %)

I SIRAY Ui

SN E TS RERE 5 I2 AR A 0.75mg & 30 F i CHEIFARN & 5 L 7=
& &I T A R R OVER B D PR RE IR CREFERR NI LB R TIE DY
DN > T2 H3, AUC [ZRERERR A & 88 ~ 5 o P AR fs 55 2 oD T
TH B NRIEN TR 5T,

RS REICAF ZHIRAEE LROEMEBE/ NS A -4

BE Cmax AUCo-inf t12 CLiot Vdp
ikids N (ng/mL) | (ng-hr/mL) (hr) (mL/min) (L)
E g | 2549 78.0 39.3 173 617
(PR AR ) (35%) (36%) +9.8 +73 +396
wOE g | L779 57.2 30.7 214 564
IR (46%) (33%) +5.62 +642 +176
Fh 2 i g | 1799 82.5 56.3 160 636
FEgRE [ & (31%) (34%) @ +928.4 +602 +2302
&= OE g | 0.994 60.6 59.9 248 913
IR (36%) (53%)® +26.1 +1832) +2522)

Child-Pugh 2 =17 : #%J 5~6, 1% 7~9, #fF 10 LI L
O N=7, BN PB4 B AR 22 ST AT - ) ME (CV, %)

AR L



VI.L T2 (ERLEDIESF)ICETHIER

ATEICFHEHEH SRR RIX7 0% 8 0.75mg M OT7 v & 3 il i
Ny 7 0.75mg KBEOTFT — 2 Th 5,

1. BERBEEDEHR |RESHL TN

CEE CROBHFIZIEIEBELEWLI )
2.1 RENO I3 LiRBUE O BEER O H 2% BF

(fift a5y
ARFN XSGR R L OB A Tt B R8s s S EfIx b 20 s o
O, BEEDBEIEORENS DI-OLH LT,

3. MEEXRIEIMEIZEE (V. 2. ZhAE X Bh BB B 1EE ] OHESM,
THIELEFDER

4. RZERUVREICEE V. 4. MEROHEICEES 2EE] OHESM,
THIRETDER

5. EERERMIR L BE STV
T DER

6. HEDERERT D
BEICEHYTHEE
(1) AftE - BEEFOD

HoHEE

9.1 BHHE - MEREZEDHDLEE
911 HLEREEDHHEE

AENB G % B A2 04T O 2 &, IEEEBORTRAS bbb =
ENBH D,
(fiRe)

[N O B R B I L E B Pl X 2 HEEARMR, 1 L AT
PHEE DA 1L 0o 72y 5-HTs S A RIEHUAIC LI E E B il AF
DO TND Z EnD, REIOWINGRA CEROCEEK (/7 =% b
. v HE o hr )R CEORE A S B ICRE LT,




(. et @EREORES <EYEA |

(1) AftE - BEEFOD
HHEE (D3F)

(2) BHREEEES

(3) HiREEEESE

(4) AJEREZEAY HF

(5) 1%

9.1.2 L. BIRBRBEETOHLHIEE
o/t Oy ERERE/NNY Y 0.75mg/50mL T2 A ko) (LA
BT 2 )
PEER MK 23 2 L B DRICAHZ 0T, SERAET 2820
oD,
(fiRe)
Ny 7 8IAD (0.75mg/50mL) X, AFEEERAEAR L TCEY, 50mL
WCHAET R U T AR 450mg G ENT WD, Z D7, D, EER R
REREEOH D BF L., Ny 7B OEEICEY . T MY U AAR KOS
BR MG B AN L, DS AR | IERD BT AR ZENNH D,

9.2 BieEEEERE

(Na/ b rEEH T/ NY Y 0.75mg/b0mL T2 ARy )) (LR
RIZRT 51EE)

Koy, HEAET B U T AOBEE G0 <, JEIRAEAT D BE
b s,

(i)

BEEDHHBEIL, KGRLT M) U LAORERIDVIEFTL TS Z &
MmH Ny TRBFOEGIZIY . Koy, BT MY U AO@EER S I
DT FERNELT IRBEARH D, ZOXIBRBFIIELGT LY
BlE, T REEDPLETH D,

Tul
oIX

WEIN TV

BEIN TV

9.5 11iF
g SUFIESR LTV 2 ATREME D & % eI id, IR E O A IS MEDMER
Pz LD EHESNDGEICORRET D L, BIER (T v 1)

THRE~OBITHHRE STV D,

(i)

E A O BRI W Tl ~ O R BRI 722 < . ZaMEITMI LT
WU, ARBE - FEAEFMERBRIC B TERRME A2 RIS WA 1T AR A,
Ty MZBWTHREA~OBITRRD b TWD, dis IR L T 5
AIREME D & 2 LI ITIRIR EOFRMENERIEE RS Lol < 25
BICOREETDH L,



(I Zek@EREOEES BT 5EA |

(6) RELIR

(7) MR

(8) =t

7. HHE/ER
(1) HRESEZEDEH

(2) AZELZDER

9.6 7R
TR EOA IR ORI EOARIMEAZ B E L, IOk T ik

ERFT 2L, WER (T ) T, LI~ OBFRERE SR

W5,

(L)
I EBRICBNTT v PO T ~OBITRRD 6N D, 6 LOA LR
PERORERLRBOARMEZ B L, KILOMB TP I 2 HETT 5 2 &,

9.7 NR
INBEE AR L LR RBITERK L TR,

(L)
[ NG RRAUBR IR AR R R IR, B, LR, shlE Q3R+ 2
R IT 722 < . LERMEITHESL L TR0,
B, DRI RE Ui EIRABR T 163 floR G RN H D | /)

RADOBREMEITHER S LTV D,

9.8 EHE
—RRICAEBERE MR T LTV D,

(iR

EENE TR AEBRBENE T LTS Z EREL . KEIORB2HEH
NEEL, BHEARKBRE LT VWO T, BEORIEEL HoICBE L, &
ERBRGERLERIZDHERE LT,

FEIN TR

WEIN TV




(. et @EREORES <EYEA |

8. BIfFA 11. BI4EF

ROEWER N DOND Z LN DD T, BEE F5ITATV, RE R
RO LN HEIITR G 2T T 272 E#EU R A E 21T 2 L,

1) EXLE & _
( Bl fFH 1.1 BALEER
) 5 fiE 1K < — 4 . .
HIRHEY MAA Savh. PFI45%0— (FRbEERD)
vavd, TTFT747F%v— (K, BIR, SRR, KR
#tOMERTE) 2bobnldZ b b,
(fiR Ry
ENMCBWTEERT 7 4 X% —ENFEI N TS, KAIEE%
IIBIE 2+ 2ATV, D FERG, IR, MER R, PR R, AR
EDORFENRD GNEHEIIIAF ORE ZF 1 L, @Y7 0EE21T5 2
b BB TRBAERERRIRIS~ =27 L (757 4 7 %3 —))
ZHR),
—IWRECE I X AT T T 4 T — 13, FOMRE - HEHLERE TER D
HRT AAREMRNH DD T, HHOBIEEITY Z &,
(2) zoHoEI{ER 10%2 | 1~10%k0m | 1% BE AR
Frm — T [F& 2R BR. AR BIOE. R
b i pE BB = = — 0 XS — . ARG
FARIR. EAORE, FhE. B U o 4
e R MR, (o U & AL, EAREES). 55
JL v NGE
T RO, AR, R, L
el QUIEE  [E0F  [WrEIR. IoRER. B, R
it . FUE
— THL AR o
Wik R (19.0%) b S WA, LT R
-
WSIR A
- PSRy r—
o e
J & 335 T UL R — PR fE S
T Too<0
T T 0 DR
m . 995
AST k&,
ALT L& .
HRE 3 -GTP L5
LDH k&,
ALP &
e e | A G AR AL, T,
Z ot w (SR L Chain, £ 27 b,

JIE, 9857




(VI met@ERLORES <EYSEA |

9. HBRBREHRIZREY [ZEShTWLwAan
B 488
Foa

10. BERS RE S ALTHRWN

' ‘E 5 %": . =
" BRALDE 141 BEBEHOEE

(BH| 8

14.1.1 AHFNZ, 30 L ENT TRRICEET A &,

B/ € oY EEEE/NY S 0.75mg/50mL T2 A 7Ry 1)

14.1.2 FEHREHI T 2RO OMICE o3 <HIF Z &, ROl 3 & d4t
NERGHTEZBEBEL, WIRNORRE2DZ Enb D,

1413 FAHROWHKV IIBEZORLE LTHATLZ &,

14.1.4 FRI & LTHEBEEZHWEZ o F o R L 28513 TE R0,
(o)

AR O EREFNZ DWW T, EAERRERICIB W T 30 XL 1 47 THE
ENTEL, 30 R CTRIEICHE LZBEOREMEIIMET L T,

12. ZOHODEE
(1) BEERERIZE DL HESH TN
EE

(2) FERRERFBRICEDIC | RESATHARW
A




IX. FFERPREABRICEET SIHE

1. FEHEB O
(1) EMNRERBR

(2) ReMEEHR O~

(3) Db FE I ER

2. BIEHR O
(1) BERS
BrEHE *

AT FEH S 7o RBGRE R 1T 7 v % R E0.76mg K VT v\ 3 i
Ny 70 TbmgKRBRF DT — 2 Th 5,

[VI. #EHEMICEHTHHEE ] OESME,

1) AR RV
~ U R & W TR R B K O AR LT T LRIBRICB W TH 5
ERIZR D b ol

2) D if SR
A F B ONEBN BN BT 2 in vitroll DNTin vivoiklR & 5
fiti U725, hERGT — /L EFMHIZ SOV TOICsofEIx A & b
ERFETHY KM EL ERIZREICKNTA A B OTEEIE
PLFHRERF ISR 2 BT, REEA X &2 W 723Br Tl QTR &
OLERNT A —=ZITBITRD DR o T,

3) MR R R
A KNI G UToRER, PR RIT T 2 BIIMesR S v o 7,

4) HHMRRY
A RNCAHZ TG U7 A S SR ek U i SO o0 P85 703 58
D 5 AL, ARIEDAZEFRRE LA TV BRI T DB AR BLE R 23
R S LT,

5) THb#RRY
Ty MIAEZRE LTRR, BERAFFOELITEHICK L TREL
BT, BNEPHREICERIIRD b o7,

6) BhisR K UL SR 48R
EWMET v MIARIEZ TG LR, BREICE T 2 A 2r 81
D BRI T,

RHEE R L

Eh4iE BIBE DI E (myg/kg,i.v.)
7 vk 30

~ A 30

A4 X >20




| IX. seEsmREERI<EY 288 |

(2) REBS
BB

(3) BEEEMHER

(4) BNAREHER

7 v MZ 1, 3, 10mg/kg/day % 1 » HRIEARAES Lo R, ik
10mg/kg/day Toh o7z, A X1 1, 3, 10mg/kg/day % 1 » H RN 5-
Lok, mAEE T BMEOMEE, BR, MFH LT LRI AT
0=/ OEMEABE SN, TOMICHTRIZRD ST EHE kR
3mg/kg/day THo7=, 7 v M2 2, 7. 10mg/kg/day % 26 i HFH kAN & 5-
LR, AR C—BEORERBENL LN T-MAREKICL Y EIE LT,
ZDOMIZHT RITERD Shd, EFMEEIT Tme/kg/day TH 72, 4 X2 1. 3.
6mg/kg/day % 9 » HHFARA G L 7o R, MM &L 6mg/kg/day T
b o,

ME 2 AW 1EIRERA AR BIIEETH Y | BEEMIREZ i3 ﬁéﬁiﬁs
HRBR CTIIHERENRDONTN, v~ U 2 & W2/ MERBRIE O
FAFH R A2 D72 R E R DNA A RkEBRIZaerch - 7=,

~ I ALRQRT v hEAWEROEGERO R AFEMERR (24EH) 2% S h
776

~ 7 ANAFEMEREB (0 GFR1) . 0 Gt 2). 10, 30 &Y 60mg/kg/H)
TIE, ARIELGICBEET 2B OFBAITRD bhviehno i,

Z o MRAJFERER (B0 (RHBE1), 0 (RFHE 2) . 15, 30 & Of 60mg/kg/
H, H:0 (1), 0 (xtER2), 15, 45 X} 90mg/kg/H) TiX, MM &E
Bt (> 60mg/kg/ B #% 58 K QD 90meg/kg/ B ¥ 5-8%) TH RO HEM
DR BT, PERR KL OV N IR O HFEMERE O BLEO EH PR TORIE
BHGBOMENEH TR N, £2. BHABROLTREIE., IF. FARIE,
FLMR. B2 K OV O HEFENERZE DR B LR b7,
AIENBEEEEZAL2WVWEEZZOND 2 &, BBERAED Y — RN EH
HARFEAEMICROONDIEIGERBETHDLZ EENL, AEDT v NI
JARBEHEIITE Y 23T 1 v 7 RIERIC ;é%@f%é&% x5,
T, IRLOESITE MR L C T EBRKEGERICEONIBERES
FRIIBEEECEMMKERG LEZHOMETHDLZ D, AKOTE
R AEL OCHETIIREO Y A7 I3/ o L fiirsiud,



| IX. JFEEREBICET 5EE

(5) ERRE
BB 0

(6) BFTHIBEEER

(7) Z0fho
FrRkE

1)

2)

3)

HEBR AT K OVE R ) 3] % -5k 2050

HEZ >~ M1, 3. 10mg/kg/day & 1 » A RIFHIRI I G- L 7oAt R, SZHAkE
~NOFBIIRO bR, M v MZ 9, 30, 60mg/kg/day % 2
MR AL LR, SR CREBWE ORI S EiREM
DA DFRD BT, BB O —eEmNE, IBIROFRAE - FEE~DRE
[ERZNSY (RS /EEY

i g B T R e -3k R 5

Z > MZ 18, 60, 120mg/kg/day. 7 ¥IiZ 18, 60. 90mg/kg/day %
AL LR, iR oniroi,

JE PE 1) e OV L1 % -3k o

M7 > M2 9, 30, 60mg/kg/day Z# N#5 L7ofE S, @A &R CIER
ICHEELOCEBREOR NTERNLLIL, 26 DHEMEITHEWNHAIR
(F1) OAEFITEBENA LN, F1L AR ORE AR T 5 %
BT Lo T,

i FE O A SR (10mg/mL) K OV IR B 2 HI 72w 3 012 3 1T 2 1 il
PERBR O R . JRETRIEVE ISR TH - 7o,

e

T VL3 Bk in vitro YeAMRE FEPERER I ONT G — Ye o IR B 5 35 38 R R
PEM LR, WTNRORBRICEWTEEEERICET 2 RITRD 5
Ro T,



X. EEMEIAICET SEHE

1. REX5 o Al:,O/ € bOUEE0.75mg/5mL T4 A 7R |
NB/ 2 bO 2 RFERE/NNY Y 0.75mg/50mL T4 A 7R ]
BIFE, AR (EE — BRSO EIZ LV ERT 52 L)

R R AN = A cll N =V 1 -3 - |

2. HhEAM HEhHIR « 3 4F

3. AEKETOITE FHIRLRAT

4. FEWLWLEDFE

5.

BERTEM

EREEEAR

20. MWL LEDEE

X/t ba T 0.75mg/bsmL TR AR 1)

20.1 MAHWY L CTRMIBRA L725E13. 6 X b3 nic o
THZERDH LD, MAENOIDY H L 72RITESCHITHE AT 202X
T AEBERET D Z &,

N/t rRimEeE/ Ny 0.75mg/50mL T2 AR 1)

20.2 ®WEOSEERFFT 2720 AKF %A T D AN R £ TR
HLARWZ &,

20.3 AR HIRY L CTRIIMRAZE LZGAIE. L2 X 0 b s
THZERHDTD, SMENLIY H L7 BITECHITHERNT 52 &,

204 WOBAIZIIEA LN &,

20.4.1 SMEDEEE LT B EEC NN HER 2358 8 D 5

20.4.2 WD G ESITIRE L TV DI

V. 6. ®WHOFEESLETICBITHLEMN) OHESH,

A MERL T AN
< ¥ oLy f
Z OO B [ E A T

[Fl—por 3 (GERERM4)
7 u X UETE 0.75mg, 7 R VSR ETE N v 7 0.75mg
A % . /o= b fERE,. 7k o R,
F ok bu BRI, T EE N u R
[N =l M= 1175/ G ol N = IV 3 )

2003 4 7 H 25 H CKE)



| X. gEWPEICETSEE

8.

10.

11.

12.

13.

14.

SLERGERRFAR
RUKRES.
EMELRHFAB.
fRcRABE A B

RS SEYIN
RERUVHEZER
EMEFOEABRY
TOAR

BEEGR. BFM

BRAKRFABRD

TORE

BEETHM

REHFEHIRICET S
G

LHEI—F

RIRIEFT LDEE

-0/t O VEE 0.75mg/5mL T4 4 7R |

Ko % A R
KoOREF S Fo

A A HEHAEA B
W 72 B dR 42 A R

: 202142 A 15 H
30300AMX00183000
202146 H 18 H
202149 H 7H

-o\A/ O EERE/ NV Y 0.75mg/50mL T2 (7R

A W % A H
xKOWw B 5

FAMELHERAEA A
W 72 B fm 42 AR

BARWRAAR

AR

FZH LW

AR

:2021 42 7 16 H
30300AMX00182000
202146 A 18 H
20219 A 7H

=] gh B4 | P =]
L REEmE | BAERE 1o | Lvd rEEnE
B4 25 2L U J— R z2 | oxermo
EERI—FK | (YJa—F) i
Nag/ v koy
FE 2391404A1038|2391404A1038 128557401 622855701
0.75mg/5mL
347K ]
Nag/ v koy
53 3 Sw A
RIERE/ N T 2391404G1030(2391404G1030 128558101 622855801
0.75mg/50mL
[247FK7]

FZH LW




XI .

XX BK

1.

51 A3k

1)

2)

3)

5)

6)

7)

8)

10)

11)

12)

13)

14)

Stoltz R., et al.: Pharmacokinetic and safety evaluation of
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MO EEARES

KIEOERACE | 1. INDICATIONS AND USAGE  (##Y)
(2020 £ 4 H) ALOXI injection is indicated in pediatric patients 1 month
to less than 17 years of age for prevention of*
+ acute nausea and vomiting associated with initial and
repeat courses of emetogenic cancer chemotherapy,
including highly emetogenic cancer chemotherapy.

2. DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage (#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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MO EEARES
KE OGS E | Table 1: Recommended Dosage of ALOXI Injection for the
(2020 4E 4 A) Prevention of Nausea and Vomiting Associated
(H5%) with Chemotherapy in Adults and Pediatric

Patients 1 Month to Less than 17 Years

Age Dose* Infusion Time
0.25 me as a sinele Infuse over 30 seconds beginning
Adults d;)se g g approximately 30 minutes before
the start of chemotherapy
Fle;iriﬁ;l::l}(ljsto 20 micrograms per Infuse over 15 minutes beginning
kilogram (max 1.5 mg) |approximately 30 minutes before
less than
17 years) as a single dose the start of chemotherapy

* Note different dosing units in pediatrics

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

Pediatrics Aged 2 Months to 17 Years

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

+ Nervous System: headache, dizziness, dyskinesia.

+ General: infusion site pain.

+ Dermatological: allergic dermatitis, skin disorder.

8. USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use

Chemotherapy-Induced Nausea and Vomiting

Safety and effectiveness of ALOXI injection have been
established in pediatric patients aged 1 month to less
than 17 years for the prevention of acute nausea and
vomiting associated with initial and repeat courses of
emetogenic cancer chemotherapy, including HEC. Use is
supported by a clinical trial where 165 pediatric patients
aged 2 months to less than 17 years were randomized to
receive a single dose of ALOXI injection 20 mcg/kg
(maximum 1.5 mg) administered as an intravenous
infusion 30 minutes prior to the start of emetogenic
chemotherapy [see Clinical Studies (14.2)]. While this
study demonstrated that pediatric patients require a
higher palonosetron dose than adults to prevent
chemotherapy-induced nausea and vomiting, the safety
profile is consistent with the established profile in adults
[see Adverse Reactions (6.1)].

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

Postoperative Nausea and Vomiting Studies

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

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

12. CLINICAL PHARMACOLOGY
12.3 Pharmacokinetics (¥k#y)

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

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

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

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

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

¢ Clearance and Vss calculated from 10 and 20 mcg/kg and are
weight adjusted
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KIE DA C#E | 14. CLINICAL STUDIES
(2020 44 H) 14.2 Prevention of Nausea and Vomiting Associated with
(mox) 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 1.5 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 [97.56% Confidence
20 mcg/kg 0.15 mg/kg for 3 Intervall®: ALOXI injection
intravenously intravenous dose minus intravenous
(N=165) (N=162) Ondansetron Comparator
59.4% 58.6% 0.36% [-11.7%, 12.4%]

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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(201847 H) 4.1 Therapeutic indications (#F)

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 (3#)
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 (#Fx)

Paediatric population

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

Syst 1 Common ARs Uncommon ARs
yslem organ class (21/100 t0<1/10) (21/1,000 t0<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 . .
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 (Fk)

Paediatric population

No case of overdose has been reported in paediatric clinical
studies.
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EU @ SmPC 5. PHARMACOLOGICAL PROPERTIES
(20184 7 H) 5.1 Pharmacodynamic properties (%)
(53%)

Paediatric population

Prevention of Chemotherapy Induced Nausea and
Vomiting (CINV):

The safety and efficacy of Palonosetron i.v at single doses
of 3 pg/kg and 10 pg/kg was investigated in the first
clinical study in 72 patients in the following age groups,
>28 days to 23 months (12 patients), 2 to 11 years (31
patients), and 12 to 17 years of age (29 patients),
receiving highly or moderately emetogenic chemotherapy.
No safety concerns were raised at either dose level. The
primary efficacy variable was the proportion of patients
with a complete response (CR, defined as no emetic
episode and no rescue medication) during the first 24
hours after the start of chemotherapy administration.
Efficacy after palonosetron 10 pg/kg compared to
palonosetron 3ng/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 1.v. ondansetron regimen. A total of 493 paediatric
patients, aged 64 days to 16.9 years, receiving moderately
(69.2%) or highly emetogenic chemotherapy (30.8%) were
treated with palonosetron 10 pg/kg (maximum 0.75 mg),
palonosetron 20 pg/kg (maximum 1.5 mg) or ondansetron
(3%x0.15 mg/kg , maximum total dose 32 mg) 30 minutes
prior to the start of emetogenic chemotherapy during Cycle
1. Most patients were non-naive to chemotherapy (78.5%)
across all treatment groups. Emetogenic chemotherapies
administered included doxorubicin, cyclophosphamide
(<1500 mg/m?), ifosfamide, cisplatin, dactinomycin, carboplatin,
and daunorubicin. Adjuvant corticosteroids, including
dexamethasone, were administered with chemotherapy in
55% of patients. The primary efficacy endpoint was Complete
Response in the acute phase of the first cycle of
chemotherapy, defined as no vomiting, no retching, and no
rescue medication in the first 24 hours after starting
chemotherapy. Efficacy was based on demonstrating
non-inferiority of intravenous palonosetron compared to
intravenous ondansetron. Non-inferiority criteria were
met if the lower bound of the 97.5% confidence interval for
the difference in Complete Response rates of intravenous
palonosetron minus intravenous ondansetron was larger
than -15%. In the palonosetron 10 pg/kg, 20 pg/kg and
ondansetron groups, the proportion of patients with CR0-24h
was 54.2%, 59.4% and 58.6%. Since the 97.5% confidence
interval (stratum adjusted Mantel-Haenszel test) of the
difference in CR0O-24h between palonosetron 20 pg/kg and
ondansetron was [-11.7%, 12.4%], the 20 pg/kg palonosetron
dose demonstrated non-inferiority to ondansetron.

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

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

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

Please see section 4.2 for information on paediatric use.

5.2 Pharmacokinetic properties (fk#%)

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

The total body clearance (L/h/kg) in patients 12 to 17
years old was similar to that in healthy adults. There are
no apparent differences in volume of distribution when
expressed as L/kg.
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(20184 7 ) Patients following intravenous infusion of Aloxi

(mo%) at 20 pg/kg over 15 min and in Adult Cancer

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

Adults Canser
Paediatric Cancer Patients® . b
Patients

2 to 6to | 12to 3.0 10
<6y | <12y | <17y | ng/kg | ngkg

N=3 | N=5 | N=7 [ N=10 | N=6 | N=5
69.0 | 103.5 | 98.7 | 124.5 | 35.8 | 81.8

<2y

AUCo--, h-pg/L (49.5) | (40.4) | (47.7) | (19.1) | (20.9) | (23.9)
tz, hours 24.0 28 23.3 30.5 (268‘11) (‘1122)

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

. 0.31 | 0.23 | 0.19 | 0.16 | 0.10 | 0.13
Clearance®, L/h/kg (34.7) | (51.3) | (46.8) | (27.8) | (0.04) | (0.05)

Volume of distribution®® | 6.08 | 5.29 | 6.26 | 6.20 | 7.91 | 9.56
L/kg (36.5) | (57.8) | (40.0) | (29.0) | (2.53) | (4.21)

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

b PK parameters expressed as Arithmetic mean (SD)

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

d Vss is reported for paediatric cancer patients, whereas Vz is
reported for adult cancer patients.
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-T3 S#I% I I7—X" T Ak | mE B | E — 99.7 997 ~
/ - mEEV | REEY | BE; . :
BEE (%) 100 — 511 | 511 | s54a | 0%
VLT L 3A Hik - v = 500 R REEY BEEH REEY 0| 100 4~11
il mL | PpH 5.81 581 | 5 ER|REEH | REEH
- BEE0| 100 - .85 5.86 5.80 2016.
ESFFER FSoLE N X RE K |[mEEs 998 | 1001 | -
T ~| 500mL | REESR RESH REE
. 15 pH 528 | 529 | 5 B | B2
| BEE (%) 100 = 32 | 529 | 528 | %
7] %d‘ = s, U 17 &l & ‘i X 3 — 99. ~
FER S UEE § BE L AL C A LR .: 99.5
5 mL | pH 554 | 528 B REENR REEN
el BEE | 100 = 5.41 5.48 5.44 foos,
T 18K - % | EEEE - 99.8 99.3 ~1
i F ) FE ] | SR [ ER : :
500mL pH 4.86 488ﬂ EEEH | ROEH | EREH
o BEE (%) 100 = 4.96 4.88 287 | 2008
AL RT U pHS TNPY|= T | 500 T i | mE L | EE S m@_ — m994 996 4~11
mL | pH 763 | 772 A REEH REEH
BHEE%)| 100 - 7.67 7.67 776 | 2008
g |23 SHR RERE R | EREH | REEH | EEEE o o | 7"
T 12 0OmL pH 2.6 263 EATH | BAEH | EGEH
. REE (%) 100 = 462 | 462 | 464 2008,
Rea—)L R&& RERE R REZH | REEH|REEE 108 |95 "
T 15 mL | pH 4.87 4.87 2 | REEH | REEH
. BEE 6| 100 - .86 4.85 4.88 20018_
SU9TvYi X 17 8l =& ICE ; - 99.7 ~1
g3 2 WE 0 M Iy I LI 99.5
1% o | 572 | 579 | set RERD | REES
, BEE ()| 100 = 81 | 583 | 583 50018.
SHOTY 4 *x 17 8 o= RV 5 — 100. ~11
231 9 G ik z 7 & ,?:I 500mL R | e | A | mE e | m3 100.2
== 5 _PH 5.76 5.76 5 B | mEEH | REEH
2% BEE(%)| 100 — 79 | 579 | 582 | 2%
)5l e s N - ~
28/ 4 FADUE250ug | B ?.,250ug/DW1mL MO | EEEE | EAEE | EAE 100 99.9 A
339 E o+ oH | 2.90 mEEH | FEEY[REEY
. Sal. 100mL |gE 772 (%) 1'00 4.96 4.92 4.91 4.93 2008.
VR VR 400m : — — 100 : 4~11
- i p3 b 4 3 P 6
fig |25mg T7AH— 1(16\/) R | HEEERMABEN HEEER MABER 9.8
Sal. 50 pH 5.32 5.44 : BEH HEREEYN
. 500mL (%= (%) 100 _ 5.44 5.49 5.50 2008.
TFTrEXEY—ILETHE Mok | EeE — 99.8 9 4~11
ik 2g (B mEEH | REED 5 94
= = T|29/20mL | pH 7.51 773)1 REEH REEH REEH
BEE (%) 100 78 | 780 | 774 | 783 2008.
A4 08 4z s 3[0-889/7 % . - 100.4 4~11
V¥ 8.4% § e E- 9+ omt| ¥ R |EEEH | EGEH | BeEH | Be% 98.5
#I 5 Sal. 100 pH 8.12 818 meE S | B SN
- 100mL{gz= (%) 100 — 8.18 8.18 8.17 2008.
A A OV 8.4% I MR | mES - 99.9 4~11
’. 4% &K e EEE | EA LR N 99.9
392 T 12 250mL oH 8.00 792)5] 4 PR | MR CEER | A A
Sal: £ERE®K DW : 5 BHE (%) 100 = 800 | 802 | 812 | jO0
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[ xm. = |

(D2D%E)
% w2 & [PTHR(BWEER ..o B & & # 8 & M HEBE
2 (RFERA) | (FREE) B % |1 BRI |3 BRI | 6 BERN 24 BEpR| FA
b C | amgsmL | R (EEESH|REEV | KEEN KREZH REEY
E2-{ . JALT AR 2011.
Ex| VA g RmmiEamgsmL| 00T N0+ pH 5.33 5.34 5.34 5.33 5.32 3
399 Sal. 100mL g7z (%)| 100 - - 100.1 | 100.1
Nomnrison ey, .| 100mg | PR [RERE | WE N[ KESN KRN BAEEH
WNSUER100 |0+ pH 3.76 3.76 3.76 3.78 378 | 141
L Sal. 100mL 57z (%) 100 - - 100.2 | 99.6
ol [ soomg | 1t % |REEW | WERN|REEN REEN REEH|
v '500mg BEFRAE + pH 5.26 5.22 5.18 5.12 4.86 411
it DW25mL \mezz (%)) 100 — - 99.6 100
W | pimr s feas soomg | 1t R |®EBN|WERN | REEN REEH REEH
:500mg LS E T + pH 5.34 5.31 5.28 5.22 496 | 4 11
421 DW100mL [z (9%)| 100 — - 99.7 | 99.2
_ loomgzoml] & % |EEESH|[REE [ REEY | REEY BEEEY
7 ) LB x5 500mg 5'4(4,)_71 + pH 5.84 5.85 5.84 5.85 5.84 2501%
Sal. 100mL 57z (%)) 100 — — 100.1 99.8
# 1oomgismi| % |REET | WEEY REDH REDH WERH|
*044 F3E 100mg BAHE  + pH 5.27 5.37 5.33 5.34 532 | 211
Sal. 250mL mezz (%) 100 — - 100.1 99.7
100mg/5mL " K |EEEH | EEEH | EREZH | BREH | KEEH 2008
_[FOY A KE100mg B A HE  + pH 5.57 5.57 5.61 5.62 560 | 4141
a4 5D 250mL [rezs (9)) 100 — — 99.7 99.8
M K |EEEH|EAEH | EREH MARSH MEREH
5-FU 3¥ 250mg HAEy > 157:3"23\//) pH 8.41 8.36 835 | 833 | 837 520181'
BEE(%)| 100 - - 99.5 | 100.8
. 750mg/ M K |[EEEH | RESH | BEREH BRESH | BEEH
% s 250mg I EAIR 15”";(3\/) pH 8.31 8.29 8.27 8.26 8.29 230181'
Sal. 100mL |%%#%% (%) 100 - - 99.8 99.4
_ | q0g | % |mEEV|mes | REEV|REEY|[DIHEY
- N BAA—54 2008.
Sruav-uEstAtg |00 T+ pH 3.25 3.21 3.20 3.19 321 | 417
- Sal. 100mL zezz& (%) 100 — - 99.8 99.7
yoseLammER B koK 20 R REEN REEN REEN ROERIREER o0s.
250mg S . pH 5.16 5.11 5.13 5.20 521 | 411
Sal. 500mL \zezz & (%)) 100 — — 99.5 99.6
: \ somg | M K [AEEAB[AEERY AEERYV[AEERY KEERT
# %ﬂgﬁﬁ" Rl P S pH | 587 | 591 | 591 | 591 | 590 | 2000
DW 20mL g2z (%)| 100 - - 100.1 99.3
SEFIA Y b L b 50mg % R MEAEH|BEREH BMELTH MERSH HMEREH 2008
'50mg 7274 F— + pH 5.99 5.98 6.00 5.99 5.98 411
422 DW 100mL 5225 (06)| 100 — - 99.9 99.1
B 7AF5AME.| 20mg | Tt % |EEEY | HEEE|[HEEY REEN0L REEY
B\ 7352 vEstA20mg |BAR 440l + pH 4.87 4.88 4.85 4.83 4.87 520181'
A 14773 Sal. 10mL ;e (%) 100 — - 998 | 993
i, 7R75R8%:| oomg | M K [HEE0|RERH | HERY | HEE0|AEEH
31795y UkstAoomg |BAY 440+ pH 4.85 4.86 4.85 4.84 4.88 59?181-
423 1’F77—%Sal. 100mL 52z (%)) 100 - - 99.8 98.6
Sal: £MEERK 5D :5%7 FOMISE  DW: EHAK



[ xu. %

5= (DD&E
S s )
B g owm & [AE|eamE B A :
ES == 1& il B
& GwER) | BRER) | T | g — L BRI
7 Ky 7< Y 10 ? 2Ry mi(BV) v BEEW (EREHE BEEE | BEEH | EREH
SR 4.88 :
”| sal. 0omL [ (%) 100 R R S 59'0181.
) YR - — — 99.5 99.7
w|” kursuzmio LAY 20mgr V) riprc BARERBAEEE BAEEERARER BARED
ST 4.84 —
> lsal. 100mL EAE 500 4.83 4.81 4.82 4.85 220181.
. i ‘ ~ - 100.4 | 99.8
2y ) S, 3 . | b 3 3 -
= 2029 XA URER nge.,; ?f"f\f 20:39 riprc ﬁféﬁ;ﬂﬂ HEEH | FEBY | FEBT | FEBH
% Sal. 10mL [FHE (0] 1 sse | ae | as | aer | 320
” . %)| 100 — — 99.8 g7 | 7"
# 20m9/ VAP IRER s i rpH& *E;E f e
Sal. 100mL Erz 88 | 488 | 487 | 487 | 492 | 220
BEE(%) 100 — _ 1 4~11
niE/ILEVE BALE - [eomg@3V) | M K |FEEER FEREH FELE 0011 99.9
ViEgtA20mg |BAY/40] + pH 5.38 EEEH | FEREH FEEER|FEEER
. NAFT7—7|5D 250mL |57z (%) 1.00 >3 538 533 529 4%00181.
f - — | 1002 | 100 -
TF7ILEIES VES o0mg(ov) | % K |[FEEEH FEES ~
 |oms SUESA |5 e | ) - *i%: A ﬂiéfﬁﬂﬂ FEEEE FEEER FEEEY
Sal. 250mL [ E %) 100 o | o7 | ase | 4% | oy
. - — - 99.8 99.5
T7ILEILE S VES gomg(ov) | 1 K |FEEERFEES 5 ; '
% | o SR | g | e 2 B ﬂi%&ﬁﬁ FEERN|FEERE FEEEE
e 5D 250mL 77 (%) 100 EECE R AT
| - - — 99.8 99.7
. . 1 MR | EA ; ; .
RFLAEEA 10mg  |B & 1t X e pHﬁ "“fim RETH | REBH | REEH | REEH
b1 Sal. 250mL (775 (%) 1.00 495 4.97 4.94 4.88 20018'i
R Lok 10mg R | EEEEH | BEEH |8 _»& 109'3 e
O e L ReEn L I I
5D 250mL [ (%) 100 230 | o9 | 38 | o9 500181'
— —_— 1 ~
A ERADU 25mg | M K |RBEH KEEH | KEEE bo‘?: —
2 U 10mg (%Y & T v 464 '*4 ’ LB | REEE | L5
42 oW 62 5Ll e .88 4.92 4.96 5.20 320181.
‘ - - 99.9 99.9
. 40 R | EE; 5 : .
|77 A domg [kt me/zmt rpH& "“ff;m REEY | REEH REINOR RE2H
R 4.88 490 | 492 4.91 59’0181-
fiE X ) TJYRRIL - 120mg/ Mk |[hehaBhTn: — _ 100.1 100
5 8%y — LS 30mg |v 4 ¥ — x| 20mL“4V) v EBhTNCEE hTHCEE LT M EE[DTHEE
A il 4.89 4.92 494 | 494 492 | 2008
e . Sa:;.o250mL BEE (%) 100 — — 100 9 4~11
o R L] 300mgl |t 4k |[pIhEEEDTAE : 9.7
i |53 Y —LESE 100mg |2 4 % — xPOIMEEY) pHﬁ Mf \slaf& HYBISBB HTHISAR DT HIER DT HIER
\ : 4.97 4. 2008.
# A 7 4 7lsal. 500mL|EFE(%)| 100 - _99 :'90; 499 4~181
| AF YT IR 112 R | BEE 5 5 ' 99
R |gomg ToVREEER |y , 5 mg_/:1.2mL pHﬁ ?f;ﬂﬂ mEEH | REEH | RLEH | REEH
. s, 200l oT 4.76 480 | 482 4.80 59’0181-
N T ;) —s 3mg M K |[EEEH | BEEH|E _b& 99:5 19
5 4LFYU3mg|H E I| 4+ pH 195 | PR ROER ROEH REEY
. o o, [ A 490 | 492 | 491 | 495 520181'
/ ~ - 100.2 | 99.6
3 — | 1 4 45 3 S .
SR LTYU3mgE E I B-Tg EpHJk H“;Efgﬂﬂ RESH REE RESN REES
90
120 Sl o o 481 | 485 | 486 | 485 | o0
Sal : £BEIEHR 5D :5%7 FUMEHAK  DW: E5AK - 100.1 | 100.1



[ xm. 5%

jﬁ
5 b | A—ph—% | B
i Al & (EE;’A 2| wEg (55
i E % = & R —
g | FTNILE Y 4 - 1 B | 3 Byl p IR XN
ﬁ 40 BEE Y > Omgr"‘mL %k | WERH | REEDE m;i{’% 6 BRI 24 By FA
il EaEE ;
1@ Sal. 50mL ﬁ;z:;p;( 4.15 4.16 4 1Zﬂ ROEH ROEH
9 | = - = %(%)| 10 i 4.16 2
g | 22T k¥ 100mg/5 100mg/smL| £ K .O _ - 415 4008'
/o g5mL|E & b=+ mL WA | RO AT | REE 100 100.1 ~11
X sal. 5 pH | 441 REEY | REAH| REED
#l 00mL (5272 5 (04) 4.39 4.40 442 REEH
- = RARSAY 100 _ : : 4 2008
STy kE10 1 _ 46 :
¥ 100mg/5mL | B _ [100mg/5mL H oKk | EeR 99 4~11
424 Ak & It v BEEH | BAEH | BEEEH|E : 98.9
5D 500mL Firpx( 483 | 478 | 477 W E | EEEH
T) = . . 73 (% .
200bm7°7 v b RBEER 200mg/ | T 4;) L — — . 406 2008'
9 vH L RAL| 40mL+ . P T I m99.8 1028 ~11
o o T N T N % weEn Kot
LTSy b EEEER FE )| 100 - : 532 531 | 2016
200mg AR |y p 200mg/ | ¥ HK |\EE - 10 5~
=2 2
o2 5D 460mL (73 (%) 530 | 526 | 529 REBY | REEH
e 5 F 3% 50mg 150mg/ | 1& %)| 100 _ = 5.31 57 | 2016
BT B E TPoOmLGY) N EE I 1003 | 1005 | '
VRTSF UKD Sal. 600mL | EHFE(%) = 4-68 4.75 ‘4 éﬂ REED
50 URIERE YIRS 150mg/ N 100 - .86 5.18 2010.
mg <L 3] A4t +[300mL (3V) K | EEEH RE — 99.9 5~6
ﬁ{_’. EEI?7_7 + pH 2 /=2 "“é}ﬁﬂﬂ %é}ﬁﬂﬂ ﬂ@’mﬁ 100
J N Sal. 600mL P77 (%) 1.(?05 470 4.80 ““4 ;;ﬂ REED 201
N kR 2E10mg ii?ﬂ'b\gg:fé_ T :EE— _ 996 5.22 5~(€)s.
Etm%lﬁll% 1Omg/5mL H 2 lﬁﬁﬁiﬁﬂﬂ 5%%@’0)%&& e - _ 99.3
o P 4.57 | 4.57 ARREEOAR REEOLR
JRY A VS B8] 100 - 458 | 453 | 458 |28~
O >3E 10mg ??b\@lsj‘g .| 10mg/5mL MR |REE — 1001 : 2016 7
smEaTE T " a2 |esann|esatn 99.0 :
Sal. 1 p 4.60 M R R A
00mL [z (%) 1 459 | 459 | 45 LLLT L
JN: s 0 00 _ : .58 2008.4~
fg > bR YiE 20mg ?¢b\§g;§_20mg/10m|_ R |REREW|RE — 99.9 o 201647
rEEaTE H AT[REEEN AREE|REE 99.9 '
Sal. 250mL ﬁrp* 254 | 453 | a2 5:‘ RN B R LN
R FE (% : :
JNvEAVE2 HTHElE 20 s .0) 100 - — 4.57 4.50 2008.
7 20mg ® B mg/10mL MOk | EEER 998 9 4~11
s RAERIX + oH B EEa LR EERLH [ EEAE 9.3
R 5D 250mL 7z (% 4.75 4.70 468 REREY|REREH
5T 5F VEHR JFyz p | 600mg/ 0)| 100 _ : 4.67 4.70 2008.
150m g "R -
g 2 4 % — x| 60mL (4V) % EEEY RO BER 999 095 |1 1M
2 + H RO R | EE)
A l,55 7 1 Jlsal.25 = 5.07 4.94 REEH | REEH
NS TSF 3 3 omL |77 = (%) 1 4.97 5.05
50 SFUEHK JyZ kL - | 600mg/ |k 00 — _ : 5.30 2008.
mg 245 —-23 60mL (4V) % |mesp | EesE|EeE 99.8 99.6 4~11
2 o+ pH HEEY | REEH RE .
. 5 4 7|5p 2 P 5.49 5.49 BEH | REEH
5 |50mg T v RERER 150mgl | & R 00 - - : 561 | 2008
o (o7 AH—y |77 300mL (3V) K | mEal | men | e E 1002 | 999 1 4™
+ pH 4.24 4 W E | e | A
B e R R e Bl 201
" mg* % 4 v — z[00mLBV) % | meny|Eesn | Ee; : 99.9
* IR al. 600 . . 3.1 THIEY
=ik Sal: £HEBEHE 5D 5% mL{B%% (%) 100 4 3.15 313 3 25’ 2008_
- 5% T K Y s &t _ — - ~11
T REE AR 100 100
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[ xm. @E

(D2D%E)
B ox om g PR BWEE Lo BB & % & 8 & M RBRENE
2 (BRFERA) |(FRER) B % | 1B |3 BRIk | 6 BRIk 24 Bspase| A
SR k.| 150mgl | B f |mEEE| EEEE | EEEE HIACEY LOKC
U g M U IREY) bINEEY| 2008.
z 77 oMy e pH 3.17 3.16 3.13 3.15 3.18 | 4~11
o 5D 600mL Iz 25 (96)] 100 - — 997 | 99.3
ith 150mg/ | M K |EEEZH |MEREH MECEH MEREH | XEREH 2008
o |5 >4 s0mgitoomL |8 & e %[00 BV 441 | 446 | 449 | 460 | 476 | 20
& Sal. 600mL|B#EE (%) 100 - — 100.9 | 100.5
= 150mg/ | % K |EEZH |HMEREH MECEH MEREH | XEREH 2008
A |5 > 45Es0mgnoomL  |B & fe PO SN 447 | 446 | 445 | 454 | 476 | 220
b3 5D 600mL 5% (%) 100 - - 99.2 99.3
Lot 1 1mg M K |BEEH | EEFH |EAEH | EAEH | BEEH 2010
ru;aﬁ%fﬁ AR eAsy—2| 4+ pH 487 | 486 | 487 | 487 | 487 | ¢
- Sal. 100mL zzz5 (%)| 100 - - 100.1 99.9
Ot b0 kst fomgimL [ ¥ [REEH WERA WEBRH REER | RERH|
Tomg* “M s bl + pH 4.86 4.87 4.88 4.87 4.86 b
7 Sal. 100mL 2775 (%)| 100 - — 100.2 100
E g 5@ o SmoimL | K [REEN WESH RSN REEW | REEH|
2 |[EX 25— 5mg z == ; + pH 4.83 4.82 4.82 4.81 4.82 Y
5 Sal. 50mL sz (%) 100 - — 100.1 | 100.2
3 2omgismL | % |RERH| WEEH RERH WEER REER|
vlLRALSUE B8 E  + pH 4.30 4.30 4.31 4.32 4.30 b
#i Sal. 100mL 5% (%) 100 - = 99.8 99.4
smg/mL | ¥ % |RERE|WMERN RERA REER WEEH
RS55 32 5mg = H & E + pH 4.85 4.86 4.85 4.84 4.85 67
441 Sal. 100mL g7z (%)) 100 - - 1005 | 99.7
% P . 500mg/ | £ R |EREZH | ECEH EGCEH | EEEH EAEH
C BRIy s g ma| OWI10mL o 478 | 480 | 477 | 479 | as1 | 2008
5 | RiEEER 0.5 + : 4~11
3 5D 100mL |%%# & (%)| 100 — - 99.8 100
% \ . Meiji Seika 75mg/1.5mL % R (EEEH|EREH | EASH | BEASH EAEH 2008,
B N\AH S UESRTIMG |57 T + pH 5.65 5.61 5.72 5.72 566 | 411
}5.5 Sal. 100mL gz (%)) 100 - — 100.2 99.5
Ex et SaaEmo/omL|_ R | REER| RERH| e EH REEW|RERH
& |[RA YU ERE MG |5 ’7 g + pH 5.69 5.60 5.67 5.76 564 | 411
611 5D 100mL sz (%)) 100 — — 100.3 | 99.5
EE | 4w o 4 47 4 47 2 4 4 4 R S
= S K98 . BOMa/1.5mL %R | EEEN | BECEN | RSN |EREH | BEAEN 2008
YEE| R TS5 Ui 60mg w A E R + pH 5.15 5.12 5.15 5.18 513 | 441
= % o
612 Sal. 100mL s (%) 100 — - 99.7 | 99.2
= 19 M K HEREZHBEREH|MEREHMEREH | MEREH 2008
L .
b A=) UEER 19 BHRAE + pH 5.15 5.28 5.30 5.28 5.38 411
Z Sal. 100mL g5 (%)] 100 — — 99.7 | 100.8
o 19 M K MEREH|MERENH MEAREH MEREH|MEREH 2008
B (SATULEIATg  [EHENE 4+ pH 5.38 5.51 5.53 5.52 558 | 4 11
i 5D 100mL &= (%) 100 - - 99.7 99.5
& BT
= g | o |meEs|mesn|mezn | weEy fff%f_’igs
2 ARLRS Y UE#ERAg (7749 — + - 2008
+ . ~
x sal. 100mL P 4.93 4.90 4.89 4.86 478 | 4~11
613 BEE(%)| 100 - - 99.4 | 100.1
* BRFE AL Sal : £EBRIER 5D : 5% 7 Fro¥EE5%& DW : jFgtHK




[ XII. ﬁ%%]

ﬁ
En
2 £
faa il % —h—% | B
(=L B RE
ZILRS 2t | (AR | BP0 B oA i
5V EER B A& & B (03%)
1g . % , BF
T7 A 19 R 1 B i
H— + ‘H( %@'%Eﬂ pm 1 3 E:!fﬁiﬁfﬁ 6 H;_i-f P Eit%ﬁ-—-—-
5D pH YL Y T [24 Bl patals
+77 - 100mL 5.15 'n\@,;ﬁﬁﬂ %l B Fﬂﬁ‘fﬁ fﬁﬁ
ATUaix BEE (%) 5.13 HEEH| M
SR 1g|LT 1 0)] 100 5.11 EEEH
L97—% _E R | EAEH - 5.09 5.00 2008
ms /ﬂ m N - . .
Sal. 100 pH 4 EATH | BEE 99.4 97 4~11
277 AUy aith T R LT TIETE
¥ SESTA 1g(LTL 1 100 4.92 #5E
S % K |EEZH - - 492 | 504 | 2008
nw g 4m : . )
JO [ 5D 100mL pH 513 A | SR ﬂ100_1 996 A1
_ |0250° RIBEE R . P TS 513 | 5.14 I L
M 50m TRTIp — ' 5.18 —
< S % MEEETHER: - 508 | 2008
F S pH R 100.1 4~
T LR al. 100mL 6.06 E | R E R 99.4 11
M S omg | T W | — ' 5.99 =
5 D - + pHUi AEBET HEEET — o 5.44 foog_
oo o e 100 6 B MERE 105. ~11
SR g [PERR 6)| 100 6.41 KEBEY
g i u;i- 19 " L — 6.30 A
BHTNES S + v MEE e | - 999 5.81 42008.
pe |18 R al. 100mL [z 6.51 B MEEEN M - 102.4 ~11
Ry T - BREE (%) 6.56 HEEH M :
sy g | LR LR 1g e 6)] 100 655 | 6 EEEH
RETNAER + RO MER R Wﬁ_m - 9'951 6.45 2008.
oL 5D 100mL [z pH 6.47 BER HREEH M = 99.2 =
SOPZ 3:3:: BAEE (%) 6.52 EEEN|[MEEE
% 19 |65z 1 100 6.52 & EH
BHRUR 7 R mEeE — 649 | 638 | 2008
peod ! : — 1 : .
® | Sal. 100mL pH 279 e R R e R 00.1 99 3 4~11
L) UEEE BREE (%) : 4.94 B |MEREH M
Iz Ry BB 1 6)| 100 4.89 BEEH
S EFEd f T - 4.94 295 2008
1 pofi] 3 - : .
Fleo s 5D 100m pH 2 MEEEH MEEE 900 | oas | M
= vhvIviE = L BEEQ 95 5.12 A HRE Y
st g [BT7MVA g e 4;’) 100 — 5.08 =10 WEAER
+ NI (A= + 4R B - - ' 5.11 2008.
% S v - 17 ' 4.9 B | MBE 5
Jssimeg BEZOML S 1;14(;@) s T 48?3)EJ REEH
3 = o T ® | EEEL — — ' 482 | 2008
v o 40 48 .
1) RZ I mL [5ezz: .18 8 AR | .0
2g 7eIJ| Seika 29 ,|‘$ ;Ik 100 _ 16 5 15 ™ =2 Eﬂ
7L< + e E | — ' 507 | 2008
- 4 47 3% 10 :
Y °D 20mL ﬁ;ﬂ 7.26 féjﬂﬂ e EY #éifﬂ g0 | "
wamig 7777 1;4;” B e B 7;ﬂ mEEY
232554 F HEERT | MEES - 1003 724 | 2008
sal. 100mL 6. B MEEE : 00 1 M
T T L TR (9 43 6.69 B | MEREH
RIEM 19 554y 1g v 4(;) 100 ' 6.77 65f MEEZH
AIRDSA + K | MEREeE _ - . 6.44 2008
> /E_Eﬂ B .
5D 100mL e 6 WABEH MACE 005 | 1001 |
(m o4 L N .61 /E_Eﬂ w
54 LT REE (%) 6.81 e Ee;
613 ER g X g 19 " 4; 100 6.79 5.69 =Rl
7 e - _ : 6. 2
* BR 5T L 7S M H AR B MAREH 1 100.2 >0 4008'
Sal : £HEEER al. 100mL [z P 5.57 5 A | R | E 99.8 ~11
me 5D : 5% 7 K 7E (%) 10 58 5.59 BH |MEAE
o7 RO HEEST 0 - : 5.60 Gk
o [ o900 | 7
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[ xm. @E

(DD%F)
A — N~ | BEUBE | oo o B & &% # B8 B ™M HEBEE
e (ReTsit) |((HRER) | T B % |1ESRI% |3 BRIk |6 BERIk [24 BsRk| FF
e o . 500mg/ | # # |MEBH WEDH REEH REIH OBH|
5= ;g@””ﬁﬁﬁ&m Z%“AEP*Z DWJFO”‘L pH 5.31 5.31 5.29 5.27 524 | 44
= = [=] A, = -
EL; Sal. 100mL [5# % (%)| 100 — — 99.9 99.8
57 ‘ _ 500mg/ | ¥ # |REEV|EeEN | RN REEH | HEEH
L STURBLURERER 74_7/ EPD| DW 10mL oH 561 561 559 560 5 66 2008.
T #|500mg ER&# + 4~11
614 5D 100mL [BE® (%) 100 — — 100 99.8
iz e foomg | % [HRESHEAEEHARE RN pRE RN RRERE]
= fogm:'f’“"“ﬁ%&m IJrAH—|  + pH 3.45 3.46 3.45 3.48 352 | 411
I =
B> Sal. 100mL g2z (96)| 100 - - 100 99.9
<=
B ‘ ‘ joomg | £ # [HREEH RGN ARE RN pRE RN ARERE|
23 fogm:""/"a“ﬁﬁim TrAH—|  + pH 345 | 345 | 343 | 345 | 347 | ;0
615 5D 100mL fge2z5 (06)| 100 - - 1002 | 99.8
T . . enn | REEEBOR AXEEHOR | XREEADR
ki R OREEEEREREY o L T
3 “ somg | 1 R RREER EREER chrbicny|chyniRy el 2005
N R 3 1| =5+
g1 77 ¥/ AR S0mg 7Y =Yy 50 5J50m|_ pH 642 | 638 | 641 | 643 | 644 | 4~11
617 BEE(%)| 100 — — 99.3 98.1
0%) 200mg/20mL AR (hIDCEEHTHNAG| DT HICEE DT AICEE DT MNAE 2008
f1ony—FFx200mg (HEBE + pH 488 | 4.88 488 | 4.92 490 | 24
ik Sal. 200mL g2z (96)| 100 - — 100 99.6
% oomgomt| £ | REEE RERSH REER WEER WERH
4 |7nU—FFx200mg [ M &%+ pH 475 | 470 473 | 472 470 | 24
629 oD 200mL fge2z5= (06)| 100 - — 100 99.8
Sal : £HEEXR 5D : 5% 7 Fo¥EIHRK DW : E&TRK
A-Q 3 HIfE&E
B p o g PTHR| BUWBRE .o B & & & 8 K M HBREIE
g (RETRA) | (FREE) | Bk |1ER% |3 EM% | 6 BRI% 24 BRIE| FA
R - 6.6mg)/2mL M K |[EEEH |EEEH | EAEH | EAEH | EEEH 2010
245|TH KO VEEKR 1.65mg  |FARUYAY|  (4A) + )
23| 5 % 5 — L8 20mg. |LIL 55— Romg2mL+|__PH 5.84 5.84 5.83 5.85 585 | o g
Sal. 100mL |B%H% (%) 100 — — 100.4 | 100.2
- e i Ty T Ty T ATl
245|7H FOVES®K 1.65mg 7 4A) + :
23|+ 5 v 5 it somg |7 777 A lsomgremL +|__PH 5.97 5.98 5.98 5.99 598 | S ¢
7 7 41 “lsa.to0mL |BHEE%)| 100 - — 99.4 99.3
— gL+ | E_% | REEE RERS WEAY WEAH WERH|
124 92 3/3 2 7E 20mg T 7 A e mgimit | pH 485 | 484 | 484 | 485 | 484 '
441\;R5 5 = viF 5mg SRS 6~7
Sal. 100mL 5 2% (9)| 100 - - 99.8 | 99.6
b.omg2.0ml £ 4% |EEER|EEEH|EAREH|REEH | EREH
245|F %4 — 5% 1.65mg |[SEHETE|  (4A) + 2010.
2141|755 = 3 5mg & @ % smoiml+ |__PH 5.71 5.68 5.69 5.69 563 | 5 5
Sal. 100mL |B#EE (%) 100 - — 99.7 99.3
iz .| 16:2MEQ/ YL E - AR o ok
124 FERY T % Y — )b 20mL iﬁt;ﬁ%f% s25maanL - Hb( , ;Esj & ?62 & ?6: & ;Ee: & ?7? " 20
321| HILFa— USRS 5o t0mL | o re R Aot L P : : : ' ' 11~12
B B T 90omL [B%E%)| 100 - — 100.1 | 99.9
Sal : £ EBEIERK



[ xm. = |

(DDF)
B x on o B BUBE | B & & & 8 B M HBRE
kS (BRFE=t) | (RRER) B % |1ERI% |3 BRI | 6 BERI% 24 BERAR| FA
HR SR L 20mgi2mL+| 4 R |EEEZH |ECEZH|EEEH|ECEH | EEEH
232| H R4 —E 5K 20mg 77— 7.6mg/2mL 2011.
245| )L % KO VESHE 1.9mg [TARvrty|  am)+ | PO | 902 | 562 | 562 | 562 | 504 | 5.4
Sal. 100mL |%&F % (%)| 100 - - 100.2 99.9
e 1 P 20(()m€§/‘_‘l_m|- % R |EATH | EGEH | EASH | BEASH | EREH
245|Y )L - A—F ZESA 100mg |7 7 4 F—| (V 2011.
232| R 5 —E8 20mg  |LIL7 7 —< pomglamL+| P | €12 | €11 | 642 | 64T | 610 | 5 5
Sal. 50mL |FEHFE(%)| 100 - - 99.9 98.5
PNt R | mEEE REEN OB REEE REEH
245| T XY — FEFH 1.65mg |[ELHETE 2011.
124| 7 10 ESHEEE 05mg 15-<) |~ ToES 77— 0.2(5(3)msg£.imL pH 6.04 6.08 6.07 6.05 5.95 3
Sal. 100mL |EFE (%) 100 - - 99.7 98.3
A R 1 TR 9-9(m9)/im|- % R |EATH | EGEH | EASH | BEASH | EREH
245| FFH— hESTK 1.65mg |[SHHET 6A 2011.
117|755 95 2-PEstiGomginL) |7 7 4 ¥ — somgimL+|—P1 | ©08 | 606 | 607 | 608 | 606 | 5 g
Sal. 100mL [&F % (%)| 100 - - 99.8 99.9
ot R 1 R 9-%m9)/im|- M R |EAEH | EEEH |EAEH |EAEH | EAEH
245| FHH— ESHK 1.65mg |[SHHET 6A 2011.
124| TR 3/823F 20mg ¥/ 7 4 20mg/MmL+ P 611 6.08 6.07 6.05 5.95 2~3
Sal. 100mL |EHFE (%)| 100 - - 100.4 99.8
e THFO s EImg | [SIMIONL] f ik [RE B [meEY | menn menn wEOEH]
239| 7R A ¥ FRFMER |\ mro el 150mgt pH 6.38 6.39 6.42 6.43 6.43 i
150mg Sal. 100mL |BEE(%)| 100 - — 99.3 99.4
e T FO s EImg | [SIMIONL] f ik [RE B |[meEY | menn wenn wEEH]
239| 7R A2 FRFMER || mro T2l 150mg+ pH 6.26 6.26 6.26 6.25 6.27 i
150mg Sal. 250mL |BEE(%)| 100 - — 99.5 | 100.2
pus| T~ NESE3IMG | g 9-52?5)/?;% R |REEN REER REEN REEA | REEH|
23| 7AA A Y KRBMER || meaTel 150mg+ pH 6.56 6.58 6.59 6.58 6.57 e
150mg Sal. 100mL |B#EE(%)| 100 - — 99.2 99.1
. o N I IS TIETIETl
239| 7R A ¥ FRFMER || meoTel 150mg+ pH 6.44 6.44 6.43 6.44 6.43 P
150mg Sal. 250mL |BFE(%)| 100 - - 100.2 | 99.7
U R A —_— ¥%ammmm1¢ K| EBEHR EEZH|EAEH | EGAEH 1
239| 7 0N 1) R AT 235mg | KIEEST 2021.
R X RESH 43 L _ : . .
245|771 KO 24 3.3mg |[7ARugny| L ooratl P 640 639 | 638 | 838 | 4.9
al- oUML 1225 (%)|  100.0 98.6 98.6 100.0
U R A —_— ¥%ammmm1¢ K| EBEHR EEZH|EAEH | EGAEH 1
239| 7 0N 1) R AT 235mg | KBS T 2021.
R X RELH 43, L _ . . .
245\ 77 KOS 3.3mg |TARYIHAY| | ?";ggml_ pH | 6.38 634 | 634 | 834 | 4.9
al. eoVMhpe & (%) 100.0 98.6 100.0 | 100.0
pao| 70N Y RAHE 235mg |4 gy o - o 285mgiiomL| P R |REEH REEH REEH | REEH
245 FHEAVESR 773\“‘/3&/(‘/ +4.95mg.5mL pH 6.45 6.43 6.43 6.42 4~Q
3.3mgx1, 1.65mg x 1 +Sal. 50mLpese 2 (06)| 100.0 986 | 972 | 986
pao| 70N Y R 235mg |4 gy o 1 o l285mgiiomL| P R |REEH REEH REEH | REEH
oas| TN FAVESK 773\"‘/;:&‘/ +4.95mgi5mL|  pH 6.40 6.39 6.38 6.38 pyery
3.3mgx1, 1.65mg x 1 +Sal. 250mLize 2 (06)| 100.0 100.0 | 98.6 | 100.0
T g iomartoml| K [RERE RERY WERH WEBH]
239| 7 0N 1) R AT 235mg | KBS T 2021.
SRR AR L9 9mg/3mL . . . .
245|511 K 0 4 3.3mg x 3 [FRAV Sty L oo rg P | 000 6.57 | 655 | 854 | 4.9
al- oUML 225 (%)|  100.0 100.0 | 1000 | 101.4

Sa

CAERIER



[ xm. @E

(Do)
B x on o B BUBE | B & & & 8 B M HBRE
7% (BRFT =) | (HREE) | T B % |1 BRI |3 BERN |6 RN 24 BsRe| FA
. . Dbasmgroml]_tE K |EEES I I L
1 3 3 SHT
239) 7 A7) ) A miREE 235mg \ KBERELR g gromm [ oy 6.56 652 | 650 | 650 | 2021
245|F7H FA VSR 3.3mgx3 [TARY xRy 4~9
+Sal. 250mL{ge 22 5 (06)|  100.0 1014 | 1014 | 1014
)2 A 236 g g POmaTOmL] K [RE B ROAD | ROBY | ROBH|
239|7 BA ) X RikaE mg ERMAT .
245| 25 111 SIS 3.9mg x5 koS F185mgEML  pH 6.73 6.70 6.68 6.66 10
+Sal. 50mL pe 5% (06)| 100.0 98.6 | 1000 | 100.0
- L basmgioml] T [mEED I I L
239| 7 0A ) R miEEsE 235mg | KEERTE 2021.
245|771 K0 38 3.3mg x5 [ Farugmiv| o oo PH | 6.69 062 | 061 | 660 | 49
al. 2oUML \pe 22 5% (%)|  100.0 100.0 | 100.0 | 101.4
Sal : £EBIERK
A-Q 4 FIEE
B g p  PTHE | BREER | o B e & e 8 KM HEBREHE
7% (RT3 | (FREE) | 77 B % |1 BRI |3 BN |6 RN 24 BsR| FA
\ s, o | 6.6mgi2mL | £ K |EEEHH | ERAEH | BEEH | BEEH | EAEH
245|TH KO V5% 1.65mg 75’\‘//)‘”3/ 4A) + 2010
232|424 v & 5% 50mg ',;7'7_/ 'j“?‘SOmg/ZmL+ pH 588 | 588 | 589 | 588 | 587 | 5 .o
441\ 90—) - by A RVEI0mg* |y Tg" p[10me/tmL+
Sal. 100mL |B&# % (%)| 100 - — 98.8 99.9
o 66mgi2mL | ¥ i |WEED|EEZ0 | KEEV | BEEY | E6EH
245|7H RO VESK 1.65mg  |7axuswiy| @A) + 2010
232| AR H —E5t#% 20mg  |LTL7 7 —< [20mg/2mL+| pH 5.75 5.75 5.75 5.75 5.74 et
441|90—)L+ YA bViE10mg* M S D(10mg/1mL+
Sal. 100mL %% (%)| 100 - — 100.2 99.9
e 6.6mg2mL | & K |BEEH | BRESH | BEEH | BEEH|BEREH
245|TH KAVESTE 1.65mg 7240908y (4A) + 2010
232| AR B —E§& 20mg  |LTL7 7 —< |[20mg/i2mL+| pH 5.79 5.79 5.79 5.79 5.78 ~t
441|755 5 ¥3F 5mg & B & 5 5mg/imL+
Sal. 100mL |5%%F& (%)| 100 - — 100.3 99.9
B . N 66mgi2mL | ¥ iR |WEED|EEE0 | HEET | BEEY | E6EH
245| T FH— FiESHKR 1.65mg |ETEETE| (A + 2010
232|H R4 —¥5t#% 20mg  |LTL7 7 —<[20mg/2mL+|  pH 5.74 5.75 5.75 5.75 5.74 7
4417855 = v3E 5mg = B & % Smg/imL+
Sal. 100mL |B# % (%)| 100 - — 100 99.9
o Ry 6.6mg2mL | & K |BEEH BRESH |BEEH | BEEH|BEREH
245|FH KO VEst& 1.65mg |72 )"~/ (4A) + 2010
232 4;“‘/5’ v 2 EEE 50mg |2777 A3 R50mgiamL+|  pH 593 | 593 | 592 | 593 | 592 :
_____ 99 4 v 6~7
441\7R5 5 = ¥ 5mg = @ gy g Smo/tmL+
= Sal. 100mL |5%%F% (%)| 100 - — 99.8 99.9
_ | 76mgmL | # % |meEED|EeR0 | SEET | BEEY|E6EH
245|A LA FA VSR 1.9mg |[TARVDvY| (4A) + 2010
232|H R4 —¥5t# 20mg  |LTL7 7 —<[20mg/2mL+|  pH 5.59 5.59 5.59 5.59 5.59 o~
441|855 = 3% 5mg = B & | Smg/1imL+
Sal. 100mL |B# % (%)| 100 - — 100.2 | 100.1

* BRSEHIE

Sal : £EBRIEHK



[ xm. = |

(DD F)
B oy o g || BWRE| oo Ba & & 8 K M HEREIE
ZE (RS | (FRER) B % | 1ER% | 3 BRI | 6 BRI% 24 BRIk FA
. e | 9OmaBmL g gk | me | EEER| BRAEY | EEEH| £EEH
245| T FH— FE5HK 1.65mg |ELRETEl (6A) + 2011
117|745 94 Z-PistE 50mgmL) |7 7 4 ¥ —[50mg/imL+|  pH 6.06 6.06 6.06 6.06 6.05 | 53
124| J 2 3/ 3% 20mg Y/ 7 4 20mgimL+ ,
Sal. 100mL |E&FE (%) 100 - - 100.1 | 100.1
ens . 2 oml & 4 |mem g4 525 | 4 4 S | 4 5
239| 7 O 1) R iR 235mg j(ﬂ&%%ﬁlifsrg% /gnr;L R | EEEHR REEH | REEH REEBH .
245\ 7h KO VIESE3.3mgx3 |TARV S| (o T pH 6.40 6.41 6.41 639 |%5ion 1
AN FFLRG—LERB10mg |\ BERRETR o oom [z 00| — 100.0 | 1000 | 100.0
. 235mg/10my 14 4k | EmEE A CRER | EELE | B
239| 7 01 ) R AUEE 235mg [ KBERATR o0 on | R ReEH REED RO AN R o
245 7 K V41K 3.3mgx3 7RV L0 pH 6.42 6.46 6.45 644 | %005
441 RS 5 2 2% 5mg B R R o joomlBEE%)| — 101.3 | 101.3 | 101.3
239 7 RAY R &i#EEE 235mg xﬂﬂ%ﬁnlinsmgmom MOk | EAEHR 40 %ER | LR | E|A LR
FHEOYESE3.3mgx3 |20 o o |+9.9mg/3ml] 2021.9~
MN7asvozpama D070 vsomgml PR | 037 040 | 641 | 641 50901
(50mg/mL) +Sal. 100mUBEE (%) — 98.8 | 100.0 | 100.0
ns 235mg/Momy 1 o | mE g TR | R SRR | M R
239| 7 O 1) R kS 235mg kﬂﬂ%ﬁﬁl%_l_grgr%g/;:ﬂ_ it R | REEH BER| REEH| REEH 20216
245\ 7 KO LIS 3.3mg X3 |TAKY Iy oo 1] pH 6.46 6.49 6.49 648 | %0051
22| HAZ—ERB20mg  LTLI7=%| oo Joom BHE (%) — 101.3 | 1013 | 101.3
ns 235mg/omy 1 o | meE g TR | R SRR | M R
239| 7 O Y R kS 235mg kﬂﬂ%ﬁ’ﬁnﬁ:l%_l_grgr%g/;:ﬂ_ it R | REEH BER| REEH| REEH 20216
245\ 7T H KA VK 3.3mg x 3 |7ARY YNy +260mg/2m| pH 6.18 6.21 6.19 6.21 202'21
232| 5 A A MESR 200mg | XEAERER | oo yoom AR ()| — 98.6 98.6 100.0
e - 235mg/0ml] 1 gk | dm fm o R | e | e
239| 7 BH 1) R EiEEEE 235mg kﬂ&%%ﬁ1¥+9$ﬁg/3mL R | EEEH mEGH|RAE5H £EEEH 20210~
245 7 KR V2SR 3.3mgx3 PRV L on o | pH 6.57 6.55 6.57 6:60 | %5005 1
213152 v 9 2% 20mg T/ 7 A fsa oomlBEE %) — 100.0 | 1000 | 100.0
ens . 2 oml & 4 |mem g 4 525 ) | 4 4 S | 4 5
239| 7 0% 1) R iR 235mg j(ﬂ&%%ﬁlifsrg% /gnr;L R | EEEHR REEH | REEH REEBH S
245\ 7 KO VISR 3.3mgx3 |TARVSHY| o ] pH 6.50 6.49 6.49 642 | %0001
29| TY RS VSR I0Mg B B T\ o joom BEE%)| — 986 | 986 | 100.0
. . L| PES 3 % 3 2
200 70 A RIE 236mg ABERTE . ond T % [WEEH RERY REAW RERH
245 7 K0 VA 33mgx3 TARV Y0 oo pH 6.57 6.56 6.56 653 %300m0 1
124/ 72 2/823% 20mg T 7 1 isal 100mL BEE (%) — 100.0 | 100.0 | 100.0

Sal.

 AHEEBIRR



[ xm. @E

A-@ 5EIERE
=5 . | A—h—%| BB E w1 B & # 8 K M SRERE
sE F B gmaw ewED O g , ' i % %A
7k AIT= neE B % |18 | 3FFMIR o BEfEE 24 BB
230|705 Y ARMHE 205mg XBERIR oo iT K | REES MEEH REEH REFH
245| FH KO VS 3.3mgx 3 | TARYYvAY| | 2021.9~
: AL 4 10mg/mL . . . :
441 2A LR A —)L S 10mg ELRETE +10$2nn:l_ PH 6.38 638 | 637 | 832 'yh01
20| TYURSVEHRIOMG B E I o ooml BEE%)| — 100.0 | 100.0 | 100.0
239| 7 B U R AUMHE 206mg AMERIR  ooo o 1t K REEH REED REEY ROED
245|TH FE VESK 3.3mgx 3 [7ARUIwRY| | ) 2021.9~
: I +10mg/mL . : . .
441\ LA 5 — ISR 10mg BEUETE | 009 pH | 642 642 | 641 | 639 ooy
124/ 72 2/823% 20mg Y/ 7 A isa 100ml BEE%)  — 100.0 | 100.0 | 100.0
el s w0 235mg/10mL MO | EmeEe g 45 A B | 4 4R AR | 4R 4 A B
239 F7Oh) REESET 235mg RIgs e T2 +9.9mg/3mL meE meE meE meE
245|TH FE VESK 3.3mgx 3 [FARYYvRY| | ) 2021.9~
: 7 +10mg/mL . . . .
441\ %4 LR S — L3RS 10mg BMETE |00 h pH | 636 637 | 637 | 636 ooy
232| 5§ 2 & —E §¥i% 20mg LTIL 77—% +Sal. 100mL B E (%) - 100.0 100.0 100.0
ik w0 235mg/10mL MOk | EmeEe g 42 B | 4 4R AR | 4R 4R A B
239 7Oh) REEET 235mg Rpps=a T % +9.9mg/3mL mBEE mBEE mBEE mBEE
245\ FH KA VEEE 3.3mgx 3 |[FARY Yy, ) 2021.9~
: I +10mg/mL . . . .
441\ %4 LR 53— LIRS 10mg BEMETE o9 pH | 615 616 | 616 | 615 50201
232|595 A v 24K 200mg RARERBE | o oomL BEE (%)  — 101.3 | 1013 | 1025
039 7 O Y R i 235mg xm%s%&:#f’gggg,gmt R E ¥ 1 FEBH REEH BEEH
245| FH KO VS 3.3mgx 3 | TRV | 2021.9~
Rt 2 I+ L . . . .
441|855 = 3% 5mg =TS +1%?1§,/2Tm_ pH 641 641 | 639 | €35 o021
239| F 1y o RS UESKR 10mg (B E T sal 100mL EFEG%), — 100.0 | 100.0 98.6
239| 7 B U R AUMRE 206mg AMERIR  ooo o 1B R MEEY MEBH WEEH LD
245/ Th Fu VEHHR 3.3mg x 3 [7ARUUARY| 2021.9~
R 7 + L . : . .
441755 3 ¥F 5mg = +250n;gé;2ﬂ_ PH 6.47 6.44 | 644 | 644 onon 1
124 7;(:/\/,1 20mg YT 1 isa 100ml BEE %) — 100.0 101.4 100.0
039|701 Y R AR 235mg jcﬂﬂ,%ﬁﬁ:[%?g;gg/th B % | meEn me s mEE | A
245| FH K0 VS 3.3mgx 3 | 7ARY YY) 2021.9~
ety 7/ | +5mg/mL . . . :
441|855 5 3% 5mg =TS +20r:1§,;:m_ PH 6.41 642 | €42 | 641 oo
232\ iR /A —X5tiKk 20mg  |LTL 77—< +Sal. 100mL EFE(%)| — 101.2 | 100.0 | 100.0
239| 7 OH Y R Sk 235mg kﬂ&%ﬁﬁl%fggig/gmt Bk | mEeEn e MR | W
245|FH KB VEE&R 3.3mg x 3 |[FARY Uvity +,'5mg/m|_ H 6.18 6.18 6.18 618 |2021.9~
441755 3 ¥F 5mg BE WK o o P ; : : : 2022.1
232|595 Ay FIESE R 200mg  RAAEREE | o oom BEE (%)  — 100.0 | 100.0 | 100.0
039| 7 O 1) R SiEEE 235mg xﬂﬂgﬁﬁlﬁf’grgf&gmt B % | meEn me s mEEy | e A
245 FH KO VS 3.3mgx 3 | TRV 2021.9~
239| 71y RS UiEEHKE 10mg B E T I;%"ﬁsmt pH 6.48 646 | 645 | 641 o000
124/ 72 2/80 3% 20mg B/ 7 1 Lsa 100mL BEE%)|  — 100.0 | 100.0 | 100.0
239| 7 B U R AUMHE 206mg AMERIR  ooo o 1 R MEEY LB REEY REES
245|TH FEVESHK 3.3mgx 3 [7ARUYwRY| | 2021.9~
+10mg/2mL
239| T RS UiEstik 10mg B E I +2822§22L PH 6.42 643 | 643 | 84 o000
232| 5§ 2 & —E §¥i% 20mg LIL 77 =% o 100mL BRE (%) — 100.0 100.0 100.0
039! 7 OH 1) R ik E 235mg xﬂﬂgﬁﬁlﬁf’grgf&gmt B % | meEn me s mEEy | e A
245 FH KO VS 3.3mgx 3 | TARY YAy 2021.9~
239| Fy U RS UiEEHKE 10mg B E T I;(?Omnﬁﬁt pH 6.19 619 | 618 | 619 o022
232\ 5 f A v biESHK 200mg | ARAEREE +Sal. 100mL BFEE(%)| - 100.0 98.7 98.7

Sal :

AERIER




| xm. %

(22F)
= T
B o o g AN E BWRE oA % B A E .
A RERM) BRER) CRRE L = sEREE B R
— B B % | 1ERI% |3 ESRIK |6 BRI 24 BSRAR  FH
039! 7 Oh 1 R EEEE 235mg KRR T22omIT0ML e x| o :
245 7 KO A 3.5mgx 3 FARu S| 2 ImgmL R |REEH REEH REER REEH
124| 72 28> 3% 20mg ' +20mg/mL H
; : ’. 7 4 p 6.47 6.47 6.47 6.48 2021.9~
232\ 5 2 8 —3E4tik 20mg LIl 77—% -|-|:20mg/2mL BEE)  — ' 20221
23§a|, 100mL 6 98.7 | 100.0 | 100.0
039| 7 Oh 1) R AEEE 235mg | AR T 2SomI10MLl e gk | e :
2457 FA 25 3.3mgx 3 77\&‘,;7,<> +9.9mg/3mL "R RERS REBH REEH REEH
;:2;21 IR 2/82 5% 20mg B T4 ISO%mg/mL pH 6.20 620 | 620 | 620 (20219~
57y b KT 200mg RERERME | o oo AR (%) — 20221
Sal. 100mL 6 100.0 | 100.0 | 101.3
039| 7 O 1) R AEEE 235mg KRR TE2omI10ML 4e gk I me s
L - 4o 4 S : R :
245\ 75 K0 351 3.3mg x 3 Ak Sy Ho-omar3ml BB REEH ROEH ROEH
117175590 2P R EngnL) | 77 4 4 — tSomgml | pH | 636 639 | 638 | 639 20219~
JRANVEBMG %/ T 1 [ w0 20221
+Sal. 100mL ZFE (%) — 100.0 | 100.0 | 100.0
Sal : £IEEIEHK .
B.7 A ¥ mi##iE/\vJ 0.75mg
B-O 2 Flfc&
ﬁ
% Stz FA—h—& | B/RE PN N
Vi3 = #l %, fI/RE — 2 & % # B8 = -
i (RE&H) |(FRED | TR | 5 _FEZAA AR
- Btk |1 ERI% |3 ERIK |6 BRI 24 Rk FA
5T " R | mE N ; -
U - 0 M K | EmeEY | EeEH | BeRH | BEEY | HEED
i1 REF g Om9/Imb | PH 500 | 502 | 503 | 502 | 502 | 2012
’;Eﬁﬁ BEE(%)| 100 - 100.6 100.3 100.2 =
A TET VY RAPENE | e R | REEY | EEEV | REEY | EREN | REEY
i (25mg/mL) 25mg/1mL pH 4.83 4.84 4.84 4.86 4.89 2012.
7 BEE(%)| 100 - 99.7 | 100.2 | 101.0 i
%ﬁ 522855 20mg ¢ 5 «|2omgm . SBA | EA G | EAE | EAZHH|EAZH
124 - P 4.84 4.84 4.86 4.86 4.82 3012-
< BEE(%)| 100 - 99.6 99.8 99.2 ~
R | H R | EREH | ERE ; : -
B Sy nm s0mg 094 o BEY | RERY | RELH | RESH | BEEY
ol B E T P 490 | 493 | 493 | 491 | 489 50112'
= (9 ~
" 754;-‘?1(;) 100 - 100.6 | 101.2 | 100.5 1
Pl NI I ~ ~
1t HRE—XHE 1 = EGREH BEEEH BEEEH|EAEH
SEEE 20mg  |LTLI7—% — e
g 20mg/2mL|  pH 5.12 5.12 5.13 5.13 5.10 ?012.
% ﬁﬁ;—‘?@(%) 100 - 99.9 100.1 99.5 ~m
s o NMEECIEETIE ; ~
| rB v v ESK 50mg 7.7 7_j ' 50mg/2mL H 5 | EEY | REEN RERA REEN
232 RIRH5AY P 21 5.23 523 | 522 519 50112-
% (0 ~
BEE%)| 100 - 99.9 | 100.8 | 100.1 1




[ xm. @E

(0D%E)
e = W % AN—F | BEER | op o e & # & B8 B H HERER
Z (R4 |(HRER) | B % |1 |3 EM% | 6 BRI% 24 BRI%| FA
Z (S0 F s 150mg % R (|EBESH|EGEH | EATH BEASH | EREH 2016
) IR INFERTE + pH 5.76 5.79 5.79 5.79 5.80 '
fa | 1909 Sal. 100mL (&% (%)| 100 - 1006 | 1009 | 1008 | '
0) (1] . . .
e e 150mg | R |[WEBH|REEVH eV REEH|REEY
it f;g'm’r" v FREHIA \mxaTx  + pH 576 | 576 | 576 | 576 5.75 250,13'
iﬂf § Sal. 250mL g% (%) 100 — 100.5 | 100.5 | 100.2
A % K | EESH EEGH | BEEH | EAEH
* | 705y R AT 235mg | KBRS T [235mg/omL|  pH 6.18 6.18 6.18 6.20 2403;'
239 7% (%) 100.0 100.0 | 98.7 97.4
L 7 2 < |7.6mglamL M R |EEEH|EEEH |EREH | HEAEH | EAEH 2012,
A ravEsgomg |5 0 < Ol ) pH 5.53 5.55 5.54 5.55 553 | 711
BEE (%) 100 — 100 100.7 | 99.8
REERTR| 100mg |t R [MESN|meSy | meSN|meBy | meEH|
) P9 ¥V VESTA 100mg [REF/07-7 [FAHEMRIK| pH 5.70 5.73 5.73 5.73 570 | 743
KETARSR  2mL mEs(%)| 100 - 100.5 | 99.8 100
- . . % R |EATH|EGEH | EATH BEASH | EREH
g |KEENSFAI=RY o L R200mg/amLT oy 680 | 671 | 668 | 666 | 665 | 202
;E5Ti% 100mg v) — 7~11
BEE (%) 100 - 98.5 97.4 96.9
. _ . R |EGEH | EEEH | SAEH £6EH HINEE
25 1/0’()‘%;'_"7§%;Im 77 4 ¥ —{000mg/i8mL|  pH 697 | 697 | 697 | 695 | 687 ?9,1121'
HEE(%)| 100 — 100.4 100.6 100.3
Ly % oL 125mg/ | M K REEH REEH REEH REEH | REEH 012
125mg AT 77 A H— KA MBEK| pH 5.91 5.95 5.94 5.94 5.92 | 51
2mL |EER (%) 100 - 100.1 | 100.1 99.6
£ . 7 2 < | 8.25mgl % R |EATH|EGEH | EATH BASH | EREH 2012,
THFRESE165mg | o T s 5a) | PH 5.82 5.82 5.82 5.82 581 | 7 1
BEE (%) 100 — 100.9 | 100.6 | 98.8
> M K |EAEH|EEEH |ERAEH | BEAEH | EAEH
FxH— +E5%K 3.3mg Eiﬁ%ﬁl%e'zggéifm pH 5.68 5.66 5.68 5.63 5.46 59,1121'
' BEE %) 100 - 99.0 98.4 96.4
Gl e % R |EATH | EREH | EREH | ER5H | EREH
1) o0 ViE 4mg (0.4%) gg;;; 4mg/imL | pH 5.33 5.33 5.35 5.33 5.37 $O~1121'
BEE (%) 100 — 99.2 99.5 99.5
. M R |EAEH | EAEH | EAEH | BAEH | ERAEH
1) o7 0V 20mg (0.4%) ;;’ré,z;; 20mg/5mL|  pH 6.42 6.41 6.40 6.40 6.36 ?9,1121'
245 mEE BEE (%) 100 - 100 | 1005 | 102.9
e — R |REEE| REEH REER REEH REEH|
$E|7UFIUF100:E ﬁﬁa;ln{%%mOmg/ZOmL pH 4.51 4.51 4.50 4.50 452 | 7.1
312 BEE (%) 100 - 98.7 99.0 98.7
E N — % R | EBESH|EGEH | EATH BEASH | EREH 2012
EE[/8Y YU 10% 5 ZpoomgamlL]  pH 476 476 476 476 477 | S50
SB BERE(®%)| 100 99.6 100.2 100.4
ot fe R [BFERT[HAERT HALRN MACRG MALRS
S AFaAN—LESHR 500ug |T — 4 A [500ug/imL|  pH 4.84 4.83 4.84 4.83 481 | 51
313 BEE (%) 100 — 99.2 99.6 100.2
izl L Ol T 4 A 4 A R S 4 R
L e s L 1¢pr: ""?f;ﬂﬂ "“?gaﬂ "“?f;ﬂ "“?;Zm "“?gaﬂ 2012.
~ | P 20mL EAZ7—% . : : : : : 7~11
391 BEE (%) 100 - 102.3 | 103.1 | 102.7

Sal : £BEIER



[ xm. = |

(DD%F)
x & | BEgRE L & % & B B M spEa T
Bl om o om s oo BumE L. & % # 7 RS
¢S (RETet) | (HRER) B % |1ERI% |3 BRI |6 BRIk [24 BRIR| FF
7 M K |[EEEH | REEH | BAEH BREH | BEEH 2012
U ESESRTA K 1g |EBRERE Sa|1%mL pH 484 | 484 485 | 486 | 487 | 5
,T BEE(%) 100 - 101.3 | 100.8 | 101.1
it M K |[EEEHH | \EEH | EREH EAEYH | £EE5H 2012
Al = kS ststmosmg [ — = # Df/srg%_ pH 477 | 417 470 | 463 | 437 | 5 5
421 BEE(%)| 100 — 97.8 | 959 88.7
% |ELED|EOEG|EREG|EOER [ ENED
7 R YT 10 7 R R U|30mg(3V)/ REER | REEH | KREFH | FEEH | KREEH| 2012
" ; S w8 >|sal 15mL | pH 483 | 485 487 | 487 | 481 | 7~11
- BEE(%)| 100 - 99.8 | 1001 | 995
= BALE Soma/ K | FEAEEH|EREER BAFAEEH EAFEEH|EREEH 2012
N = - mg :
" At FESASOmG | S sl 2omL P 4.42 | 4.44 442 | 445 | 439 | ;5
N BHEE(%) 100 - 100.1 99.7 99.5
B LT E S RTU omaon | K FEEH HEEH FERH | FEEH KERH|
i e Tomg 7 27 45— oy |_PH 442 | 441 | 445 | 445 | aa2 | 2%
W= BEE(%)| 100 - 100.7 | 1007 | 100
' oo PN ECNEST UIETY TIESY TIETY TIETY LIRS
] 1702;"{”’ ¥ EHR S5 gy ?I;)VT/gﬂ?mL pH 488 | 490 | 490 | 489 | 485 | 5
-1l HER (%) 100 — 99.9 100.6 100
10ma (5V)/ R |AEREEH|AFEEERN | RERE | RERE Y| ARREEH 2012
Y4 b4 UERM2mg [BRFY > DVrCQZE?r:]/I)_ pH 488 | 486 | 492 | 496 | 499 | 7 %
423 BEE(%)| 100 — 1001 | 98.1 99.5
" K |[EEEH | \EEH | EREH EAEYH | £E5E
PR e % |WEEY RERH REEH | MEEY RERH|
B 40mg 5 4 iy NEERTE(40mg/2ml | pH 469 | 471 4.71 470 | 469 | 5.1
- BEE(%)| 100 — 996 | 99.2 99.0
iE M K |[EEEH | \EEH | EREH EAEYH | £EEH 2012
g | P> 7 FARBRE 40mg Y5l bAdE | 40mg/2mL | pH 469 | 471 470 | 469 | 469 | 5
e HER (%) 100 — 98.9 99.5 100
ia TYRRIL - M K |[EEEH | REEH | BAEH EREH | BEEH 2012
8% y—LESK 30mg |T A ¥ — x|, 120ma/ o 507 | 506 | 513 | 506 | 501 '
i '[20mL (4V) | 7~11
: A 47 BEE (%) 100 — 100 99.7 99.9
i \ sy |REST REED | READ REEY | REED
% o TURRL | g Wt | TR | WY | IR | BTN | 010
g | FY—LEAK 100mg :4,7*'4_;50.1m|_(3v> pH 542 | 544 | 545 | 545 | 538 | 711
-1 HEE (%) 100 - 100.2 99.7 100.6
270 | gk [mEEs SRR | ERRY | EREY | E6EH
8%V T— LSRR S enEs 2012
80mg RS Y 7« [BEEHemD)|  pH 4.56 4.60 4.61 4.60 457 | S 4
424 i éﬁf*gggg BEE ()| 100 —~ 991 | 994 | 99.1
z SyUR - AL L I CIE S CIE T
0 185 F5F Vit 150mg X 4 ¥ — X 63{?&?‘?\//) pH 506 | 507 | 514 | 521 5.50 ?Tﬁ
e 2747 BEE(%)| 100 — 990 | 989 | 983
» FYR R - M K |[EEEH | RESH | BAEH BREH | BEEH
B |JyF5F5E50mg* |v 4 ¥ — R, 20md/ pH 2.68 2.67 2.69 2.70 275 | 2012
'1300mL (3V) 7~11
% A9 47 BEE (%) 100 — 100 | 1004 | 99.7
A M K |[EEEH | REESH | BAEH BEREH | BEEH
= (= s s| 150mg/ 2012.
543 50mg/10omL |8 & ft |y O | pH 416 | 4.30 430 | 433 | 453 | ;5
429 BEE(%)| 100 — 99.6 | 1005 | 100
* BRFE AL Sal : £EBRIEHK DW : EHTHK



[ xm. @E

(DD%F)
AT —N—% | BHUBE |0 o R & & & B B M HBRENE
2 (FRFERA) |(FRER) B % |1BSRI% |3 R |6 BRI 24 pspe| A
‘?;Li M K |EBEEH|BEEH|EAESH | BERAESH | BEEH
28 K553 V% 5mg = B & ZE| 5mg/1mL pH 4.82 4.88 4.88 4.84 4.83 2012
7~11
441 BEE(%)| 100 — 99.9 | 1001 | 983
;é P iy - 0.59/ M K |EEEH |BEEH | EAESH | BERAESH | BEEH
E4 Lm \1 O URI - e .
gf;i% %%?;ﬁgsg 7 e mge| DWW I0mL T 450 | 450 449 | 450 4.50 59,1121
611 Sal. 50mL |B#EE (%) 100 — 100.5 | 100.3 | 100.8
M K |BEEH | EEEH|EAEH | EAEH |MEREH
FryammmzAosgM s Dl 029 [ToH [ 648 | 651 | 655 | 6.36 | 581 | o0
% BEE(%)| 100 - 100 100.2 96.4
L FYR L - 29/ M K WEEESHMERSH|MECEHE MERENH MEREH
g EHATELE—L1g |4 ¥ — X DW20mL| pH 4.81 4.79 479 | 477 4.85 $O~1121'
5 2947 @) msmeg 100 - 99.3 | 99.7 | 99.1
= el Seik | % [mean|senn mean mewyn |Rewn|
* N R eiji Seika 29 .
kRS v SHER2 |5 0 oo BomL _pH 7.36 7.36 7.37 7.38 (A sy
B HEE(%)| 100 — 100 99.8 100.5
AR R |EEER | EBeE | Se50 | EEEH | EE6EH
. s
(2 | AERARBR A TIL05g |3 = o9 o | 765 | 766 | 765 | 764 | 763 | o2
;’Hf BEE(%)| 100 - 99.7 99.5 100
3 PR S |1%/ . M K |[EGEHH |\EEH | EAEH | EAEH | EEEH
2 leyrvomEmig x:;wa}w a.>m pH 622 | 623 | 621 | 624 | 633 ?9,1121'
)] Sal. 20mL |E&FE (%)| 100 - 99.7 99.1 98.7
% 5 o M K | REREH|AEREH|XEREH|XEREH|ARREH 2012
N 3 & g .
A4 VBERTY (5 Zlsar 1e0mLPH 5.53 5.54 5.56 5.56 564 | 51,
613 BEE(%) 100 — 100 98.8 98.4
Sal : £EBIERK DW : E5TAK
B-@ 3 Flfc&
7 7] — VIR a EE = I& s 1B S == =
B g o g AR RWER Lo 8 &k # 8 K M HERENE
ks (RzT£t) | (HREE) B % |1 BRI |3 BERI |6 BERIMK [24 BiRm| FF
L 13 M K |[EEEH |EEEH | EAEH | EAEH | EEEH
124|BSERAT S R — L 20mL (DT AEE- | 16.2mEq/ = = = = == 2012.
A REZESTE 20mL+ pH 4.57 4.58 4.61 4.65 4.67
321| A Fa—)LiE5HK 8.5% 5mL 7~11
B BE I|425mglSmb (mzs® (%) 100 — 99.6 99.6 99.8
104|922 /%5 5 20 ¥ 5 4 bomaimL+ M K |[EGEHH |\EEH | EAEH | EAEH | EEEH 0012
INY; mg 4 [20mg/1m .
441|455 3 U3 5mg & |8 % smgim. | PH | 484 | 487 | 485 | 48 | 48 | ;_yy
BEE(%) 100 — 99.9 99.5 99.2
. M K |EAEH |BEEH|EAESH | ERESH | BEEH
245|F ¥4 — FESHK 1.65mg |[BHAETE 9"26'“3)’ imL " c 95(; s 92 : 9: : 9: 5 92 2012.
117|785 99 2-PstE0mgmL) (77 4 —| o0 P ' : : : : 7~11
mg/imL 2% R (%)) 100 — 100 99.8 99.5
wa | MK =P BA |hihcEEbINEE EaEHN
245|V)L+ A KO—)LESER 125mg| 7 7 £ H— 132,5"2/2?: v . (')4 50s | 605 | 604 . (;Z 2012.
117|755 99 Z-PESHG0mgmL) |7 7 1 ¥—| P ' : : : : 7~11
+50mg/1mL BEE (%) _ _ _ _ _




[ xm. = |

(DD F)
=5 . A—h—% | BB E . i & # £ & & M HERE
v * FF mmaw | mwRER) TR [ 5 . : : : % 8
TR MIC= RE B #% |[1BE% | 3HEE%|6FHEE |24 BRE%Z

e . o\ seo oo |16.5mg/5mL % K | EEZH | BEESH|BREASH |BAEH | BAEH
245|7H FBA VESK 3.3mg [TARY xRy .(5A)+ H 6.17 6.16 6.16 615 615 2012.
17| 78599 2-PEREMgML) |77 4 4 —| (> P : : : : : 7~11

mgrimL 1R (%) 100 - 100.2 99.1 99.9
s D 5.8m | BSmaEmL] P K [REES | mE Y | RE N RE BN REeRH]

T VES®& 3.3mg 2 AV, .

117 |4 L — 232 5mg e ’ pH 6.06 6.05 6.02 5.99 596 | 711
Smg/imL gz (06)| 100 - 99.7 99.1 98.5
045| T — R IEETTE 1.65mg |ELRETE 9'9(6m,§)/3:I-mL M R |EEEE | EAEH | ECEH | EREH | £BEH 2012

T — hEST®R 1.65mg |[ETEE )

124|7 FOE VRBEE05mgT 5+ <) | = F0ES 77—7(0.25mgl0.5mL__PH 59 | 592 | 584 | 577 | 565 | 7 44
(0.5A) |B#EE(%)| 100 — 99.7 98.9 96.4
045 | 3 — I 1.65mg [ELMET % 9.9mg/3mL % K | EEZH | BERSH |RASH |EAEH | BAEH 9012

T — MEST® 1.65mg |E = ]

124|922 /8> 3% 20mg 5| BN+ pH 5.96 5.93 5.92 5.88 575 | 5.1
20mg/ml g3 (9)| 100 — 100 | 100.3 | 101.4
I n&y:;mns.(ssn;\g/imL % [mEBy[REeN | REAN RERH | REBN|

T ViEgti& 3.3mg ; )

213|5 & 9 5 2 20mg Y774 | yomgiaml ’ pH 6.21 6.20 6.20 6.20 6.20 | 51
B E I a [BEXR®)| 100 — 99.3 | 100.1 | 100.1

. DTS M R |EEEE | EAEH | ECEH | EREH | £BEH
245|FH K0 V8K 1.65mg Z.Xf“;*;’\_’ 6'?2‘5’?" v : 95: = ; - 955 - 955 = ;) 2012.
232|424y o EgtE 50mg 2007 P : : : : : 7~11

ARG 54| 50mgl2mL 52z 52 (96)| 100 — 99.8 100 100.6
M R |EEEE | EAEH | ECEH | EREH | £BEH
232|# R 2 —3E 4T3 20mg LTL77—72(7)rgr?1/2/g1rtl:l_ v 5 55; 5; 5 65(; 5 65: 5 52 2012.
245|4 )L KO ViEsHK 1.9mg [7ARV S0y (49A) P : : : : : 7~11
BER(%)| 100 — 100 99.9 99.2
245\ 7 KB I8 1.65mg [7RRu vy GOmoizmL | 18 K REER REER REER ROERN REER 1,

T VEST® 1.65mg 2 AV, .

232 iR 5 — 8 20mg  |LTL77—7 (4A) + pH 5.79 5.82 5.78 5.79 5.77 | 51,
20mg/2mL |rezz s (%)) 100 - 100.1 99.8 99.7

pus |4 & 8 100 %Ei?éu”ﬂ%- 1ogm§/52ﬁhi tEOR | EEER | EER | BEER | BEER | B0 2012

v AN mg [EBTA77— | AR & 2m .

232| R 4 —ik4tik 20mg  |RETAEE  + pH 576 | S77 | ST | ST | STT | 744
LTL 77—<| 20mg/2mL [B#E=E(%)| 100 — 99.9 100.4 | 100.2

odS| 45 S o s 100 %&E%I%- 1ogm§/;‘2?§1ir th % |RERH WEDH REEH REEH MEEH

Y UEH mg |BRTA77—7 | BEER& 2m .

232|425 v o ES K S0mg [RET RS+ PR | 600 | 599 | 597 | 597 | 598 | 7.4y
534238934 50mg/2mL |E#EE (%) 100 — 100.3 | 100.7 | 100.4

245(Y )L T 73E5tF 100mg |7 7 1 4 Zogm%;mﬁ R REEH ROER REEH REEZH REER 2012

YL aA—T TEF mg|7 7 —|BfEK 4m .
232| R 4 —E&k 20mg  |LTL77—%| (@w+ | PH | 600 | 597 | 599 | 599 | 596 | 7 44

20mg/2mL |EF#E (%) 100 - 99.9 100.3 99.9

K 3amg g 16mgEnL| B K [REEY |[memn| megn wesy weRn]
245|7TA F B VESRK 3.3mg [TARYYvRY| )
392|150 S 7 4 w5 400mg |t 5 2% 803 40(()5A)/;|1- ] pH 6.46 6.43 6.46 6.46 644 | 52

mg/amL sz (%)) 100 - 100.3 | 100.6 96.5

IR 6smgsm| &% [WEED | WEER [ MEBR MO REBH]
245|TH FBVESE 3.3mg [TARYYvRY| .
241| K55 = o5t 5mg L w 5(5A/)1+L pH 6.10 6.11 6.09 6.09 6.03 | 711

mgAmL \pesEaR (%) 100 - 100 100.1 99.8

g b0 1 65mg [a s OOmgznL | 1B K [REEY |[memn | menn wesy weRn]
245|T ¥ Y — MEFK 1.65mg | ELTHE ' :
241| K55 £ U3t 5mg e 5(4A/)1+L pH 5.66 5.65 5.63 5.59 546 | 711

mgAmL \pesEaR (%) 100 - 99.5 99.8 98.1
pas| kBT L K= somg [A7F7-7| somg | B K REEW REEW REEH REEN REER or2
441|552 3 5rmg te@pz s DW5mL+ | pH 5.52 5.54 5.55 5.56 550 | .1
= BB R SmoimL [mew(9) 100 — 100.6 | 1004 | 101.0
DW : ;&K



[ xm. @E

(DD%F)
By w g PTHRBURE oo & & # B & M HBELE
N (BReett) | (HIEE) | B % | 1SRRI |3 BRI | 6 BERTK [24 BBRT1k| FA
S ) I P K Y T T e T e TIET T
oaq | FESTIE 100mg = EEQ = @0+ pH 6.78 6.71 6.64 6.62 662 | 7 1,
753 2E Smg Smg/imL \rezz sz (06)) 100 — 97.3 97.2 95.9
. —Tmisyo—q| 17120/ | % |mEEH | mess | mesY mess mesy
322\ TANTH Y I LENOMEG | g )y | TOMLAE pH 5.85 5.87 587 | 5.86 587 | 2012
392|2 F4 V5T A 200mg e ) 3 200mg/ 7~11
REBRE pyvamL BEE()] 100 - 99.4 | 995 99.5
= O, S 9.9mg/3mL | 4 4k |EEEZE |EEZE|EEZH|EAEH | E65H
245 ;2 : 3 ’fig%?ﬁﬁg 7ARYSwAY|  (3A) + " 522 522 522 523 523 | 2016
239 7 PRERER s EaTE 150mg+ | : : : : : 5~7
150mg Sal. 100mL |BFE(%)| 100 - 99.9 | 1006 | 100.4
= O, S 9.9mg/3mL | 1 4k |EEEZE |EEZE|EEZH|EAEH | E6EH
245 ;2:3?%?%%33 7ARYSwAY|  (3A) + " 518 518 518 518 s1g | 2016,
239 7 PRBEER s EaTE 150mg+ | : : : : : 5~7
150mg Sal. 250mL |BFE(%)| 100 - 100.3 | 1005 | 100.6
— Ly Et: 9.9mg/l3mL | 4 K |EEZE |EGEH | 650 | BEEH | EREH
245 ;;F?x;%i:g%;mﬁg SIREIX GO+ oH 637 | 637 | 637 | 637 | 636 | 2016
239 R NGRS T 150mg+ ' ' : : : 5~7
150mg Sal. 100mL |B#E(%)| 100 - 99.8 100 99.7
— kA 9.9mg/3mL | 4 K |EEZE |EGEH | 650 | BEEEH | EREH
245 ;jg?xbﬁijigégmﬁg EIERIR GO+ oH 631 | 633 | 632 | 632 | 632 | 2016
239 R NGRS T 150mg+ ' ' : : : 5~7
150mg Sal. 250mL |B#E (%)| 100 — 100 99.6 99.3
- psmgiiomL K | REEH mEBY | RERH | BEAH
239|70h ) REiEEHE235mg KRS TE T H 6.31 6.29 6.28 6.28 2021.
245\ 77 KO ES#K 3.3mg |TARVI0Y| L, o L P : : : : 4~9
-~SMg/ML 52225 (%)| 100.0 100.0 | 101.3 | 100.0
ya0| 7P YR ZSNG [ basmgriom| 1 % |REED REDT |RERR REEH
Sas| 7 H KO AR gt I pH | 6.34 633 | 633 | 634 | 4 ¢
3.3mgx1, 1.65mgXx 1 4.95mg/1.5mLize 2 22 (06)|  100.0 100.0 | 100.0 | 100.0
o hssmgriomt] % |EEED mEBY | RERH | BEAH
239|70h ) RmiEEHE235mg (ARG TE T H 6.52 6.47 .45 545 2021.
245|FH KO Ykt 3.3mg x 3 |[7ARY Uiy , P : : : : 4~9
9.9mg/3mL iz 252 (%) 100.0 100.0 | 1000 | 988
o pssmgiomL 1 K | REEH mEAR | BEED | BEAH
239|70h ) RmiEEHE235mg (KRS T T H 6.65 6.60 6.57 6.58 2021.
245\ 79 KO UEEH 3.3mg x5 [TAAV oy o L P : : : : 4~9
SMQIoML 52225 (%)  100.0 101.2 | 101.2 | 100.0
Sal : £EBIER&K DW : E5TAK
B-® 4 FIEkL&

B o on B BUBE | B & & & 8 K ™ HBE
g (BReett) | (HIEE) | B % | 1SRRI |3 BRI | 6 BERTk [24 BBRT1k| FF
AT R — )L HITMEE.| 20mL+ M K |EEEHH | EAEH | EEEH | BEREH | EBEH
124 BERY T 4 =L 20mL |\ o e ol 6 bmgiamL 2012.
245 5 K 0 3k 1.65mg | DT OO pH 513 5.16 5.16 5.17 547 | .3,

B21| ALFA—VESIRBE%SML |g & T |425mg/5mL [B&EE(%)| 100 - 99.1 994 | 984

20| AR5 —EME20mg  |L1Lo7—<[OMI2ILH K [REEW|MEEH|WERNH WERH REEH

245| 7% K0 2§t 1.65mg (7280wt SOMIPME o ] 574 | 574 | 574 | 574 | 575 | 20
O = = v, = 1] 3E -

44117R5 5 3 2 3E 5mg B HRE sngimL [BEE%)| 100 - 100.2 | 100.6 | 100.9




[ xm. = |

(D2D%E)
5 % | B E il & % & B B M e
I R eiunipat- LA CE ST E s
ks Btsit) | (HREE B % | 1B |3 BRI | 6 BRI [24 pERIE| TR
e s— A/¥77—=+  50mg/ M K |[EAEH |BEEH|EAESH | BERAESH | BEEH
245 KB T F == 50mg | Zor ot b = b sml+ 2012.
17| 755y 2-PigimsngnL) | 5755 00 ST L pH 552 | 552 | 551 553 | 547 | 5 1
239\ T YRS VERKIONG | g = | 10mgiemL [BEE(%)| 100 - 99.7 | 99.1 99.7
124| 7 2 7/8 3% 20mg ¥/ 74 ZOrﬁg’/\i;LJr pH 595 | 597 | 596 | 596 | 5093 7311'
17\ 75595 2Pt Emgml) |7 7 4 ¥ = "5on01mlL [BE= (%) 100 - 101.0 | 100.2 | 101.1
2u5| 7 K081 1.65mg [ranysn | COTAZIL] & K [RERY REdH mein|RERY REAH|
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(7]

BSFFFA RN L
BT AT o HE
TH KFue rEHKR 1.65mg

77 Fa SR 3.3mg

T H Y — NEHKR 1.65mg

7 % ¥ — FEHK 3.3mg
F % Y — LERER 2g
FaVA NI N

[~]

N7Z v 60mg

NU S L2 B

Ko L7 % o FSHR 25mg

(+]
F UL BV 40

(=]
= K7 ESH 25mg

(]
FFF Iy -2 F VEHNA
FA VAL —VIEFHE 10mg

(/1
J A ka Y UTE 250ng

58, 71, 72, 73,
79, 80, 81

10, 64, 75

10, 64, 75
64, 75

78

58

64

10, 63

10, 67
10, 76
75
63
64
76
63

62

62

59, 68, 69, 70,
74,77, 78,79
69, 70, 71, 72,
73,77, 78,79,
80, 81

59, 68, 69, 70,
71,76, 77,79
69, 74, 78

62

62

66
61
57

65

10, 75

10, 60
71, 72,79, 80

62

[ xm. = |

J Ny ha i 10mg
J v hu i 20mg

(/1]

NI SR T5mg
NV k= g pHS TNP)
RS TS5 F U EHIE 150mg
WNUZARY TN 1g
Ry bV U 10%

[E]

E—7 U — Nl

EA I 7 —7F bmg

B R 7 —BESHK 10mg
v X I VR 100mg
EX AV UEER

B XY A -2 SR
v/ Ve VESF A 20mg

(7]

5-FU £ 250mg

7 7 )LENLE Y RTU EHRHE 10mg
77 ILENE Y TS 10mg

77 XY UK 50mg

T4 VF Y — )V 3 Bk

TNHY v T 2 B

T~V TR 1g

7m Y — R~ F{E200mg

7 A @R 20mg

7V 7T F ¥E 50mg
TT AT I iR
7Y T UESHR 10mg

TaA A RaRfEEREN 150mg

[(~]
R U AEH A 10mg
Ny bV CESA 1g

[7R]
FAI T SHEFEM 2g
AR YUY ESKR 10mg
A2 a— v R ik

K777 bmg

(<]
~A b~A v EM 10mg

10, 65
65

66
62
65, 75
67
60, 74

61
66
60
60
60
61
64

10, 63

75

64, 75

10, 68

62

61

67

10, 68

58, 68, 69, 71,
72,73, 76, 77,
79, 80, 81

10, 65, 66, 75
61

58, 71, 72, 79,
80, 81

58, 69, 74, 78

64
67

67, 76

10, 57

62

66, 68, 70, 71,
72,76, 77,78,
79, 80

64



[ xm. @E

<A h~A v EM 2mg
<)V I S
20%~ > = h—LIEHIE YD)

[2]
VAV R 100mg

[£]

AA v ERE 8.4%

AT 28— )LEFHEK 500pg
AaXym AL TV 0.5g

[£]
EXUEEM 1g

(7]

Z77 v 7 Gk
777 v I
7y 7 A 20mg

10, 75
10, 60
58

68

62
60, 74
76

67, 76

62

62

10, 58, 71, 73,
77,79

Z A7 v ME 100mg/5mL
Z > X {E 50mg/100mL

(V]

g Mg i 1IE# 1mEq/mL
VY7 e 20mg(0.4%)
U5 e 20mg (2%)
V7 e E 4mg(0.4%)

(L]
JF ke o EESE 0.5mg

(L]
VATV UTE
Lo FFUEREH Img THRO#E |

@=D
ot U 1g

65
10, 66, 75

58
74
10, 59
74

58

66
66

67, 76



SUERRFTIT ARSI fRifEse

mmxnn.%ﬁuﬂuﬁﬁ%ﬁ @ KIS TEMREH 1 HELSINN =«

EILRBRHR L HFR1775-1 RRETHHAXHMHEIRE-27

22.06.88G001D-KM



	表紙
	目次
	Ⅰ．概要に関する項目
	Ⅱ．名称に関する項目
	Ⅲ．有効成分に関する項目
	Ⅳ．製剤に関する項目
	Ⅴ．治療に関する項目
	Ⅵ．薬効薬理に関する項目
	Ⅶ．薬物動態に関する項目
	Ⅷ．安全性(使用上の注意等)に関する項目
	Ⅸ．非臨床試験に関する項目
	Ⅹ．管理的事項に関する項目
	ⅩⅠ．文 献
	ⅩⅡ．参考資料
	ⅩⅢ．備 考


<<

  /ASCII85EncodePages false

  /AllowTransparency false

  /AutoPositionEPSFiles true

  /AutoRotatePages /All

  /Binding /Left

  /CalGrayProfile (None)

  /CalRGBProfile (sRGB IEC61966-2.1)

  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)

  /sRGBProfile (sRGB IEC61966-2.1)

  /CannotEmbedFontPolicy /Warning

  /CompatibilityLevel 1.4

  /CompressObjects /Tags

  /CompressPages true

  /ConvertImagesToIndexed true

  /PassThroughJPEGImages true

  /CreateJobTicket false

  /DefaultRenderingIntent /Default

  /DetectBlends true

  /DetectCurves 0.1000

  /ColorConversionStrategy /LeaveColorUnchanged

  /DoThumbnails false

  /EmbedAllFonts true

  /EmbedOpenType false

  /ParseICCProfilesInComments true

  /EmbedJobOptions true

  /DSCReportingLevel 0

  /EmitDSCWarnings false

  /EndPage -1

  /ImageMemory 524288

  /LockDistillerParams false

  /MaxSubsetPct 100

  /Optimize true

  /OPM 1

  /ParseDSCComments true

  /ParseDSCCommentsForDocInfo true

  /PreserveCopyPage true

  /PreserveDICMYKValues true

  /PreserveEPSInfo true

  /PreserveFlatness true

  /PreserveHalftoneInfo false

  /PreserveOPIComments false

  /PreserveOverprintSettings true

  /StartPage 1

  /SubsetFonts true

  /TransferFunctionInfo /Apply

  /UCRandBGInfo /Preserve

  /UsePrologue false

  /ColorSettingsFile ()

  /AlwaysEmbed [ true

  ]

  /NeverEmbed [ true

  ]

  /AntiAliasColorImages false

  /CropColorImages true

  /ColorImageMinResolution 150

  /ColorImageMinResolutionPolicy /OK

  /DownsampleColorImages false

  /ColorImageDownsampleType /Bicubic

  /ColorImageResolution 300

  /ColorImageDepth 8

  /ColorImageMinDownsampleDepth 1

  /ColorImageDownsampleThreshold 1.50000

  /EncodeColorImages true

  /ColorImageFilter /FlateEncode

  /AutoFilterColorImages false

  /ColorImageAutoFilterStrategy /JPEG

  /ColorACSImageDict <<

    /QFactor 0.76

    /HSamples [2 1 1 2] /VSamples [2 1 1 2]

  >>

  /ColorImageDict <<

    /QFactor 0.76

    /HSamples [2 1 1 2] /VSamples [2 1 1 2]

  >>

  /JPEG2000ColorACSImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 15

  >>

  /JPEG2000ColorImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 15

  >>

  /AntiAliasGrayImages false

  /CropGrayImages true

  /GrayImageMinResolution 150

  /GrayImageMinResolutionPolicy /OK

  /DownsampleGrayImages false

  /GrayImageDownsampleType /Bicubic

  /GrayImageResolution 300

  /GrayImageDepth 8

  /GrayImageMinDownsampleDepth 2

  /GrayImageDownsampleThreshold 1.50000

  /EncodeGrayImages true

  /GrayImageFilter /FlateEncode

  /AutoFilterGrayImages false

  /GrayImageAutoFilterStrategy /JPEG

  /GrayACSImageDict <<

    /QFactor 0.76

    /HSamples [2 1 1 2] /VSamples [2 1 1 2]

  >>

  /GrayImageDict <<

    /QFactor 0.76

    /HSamples [2 1 1 2] /VSamples [2 1 1 2]

  >>

  /JPEG2000GrayACSImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 15

  >>

  /JPEG2000GrayImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 15

  >>

  /AntiAliasMonoImages false

  /CropMonoImages true

  /MonoImageMinResolution 1200

  /MonoImageMinResolutionPolicy /OK

  /DownsampleMonoImages false

  /MonoImageDownsampleType /Bicubic

  /MonoImageResolution 1200

  /MonoImageDepth -1

  /MonoImageDownsampleThreshold 1.50000

  /EncodeMonoImages true

  /MonoImageFilter /FlateEncode

  /MonoImageDict <<

    /K -1

  >>

  /AllowPSXObjects false

  /CheckCompliance [

    /None

  ]

  /PDFX1aCheck false

  /PDFX3Check false

  /PDFXCompliantPDFOnly false

  /PDFXNoTrimBoxError true

  /PDFXTrimBoxToMediaBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXSetBleedBoxToMediaBox true

  /PDFXBleedBoxToTrimBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXOutputIntentProfile (None)

  /PDFXOutputConditionIdentifier ()

  /PDFXOutputCondition ()

  /PDFXRegistryName (http://www.color.org)

  /PDFXTrapped /False



  /CreateJDFFile false

  /Description <<

    /JPN ()

  >>

>> setdistillerparams

<<

  /HWResolution [1200 1200]

  /PageSize [612.000 792.000]

>> setpagedevice





