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7 N KRR S r
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e VR R N3t TRE SRl TR BB SR
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IR S
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pH 6.0~17.5
%1 (100 /mL
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(5) £

R
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— PR g VL 3 TR ERICe
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1% (ImL)

7 XA U AR
200mg HEET )
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% T2 h R VA R 3
100mg (Jy1fh) 200mg (771fh)
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whngl

J U MY U AKFY 14mg, HRRERKFE T R U U A 1mg, RNTAF UL
B&ERA TV 0.4bmg, /NT7AFVEZEERE 7 7 E/L 0.05mg

(2) BREFORE
Na : 0.152mEq/mL
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FPAROSA
L]

T IHvy (CeHasNsO13) & LTCoO&EEES (Jifli) TrRT,
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(1) TR

OF A ¥ RIS K 100mg HIE L) AR (40°C - T5%RH) URik @A IE (7 > 7 A 4%) ]
PERH v b PRI
<Ktk > fiacs AR 1% A 30 H 6 5 1
FEIR N N R .
< I O i > 1P08o1 e e i 0
pH
<6.0~7.5> 1P0801 6.9 6.9 6.8 6.7
REEH: N N R —
< A RHIE > 1PosOL | R L i i
R (i) *
<90.0~115.0% > 1P0801 102.3 102.0 102.5 103.9

% ol (O 1T B AR (%)
OF 2 URBE R 200mg [ HE T HIEEER (40°C - T5%RH) R BIETEE (7~ 7 /)]
BRI 2y b (A
< M > B BN 1% A 35 A 6 5 /]
PEAR o o N o
< SEIEH O > HP2602 LE e iR N
pH
<6.0~7.5> HP2602 6.9 6.9 6.8 6.8
RIS N N - —
< ARHIE > Hp260z | WA L i i
i (Iffi%) *
©90.0~115.0% > HP2602 104.0 102.9 104.7 104.1

X FoRE () 1T EHAE (%)

7. RRERVERROREN

AR L

8. FILDEAELL (MEILFMEIL)

(IXI. 2. ZOMOBEEEE] OESMR)

9. Atk
FAAPSA

10. 75 - o

(1) FENDELGER - 2K, MK LCESR - EKICEYT H1FR

FPAROSA
(2) 8%

(7 2 hYURmBRIETSE 100mg THEILD)

1mL X 10 %

(7 2 hS URBRIEISE 200mg THETD)

2mL X 10 %&
(3) PHEBE
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T T A ()
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ARHENO ML, P& EARIEC C Bacillus subtilis ATCC 6633 % W CHIET 5,



V. ARICEYSEE

1. PIRERIEHHR
GESEE)
TIATAEEORBE, v huans Z—lg 7 VT VETE, =T uns d—)g v T FT)E,

TuTr R, EAVIRT NN =m—, TubTUUT R, FIEE
B fE )

BCiE, AME - BME R OVFAITAISE O "R Gs, iidk. MlREE. MRPERPR SRS O " RIESe, BEEAK.
BRER, MR

2. EXEHRICEET HIE
RE STV

3. BERUHAE
(1) ARERUVHAEDMES
(BFAREEDHES)

WL RN 1R S A URRERE & LT 100~200mg (Jiffi) %2 1 H 1~2 RN G145, /R

X, TIBVUREE L LT1 H 4~8mg ()f)) /kg & L. 1 H 1~2[IfFANEET 5,
B, EE M OYERIC X EEEET 5,
(RERIRANBREDGE)

WEL. R LRI 2 Y URiEE & LT 100~200mg (FIff) Z. 1 B 2 B AGEEAIRNZE ST 5, /)
WIXT7 I UomifgE e LT 1 H 4~8mg (Jiffi) /kg & L. 1 H 2 BIAREFIRNEGT 5, £,
FrAER CRBERZET) X, 17 I UigEE LT 6mg (i) /kg Z. 1 H 2 BLETHEFIRA
w535,
7Rk, A, RE L OYERIC XV E T 5.

FUEFFIRN B 5- 084121, 8% 100~500mL O H iz 100~200mg (J11fi) DOEIA TR L.
30 Iy ~1 KM TR G352 &,

(2) RZERUVHAEORERE - B

MR L

. RERUVAEICEEY 53R

7T.RZERUVAEICEET SR
EEERE T, BREORSME, BYMEOBEERE, BRGSO, BHREREE ORRE 2 EEIZ AN,
wehfE - ZGHEEZRES 52 L, [8.2, 9.2, 16.6.3, 16.8.1 Z:H]

TA1EREREZHRHATIHE

FRELRI VT F=2 7 VT T 0 A% 0, 1 XUFFHRA L V0 RO 7o g El & o OERF & 2 4% -
T2,




me ke 8 I & & ¥ 5- o Rtk
4 T E=1 .
[A] DLER DrL= _D-W [ (Cer+132)2-1700]
i /%ﬁi (mg) 5.0%10*
] | i
3 [ ST H RO E TP MEFF R D W
7 d A HERERE | (Cer+0.7)
i VA (mg)
H A . . .
P Fany 12 I & & oM
i A ) I D-W f
- T ] Dr=————[(Cecr+125)2-6700]
| w- : 2 & A O (mg) 4.3 % 104
MR D-W
A Du= (Cer+0.7)
B (mg)
20 40 60 80 100 D: B EEE I AT (mgkeg) . W AH (kg
EHERE (Cer) mL/min Cer:ZV7F=r+ 2075 »A (mL min)
7.2 BiEMRERTT55%
M7 V7 F=fEX9) BEZ i@ eEs®R515,

(fiF)
AR OPMEF A 2MER U, mHPRER EF$ 5720, BIEHORBERNREL RDIBENND D120,

5. EGRPRACHE
(1) BERT—21Rv 75—
MG R R L
(2) ERERZEEFER
MR L
(3) HERIGEREER
MR L
(4) BIEMEER
1) EHNERITRR
1711 ER—BEBREKRR CEEREREAREZESD)
N THEM SN BEC L DEFERAR (CESREERBREZET) 1,187 Fl R OAREHEIC X 2 HEK
AR 592 FIOMEIIR DO LB TH D,
MIRE, KB, 7 L7 v xZ 7 F 7, BFELR EIC X 2BUMIE, K& STILRIE DIRYRE, Mz,
ILIRE, REREEE, B 2. WEREZ. JRIER. AME - BMUE K Ot O “YRIEGIC 33 2 A 20 =%
fETT 75.0% (445/593 f51]) . JRMFFE T 74.4% (241/324 ) &R L7z 9,

Hih%E (%)
o SR it

FRUMLE 4/ 6 (66.7) 57/ 80 (71.3) 61/ 86 (70.9)
KU SALBRIE D R YRRE 7/ 11 (63.6) 4/ 4(100.0) 11/ 15 (73.3)
fitide 47/ 65 (72.3) 40/ 75 (53.3) 87/140 (62.1)
fitiAb i 10/ 16 (62.5) 6/ 6(100.0) 16/ 22 (72.7)
IS 7/ 13 (53.8) 13/ 14 (92.9) 20/ 27 (74.1)
B ERER 125/155 (80.6) 68/ 77 (88.3) 193/232 (83.2)
5 2% 229/297 (77.1) 47/ 62 (175.8) 276/359 (76.9)
B - BVES K OVl 4 D — IR e 16/ 30 (53.3) 6/ 6(100.0) 22/ 36 (61.1)

it 445/593 (75.0) 241/324 (74.4) 686/917 (74.8)

1E) R4 - B BAGRHFFEBHIE S ERIML TV o,

10



17.1.2 ER-_EERLEEHER
%\‘Iﬁﬁ%@lﬁﬂﬁﬁﬁﬁ@l%%ﬂzﬁﬁ LY vy ;nﬁkjﬁ (AMK) NI F~A v ;nﬁkjﬁ (AKM) zih
Z1 200mg (Jiffi) % 1 B 11813 HRE, AANEFIC TEET 2 “EERERBRICHE VT, AMK
5. 49 B TI12E%N 38 f5l. H%h 8 Bl THZNE 93.9% (46/49 ) TH V. KFOFRAMENRENTZ,
F7o. ARKM #5561 CTIX3E%h 38 i, £1%h 15 Bl CTHZIH 94.6% (53/56 fl) Th v | WFEHFIZHE
FEERBOIRINo T, AMK HERECB W CRIER X 3 BICEBD Hiv, B (1/49 #1) . JEEh (1/49 #)
TSR  (1/49 f5l) Tho7- 9,

17.1.3 BN_EERLERER
BMEBLEROBEICKH LT I W URERE (AMK) KOS TF~ A v Uhiigi (AKM) g
200mg (Fff) Z 1 B 1[0 7 B, HANEHICCTERET 5 “HEERIERRICBV T, AMK #5
21 BICIEERD 14 B, HZh 7 HITTHEZIE 100.0% (21/21 ) THY, KFOFHEN RSN, F
7o. ARM 5 19 I CiEEzh 11 1, F%h 6 Bl CHZIHE 89.56% Th v | MEEHICH BEELZ RO RH) -
720 AMK # 5BV CRITERIE 5 BIICRRD 7= N2 THENEER (5121 1) THo7- 9,

17.1.4 EN_EERLERER
BERE - RINZARTFIN: (BB D 7 — 7 WV ER) IREGEYUE B O HENE PR BB DB ICRF LT I
Ui (AMK) RO A T~ A v Uk (AKM) Zh24h 200mg (J)ffi) 2 1 H 2[E 7 A
. FRPNTESHC TR+ 2 “EEMRIERBRIC W\ T, AMK #1531 #1340 5 41, A% 16 4
THINE 67.7% (21/31 ) . AKM $£45- 37 5 CIEER) 2 i, %0 12 I CHHE 37.8% ThH V. AMK
BEBROIDPHEEEZE2 > THRTH 72, 2B, AMK #5FHCB W CRITERIZRD otz
4)
) BB - FREA ARG HREERHCE S SR LTV D

2) REMHR
M ERR L

(5) BE - WEAHEER
MUERR L

(6) AEMEHR

1) SEARERE (—REARERE. SECEARERE. SARBELRAE). RERFTERT—
—RRE. RERFTREBRAROAR
(f FH R At AT
FRETIE, 197745 H 2 H~1982 4 1 H 7 H £ TITAAINE G S iz#iEf] 32,893 i, BITEM
D S 72 DIE 206 il (0.63%) . 2321 ThH -7z,
FARRIWERIER & LT, EHPALOEN 51 14 (0.16%) . %95 37 {4 (0.11%). HiE 12 1 (0.04%) .
#EE 12 {4 (0.04%). BUN k5 22 7F (0.07%) EnRA DT,
FURERETIX. 1984 4F 10 A 23 H~1987 410 A 22 A & TIZAFINNEE 5 S 7= AER] 14,502 411
BIVER A S oix 97 1 (0.67%) . 142 EThH -7,
FERRIERIER & LT, 382 13 £ (0.09%) . ITFEF 11 {4 (0.08%) ., ALT (GPT) L5 20 4 (0.14%) .
AST (GOT) L& 181F (0.12%) ENA Bl
(TVIl. 8. (3) HEHHBIFEIEHAFBUEE K R RAERTY %) OHEBR)

2) RBEHLELTERFEORNENITEREL-RHE - RBROBME
% L7

(7) =ttt
% LR
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VI. EMEBICEYSEE

1. FEENICEEHSLEMNIIILEYH
77 ay RRAEWMYE
HE  BEEOD LAY OREE - RS, BFORMNCEELSRT DL,

2. ¥BE#EHR
(1) AL - ERBF

MEOEAGKEZMET S Z LICX VMRS HOWIADO 7 v A &ML L, BEANIE-T 5,

(2) EhZERAFTEHEBRBE
1) B MERE OfEE N O MIC
OPiE AT b D

- MIC(u g/mL)*
FEAER IR AMEK
Staphylococcus aureus 209 PJC*™ 0.39
n Smith™ 1.56
n Terajima™ 1.56
n Neumann™ 3.12
I E—46™ 0.78
I No. 80* 3.12
Staphylococcus epidermidis™ 0.78
Streptococcus pyogenes S—23 1.23
n Cook™ 25
s= ) rape=s | Streptococcus faecalis™ 50
77 httE Streptococcus viridans™ 50
Diplococcus pneumoniae typel™ 25
n type IT ** 25
n typelll ™ 25
Sarcina Iutea PCI—1001" 1.56
Bacillus subtilis PCI—219" 0.39
Bacillus anthracis™ 0.78
Corynebacterium diphtheriae™ 0.78
Clostridium tetani™ 50
Clostridium perfringens™ 50
Neisseria gonorrhoeae™ 12.5
Neisseria meningitidis™ 25
FEscherichia coliNIH JC 3.12
n NIH 3.12
FEnterobacter aerogenes 3.12
Salmonella typhi T—287" 1.56
I 0—901™ 0.78
Salmonella paratyphi A™ 1.56
I B 3.12
... | Salmonella enteritidis™ 6.25
77 hRERE Klebsiella pneumoniae 0.78
Shigella dysenteriae  EW—T7" 3.12
Shigella flexneri 2a EW—10" 3.12
Shigella boydii EW—28™ 3.12
Shigella sonnei EW—33" 3.12
Proteus vulgaris 0OX—19 3.12
Proteus mirabilis 1287 6.25
Proteus morganii Kono 3.12
Pseudomonas aeruginosa No. 12 0.78
n IFO—3445 1.56

*PETE © AR RIRAEE

12
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QRIS BRI 9 2 DL TE L ©
BRRZTBERR I8 L CORARPIE N EZA L TR Y . ROV RN LR sh b,

Klebsiella pneumoniae (27#k)

Escherichia coli (168#%)
%

%
100 100 -
R / R
i / M
&l ! =]
% s0f K 5 50t
%
l
!
]
!
0.1 0.4 1.5 625 25 =100 01 0.4 156 6.25 25 =100
MIC g/ ml MIC Hy/ml
Citrobacter spp. (22%%) Enterobacter spp. (25Fk)
% %
100 r / 100 -
/
» AL .
.} // i i}
g & Iy a
E / '/ h Z!g 50
———ld
e '
A -
0.1 0.4 1.56 6.25 25 =100 '
MIC e/t MIC pg/nt
Proteus spp. (20%%) Pseudomonas aeruginosa (84Fk)
% %
100 - 100
E £
M .|
a El
% 50F 5y 50
B ®
0T 04 L6 625 25 =100 01 04 1.5 6.25 25 =100
MIC Mg/ ml MIC Mg/ mé
weeei:KM —-—DKB ———GM

—— AMK

13



@7 v F = A v U MVEREIC R D PR /) o OS2 E 7 8
TINTIT B A UTHEREICR L TR RHIE D2 A L TR Y | Al & ORI &
Ao EFBO BHILIR,

Pseudomonas ceruginosa (73#k) Providence (53#%)
% %
100 100
= 2
2 #
E | -l
% 50 z’z 50 F
5163]6312525 502100 S16316312525 502100
MIC Mg/ ml MIC Hg/wl
P Klebsiella, Enterobacier.
Toleus spp. (36+%) Serratic  (338%)
% %
100 100
= k3
b i
Izl I
2 50 5 50
n rLy J L i - i == ]
£1.63.16.312.525 50 2100 <1.6 3.16.312.525 50 =100
MIC Hg/mt MIC Ho/mE
Serratia marcescens (25f%) Citrobacter freundii (16%k)
% g
100 /] 1£
i
a y A
% [.7 =
El d / /
b aa
313 625 12525 50 2100 1563136 25 12 525 50 2100
MIC Hy/mb MiC Ho/mb
— —AMK -~-~-KM =—-—DKB —-—TOB —=~GM

18.2 InE/EA
AFNZIRNFIEH AR Mz L, #EE. ZBRE,. E 7577 KIB#E., 27322807 7 A
Ptk EE 12k L CHRWLEE ) 2o 9 10,
18.3 FiF{LBRICHT IREN
77 ay RERGUAEYE Z RELT D2 OFERIZKT L THRWRBLZ 79 10,
18.4 ZEMmTE
o7 I 77U ay RRUEWE &L OMIZREMMEITIZE A L3R bR 9 10,
) WA AR PFEERHCESETH LT D
(3) {EFARBRSME - FriimE
MR L

14



VI. EMBEICET HRE

1. MpRECHTE

(1) AELENLGOHRE
YR L

(2) BEREBRTHESA -OPERE

16.1.1 AT I 7 v Uil 100mg (Fiffi) X1 200mg (Fifili) Z ik L7c8a. iR o
E— 71330 7L 1 RIS Y. ThEN 5.8~8.5ug/mL (n=3). 13.5~15.0z g/mL (n=2)

Rl

F7=. @FERA (n=3) (2 100mg (F1ff) Xix 200mg (Fiff) % 1 W CAMEHEL=HA, mh
BEOE— 7 3EHKTHEICHY . ZFNE 7.5~8.6 1 g/mL, 13.9~18.8u g/mL &7~ L., I -3
H (te) 1E. L7~228HTHD (K1),
ek, BEEERA (n=3) 2 200mg (/i) % Crossover | & U K OVEHEHE L7-5A. W& DM
HREHER I 2 O LB 0 IFT B L b, AR NEE (AUC) HIZIZEF— DfE & /< g 1013),

4 1 f@HE N T O R iHER O

M H R EE

pg/mL (100mg, 200mg, n=3)

20 ~

15

5 B

¥

e

(3) #=H

S (1)

A,

o—e 200mg
o—o 100mg

1
1 2 03 4 5 6 HH

KR L
(4) BE - HAROKE

(rvm. 7.

FAEAEM) DOEZH)

2. EYRERNSTA—4

(1) fBHAE

MU ER L
(2) BUIGEETESH v
HAfeh Ka: 2.99+0.70 (hrt) [ A, 4mg/kg, 5. bioassay 4]

R G-

‘e L

(8) HEREETEH v
HAfeh Kel : 0.4120.09 (hrl) [N, 4mg/kg, #iiE. bioassay %]

e G-

“Ee L

2 HEHER A COME - A
BT o I

pg/mL (200mg, n=3, Cross over)
20
R
\
15
i o--o ffj  {E
B —e SijHEHE (1HFR])
i}
L
i
J&




(4) U753 2R 1B
B B2 U7 72X :65.59 (mL/min) [f@&HERK A, 100mg, #iE, bioassay {%]
Hg kG EEHe L
(6) HHERW
HFEEE Vd:0.2120.02 (L/kg) [MERERK A, 4mg/kg, #5{E. bioassay {%]
G Vd 1 0.17 (kg) [HEEERRA., 4mg/kg, 1 H 2 [EAUHEEHE, bioassay 1]
(6) £t
ZUERR L

3. 8%H (KREaL—>av) #H
(1) fBFAE

MR L

(2) NRSA—4THER
MR L

4. R

NAFTR_AFTEYF ¢ 19
HiE#h  AUC : 46.94+7.73 (ug/mL « hr) [, 4mg/kg, fi{E, bioassay %]
i - AUC : 52.41 (ug/mL - hr) [fERERCA 4mg/kg, 1 A 2 BELATEFRE. bioassay ]

5. 9%
(1) Ioik-fxiBe Y@@t 1

W ER (7> b)) THA~OBITIZDO TN TIEH /RO 5N TN D,
(2) mi&-fad&EFE@E 10

7 T 100mg Z AT - BHERE IR F O4LhR 5 BN AR L7 & & O O3 B 1T R A o 1/2

~1/3 Z5r L, 1 W[ 30 531%% T 2.8 u g/mL Th o 7=, E7- KPP, 4 FEE 45 4% T 1.5 4 g/mL

ThHoT,

(IVIl. 6. (5) #That) DIHASMR)

(3) Ait~oBiTiE

OIEFHR 2 HINCT 2 A3 100mg % 1 [ 7E L, 2 K K O 6 BER1% OFLI B EE 2 JIE L7228,
20 & HIEBMRE 2RO DT E 2D o717,

OFERRAIS 3 BICT I H 32 200mg % 1 BT CHREHE L7z & X O, Ak T
#% 1 BTl 2.9~3.2 1 g/mL, 2 FfE#% Ti% 2.8~3.1u g/mL, 3 FE#% TiX 2.0~2.8 2 g/mL, 4
R X 1.2~2.2 1 g/mL TH o 7= 19,

(TVIl. 6. (6) #=Hlbw) DIESM)

(4) HEAOBITIE 9
HAE FARTOIER 3BT 2 32 100mg F 7213 200mg % ih 75 UNEHERRHE I CBER 2 3R B L 7= &
Z A, 0.5~1 R OREE T IREITHIEARR Th > 7,

(5) ZofioBm~DBITHE

16.3.1 HBABIT

AL, WHERPE, LSRRG, Bk, IR, KRR E~OBITRRO D, i, HITHT~

DOBATIVEMRREICRO b HICT X2\, [95 ]

ARk - MHEERPE - FRRIRRGEL 20 @ R, & b O ZERAIEIIE, THERAAEIIE, 12 M 5

Ve T D 4 FlICBWT, 200mg ZfHiE#E LIz 2 A, DERKIL 4.9 g/g (MTERE : 16.5

wg/mL) | TAFERPKIE 6.2 1 g/g (MIEHREE : 19 4 g/mL) . EEIRKEEIE 3 1 g/g (MLIEHESE : 17 1 g/mL)

L7,
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WY 2V - RUE SCPEIRIE FB A 4 . 100mg ik 3 REff & TOMEE IR X 1.8 p g/mL Z/r L7z, I
HREELEIT 26% & RAFCThH o7z,

(6) MFEEAKSER 22
tr 77 U5RIC L ABHET Monitrol - 1T IMUEICKT 27 I WL OEAMEREZRD IR, 0%
T ol

6. K
(1) KREBLLRUCRBERE
R AICT 2 3> 50mg. 100mg % it L 24 FEf £ CTO R 2 it Lz R, R (ko
T USMEIIERE S e o T,
16.4 43
AENTEBRN TR A Z T 720,
(2) RMICEIE5T 5B F% (CYPE) OHFiE. 5=
M ERR L
(3) PEEEMNROEERUVTOEE
Pl v/
(4) REPOFHEOERRUELLL, FHELE
M ERR L

7. BEiti
ERE R N IZAH] 100mg (i) X1 200mg (JI4l) Z=fiE L7284 0 8 Rift] & TOINH R rh Ptk
XZENEi. 70.83%, 724%Th D, Tz, 1 BFRLSHEEEOLE. SEE T 6 B E ToEBR
RIS IZF N T 64.4%, 68.8% T, & HIZHESMITRPIZHEEE NS 1D 12))

RN T X 732 100mg & e L72RE, SR 6~12 BFICH72 0 25.3 u g/mL, 12~24 FEfH]
2720 9.2 g/mL EE T L7 19,

8. FSUARR—E—IZET H1EHR
B R L
9. ENMZEICLIKRER
(1) BESEH
BPREARIABEE 4 BT DERBITRE OB T O T I 7 v ORIEIL 12 BT 20%, 48 R

T57% TV, MPEERIL 29 K Th o7z 20, GMET —%)
(2) mikEHR

BVERS AR 2B 6 BRI D IMIEENTRFOBITR P O T 2 h ¥ EIERIL 4 BT 53% TH Y | 1L
TEEE RN 3.75 R CTh o7 2D, (UNETF — )
( TVI. 13. BERS) DEBR)

10. BENDEEZETH8F
16.6.1 /MR

/IR (n=3) 2 4mg (JIMl) /kg Z 1 Kefi] CHRUREHE LSS, MR O B — 7 135K TRICH
V. 13.4~13.9ug/mL Z/R L, tizld, 1.2~1.4 KR TH D (X 3),
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X 3 /BT o i RO

IfiL Hp i BE
g/ mL (4mg kg, n=3)
207 i ()
A,
157
1.
i
10 7
it
52
5
U T T T T T

1 2 3 4 5 6 Ky

16.6.2 F&IR

PV 6mg (1) /kg 2 fHiE L7256 A REO E— 7138 X% 30 0% A5 12~19 4 g/mL
(n=17) %9, 7o, FHEL 30 oM CAMEEL-HAEO Y — 7 EIL 12~17 p g/mL (n=11)
ThY ., MHEREIZZFERO M RERERS 277, [16.8.1 2]

16.6.3 BEEREE

HEREDTRE D F 72 2 BT 100mg (Ufl) A e L725E . tue IXBHEREREE OREICE U CER
T5, ZORBREAITAFHBERCBONTORDOND, [7.. 8.2, 9.2, 16.8.1 &]

1. Tt

16.8.1 mMABEE=FYY>Y

T 7 U ay RRPUAMEIC L DEWERRBEBLOMABRIEIL, —#METh o TH BF IR 5 & iR
E(E—2Ml) BPEVEESNDIFERE LR, £2, BEICE ORI FHRE (BRE—kEE
HEAME) MR IESNDIFEREL R EVDRTWS, KAIOEAIL, KmiilFEE (A, A)
2 35 g/mL PLE, RERmbiEE (B, B) 728 10ug/mL LA ERRD IKEND L5 8 IifhitfEECm
REFREDMBREDRKEL 2D LDl TWD, BREREERE, AR, KRR, SihE L OKE
BB BF 2 ETIMPRENE L R VLT VO T, PIEREGRICEN T, ERHMESREITBY
THEY 2R ChRmimFRE (A, A) CRRmPRE (B, B) 2HIEL (K4B8), BEim
EZ R HEHEIIE, RERE LV REESCRGRRZFET L ENEE L, 2, BFIzEN
Bea AR E DD RSN TV D EGAITE G B2 HE L, BFICE WA FRE 0 K E i Tn
DA MBREEET 27 ER AT S, [7., 8.2-84, 9.2, 9.8.1, 16.6.2, 16.6.3 &H]

B1 4 i - FEEHERE O M AR OREREAL (BXH)

%y? %@i M B A HES30~605
A ' A R T
if m A B.B': R[5 il
- @
i® ;3
53 3
B B
(BF 1) (FF [4)

18



VI. £t (EAELOZEESF) CEY HEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHIZIBRELEWNI L)

AFNDORWENCT 2 7 77V ay RRGUEME I b T v izt LIRBUE OBEFERE O & 5 B
# [8.1.1 ]

(fiah.)

T 7V ay RRIVAEMEIBOTFEEFETHY , 20X 5 REBHICEET 5 L BEERBBUER
ERETOBENRH DD,

3. MEXEIHRICEET SFTELTOER
BES N TV

4. BERUVAERICEEYT 5IRLETOER
(TV. 4. HEXOHEICEETSEE 224052 8,)

5. BEELGERNIELTOER

BEELEAXNIE

814 AFNCKDvav s, TFH7 4 7F v —OREEMEICTHTE D2 HER VO T, ROREZ
EHT L, [11.1.1 ]

8.1.1 FHANCHERESEICO W T o2l iTo 2 L, B, AEWESIZL D7 LA —FiTsd
RT 52 &, [2. ]

8.1.2 HEIZERLTIX, T va v 7T oREBLED LN EEfZ L T Z L,

8.1.3 BEBMAN LR TH £ T, BEZLHOIRREICEIE, +ORBIEE2ITHI 2L, o, &
HRMEZITERRBETL L,

82&% Hug, #ERES 08 8 IR mEENH LN Z LN H DL O THEEICE ST HZ L, FHIE
BERERE ST . A, BHIMEGEF K OKRER GBI ETIIMFRENFE L 20079 <, B
amwﬁ&ﬁﬂiok%<ﬁé®ﬁ\%ﬁ@ﬁ%%ﬁ#é:kﬁ%&bwo7i/ﬁU:vP%ﬁ
EWEORESBEE L, @SEEEICHEVIRERE~L LT 20T, BEOREFERODIZ, T
TR E O EEBTH D 8kHz TOMRENFAHTH D, [7.. 9.2, 9.8.1, 11.1.2, 16.6.3, 16.8.1
2]

8.3 SMEBEESORELRBRENH LOND I ENHDLOT, EYMICHREZ LT 57 CHIEE
+43cqiro 2 &, [9.8.1, 11.1.3, 16.8.1 ]

8.4 WHBITMPRELT=FY L7 THZENEE LY, [16.8.1 BH]

8.5 AHIDEMIZH T - Tk, MHEEOFKBELZP <o, JRAlE U TEZ ML R L, IRIR DOIRHR
EE R R NROMBE O GIZE EHDH T L,

(fi#)

81 MIEWEICL DY avl, 774 7F v —DREEZHERICTHMTE D TENRNZ NG,
M2« BEOBSESORFEL K DEHICER ST, EHA] - LAIOTAEWE - ARPUEAIE T
WHEDOEEFHTH D, CFERL 16 429 H 29 H AT HH5HEHS)

827/ 7V ay RERIUAMEIZXL D5 8 IMMRREEDORIERN MO TEY | FRIEETRE
%%ﬁiwﬁﬁ%ﬁwt WCHERRBEIREONEZR#H Lz, 7 /70 a2y FRIVEWE
(FEHF) HBOEEHFETH D,
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83 7 I/ 7V ayv FRIAEVEICL 2EELREREEORIEAN ML TEBY, 7I /7 av R
RUVEME (A HBOEEFETH D,

8.4 7 I v BRI RN G- (one shot §7E) -2 & M HJR LA — B ME I BV OVE & 72 0 E
TERRBLOfERRIENE < 725 DT, FIRNELG O%A1L, %7 30 3LL B2 T TRImERIRIN £ 5
T 5, 1HEMT CRMERIRNEE G- 2179 L RIEZ I ENES L7254 &R RRE 72 i 5 e
BEasZ LR TEHOT, —MICIE 1 RS ZE E LU,

8.5 HLE MM E A OO 22 A0 | MR OEIERG IO -5, MM RYLE 2 206 - 2hR &
THETOFEEMERAICTEK S TS, KLHE5 5 Flb4E1H 19 A)

6. HEDEREATHIBEICETIIRE
(1) AHHE - BIEESOHLBE

9.1 AHHE - IEEZEDOHLBE

9.1.1 AAXRFZFOMBENT S/ J )L FRAEYEIZLIBEXEZOMOHBEDOHDBE
HERE SR B E T 282008 H 5,

9.1.2 EEHB/NMEDEE

T AW ER 238 0 FERIHI N S S b Z EBd b,

9.1.3 BOEMOFABRLHEERIIERORBEDOEE,. £2HRBOBVESE

BSRE2+ATo 28, EX IV K RZIERDHLONDZ EBH D,

(fifa)
911 727V ay FRIEWE (FHA) XBEOREFHETHY, 20X 5 REBEEFIERETS
L8 MR E A 2T A RN H H 720,
(2) BHReEESRE

9.2 BieEEERSE

BEEZEO T, BEMFEEZ DT THRETIZ L, BOWMPRENRER L., HEENENTIE
FNRHY . Fo, F S MMREEEORWEANHB HbobhidBEnnd b, [7.. 8.2, 16.6.3,
16.8.1 &M ]

(fif)
AR OPMEF A 2MER U, mHPRER EF-$ 5720, BIEHORBERNREL ROIBENND D120,
(3) FritREEERS

9.3 ke EBRA
fTHEEZ B LS E2BENNH D,

(i)
ARG FICFRERRERHOONLZ LDV | BEICHEEDOH 5 BEH TIXE I 2Bl
DBENDD DT,
(4) £HERREHT 5E
BRE ST R
(5) 4w

9.5 TR

T SUTAEIR L TN 5 AIREME D B 5 et iE, 16 EOB SN ERMEE LA D Lk S 555
WCORFETDH . TIMVURBEEIT e MR @IET 5, HARICE 8 IMMREEND S b
nNarBzhnnd s, [16.3.1 ]
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(6) 7w

9.6 1ZELIF

B EORBRIER ORFLRBOARIEZZE L. RILOMKGSUT T IE 2R 2 &,

(7) IMNRF

FEEIN TR

(8) El¥E

9.8 BiNE

WROFITIERE L. HEE IR GHBICEET 272 CREOREBLBE LR HEICRG TS Z

kO

9.8.1 AANIE L LTHIB OIS ND S, @mlnd TIXBHENMETLTWD ZERZWND, &

WIILHR DRt T 28203 & D | 5 8 Jilrhig

8.3, 16.8.1 ]

9.8.2 ¥ IV KXRZIZXHHIMEMDH b D Z Ld D,

BEEFORIERNH HbhLT 0, [8.2,

. HE%R

(1) EREEEZTDER

BEEIN TR

(2) tRAFE L ZDEK

10.2 BiFERE (BHRICEET S

&)

A

B AAEIR - & D715

S

BEEALZTEZENLOH 5 I
WA A

TFTEXANT

E RefxoaoFrs 7o

Kt

A

BREESEE, BT D2 L0 h
DT, PANIZEET D Z LN E
LWy,

FEENRAE LIZGEIIE &5
Ak U BT IE S ) 2R AL
2ITH 2 L,

HEFF XM C 2y PRI KV
T 7Y ay RRHFAEDED
MR ~OERE, EALRME LD
ZERTEMEDN A T D & ) AN
H5,

JL—TFIRA
=N
TEIR
NI K %

BN O EEE A T D3
7l
Nya<A v Yk
b S A R A 1) 3
H& 5 A PUEEEEA (2 7
FTFHNRTTF R H
IIF) &

PP T M N P 3 8 B B
TEHBENNHHDT, HFHITEE
T ZEMEELVY,

HEFF XMy PRI KV
T 7Y ay RRHFAERE D
MAARED E5 BF~DHEFE?
ZHEVWHIWERD D,

WA & I E w2
A2, MEAEH OB IZR
EHO

F
SRRV
i ot A
=R/ =Ny NN |47
ABIRY U X AEHRA| A
Y RF U AL ALK RS
N

RN E P NSY oY (WS S Eab g
B 5, FERIHIN S S bz 5E
I BEION L, 2 vy AT T
— P FHEH, B 7 L EH OB
HEO@U R LEZITH 2 &,

A & b (AR A T VR &
ALTEY PIHICL Y TDEM
RS D,

MR H T 5 IEA
v ARY v
TLARTUTB

Yivay

L

BB BT D BN
HD,

WA & ICE w2 AT D05,
FAAEH OB I3,
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(

—

. Bl{eA

1846
WORHEMZ B NS Z &85 DT, BEE+HIAT, BHASED SN TR 5% P
1357 WY RILE LT D 2 &,

) EXLRIER & AR

1.1 EXGEMER
1111 a3 vy (0.1%A)

PIEER & LT, AP, DPNEER, Wi, [Za, EE, HE, BTERLLDLIDL I ENnb D,

[8.1 &IH]
11.1.2 3 8 INMEEE (0.1~5%Klil)

H0S - HPAZERE - Hm - BZa - B 0 8 Mk iEd (& L i elEE) "bobhd 2
ENRDD, (8.2 B
11.1.3 SHEBFEE (BHEAH)

HERBEENODNSZ BB 5, (8.3 ]

(2) Z0iDEI{ER

11.2 EDHDEIER

0.1~5%Aji 0.1%Aili B
W EUE JE% ZOPE. FEEL
P ik FIE, BAR, MR, 3G 0 U U L EOEME R
7 v7F=rFEH, BUN
R, ZR
JHF M AST b5, ALT L5 Al-P b5
1R FERED A RRERIE S
Hibas T, L - MEM:
v 3 REIE v K RZER (K
Fu ko e miE, i
M%), B4 I BEEX
ZIER GER, AR, &
AR, MR %)
e G-EBAL TESTERAL OFESR  THRE
(FHEDHA)
Z DAl SR, B H O L OUE
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PR A R R AR I O BIVE AR GRS

(3) HEANBEEREREERVBRREBERE—X

I PN - SR E RN 5-
KR E T | A | KGRI E T | AR A O
TR D RE B Rt 2
1977/5/2~ 1984/10/23~
1982/1/7 1987/10/22
GLES e 45 1,944 59 1,265 3,313
FHATIE I E 1,124 32,893 592 14,502 49,111
Bl VE T 38 BURE Bl 3% 54 206 32 97 389
BIVEH B 55 232 44 142 473
BRI FH 7 BE 1) 26 (%) 4.80 0.63 5.41 0.67 0.79
BIVE A OFESE BIVEH DR (%)
<BERITEREE> 10 (0. 89) 35 (0.11) 8 (1.35) 2 (0.01) 55 (0.11)
Hng 5(0.44) 12 (0.04) 2(0.34) 1(0.01) 20 (0.04)
Hw 1 (0.003) 1(0.17) 2(0.004)
B 4(0.36) 14 (0.04) 5(0.84) 1(0.01) 24 (0.05)
i 1 (0.09) 8(0.02) 9(0.02)
<BR#|FREEZ> 4 (0.36) 47 (0.14) 16 (2.70) 29 (0.20) 96 (0. 20)
SR 8(0.02) 9(0.06) 17 (0.03)
BUN t&H 4(0.36) 22 (0.07) 8(1.35) 6 (0.04) 40 (0.08)
mhrvrF=r L5 6 (0.02) 4(0.68) 6(0.04) 16 (0.03)
iégj“/ 73T 7 1(0.003) 1(0.01) 2 (0.004)
PR T 2(0.01) 2 (0.004)
ZIR 7(0.02) 1(0.17) 2(0.01) 10 (0.02)
ES 1 (0.003) 1 (0.002)
i R 1 (0.003) 1 (0.002)
EHAR 3(0.51) 1(0.01) 4(0.01)
P I 7 1 (0.003) 1(0.01) 2 (0.004)
PEIR IR (11(0.01) 1 (0.002)
< FFiRERE REEE > 10 (0.89) 30 (0.09) 5 (0.84) 55 (0.38) 100 (0.20)
frene = 16 (0.05) 12 (0.08) 28 (0.05)
AST(GOT) L5 2(0.34) 18 (0.12) 20 (0.04)
ALT(GPD) L& 3(0.51) 20 (0.14) 23 (0.05)
AST - ALT |5 10 (0.89) 14 (0.04) 24 (0.05)
mEL Y Ley & 2(0.01) 2 (0.004)
v -GTP L& 3(0.02) 3(0.01)
<HKEREEES> 2 (0.18) 13 (0. 09) 15 (0. 03)
Al-P -5 2(0.18) 8(0.06) 10 (0.02)
LAP 5 1(0.01) 1 (0.002)
LDH k5 1(0.01) 1 (0.002)
MmyE7 V7 2 AT 1(0.01) 1 (0.002)
. PR b5 1(0.01) 1 (0.002)
TI5—Y LA 1(0.01) 1 (0.002)
<BEEMNBHREEF> 4 (0. 36) 41 (0.12) 12 (2.03) 16 (0.11) 73 (0.19)
F95 4(0.36) 37(0.11) 12 (2.03) 13 (0.09) 66 (0.13)
ez 2(0.01) 2 (0.004)
ER7 1 (0.003) 1(0.01) 2 (0.004)
% 9 FERK 3(0.01) 3(0.01)
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P 5 RIHEIRN R 5
AR ETO | FEHEERE | ARREE O | FHHRGERED
A D HEF AT REF H
1977/5/2~ 1984/10/23~
1982/1/7 1987/10/22
BIE MR oS BITER ORISR (%)
< B Mk - AAREE> 2 (0.18) 2 (0.01) 6 (0.04) 10 (0.02)
[ 1 BRI GiE) 1(0.09) 1 (0.003) 4(0.03) 6(0.01)
T BREREE 2 (5E) 1(0.09) 1 (0.003) 2(0.01) 4(0.01)
< FROBREE > 1 (0.01) 1 (0.002)
GINIIEE /5 1(0.01) 1 (0.002)
<BEREZS> 1 (0.09) 6 (0.02) 2 (0.04) 6 (0.04) 15 (0.03)
T 1 (0.003) 3(0.02) 4(0.01)
M 5 2(0.01) 1(0.17) 1(0.01) 4(0.01)
M 1 (0.003) 1(0.17) 2 (0.004)
BRRR 1(0.09) 1(0.01) 2 (0.004)
Jia AR R 1(0.09) 1 (0.003) 1 (0.002)
1 1(0.09) 1(0.01) 1 (0.002)
H PN 1 (0.003) 1 (0.002)
<BHMRRES> 7 (0.02) 3 (0.02) 10 (0.02)
R 7(0.02) 1(0.01) 8(0.02)
MR 1(0.01) 1 (0.002)
T 1(0.01) 1 (0.002)
< i - RAY MR REE > 1 (0.09) 2 (0.01) 3 (0.01)
L OO 1(0.09) 2(0.01) 3(0.01)
<—gHLEES> 2 (0.18) 6 (0.02) 1 (0.17) 11 (0. 08) 20 (0.04)
FEEN 1(0.09) 1 (0.003) 8(0.06) 10 (0.02)
BIEPR 1(0.09) 3(0.01) 4(0.01)
[iopr) 2(0.01) 2 (0.004)
1R () 1(0.01) 1 (0.002)
vavy 1 (0.003) 1 (0.002)
U fi % et 1(0.17) 1 (0.002)
PR T AL 1 (0.003) 1 (0.002)
<BERAMLIEE> 19 (1.69) 56 (0.17) 75 (0.15)
L 19 (1.69) 51 (0.16) 70 (0.14)
JEEfIR 3(0.01) 3(0.01)
Rk 1 (0.003) 1 (0.002)
TESERAL L O 1 (0.003) 1 (0.002)
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(4) EREB. SOHE. EEERUFMOARETRAIOEERRTFE

N BIEM BI1E BIEM
e 1l
O s | e | RSUERIE)
HAJE 51 14,502 97 142 0.67
B 7,705 59 90 0.77
M Bl & 6,780 38 52 0.56
Rk 17 0 0 0.00
~1y 192 2 2 1.04
2~6 F 210 2 2 0.95
7~15 F 347 4 6 1.15
bl
SR 16~64 F 9,032 57 88 0.63
65~F 4,639 32 44 0.69
Fezndk 82 0 0 0.00
Py A HHED D 6,387 50 68 0.78
v BOHER L 7,703 46 73 0.60
Fiak 412 1 1 0.24
~3mg/kg 61 1 1 1.64
15 4~5mg/kg 202 2 2 0.99
& 6~7mg/kg 151 1 3 0.66
2 8~9mg/kg 95 0 0 0.00
e 10~11mg/kg 90 0 0 0.00
12~13mg/kg 53 1 1 1.89
1 & 14~ mg/kg 97 3 3 3.09
58] ~99mg 6 0 0 0.00
16 100~199mg 284 4 7 1.41
¥ 200~399mg 4,467 29 44 0.65
2 400~599mg 8,452 51 76 0.60
I 600~799mg 295 5 5 1.69
800~999mg 136 0 0 0.00
1000~ mg 31 0 0 0.00
FSC L 502 8 9 1.59
RE SCPRHRIE D YRR 55 0 0 0.00
fiti & 1,551 16 24 1.03
. JiAERRAE 58 1 1 1.72
;,; " E'JLIJ R % 349 1 1 0.29
- LGRS 619 1 2 0.16
iz 478 3 4 0.63
VSR 56 0 0 0.00
B « BB K Ot D 305 9 3 0.66
9. BRBREKRICRIZTRE
BE STV
10. BEHS
13.BERS
13.1 R
BiEE, BEREE, piERE, RAFENCER, RN S S b b Z EndH D,
13.2 g
MEENT. MEREEHTIZ KX D2 EBIOREEIT 5, HREFEEER ., FEFREICY L Cida ) v X7
Z—EHER., HT v ABEI O S TR A RSB 21T 9 .
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1. HALOZE

14 8RALDOEE

141 EFEEROIE

(BRI ILE)

1411 B-7 7 X ARPUEWERAN L AF E ORFEIZL Y, WAL BICREEILS LD & ORERH

5o FNENRIRIRIC TR ZITH 2 &,

(FARNES)

141.2 TRROKICEETHZ &,

(1) RLEERVGEEICOHRMLER/NRIZITY Z &,

(2) F—ENE~DRAIEFIIT RN &,

(3) PHRREITEMLZMET 5 2 &,

(4) EHRSHZRALILEE, WIRAFATZY, MIROME % A 725 EHIZEt k&, FAL A
ATCHERTDHZ L,

(5) VRSN R, A2 A5 ENnbH D,

(REHIRARS)

14.1.3 BIERRAEZ <D, £330 DLl ENT THREGT 52 &,

12. ZOMDEE
(1) BRERERICEIES

15.1 BREREAICE D &4
7 T U TCHE AL L g A2 KBRS -BE T I 2 270 ay FEVAEME 2 HRET 5
&L BEREBIC b B9 R IEWE IR, FERRIE N H S o b Z ERB D,

(2) FEERERHARICE IS HR

15.2 JFERAREABRICE D < 18R

15.2.1 EEHRBH

ENEY MIT I U EHRENES L7-%EBR (40, 100, 200mg/kg, 28 H#) T, HNKE D
HRERBDD E L HIT, TR EMIADOERNED Lz & O@|END D 22,

15.2.2 BEH

Ty MIT I o E RS U298, (25, 100, 400mg/kg, 30 HRE) T, BEEHMAN
HHID &L BICINRME ONIETLRE, ERORTALGED bz & OWMENDH S 29,
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X. JERREREARICEAY H2HE

1. XEHEER
(1) EMEEHER

(TVI. 3P T 2 E ) OEBH)
(2) RetXREHR

R 20
EBRIEH (FHEY) 1EH B/IMEA &
fE (79 3F) TR 20mg/kg
RER (7 3F) el 80mg/kg
Dfige DEXR (TFHEE) (THhX) BRIk 50mg/kg
FHODEEAR (ELEY B) EETFCEDENGH 2x10g/mL
i g (=) EETFCETENGH 103g/mL
A Bk EREs (79 %) L 10'g/mL
FERE g Ziate (v %) JuiE 100mcg
W& s (EEy B) 72 L 2x103g/mL
FHGE (%) H #EE) Lk 2%104g/mL
H BB I 5x104g/mL
HRED (FELrEY b) HER R MR 103g/mL
T (RAFEET v b) EETFCEDENGH 5x10"4g/mL
R (16 H) Z v b) EETFCETENGH 10"4g/mL
(3) ZDhDIEBHER
MR L
2. SR
(1) BEREHMEHER »
LDso (mg/kg)
BT RN B RPN SRR
5 Bh Bh Bh
Syt & > 4,000 — 310 1,900
7 Q >4,000 — 330 1,900
. el — >3,000 520 1,150
vyE ? — >3,000 510 1,200
ey — — 530 1,230
e ? — — 540 1,180

(2) REBEGSHERR

1) #EaMEREME (RREEHE, BIERER) 25 20
A X2 25, 100, 200, 400mg/kg % 30 HMIfHTE L7 fE R, MEARRFZAOMA Co E2WZ2ILBIC
HHI EDRIN I T~ A ERRRE TH - 72U Rt T X E BEFT RIERO 6o Tz,
7 K| 25, 100, 400mg/kg % 36 H AT EE L7 fES | RKEEM 21X 100mg/kg TH -7z,

2) EMEFEME (RKEEHE) 20
Z v MZ 25, 100, 200mg/kg % 180 H M FiEST L7fE R, mERfR 2 AMA CoO B RW A T
IZHBIL, TORI N AT~ A v ERRRED, RXLFHNH DO TH o LS, Frat T~ & BT R
RO Lo Tc,

(3) BENER

M ERR L
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(4) BARMERER
U ERR L
(5) £REREBMUERER 2 29
(7w b : 25, 100, 200, 400mg/kg : K F ILfEHEN)
ZRELAT - ATHRPII 53R BB TR B G K OVE ER - AL 5B o Wizl n T
Frat 3 & BT RGO b oz,
(6) BFrHl#REAR
MU ERR L
(7) TOHOEH*ENE
1) WEIRHE 22
E/LE Y M2 40, 100, 200mg/kg/H % 28 HEMEL . HARIHHEA L 7 & 8R0S B/
KON ZBEL UTRES. 40, 100mg/kg/ H % 5-HE OG5 13M8D T#E < | 200mg/kg/ H B 5-FED
LIRS SN, b, RiER OA BHIBIZIEI 6 0372 134 H TR,
2) B30
FRIZ 150,300mg/kg & 10 AREIfHE L2 & A JRE A R IR MER I ZERE D & P HEL L,
Mg 27 L7 F =Ml & O BUN fiix 150mg/kg #% 58 CTid A3, 300mg/kg # 5B T LH L7,
ARG I TV AL R AN B DIRZETH Y L 150me/kg #5-HE LV 300meg/kg ¥ 5-REICHR< HBL L 7=,
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X. EEMERICEAYTSEHR
1. BAHX5
LA E AP
7 X R SR 100mg [ HE T
L A ) TR - BRSO
Al <o HERHE R 200mg [ H T {5)’{& PERTiSE DML S X0
BHRSy | TR0 URRERR 2L
2. AWEIRM
3 4F

3. BERETORE
FEIRRATF

4. RO EDEER
BEEIN TR

5 &

EmITEM

BEMERL T A K

<

Z OO EE T ER B

6. R

[Fl— oy

7. H

?@@Lk@:ﬁ

—R5 - RREE

PREEEEAHR

R

CHARERFH T IBTURR

WY VE S

8. WERFTARPFARRVREES. RMEXNEEAR. WEFBEAR
<TFIhLUBBRIEIFE100mg THET] >

i WA, RS RR 78 KR o SRAG J HE U AR 7eBR A
FAHH £ H H FHH
BR5E | BT S o IR 1976 4E 1977 4£ 1977 4E
15100EMZ00429000
B - <y 8 H20H 5H 20 5H 16 H
BR7e4 | Wi 7 X o IR 2004 4 2004 4F 2004 4E
21600AMZ00006000
YLl [E 4 1100mg 15 80 7H 9H 7H 9H
VAR VR /3RS o) 2011 2011 2011
A | " F ] 92300AMX00004000 F F
#% 100mg ! H % T) 1H 78 6 A 24H 6 H24H
<T I hLUBhBRIEIS®E 200mg THEI] >
1] Y IS 25 7 28 S ¥ > =
i WA, S AR 5E KRR o A, I A 52 BRA
FHH FHH FHH
e | FifeT I 0> ISR 1976 1977 1977
o L > R F | 15100EMZ00429000 * i
BA 1A [EA 8 A 20 H 5H 2H 5H 16 H
BRoe4 | BB T X o ISR 2004 4 2004 4F 2004 4E
21600AMZ00007000
W (A 1200mg 1H 80 7H 9H 7H 908
VAR AV N 2 e T] 2011 4 2011 4 2011 4F
T it 22300AMX00006000
% 200mg! HE T | 1H 780 6 H24H 6 H24H
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9. PEEXIIHREM, RAERVCAEEEENEOERABRVUZTOAR
O—HATRKBEAH 1979451 H 8 H

| CEV Y a Wik =3 dESIED |

ITFT KIGE, 7VvT T 2T ang d—,

K% TRUEIE

S T DRGSR | W%, LRSI, RS

e

O—HAEHEAGRAEH A - 1984 4£ 10 H 23 A

10.

LEMmES - AEROHE] SRR &S

BEERR. BERRAREABRUVZTORNE

c HIMERE RGBSR B - 1989412 H 20 A

YhanNI X =BT I v UREIERIC

et JRIER ., A - BME R OMiFE O ik

FEEYEE 14 5558 2 HA B UKRIERFH) OWVTIUT BN L & Ol R 2 572,

- PR (DU SEFEEm) A9 EE4EA H - 2004 49 A 30 H

2004 =9 A 30 H FERFEF 0930002 = =R H = 350 B amAS Rk 16 R (2D 3) {22\

DB

FERE {6

AR

e
B ks
i

< )i R >

TIH T ATEEDOREE, v hae T X —
B, V7Y IR, mrruns—g, k&
TFTIR/, TaTIRE, EATRT BN
LT T B, b
< 3B EE >

BUMAE, M5 - BVE K ONFAHTAISE 0 i,
fitige, PSS, ABPERRIRERRA O T IRIEY:, B
PR, BEBR, EER

T AV UTMEORIRE, BRE, 8T T 7.
KGE., 7V 7vx2g, morannysd— vk
a7 B—D LT I RIS LD TR
YUfiE
WUIAE, & SCHREIE ORGRRE, filide. ML
SE. MEEE, BERER, Bk, RiER, Al -
B K ONfr % D IR I

&
36

=

==X

(AN E G- DA ]

WEL. OBRA 1 |7 UomEEE E LT 100~
200mg (Hff) % 1 B 1~2 BIFFRANHEEST 5, /)
WX, 7 IV R L LT 1 H 4~8mg (F1f)
kg L L, 1 H 1I~2[EIFHANEET D,

B, FE A OYERIZ LD EEEET 5,

(FES O 20) i AN G- 08411 1 A /4
P U B JRES AK 1~2mL 22 TE
it %,

LR ERIRN I G- 05547

WEL. ORRA 1 |7 Y U & LT 100~
200mg (Jifth) %. 1 B 2 B HIRNEEG 5,
INFIET 2 v KRR & L C 1 B 4~8mg (1)
Jkg LU 1 H 2 BIAEEIRNEG S5, £/,
AR CREVEZET) 13, 17T 2 by Uit
L LT6émg () kg Z. 1 H 2 [ELSTHEEIRN
B53%,

7p¥, ARl RE KR OVERIC L 0 ST 5,

BIEEIRNE S OSE121E, #H 100~500mL @
i HIZ 100~200mg (i) OEIE THEEL .,
30 4y ~1 BRI CTRET 5 Z &,

LAANE G O%E

WE . ORA 1 |7 U S LT 100~
200mg (Hiff) % 1 A 1~2 BIFFRNEET 5, /)
WX, 7 I URiEsE & LT 1 B 4~8mg (/i)
kg b L, 1 HI1I~2EIBANERET D,

7e¥5, AR KR OYERIC X 0 B EEE 5,

(EH RO Z) FHARANEEOSEIZT 1B R4
BRI SOT BRES K 1~2mL 21z TFE
iS5,

2. R EEIRN I G- D55

WE L. RN 1 [\ I A UmEERE & LT 100~
200mg (F1ffh) Z. 1 H 2 [EAHEFIRN&E ST 5,
INRIET 2 o v oK & L C 1 B 4~8mg (Ji1fh)
Jkg L 1 H 2 BIAREIRNEGT 5, Fi-,
AR CRRVEZE&T) 13, 17 2 v ikt
L LTeémg (Nfl) kg Z. 1 A 2 [ESHEEIRN
w535,

ek, AR, RE K OVERIC X0 s EIEET 5,

FRREIRNR 5 O%HE121E, @5 100~500mL @
I 100~200mg (FIff) DOEIE TR L.
30 4y ~1 B/ TR 5452 &,

1.

BEEHME

1984 410 H 23 H~1988 410 H 22 H (4 4[] : #&T)
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12. IRFEHARFIR (BT H1EH
ARANL, BERHAFIZEI T 2HIBRIZE D HIL TV,

13. &0 —F
JEA B SR AL E | BRI S 2 — R . Lt 7~ LR
K554, R ) e HOT (947 &&= |
IR E G — R (YJ =2— R) VAT AHa— R
T2 TR T
B 6123402A1184 6123402A1184 110694702 621069402
% 100mg [ H[E T
T URERE
6123402A3187 6123402A3187 110702902 621070202

GHE 200mg H [ T

14. REHRTLOIE

L
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. XHR

. SIRAX#ER

1) fENERE e MR

2) KR fth : BEER &M, 1980 ; 7(4) : 457-461

3) FENEE : ERIRRRE R R

4) AERVEF— fh: TERWR. 1975 ; 37(3) : 452-505

5) HEM = fh : Chemother. 1975 ; 23(6) : 2063

6) /hhEEyE  fih : Chemother. 1975 ; 23(6) : 2190

7) B ffh : Chemother. 1975 ; 23(8) : 2599

8) #JIlVAEk M : Chemother. 1979 ; 27(1) : 59

9) Kawaguchi H., et al. : J. Antibiot. 1972 ; 25(12) : 695-708(PMID: 4568692)
10) Price,K. E., et al. : Antimicrob. Agents & Chemother. 1974 ; 5(2) : 143-152(PMID: 4209522)
11) KA il : Jpn. J. Antibiot. 1975 ; 28(3) : 283-287(PMID: 1152282)
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14) &R — i : ERPRIEFE, 1982 ;5 13(4) : 583
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XI. &84

1. ELESETORFTRE

AT 2EEUIR, HEMOCHBIZUTO LB THY | SETORBIRDL L 138D,

HE

ESIES

MIELR O &=

(il s A )

T IO RIGHE, v hans 2 —Jg,
IJVTVETIR, mvTunNIE—F/, BT TFT
B, 70T URE, EAHRT - EAT=—, T
DT VTR, R

(it PEAE )

PRIMSE . AME « BME K OVTFIRAIS O Zgkde, Al
K. MM, 1B PEREL R 28 D ZIREEGE . BERESE .

(HARNES OB

WE . RALET I Y U EE & L T100~
200mg (Jifi) %1 B 1~2EFFANES$ 5, MR
1. 7 2 v U RREEY & L C1H4~8mg (JI1ih) /kg
&L, TH1I~2EIfFANEST 5,

2B, A M OYERIC X0 @ EIERET 5,

R ER RN 5- 085

WE L. ORALE T I U EE & L T100~

B E R MR

200mg (Jiff) Z. 1H2EAFEEFHIRNE S35,
INFIET v U KREEE & L C1H4~8mg (J14ff)
/kgd U, 1H2BELEHEFIRNE S35, 72, #ik
B CGREMNEZETe) 1%, 1BI7 S Uy URiisE S L
Témg (JMf) /kgZ . 1H2E S HIRNEEG 5,
7pE, AR, REROVERIC X0 EEET 5,

STEEIRNEE G- OBE 12T, 3@ 100~500m LoD 4
#KH12100~200mg (J)ffi) DOFEIG TEMHEL. 30
Oy~ TR G452 &,

<DailyMed (USA), 2023 4 8 H s >

E 4 KIE
a4 Hikma Pharmaceuticals USA Inc.
Ar7e 44 AMIKACIN SULFATE injection

L - Wk Amikacin Sulfate Injection USP 500 mg/mL, 10 x 2 mL Single Dose Vial, Carton
s Label Text, 1 g/mL, 10 x4 mL Vial, Carton Label Text

INDICATIONS AND USAGE

Amikacin Sulfate Injection is indicated in the short-term treatment of serious infections due to
susceptible strains of Gram-negative bacteria, including Pseudomonas species, Escherichia coli, species
of indole-positive and indole-negative Proteus, Providencia species, Klebsiella-Enterobacter-Serratia
species, and Acinetobacter (Mima-Herellea) species.

Clinical studies have shown Amikacin Sulfate Injection to be effective in bacterial septicemia
(including neonatal sepsis); in serious infections of the respiratory tract, bones and joints, central
nervous system (including meningitis) and skin and soft tissue; intra-abdominal infections
(including peritonitis); and in burns and post-operative infections (including post-vascular surgery).
Clinical studies have shown amikacin also to be effective in serious complicated and recurrent
urinary tract infections due to these organisms. Aminoglycosides, including Amikacin Sulfate
Injection are not indicated in uncomplicated initial episodes of urinary tract infections unless the
causative organisms are not susceptible to antibiotics having less potential toxicity.

Bacteriologic studies should be performed to identify causative organisms and their susceptibilities
to amikacin. Amikacin may be considered as initial therapy in suspected Gram-negative infections
and therapy may be instituted before obtaining the results of susceptibility testing. Clinical trials

demonstrated that amikacin was effective in infections caused by gentamicin- and/or

tobramycin-resistant strains of Gram-negative organisms, particularly Proteus rettgeri,

Providencia stuartii, Serratia marcescens, and Pseudomonas aeruginosa. The decision to continue
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therapy with the drug should be based on results of the susceptibility tests, the severity of the
infection, the response of the patient and the important additional considerations contained in the
WARNINGS box above.

Amikacin has also been shown to be effective in staphylococcal infections and may be considered as
initial therapy under certain conditions in the treatment of known or suspected staphylococcal
disease such as, severe infections where the causative organism may be either a Gram-negative
bacterium or a staphylococcus, infections due to susceptible strains of staphylococci in patients
allergic to other antibiotics, and in mixed staphylococci/Gram-negative infections.

In certain severe infections such as neonatal sepsis, concomitant therapy with a penicillin-type drug
may be indicated because of the possibility of infections due to Gram-positive organisms such as
streptococci or pneumococci.

To reduce the development of drug-resistant bacteria and maintain the effectiveness of amikacin
and other antibacterial drugs, amikacin should be used only to treat or prevent infections that are
proven or strongly suspected to be caused by susceptible bacteria. When culture and susceptibility
information are available, they should be considered in selecting or modifying antibacterial therapy.
In the absence of such data, local epidemiology and susceptibility patterns may contribute to the
empiric selection of therapy.

DOSAGE AND ADMINISTRATION
The patient’s pretreatment body weight should be obtained for calculation of correct dosage.
Amikacin Sulfate Injection may be given intramuscularly or intravenously.

The status of renal function should be estimated by measurement of the serum creatinine
concentration or calculation of the endogenous creatinine clearance rate. The blood urea nitrogen
(BUN) is much less reliable for this purpose. Reassessment of renal function should be made
periodically during therapy.

Whenever possible, amikacin concentrations in serum should be measured to assure adequate but
not excessive levels. It is desirable to measure both peak and trough serum concentrations
intermittently during therapy. Peak concentrations (30 to 90 minutes after injection) above 35
micrograms per mL and trough concentrations Gust prior to the next dose) above 10 micrograms per
mL should be avoided. Dosage should be adjusted as indicated.

Intramuscular Administration for Patients with Normal Renal Function

The recommended dosage for adults, children and older infants with normal renal function is 15
mg/kg/day divided into 2 or 3 equal doses administered at equally-divided intervals, i.e., 7.5 mg/kg
q12h or 5 mg/kg q8h. Treatment of patients in the heavier weight classes should not exceed 1.5
gram/day.

When amikacin is indicated in newborns, it is recommended that a loading dose of 10 mg/kg be
administered initially to be followed with 7.5 mg/kg every 12 hours.

The usual duration of treatment is 7 to 10 days. It is desirable to limit the duration of treatment to
short term whenever feasible. The total daily dose by all routes of administration should not exceed
15 mg/kg/day. In difficult and complicated infections where treatment beyond 10 days is considered,
the use of amikacin should be reevaluated. If continued, amikacin serum levels, and renal, auditory,
and vestibular functions should be monitored. At the recommended dosage level, uncomplicated
infections due to amikacin-sensitive organisms should respond in 24 to 48 hours. If definite clinical
response does not occur within 3 to 5 days, therapy should be stopped and the antibiotic
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susceptibility pattern of the invading organism should be rechecked. Failure of the infection to
respond may be due to resistance of the organism or to the presence of septic foci requiring surgical
drainage.

When amikacin is indicated in uncomplicated urinary tract infections, a dose of 250 mg twice daily
may be used

DOSAGE GUIDELINES
ADULTS AND CHILDREN WITH NORMAL RENAL FUNCTION
Patient Weight Dosage
Ibs kg 7.5 mg/kg OR 5 mg/kg
ql2h a8h
99 45 337.5 mg 225 mg
110 50 375 mg 250 mg
121 55 412.5 mg 275 mg
132 60 450 mg 300 mg
143 65 487.5 mg 325 mg
154 70 525 mg 350 mg
165 75 562.5 mg 375 mg
176 80 600 mg 400 mg
187 85 637.5 mg 425 mg
198 90 675 mg 450 mg
209 95 712.5 mg 475 mg
220 100 750 mg 500 mg

Intramuscular Administration for Patients with Impaired Renal Function

Whenever possible, serum amikacin concentrations should be monitored by appropriate assay
procedures. Doses may be adjusted in patients with impaired renal function either by administering
normal doses at prolonged intervals or by administering reduced doses at a fixed interval.

Both methods are based on the patient’s creatinine clearance or serum creatinine values since these
have been found to correlate with aminoglycoside half-lives in patients with diminished renal
function. These dosage schedules must be used in conjunction with careful clinical and laboratory
observations of the patient and should be modified as necessary. Neither method should be used
when dialysis is being performed.

Normal Dosage at Prolonged Intervals

If the creatinine clearance rate is not available and the patient’s condition is stable, a dosage
interval in hours for the normal dose can be calculated by multiplying the patient’s serum
creatinine by 9, e.g., if the serum creatinine concentration is 2 mg/100 mL, the recommended single
dose (7.5 mg/kg) should be administered every 18 hours.

Reduced Dosage at Fixed Time Intervals

When renal function is impaired and it is desirable to administer amikacin at a fixed time interval,
dosage must be reduced. In these patients, serum amikacin concentrations should be measured to
assure accurate administration of amikacin and to avoid concentrations above 35 mecg/mL. If serum
assay determinations are not available and the patient’s condition is stable, serum creatinine and
creatinine clearance values are the most readily available indicators of the degree of renal
impairment to use as a guide for dosage.

First, initiate therapy by administering a normal dose, 7.5 mg/kg, as a loading dose. This loading
dose is the same as the normally recommended dose which would be calculated for a patient with a
normal renal function as described above.

35




To determine the size of maintenance doses administered every 12 hours, the loading dose should be
reduced in proportion to the reduction in the patient’s creatinine clearance rate:

Maintenance Dose Every 12 = observed CC in X | Calculated loading dose
hours ml/min in mg

normal CC in mL/min

(CC - creatinine clearance rate)

An alternate rough guide for determining reduced dosage at 12-hour intervals (for patients whose
steady state serum creatinine values are known) is to divide the normally recommended dose by the
patient’s serum creatinine.

The above dosage schedules are not intended to be rigid recommendations but are provided as
guides to dosage when the measurement of amikacin serum levels is not feasible.

Intravenous Administration

The individual dose, the total daily dose, and the total cumulative dose of amikacin sulfate are
identical to the dose recommended for intramuscular administration. The solution for intravenous
use is prepared by adding the contents of a 500 mg vial to 100 or 200 mL of sterile diluent such as
0.9% sodium chloride injection or 5% dextrose injection or any of the compatible solutions listed
below.

The solution is administered to adults over a 30 to 60 minute period. The total daily dose should not
exceed 15 mg/kg/day and may be divided into either 2 or 3 equally-divided doses at equally-divided
intervals.

In pediatric patients the amount of fluid used will depend on the amount of amikacin ordered for
the patient. It should be a sufficient amount to infuse the Amikacin Sulfate Injection over a 30 to 60

minute period. Infants should receive a 1 to 2 hour infusion.

Amikacin should not be physically premixed with other drugs but should be administered
separately according to the recommended dose and route.

Stability in IV Fluids

Amikacin sulfate is stable for 24 hours at room temperature at concentrations of 0.25 and 5 mg/mL
in the following solutions:

5% Dextrose Injection

5% Dextrose and 0.2% Sodium Chloride Injection

5% Dextrose and 0.45% Sodium Chloride Injection

0.9% Sodium Chloride Injection

Lactated Ringer’s Injection

Normosol® M in 5% Dextrose Injection (or Plasma-Lyte 56 Injection in 5% Dextrose in Water)

Normosol® R in 5% Dextrose Injection (or Plasma-Lyte 148 Injection in 5% Dextrose in Water)

In the above solutions with Amikacin Sulfate Injection concentrations of 0.25 and 5 mg/mlL,
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solutions aged for 60 days at 4°C and then stored at 25°C had utility times of 24 hours.

At the same concentrations, solutions frozen and aged for 30 days at -15°C, thawed, and stored at

25°C had utility times of 24 hours.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior

to administration whenever solution and container permit.

Aminoglycosides administered by any of the above routes should not be physically premixed with

other drugs but should be administered separately.

Because of the potential toxicity of aminoglycosides, “fixed dosage” recommendations which are not
based upon body weight are not advised. Rather, it is essential to calculate the dosage to fit the

needs of each patient.

2. BB BRI FIER
ERICEY SiBIMER (AR LS UT7HE)

AFCB T HHEH EOEBEOEOTHEH EA—A T THE I3RS,
( TVIl. 6. BrEDOERAEAFTHEFICHETLERE] OHEEMR)

Drug Name

Category

F—ANZ VT DIFE amikacin

D

25 SO

(2021 4E 4 AMR)

F—A ~Z U7 D458 (An Australian categorization of risk of drug use in pregnancy)

Category D :

Drugs which have caused, are suspected to have caused or may be expected to cause, an

increased incidence of human fetal malformations or irreversible damage. These drugs may

also have adverse pharmacological effects. Accompanying texts should be consulted for

further details.
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