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2009 4F 1 H 14 BIZARZEAE, 2009 455 H 15 AICIRGEZ2BME L7z, (R 0331015 5 (OF
B 1743 A 31 H) (ZEES ZKGEHGE

2014 4F 11 A 6 BIZ [<BIGEHE > Nv a~w A L UATEIED A F 20 Uit a 7 75— Btk Kk
ERE (MRCNS) , <SEIE > BUlE, BRI LIRS SME - BVE R OFIRAISE O " RESy, Bk,
BafiZe, MEMEde, LMRMEBINEZE ) KO8 TMRSA XUt MRCNS BEYH B DL 2 FEEMELT T BRI E |
DINREITRR DB E T,

20154E 3 H 11 HIC T<WEISHETE> N a~v A U NIEED =2 ) it sk#E (PRSP) . <3
JEE > BmSE, Afige. ALARTEBERESS | OZIRE X IR EM S Tz,

2022412 H 1 B, RAT 7 7 —< &0 5 B 1E Tl R TSI B & A e A& TR &K S
. TOBIIHRGLDEFT % X4 A4 I —] /) EINIGIIZEE LT,
2022 4F 12 A 9 BHIZHMUNE 4. HE TSEXSIENIRGE & Blts LT,

2. HA0BRFHEE
(1) AT, Nrawf P UBRIEZAINS LT 27 ) axTF FERIVEDERAITH S,
(2) EBRREWEHE LT, Yav s, 7F 74 7% v— QWEREES, REEER, LLERED, 5

RIERIE . /MR iR Bt Rl iZ)E (Toxic Epidermal Necrolysis : TEN) . FzZ k5 IRHRIE
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211 (EAlERR 2R3 5 & LT iRR O R R MREEBE L U TOXREZ#T H 2 &,
2111 BTG IAE (EZEREZED) 2L, BRE2NET DL Z L,
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I. &WICEYTSER

1. B5EA
(1) M4

Ny awA v o R R EER 0.5g INIG)
(2) ¥4

Vancomycin Hydrochloride for I.V. Infusion
(3) &AFMDHRE

—A LY

2. —i4
(1) M1 (MAK)
Noav A v U ERE (JAN)
(2) ¥A (MAK)
Vancomycin Hydrochloride (JAN)
Vancomycin (INN)
(3) RTL (stem)
Streptomyces J&DFEAT HHIAEME © -mycin

3. BEAXITTERX
LS

= HC1

4. PFXRUVHFE
4313 1 CesHr5ClaN9Os24 + HC1
& 1 1485.71

5. k%A (fifiE) XEFXE
(1S2R 18R,19R,225,25R,28 R,40.9-50-[3-Amino-2,3,6-trideoxy-3- C-methyl- « -1-Iyxo-
hexopyranosyl-(1—2)- § -p-glucopyranosyloxyl-22-carbamoylmethyl-5,15-dichloro-2,18,32,35,37-
pentahydroxy-19-[(2R)-4-methyl-2-(methylamino)pentanoylamino]-20,23,26,42,44-pentaoxo-7,13-
dioxa-21,24,27,41,43-pentaazaoctacyclo[26.14.2.23.6 214,17 18,12,129,33 010,25 (034.39] pentaconta-3,5,8,1

0,12(50),14,16,29,31,33(49),34,36,38,45,47-pentadecaene-40-carboxylic acid monohydrochloride
(IUPAC)
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1. EFEMNEE
(1) 4R - R
FEaDOBmKRTH D,
(2) BEHE
KIZET T <, AVLT I FIZRRETRT <, AZ = ZETIic< <, =& /7 —)L (95) (T
HDTHEIFITK L, TE M= RIMZIEEALEET RV,
(3) Bt
WA T 5,
(4) BR (HER). BR. BER
Pl v/
(5) BIEEARMER
MR L
(6) DERE
MR L
(7) 20t E4RHEE
BerE [al & 0 —30~—40" (BiA®ICHE L7250 0.2g, /K, 20mL, 100mm)
Adh 0.25g Z7K 5mLAZIED L7k O pH 1% 2.5~4.5 Th 5,

2. AR OEMEHTIZH T ZREM
LR L

3. BN OERBRERE. TEEE
(1) HesBaBRIE
1) RN AT B I E U
A DIKEFHRIZ D EWRINA T bV ZRE L, RO AT ML ERFOBRARY ML (33
a~v A VU RERL DAY MV ERRT S L& WE DAY FUVER—EEDO & Z AIZFE
FROTREE DRI 278D 5,
2) BRI AT S VHIE K
BAb B U U AEERNEIZ X0 RBRZITV, RED AT ML ERBOBIART ML I a~ A
SURRRERRES D AT MV BT D L& WH DAY R VLR D & 2 AIZFRERO R
JEDWIN %7 5,
3) EMESUS
A O RIFRICHIBIRRIKE 2 N2 5 & & WTAET 5,
(2) E&E
PRERE Bacillus subtilis ATCC 6633 % FH\ T, A TPAIEIC L VR E1T 9,



V. RAICEIYSIEE

1. #Ifg

(1) FRORH
PRGBS R AR LS A1)

(2) RHDONER UtER

W74 Ny A A v SRR A RHEM 0.5g TNIG)
R R NI = RNPE B G EY TP N

pH 2.5~4.5"
BB R U CEEEHRIC X 5 )

¥ 0.5g (J1ffi) /10mL (K¥AIR)
#3%0.5g (F1ff) /100mL (A4 FREHEIR)
(3) @WAa—F
% L7
(4) RFOYE
(Mv. 6. WAIOXFESM FITBIT 22EME] OHESMR)
(5) Tttt

ERE
2. SEIDOHER
(1) ABES GEERS) OEERUHRNA
WR7E4 N awA 2 R S EHER 0.6g [NIG)
ANy 1A T N a~ A v UEREE 0.50g (1)
I 1A T =aF T IR (1.6mg), D-v> = h—/L (100mg). pH FHHiAl

(2) EREZTORE
B R L

(3) 8=
B R L

3. BNERROHEBRRUVEE
PAROSA

4. Al

KA IMIE, Nora~wA v (CesHr5C12NoOszs 1 1449.25) & L COEEZEHE (Jiffi) TrT,

5. BAT 5RO H B
MM ER e L




6. HADEKBEHTICETIRER"

(1) TR

ONEEER  40°C « T5%RH [T T 231 7 )L]

ARERTEH =N PRATHIH
< K> & BH AL 2% A 4 % A 6% A
N6KA2 WA WA ke WA
NN
< E OB R > N6KAS
pH N6KA1 . . . .
COBAE> N6KA2 | 3.36+0.01%4 | 3.42+0.01%4 | 3.42+0.01%¢ | 3.48+0.01%4
: : N6KA3
4 P N6KA2 ey ey A ey
i3 ’ N6KA3
i g N6KA1
| _RREDEINekaz| e i e
o N6KA3
N6KA1
AN 0,
<7§670/£)/°%> N6KA2 | 3.58+0.67%4 2.74+0.47%4 2.23+0.27%4 2.51+0.26%4
0 N6KA3
. . N6KA1
T R ¥ (EU/mg)
. N6KA2 | 0.005+0.000%4 — — 0.004+0.000%4
NGKAL VBB CH 5 252 [T & 2502 | VI T 5202 | BB T Bz
Nl N6KA2 D HALD RIE B HIL DR |[BO LI DR | b D AN
<KREMHERY & E 20> PR B G F R | EREME G 7 | B EE S (R EE £
N6KA3
o7 o7 Mol o7
RISERR T (AR | N6RAL) - pae g4 | D34~ 494 D6~118 D12~90
<@10xm LA L : 6000 fHLL T /%57 | N6KA2 ©@0~10 @0~2 @0~2 @0
@25 um LLE ;600 fHEL T, %4> | N6KAS3
. N6KALl | - e i~ e
T N6KAg | HPERE B B HOKE %
<HIE « HE : HORE LD > NGKA3 BT DRI T
ER (%) NoRAL . . : .
N6KA2 | 104.51+1.50%4 | 103.21+1.73%4 | 103.77+1.20%4 | 101.69+2.24%4
<90.0~115.0% > N6KAS

X1
X2
X3
X4 PEE AR ER A (SD)
s AR S

7K 10mL (Z ¥R

B A ~BE AVE O . I 465nm (21T AW £ 0.05 LA T
FREICHTDEAE (%)




(2) Bt T OZEN

O E 60 /5 Lx-hr [T T 24 7 1]

A BRIE H ok =i
<> & BH AL 60 /7 Lx-hr
PER n=3
_ Eévr)jgi;l T 900961 ERCIOY: ERaXLY |
45 —
>:< =
<p§I5NE 53> 900961 3.44 3.42
FIR* n=3 . .
) A~ T > 900961 bEiey A
B | MR 465nm 21T B R \ ‘
5;; Bk i 013’51 Lj; j iﬁtr 900961 e e
T, N R
<12.0%LL F> n=3 900961 e A
REVER Y™ n=3 900961 BT, NatEEy % BT, REEEY %
<AREEVEEME B E N> G TR o T G TR T
RIAVERRL - (E/A %) % n=3
<M10um BLE : 6000 LN F/458 | 900961 R A
@25 um LLE : 600 fELL F/IRZS>
BAFR (%) n=3 900961 100 97.7

¥ :0.5g (Jff) /10mL (7K)

7. RAEERUVEREOREKR"

OPRAFSRM (BC - D)
FBRIRIR N 3~ O IR SRR 0.6g TNIG) (Lot.N6KA1)
AR T iE © AR & AR A HEA 100mL TR, PRAF L. ASHIERH TREBR 21T - 72,

R A — S , ~ ,
4] AR TH B RIE % 3 IR 6 IRl 24 W4
N MRk n=3 A2, 75 92, 75 B 92, 75 B 92, 75 B
[gﬁygij pH n=3 3.72 3.73 3.72 3.72
&8 (%) * n=3 | 106.62~107.99 | 107.05~107.99 | 107.10~107.95 | 106.51~108.26
. MR n=3 (2, P 92, 75 B 92, 75 B 92, 755 B
é%ig}% pH n=3 3.82 3.79 3.80 3.78
&8 (%) * n=3 | 100.12~101.13 | 100.11~101.33 | 100.29~101.61 | 100.37~101.47
% o PE n=8 Wt Bt Bt Bt
VESRI pH n=3 3.70 3.70 3.70 3.68
[7 Fobk] &8 (%) * n=3 | 100.23~101.62 | 100.57~101.56 | 100.67~101.71 | 100.60~101.50
SR Mk n=3 AHE-£0 7 B (5 P (0 P (0 Y5
(3 ] pH n=3 3.80 3.79 3.80 3.78
&8 (%) * n=3 | 107.04~107.81 | 107.14~107.92 | 107.22~107.98 | 107.40~108.18
S ‘@;l:i n=33 ﬂ;ﬁg{%% ﬁ;ﬁf;% ﬁ;ﬁgﬂsﬁﬂ (5 P
, o p n= . . . 4.89
HEFR(E)] &8 (%) * n=3 | 106.49~107.85 | 106.70~107.72 | 106.79~107.91 | 106.86~107.90
B T (1 5] (1 5] 659
52 pH n=3 4.54 4.51 4.52 4.51
Lifirif(9)] ZH (%) * n=3 | 107.36~107.45 | 107.25~107.72 | 107.17~107.80 | 107.15~107.68




=K

ot &

Fi & 34 - e e /0 40 40
9t AR H TRIRIE 3 R 6 [t 24 W%
(s 4]
EL PR n=3 $HE£5 725 FUERE FUERE FUERE
37
e H n=3 5.33 5.31 5.34 5.32
[iEFFI(12)] i
& (%) * n=3 | 107.25~108.06 | 107.41~108.21 | 107.50~108.44 | 107.69~108.28

% RERICHTHEHE (%)

OIRTESAM: (25°C + 1000Lx ENEELET)
RERIR . N a~ A VU SREETEM 0.5g INIG) (Lot.N6KA1)
BRI ARG &2 S B A 3RA] 100mL TR, RIF L. SHEIERRCRER 21T - 72,

sl BBRE AR 3 R 6 R 24 5%
= Mk n=3 HE-£0 e B ¢4 R B ¢4 R B (0 Y5
[gggﬁ] pH n=3 3.70 3.70 3.74 3.73
& (%) * n=3 | 106.03~106.74 | 106.24~106.93 | 106.08~107.06 | 105.89~106.60
P ‘@I‘:Iii n=33 ﬂgﬁf‘;% ¢4 VR B ¢4 VR B (5 Y5
" pH n= . 3.80 3.82 3.80
R & (%) * n=3 | 98.96~100.22 | 99.00~100.20 | 98.73~100.27 | 98.67~99.80
Y- FER n=3 4 ] 0 5] 0 5] 5]
VESHE pH n=3 3.71 3.71 3.71 3.72
[7 k] ZH (%) * n=3 | 99.97~100.13 | 99.87~100.12 | 100.04~100.28 | 99.77~99.87
Y i MRk n=3 (2, P 92, 75 B 92, 75 B 92, 75 B
)] pH n=3 3.81 3.80 3.81 3.81
&8 (%) * n=3 | 105.93~106.48 | 105.87~106.56 | 105.84~106.69 | 105.59~106.24
VY 58 fiH«le n=33 ﬁ;ﬁfi% ﬁf;ﬁf-f% ﬁf@fz% ﬁ?ﬁ@;ﬁ%
P e P n= . . 4. 4.91
HERTE)] &8 (%) * n=3 | 104.42~106.70 | 104.82~106.65 | 104.97~107.14 | 104.74~106.69
S ot y—ra | PEE =3 W W W W
2 pH n=3 452 451 4.52 4.52
HEFFRO] [ &/ (%) * n=3 | 105.75~107.06 | 105.64~107.18 | 105.38~107.21 | 105.37~106.91
. MRk n=3 (2, P 92, 75 B 92, 75 B 92, 75 B
E%‘;%;(?z)] pH n=3 5.33 5.32 5.33 5.34

ik (%) * n=3

106.47~107.25

106.04~107.18

106.12~107.33

106.01~106.73

X FOREICHTOEAR (%)

<IRFFSCE L Haofe>

14. EBREOEE

14.1 RRFRNFOIE

14.1.1 A& 0.5g (J1ili) /A 7/ HRES K, BRABRESERXIXH R 5% 7 K 7SR 10mL
ZMZTEM L, EIZ 0.5g (i) (ZxF L 100mL LL EOMK CHNT 5 Z &,

14.1.2 FRZITESCDICHERTH 2 L, B, SOLESTREFELZLELT2HATH, EiR, HEE
PRAFIET 24 R LANICEE 95 2 &

8. thFEIEDEEEL (MEIELENEIL)
(TXI. 2. =ofhoREEER )




9. Atk
FAAOSA

10. 75 - o

(1

FAROSA

) FENADELGER - 2K, MK LCERSE - aKICEYT H1ER

(2) 8%
10 XA T
(3) FHEE
YR L
(4) BBOHE
NATIV o HT A ()
SN SN & 2=
1. RS SHLEHME
B R L
12. T
Otigiifian BT w9 2 W 5w R )
RER A E e
R N aw A 2 R S EEH0.56g TNIG)
L Lot.N6KA1
A KFEAEAETE (100mL) Lot.8H97 @ #id/ T MR
K R— Vil 7 4 V% — ELD-SF-T60 (0.2 x m)
v bk OB T 2R 4E) Lot.070417
Sk SR, 5O0Lx=E PN BLELYE T =hER
b #14mL/5y %::$(@Eﬁ%ﬁ#5ﬁm
i N > 7 0. 60, 120. 180%> |
EREL =4 | 10, 70, 130, 1905 [f}_ﬁﬁiﬁj"""‘_(o'z“m>
(f& 77,/ W51
T A4V —
% 20. 80. 140. 2004y 0.:> B 1L E—EBEMN
0 R
A URE B S Uz iiR N > 7@k v b 235
Sk L. i FZB Lz, iR Ny 7, ZHiEkB IO,
BiE 7 ¢ L2 — @i B THTE ORI &
L, SREGREIO NN a~ A Vo EBEZHIE LT,
& & W7~ N7T7 4 —
HERFER
R A R, & &
p S o i (90) 0 60 120 180
Wil s 7 a8 (%) n=2 99.6~99.9 99.6~99.7 99.3~99.6 99.5~99.6
H‘ JAN
=itk /xjjﬁ (;a)_ 10 70 130 190
&8 (%) n=2 99.6~99.9 99.5~99.9 99.5~99.9 99.5~99.8
T4 IVH— KefE (49) 20 80 140 200
I a8 (%) n=2 99.3~99.5 99.4~99.7 99.2~99.7 99.5~99.8
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V. ARICEYSEE

1. BEERITHR
O (ELEE)
N AV AENED AT Y CiERE AT R U RE (MRSA)
CGERE)

SO, AV DR, SME - BB R OVFINAISE O "Rk, BRigk. BRI, Mg, MR,
M, RERESE . AERRVEREIE 2

O (EIiEE)
NoavwA T ATBMEOAF VY Uitk a T 77 —EREME7 K7k (MRCNS)
Gl B fiE )
ROMAE SR LIRSS . SME - BME R OVFRITAISE O e, BBk, BEEIK. MEEEK. (LR
PERERE S
O (EEEE)
Ny a< A AEED N =2 U iR EkE  (PRSP)
Gl B fiE )

Ui iiE, Mg, (bARMEREREEZ
OMRSA X (% MRCNS ZE#MREEHh 5 RENE LT D BR A E

2. DEXIHRICEHET IIE

5.RER IS RICEHET HEE
(FheEFIE)

5.1 AR OFERIZHT- - TiE, MHEREOFKBLZE <72, FHIE U THOPTEIE R OARFN 5 2 5k
SHEMRT DL,

5.2 AFNIATF VU UMiERE AT RUERE (MRSA) EYWE, A F VU viittka 7 77 —¥B@ar R
TERE (MRCNS) JEYE, <=V UMHEMRERE (PRSP) EYWEIZxH LT ORAE AMENTRD
BNTWD, 727170, 7 FUEREMERGRICK L CRIER ARG L TH AR B,
(LR tERERE 28 )

5.3 %iEiE & L CHERFEENEET 282003 H 50T, FHO/NE% IS BE ORI HER L,
HHEICEGT5Z &, [11.1.6 ]

(PRSP %)

54 7 L — AN AN K DR PEIFRETE R WG AICORERT L L,

({MRSA X[& MRCNS B EebHh 5 HEMELFHERE D GE)

5.5 &AL, LLTFD 2 &%= L, 7> MRSA i3 MRCNS MFEKE T 5 & gL B AEHI %
H45z L,

5.5.1 1 [AlO i T 38°CLL EDFEEL, T 1 W LL EFFoi 35 37.5°CLL EDFEEL

5.5.2 P EREDY 500/mm3 R DOHE . X% 1000/mm3 i T 500/mm3 R 95 Z & Tl
ENHLGHE

5.6 [ENIDOHTA KT A S, AEBOIBFIZ TR E FEOERO & T, RAIOME AR
W) & KN AIEFNCHOWTORET S = &,

5.7 AFIEGRNCMIEEE# 4 M+ 5 2 &, MRSA Xid MRCNS &Y i GetE NG E S - BA1c
EARFNOE G HIECMBI~DER L EET 2 2 & TR - FAIBEDOIFEREDO R TH D Z &
B SNSRI, AR O 521+ 52 b,

5.8 KAl G- 0 BRGAIRHI OFRIE Tdb L 4F T ERED B ARFE THERE CE WG AITIE, AIMERE D4
ZIFPERECE LCHEET 5 2 &,
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3.

(fiE)

5.3 {LRMEBIBEA BT ICRB O TT HIBES L TURERERRB T 2820030 5 L oWERH DY,
AFNOEEIZ LY | BT, HEREEOF 8 bt faE NI UIEST 52 L3 H 572D, (b
BRVERBIRE AR B 1259 2581213, FRO/NESE, BISEEOBRIC R L T, HEICRS
THLOEEME A -7,

5.4 WOIIE K& OMUIRTEREBE R IR RN B E O FREZELET 5 Z L6 R OGRS L=
LEND7, PRSP RICEHWNTIE, @H., BI7 27X LRI T VA nF ) o RTERICHA
IINEDRRBO TN D, LIed-> T, PRSP AR OGEICITMTEE ORI 2RI IET 5720, Al
WL DRPHFTE RVWERICOBARN 2 HRET 5 L ) EEREZ -7,

RERURAE

(1) AERUVAEDHESR

WL, AN aw A v UEREE LT 1 B 2g () % 1E 0.5g (ffi) 6 K& it 1
Bl 1g (Jifl) 12 KEE 2 &2 EI LT, £Eh 60 558 B TRIEFHET 5,

7k, e, RE, ERICE D EEREET S,

BRI, 1[810.5g () 12 B2 X 18] 1g (Off) 24 B Z L2, 22 60 5Ll b
DT CRIBEHET D,

7B, A, (RE, SERICE Y EEHEET 5,

AR FLEIZIE. 1 H 40mg () /kg % 2~4 [ENZ3EIL T, 02 60 43 LA B TR ER
T 5,

AW, 1% 8% 10~15mg (J1ffi) /kg & L, A% 1HECTOFHERICH L TiE 12 B2
EL A% Ly AETOHARICH LR 8 FEH Z L2, ZHhEh 60 2Ll BT TaEETET S,

(2) AERVARDHERE - 175

B R L

. AERUVAEICEET 53R

7T.AERUVAEICEET R
(FhBELLE)

74 R U Y g y PEEXITERFE TORMBHEZIT ) & b A ¥ I U EHES T red neck
(red man) JEBHE (B, S, M OALBMEFR M, 2 2 %), MER N EORWEHANEELT 52 &
NdDHDT, 60 Ll EXT TEEEHET S Z &,

7.2 BHEREREE B CITEEREE L M PREOREISERT 50T, HEEAZEEL EHT L4
BRDD, VLT F=r 2 VT T ANLERERAZETETIHRITRICEVERTESY WHE
ANT—4), [9.2, 16.6.1 ]

=il
r-gag=y
HMESEBR Ve dUY s

1 a1
[ 1 1 | | 15
01 020304050607 080010111215314151617181920

LT F ) FF A mL/min‘kg
(MRSA X[& MRCNS B EEHh 5 REEITFRERE D)
7.3 e REORBEIENZED SN-HAI. ARoRETIEEEZETHZ L,
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5. ERERALAE

(1) BRT—2/1\wo5r—
AR L
(2) ERERFEEHER
R L
(3) AERGERRAR
AR L
(4) BEEAISLER
1) AR
(AFDY UitlEER T FHOKRE (MRSA) BE4E)
17.1.1 ER—RERKRHER
TKERRFIZ 31T D — MRl R AR C DA 20 EREA G451 93 il 83 5l (89.2%) M EZTH -7, ERIK
RAAE O B A 2 5 0RIWERIL, ZaVEFEMmcT%s] 107 FiH 38 #i (35.5%) (258 bz, &
ZREIWERIZ, ALT ES 1261 (11.5%). AST 5 10 61 (9.5%). ¥ 8 il (7.5%) T -7,

B RNBIESA BPERHR

YR p— BRHE (%)
P i fiE 29/30 96.7
R TN 873 3/3 —
GME « BVE K ONFARAISE D — IR 5/5 —
HHE% 3/3 —
BAF 2% 4/4 —
Jifide, Ml 20/27 74.1
3] 6/6 —
NE N 2% 4/4 —
(LIRS 4/4 -

(R=D) Uittt BRE (PRSP) RERHE)
17.1.2 ER—REREKHR
HKFRIRFIZIT D 2 DO — KRR TOA DM S A3/ NEM % 4 6, MK 16 TH Y |
ANEREMx G5 5 Bl 4 BINEETH o727,
2) REHUHEB
MER R L
(5) BF - WBAHR
MR L
(6) ammER
1) EARERE (—REARKRE. HECARKRE. CARKLRAE), REFRFRT—4A
—ARE. RERFBEBRARONE
MER R L
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2) RBRFH L LTEREPEOABRNITRERIE L-AE - HROBE
<Nva~A v UERRERFEHER 0.5g INIG) OA&AFRSEAE>
HRHAT A7 7 —<hlath (IBREES TERSH) 1T TNy a~ o O R RHEHEN 0.5g
[ZA3—]] OFEKREZ 20094 1 A 14 HICHEAE L7, AGRICER L Tk, LT OERBSEUERF S
Too 7235, 2022912 A 1 H, RET AT 7 — v RS0 5 H B Tl R TGRS s s i o
ROBEM S, TOBRICRTEA DRSS % X4 3 — /B INIGIHZAERE LT,

HRERARAE

211 fifilftRR 2R 5 L TR O HER, HEx A BB L TU T ORE#T 5 2 L.

21.1.1 JEY) 7 R A (”ZhA LA A ET) ikt L, HmEET o 2 L,

21.1.2 ISR L7z it U, B IE 728 2 PR3 2 72 O BERBE B o6k L b B 7 2 ik 2 lkige -
52k,

21.1.3 ZEMEEHHEICHE Lo iE E 24 1 REAS@BE ISR 2k 0 2 &

RZHRE
(BRI 25 R
W 10m :20104E 4 H 24 H~2011 43 J] 11 H
#2100 20124E 4 ] 2 A~20134:3 H 28 H
#3[[ :20144E 4 H 2 H~201543 A 23 H
H 48] : 201744 H 6 H~201842 A 26 H
#5500 : 2020 4E 7 H 30 H~20214£ 3 A 31 H

[PRA A ]
TR A 40 1 42 o [ B X 0 I S VT BRIR 0 BERR &2 O R a3~ of 3 SR D R
DT K O AR B ) DA 8 2 A L 72,

EiES =
< 1 IZFE O MIC range, MICso 2 O MICoo, % 2 1Z MIC 434, X 1 12 MIC 2R %~ 7,
YHRERIMIC B W TN a~ A U ATxT DI ME O T K OHPEACEIAIEERD Sz o 7,

# 1. MIC range X (* MIC  (MIC : u g/mL)

H4 S]] [l MIC range MICso MICoo
F1lal 50 0.5 — 1 1 1
AF VY VAT R R e 60 05 — 1 1 1
Methicillin Susceptible T —
Staphylococcus aureus i? 30l 90 0.5 2 1 1
(MSSA) 5 4ME] 50 05 — 2 1 1
50 50 05 — 2 0.5 1
‘ gl 100 05 — 2 1 1
AT UG T R T R #ola| 120 05 — 2 1 1
é\;[ethicillin Resistant 3] 180 05 — 9 1 1
aphylococcus aureus —
(MRSA) FalA] 100 05 — 2 1 1
5] 100 05 — 2 1 1
\ R el 34 025 — 0.5 0.25 0.5
=YY BRI E #2l] 37 025 — 05 0.25 0.5
StPemcﬂhn Susceptlble' ERTE 58 0.25 — 05 0.95 05
‘reptococcus pneumoniae —
(PSSP) 5 4ME] 46 0.25 — 0.5 0.5 0.5
50 56 0.125 — 0.5 0.25 0.5
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LES St 7] [l MIC range MICso MICoo
1A 29 025 — 0.5 0.25 0.5
&iiﬂﬁﬂﬁﬁQ@ﬁﬁﬁﬁ 5205 33 025 — 05 0.25 0.5
Strzzlt?c;cr}cursl ;;ren;mlc;?ae #3Irl 44 025 — 05 0.25 0.5
(PISP) F4lal 32 0.25 — 05 0.5 0.5
#5n] 40 025 — 0.5 0.25 0.5
1] 12 025 — 0.5 0.25 0.5
=Y SRR R 2l 20 025 — 05 0.25 0.5
Strg?tglccsgggsf;f;zt;zijae #5301 33 025 — 05 0.25 0.5
(PRSP) 40l 22 0.25 — 0.5 0.5 0.5
500 4 025 — 0.5 0.5 0.5
AT Y Uit T 75 —BRatE | 4|
7 RO EKE (BB 4E)71 5 150 025 — 2 2 2
Methicillin Resistant HIEBIAG)
coagulase-negative e
Staphylococci (MRCNS) A5l 150 025 — 2 1 1
MIC : F/NEEFLIEJREE . MICso : 50%&/ N ERLIEIRE ., MICoo : 90%H/ N5 B FHLIE IR
# 2. MIC %34 (BAZ : #R%0)
" . MIC (u g/mL)
ik ShalE 0.12 0.25 05 1 2 8
%1 7] 15 35
% 2 A 25 35
MSSA % 3 [H] 6 82 2
% 4 A 17 32 1
% 5 A 28 22
% 18] 18 80 2
% 2 [ 27 91 2
MRSA % 3 =] 22 155 3
% 4 7] 14 83 3
%5 5 [A] 30 68 2
% 1A 22 12
% 2 A 24 13
PSSP % 3 [H] 42 16
% 4 [A] 16 30
% 5 A 9 40 7
551 [a] 17 12
% 2 [ 22 11
PISP % 3 25 19
% 4 A 12 20
%5 5 [A] 27 13
% 1 [ 9 3
% 2 A 12 8
PRSP % 3 =] 20 13
% 4 [A] 9 13
%5 5 [A] 1 3
% 4 A 2 6 64 78
MRONS % 5 A 7 43 93 7
(7) ik

AR ANA
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VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF
7 AT F R A
TR BED D DB ORIEE - ZIRFIL, RFOBRMNLELZSZRT DL &,

2. RBER

(1) {EFAEREL - {EFRBF
Ny aw Aoy OERITMEOMEEAREIC LD THY . TOMHEERIIRENTHH Y,
FCHIEE ORI OB E M I B b E 525 9,

(2) EWEREMITIHBRE
18.2 InE/EA
18.21 Ny a~vA VFRBRENTA T VU Uil A7 RUEKE (MRSA) X F U Uit =
777 —YEtt7 RUEkE (MRCNS) (oxf L CTHEAZAT 00, £/, MRSA &M\ /-l
BERMRETRRBRICB N T, Ny av A v Tk Dt R 2,
18.2.2 Ny a~x A v IR=2 ) UtEREKE (PRSP) (O6f L CTHE &2 A L, £ OERIEEA
HTHD W,
18.2.3 Ny a~vA TV UNTRBEN TS 7 ABRMEFHICITHE 2R S 720 1Y,

(3) {EFARBRSM - FriimE
MR L

16



VI. EMBEICET HRE

1. mPREOHS
(1) AR EHEMGmPRE
DR L
(2) BRHATEBSLnPRE
HEHEF NI BT EGHR TE L 7 R ML 20 11, SEBNIE S5 A — % &3k 1 IR 10,

{ ug/mL}
)

WT
I
40
1) | .Il
I mean + 5D,
HH\
ol
r !\ET:___
i L . __ﬁ_—__n: ——
4 1 12 6 0 24 (hr)
|
1 IMmAEPERE (BB A, 60 77 i)
#£1 FEYERE T XA —& (FEEERRA. 60 77 5i0H)

B R B

=

s &b & N Cmax AUCo- T
(g (Jyf)] (u g/mL) (p g« hr/mL) (hr)
o 0.5 5 23.0 85 4.29
O 1.0 49.5 166 5.23
(AI7E: : bioassay) (mean)
(3) i
U ERR L

(4) BE - fftREORE
(Tvir. 7. #HALEH) OHEZER)

2. EMEERBNTA—4
(1) BAE
MG R R L
(2) WRALEETEH
M ERR L
(3) HEEEEH
M ERR L
(4) Y73 2R
MG R R L
(5) HHBE
U ERR L

17



(6) ZOft
DR L

3. 8%H (REaL—>av) #H
(1) A&

B R L

(2) INSA—SEHER
B R L

4. R
B R R L

5. &%

(1) Mo-BKREPYEd
AR L
(2) Mmi&-RaERRaPTEENME
(TVIl. 6. (5) 4hwr) OESM)
(3) Ait~0BiTHE
(TVIl. 6. (6) #=Hbw| OHESM)
(4) BER~NOBITHE
AR L
(5) TOoBB~DBITHE
16.3.1 #A#gFB1T
BRI P, EREE Y. BIER D, IEAK O ICBITARD bR, £, BER (BERZKEE) 0 ICH B
I BT,
(6) MPEAHEAE
16.3.2 EAHAEE
FEFER LS 1.0g (FIAlh) AREREERF O MLI% 2 AV 50 BRSNS MR IEIC CRIE S 72 Mk & Bl &%
13 34.3% ThHh -7,

6. fti

(1) RBERER CRBHEE
Sy s A L B O BILR B TR ST AN,
(2) RMISBAST 28R (CYPH) OHTHE. F5%
R L
(3) NEEEHROFRRUZONE
AR L
(4) REMOFLOFRRUFEMI, FELE
BB L

7. Bt
FIRERIE AT LD Bl & 0 KRB iR E L CTHRt S iz, BB AICIS T 5 0.56g (Ui, 1.0g (77
i) (n=6) 60 7y S FFERFD R P HEIRIT, S T4 24 BFE £ TICR G5 EOK 85%., 72 I
fE TIZ 90%LL ETh o772, #27 U7 T2 2134 100mL/min TH -7,
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8. FSUARR—E—IZET HIEHR
MR L

9. BRZEICKEIBRER
(Tvil. 10. wERE] OESMR)

10. BEDEREZETLEE
16.6.1 BHEERESE
RIEEERFO MG IREZ X 2 12, EYERE T A —F %23 2177, BHEEOKTICE- T, F
WY DIER, AUC O RO b, [7.2, 9.2 BIH]

{yg/mlL)
,g‘_'l -

oI T O A =

M2 My CBREREER. 60 5 )
F2 SMEIE NS A— 5 (BHGERERE. 60 440

. . Cer Cmax AUCo-« Tz« T2 B
Rl | FREHE . n
(mL/min) (u g/mL) (p g« hr/mL) (hr) (hr)
fitF
O . 70=Cecr 4 34.53 90.4 0.32 3.08
BN
R
o . 50=Ccr<70 4 22.60 95.4 0.43 7.41
ABE
R P
A . 30=Cecr<50 5 22.85 163.2 0.70 10.73
B #t
R
A . 15=Ccr<30 4 24.99 374.8 0.49 20.22
C Bt
R
] D Cer<15 6 35.13 682.8 0.38 35.49

Beh-& 2 0.5g (J1fl). 60 43 sl
GUIEYE - FPIA (8GR RER) ] (mean)
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16.6.2 NREHE
ST R OB HE N T A — 2 23K 3I1TRT Y, [9.7 ]
# 3 FEMEIRENT A —%& (NRHBRFE . 60 4 ETH)

Cmax AUCo-o Tz a Tz B CL Ve
No. AF i .

(ug/mL) | (ug+hr/mL)| (hr) (hr) (mL/min/kg) | (L/kg)

1 1 7% 29.0 78 0.29 2.52 2.13 0.21

2 1% 10 % A 27.0 75 0.31 3.21 2.23 0.22

3 21 » A 20.7 59 0.51 2.08 2.81 0.44

4 25% 9 #» H 19.8 67 0.65 5.70 2.49 0.43

5 11 % 49.1 113 0.29 4.17 1.47 0.16
mean — 29.1 78 0.41 3.54 2.23 0.29

58 . 10mg (Jiflh) /kgX3~4 [al/H R EH G-, 60 4w
(HIE « FPIA (SOGROGS HlEE) )
16.6.3 EHAEKERES
S FERE O I ENRE N T A —H B R 41T, IRHAREN, FFICARE 1000g LU T OBIRH AR
BRI E LR OERE AR b ?, [9.7 &)
# 4 FEMERENT XA —2 (IKHAEREIRERE . 60 5 50H)

No. ﬂ%gﬁ’{ A | RE SCr FeGETD | Cmax 2 | Tie CL Ve
Gi) (H) | () | (mg/dL) | (mg/kg/H)| (pg/mL)| (hr) | (mL/kg/min) | (L/kg)
1 25 19 442 0.6 15X1 22.8 11.01 0.867 0.769
2 26 10 472 1.9 15X1 35.1 29.42 0.281 0.627
3 30 31 708 0.7 25X 1 39.3 19.70 0.549 0.908
4 28 20 735 1.0 15X1 28.3 20.78 0.819 0.297
5 30 40 790 0.6 25X1 58.8 8.22 0.657 0.257
6 29 19 | 1064 0.8 25X1 44.7 8.51 0.915 0.477
7 32 17 | 1188 0.7 25X1 50.8 9.06 1.028 0.417
8 33 11 1512 0.7 17.5X2 46.5 8.19 0.753 0.359
9 38 19 | 1844 0.4 17.56X2 25.2 10.32 0.982 0.875
10 43 10 | 2060 0.5 20X 2 62.2 7.99 0.745 0.212

H1) &h&E; 15~25mg (i) /kgX5 RIKERE G-, 60 57 ki
ARIHELOCHETH D, (RBIOERE S HER OHET, 118 10~15mg (JI1fi) /kg
A% 1 EETORFAENRITIT 12 R T &, A% 1 5 HE TOFENRIZIE 8 K Z &2 60
Sy LL b TR D, )

2) 2 Bl 5 R DR

(HIEH « FPIA (SO ROG S HlEE) )
16.6.4 BiNEE
S FRERFOREBIONRE K 512, KWBEE T A — X &K 6|nT Y, [9.8 BH]
#5 JEGIONR (FHlEH)

No. 1 2 3 4 5 6
Ffly ) 84 87 73 78 74 74
Cer (mL/min) 19.3 21.0 34.4 51.3 62.6 62.7
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*6

HWENRE ST A =4 (FilinEA . 60 2 miiH)

. Al KE Cer Cmax AUCo- T
BEH | n o )
(%) (kg) (mL/min) (u g/mL) (u g+hr/mL) (hr)
il 6 78.3 34.8 41.9 22.6 186 12.99
ft e
. 6 22.0 62.7 115.0 38 110 2.98
IBIN

Pe &S 10mg () /kg, 60 53 A5
E3) ABANAHEROCHETH D, (KFOKRBINT-HELOCHERK, 11 0.5g (Jiffi) 12 FREfH
ZTEXE 1A 1g (Jifl) 24 K Z &2 60 LA BT CRTERET D, )
GAEYE « FPIA (BOGRGRZRIER) ) (mean)

1. EDik

16.8.1 MPEEE=—421U>Y

AOMEz R L. DORIWEH OB ZRET 5720, REIFKG hoOBE | (KHAKREL,

OFLIE, millin . BRRRERE IR O & 2 B8 BEE

B K
L B RRE 2l IRt o & % FKAI (7

27 ay RRIAWES) ZFHPOBRELEICOWTIE, MPREZE=XY 7952 LR
EELU,
ENNDTA BT A %5 TiE, AUC 24518 & T2 G 21T Z L B3 R S hTng 2,

R T 1~2 % O MR 60~80 u g/mL LLE, AR =D 30 u g/mL LA E 23 kke 3

% & BEREREE

1 s A

PR

(8.3, 9.1.2, 9.2, 9.7, 9.8, 10.2 /]

21
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VI. £t (EAELOZXESF) CEYHEE

1. &

RELEDHERA

&
1.8
FHOWMEERDORREN 1=, 5. DRERIHRICEET HEEL. 8. EXLEFMNIE] OE
ZRHEOL. BEFERICHEHH L.

ok

(i)
AAKIX MRSA #Y)iE, MRCNS EYE, PRSP EYEICHEISZ AT 23K TH O . AFI O O
HHEZBIET 2 Z e, BRICBW T THELZEX LTS, LEn> T, KEIOHERIZH-
ST, TRRESUIRRICEH T DR R, [HEELRAARNEER] 0HEZZRO L EHT 25X 5ER
Wk 2 X - 72,

2. ¥ERABRLTOER

2.EE (ROBEIZIFBELLGZIN &)
BHN DRIk CIRBE DB D & 5 B E

(i)
AFNOFHEEIZ L) HERRBIEN R T 2B ThrH 5,

3. MREXIHRICEET SR EEDER
(TV. 2. ZRESUIRICEET SR 22452 L,)

4. BERUVAERICEET 3B L ZTDOER
(IV. 4. AEXOHEIZBEET IEE] 228 T52L,)

5. EEGEFNIE L ZDER

SEELEXMIE

8.1 AARIDFEHNZ BTz - TE, MHEEOFB A 72D, RO Z LIZEET L2 &,

8.1.1 JEYLIE DIRFEIZ 47 7 sk & 185k & FEOERT X2 OFRED T TITH 2 &,

8.1.2 WG WML, YL, BEE, BEOMERELZEZE L. BUIRENC, AR OB G232
FNEDEE L, I O LB G RIRO M o 5ilc e Ed b 2 &,

82 AL Dvav s, TFH7 4 7F v —OREEFMEICTHMTE D2 HEN VO T, ROFEZ
EHZk, [11.1.1 2]

8.2.1 HFHANCMFERESEICOWT o2 1To 2 L, B, UAWESICL 57 LV X —RiTsd
BT D &,

8.2.2 HHIZFRL TL, BT a v 7 EITHT HORELED LN LM HEZ LT Z &,

8.2.3 BEBMAN O GMK THRE T, BELZLHOREIRIE, +oRBIE21T) 2L, Frlo, &
HRRMEZITEERBET L L,

8.3 B MMM P RELZE=FY L7 THZ ENEE LY, [9.1.2, 9.2, 9.7, 9.8, 10.2, 16.8.1
Z ]

84 HEREBRENHOLDLNDIZENHLDOT, EHMICTHMELITI REBLEL+H0ITITH T &,
[11.1.2 &[]

8.5 i 8 MMIRIEENRH HLOND Z ENDHLDOT, WMAMESFEBLEL 710175 2 &, [11.1.6 ZH]

8.6 IFHAEREE, HENH HLbNDHZ ENH LD T, EMMICREZIT I 2 EBEE2 +0IXTH 2 &,
[11.1.8 &[]

22



(fian)

8.1 MEEFHELDOBGIEIZOWTIEL, 2 E TIXMOPLEIE & RO TR 217> CE 7223, IRYYiE
BRI 72 iR 2 FF D ERT O T COME A, 85 I 2 5AKIR & 375 72 0 BRI R % 285
LC, HERHEEMREZX -7z,

8.2 2003 4 8 H. AARILFIRIEF R DRNISHREHFIIEES NG, 7F7 4 7F v —2a v 7 OTH
WCOWTEANRISRBEOFAMEICET 2+ oo T v A nE OWMERREINT, ZOHE
CBWTIE, FRNCERICL DY 3 v 7 28507 LAX—EOMBZ E LT, HEFoBRE
DBIEKR Y 3 v 7 BB ORBIEE OMEfRF AL L S TnD 2,

ZOWMEFL S LI HARMETFRIETFR KO B ARPUEYE AN s 2 O JEA T B ~ B8 UG
REROHELET 5 A HIBRT 2 & 0 BREESH I N, REIDMTONIER, TR TOBRFICKE
FORRBRZ FEhiT 2 BHRIT T TRV EHBr SN2 &b, THEERERNEE] OHEOK
GRS BT D Rtd A HIBR L, FRTOMZ L £ 5 FOBEOBEKR VY 3 v 7SIk T 5%
SALE DM & 34T O BOREICEE Lz,

¥, AREFERIERDNS, TFHF 74 9% —32a v V7 RBBTHRE, v a v 7 BEROKA
MUE DI T A5 A RT3 A4 BRI T» 3,

8.3 ARMEZMME L. ORWEM OB ZEET 5=, EHMEG hoBE, KHAKRER, HAER
JOFLIR, W, B E IEEO H 5 BF, BEE, WREFEL LT rRtEo H 53K
Fl (72270 3y RRIVEWES) 20tAhoBES o, mhEEL2E=%1 v 7F
D ENEE L, KT 1~2 BE% O M EIx 25~40 u g/mL, FAKi haEE (B -
WA G EAE) 13 10u g/mL 2B 202 ERZEE LV, ST 1~2 BEHE% o i e
60~80 1 g/mL LA b, SR EEEAS 30 u g/mL LA ESkRE S 5 &, BERREE, BEELEORIE
HADFBT D AREMR S D EMES N TS ¥, e, AAIOIM L bioassay T HET
57, FPIA (Bt aEllE:) (TDX 774 % —; XA FRy ML) HDH0iE EMIT
(BEFREWEYE) (aca. SX; 7 R v 4h) ICX 0, FURICHIET 2 Z ENARETH 5.

6. HEDEREAIIBEICHTIIRE
(1) AHHE - BIEESEOHIBHE

9.1 SHHE - IEEFOHLEE

911 FA2TF=20 RIFFRREVEXIET 2/ 7Y 2 FRINEME Cx LBEEE D BEERE
DOHBHBE (L. "o/ VICH LIBBEOHSBHEICEBEELEZNI L)

BE ERL 2B E Ml S5 aZRE, BHE LRV L,

9.1.2 RTF FRINEME. 7SI/ VAP FREME. TAaAT53=VICKIHBENEZOMD
HEOHLIBE

R ERD 2[RV SN2 HEZRE, K5 LW &, BN RIUIES 26 2h R
H5b, (8.3, 16.8.1 &#]

(fifta)
9.1.1 AAOEHICI Y HEERBEIENEIHTHEENLH 5.

(2) BHREREERAE

9.2 BiEEETRE
BSREREEORE IS UG & - HGRMRORSI N SLE L s, IPREZE=X) 7557
CEEICRET L, PRltRIE L, E/T 5, [7.2, 8.3, 16.6.1, 16.8.1 &}#]

(fiF)
AAFNE, EL UTRIREASBICE D Broditsh b, Zo7z), BEREICHEEOH 256, K%
RN R 220 . RIER ORI L fabrttEnn@ < 72 2,

23



(3

(4

(5

(6

(7

) FrReEEsE

9.3 FFitREEEBRA
FHEENEAT 22 BH D,

) EFEREE AT 5E
BRE I TV
) bR

9.5 TR
T SOTIEIE L T A ATREME D & 5 LethiciE, 1B LOBFREN G Z LE 5 L HE S b 56
DA EETHZ L,

) =AW

9.6 1ZELIF
BALLANWZ EREE LV, b NEERLFICBITT A,

) INRZF

9.7 NE%
MAEELZE=F ) /T 5 CEEICHRET L L, BORERBICHH7-0., BICKHAKRE
W HAERICBWCOIIm P E O NMERE LE WL EENAERBERR T BZNNH 5,
[8.3., 16.6.2. 16.6.3. 16.8.1 =]

) EinE

9.8 BiNE
BRI OB G PICBEBRERE 2TV, BHEER TOREICLVERSE - RE5MEZFAS L. mof
BELZE=FZY T LR EEEICRETDZ L, EEE TITBHEENET L TWAEENEZ,
[8.3. 16.6.4, 16.8.1 &[]

7. HE%EHR

(1

) ptRREEZTOEA
BE I TV

24




(2) FRAFEEZOER

(

—

10.2 GFACERE (BHRICEE TS )
TR BRRSEIR - $5 18 715 ey - falRik -+

ESEC RIS FRFICP 545 L, ALBF, b R |RHEMIEEICIE, 7T 74T %
F AR B — L I UREIIRL, T 7 4 TRV |—EH. B AZ 2 bR
— IS EORWERAN BT 2|28 75000860, AAICH
EMB D, b AZ I ERHER R S 5, L
BHHREEOBAE 1 RERIATIZIEAR|2> L, HAEHOBFIEARI T
FlORMEEEKR T T 228, |BD.
ML OMER B2 AT 5 8A B EE, BREENREEL, B - mA 2B, TR
T 7V av RRFUEME |T2BENRHLOT, DFHIXMEEZET 23, HAEROKF

TNy v TR R WTHZE, RUEHFTOIHITIIAPTL D,

NT T~ A LHAE, HEICERGT DL |ERIA T BEEOH D BE,
H 48 A B I 5 Al EnE . RGO BES
VAL T TF

RETTF
[8.3. 16.8.1 &[]

B A AT D BEA BREENEE, BT BT - mAICEEEE AT D
TARTY B 2O T, GRHITHET 25 Z & |23, FHAEEHORTIITAHTH
AR RS TOHT 2561, 1H| 5,

(8.3, 16.8.1 &f] HICEGTHZ L, fEBRINF . BREEOH 5 HHE

il REERGOBES

. Bl{EA

1.8/
ROBWERDB D BN ZENRHLOT, BlEZ 7TV, RENRBO GGk E 2T

14 %70 EIEOI R LEZAT O 2 &,

) EXLRIER &R

1.1 EXGEMER
1111 Yavy. 7+I2453F 20— (WTHUHBEERH)

vav s, TF7 4 7% — (WREH, 2L, 2ES) AREZTZEND D, (8.2 2]
11.1.2 SHFES. BEEEE (TR bHEER)

AMEEREE, MEEBREOERELRBEENHOONLDLZ DD, [8.4 ]
11.1.3 SRMEREAD . MEBABRE. /MR (O3B R
114 b ESHRKRIEFEBMME (Toxic Epidermal Necrolysis : TEN) . K 8 %5 & BB fF {% &
(Stevens-Johnson fE{RE) . RIBMEREHR (W30 8 RH)
11.1.5 FEFIMBBAEERSE (SHE )

PIHER & U CTHIE, BN A LI, BICIFERERESE . U o HilER, Bmeksgm, ki,
B RERINBUEZ O BREOERRMBUERRNH DN Z LN H D, B, B FLRX
UANA6 (HHV-6) S0 U A NVADOFEMALZHED 2 ENE L, BERIEE RSB, R, T
RERE S IR TR D 2 WVITBIE LT 5 2 LR H 2O THEETHZ & 2,
11.1.6 3 8 INMEMEE (L <)

e, HG, BEOKT, HS 08 8 MipEENR S bbb d Z & Mnb D, [6.3. 85 S#]

25




10.

11.1.7 BEEXRBE R

BRI REOMEZ LD BEELRRGRISSONL ZENHDHOT, EF. HEO TRNH &
ObRUEEAICIE, EblicEEG 2T 5 @ EsiTo 2 &,

11.1.8 FF#BEREE. J|E (Wb HEARR)

AST., ALT. AI'P% 0 5., HERHHbNDLZ N5, [8.6 ]

) TOHOEIERA
1.2 ZOHDEIER
2%LL E 2% A BEEEANBA
W BUE i AR, BAEAL ZOFE, FHRE, BRIk IgA
I IE
JHF ik AST k5. ALT 5. ©V|AI-P k5. LDH L5 vy -GTP 5., LAP L&
e bR
ek BUN FE5- s V7 F=r bR
1L FL BRI A | i MR | S=qiiil
I FRER I %
TH1bgs T s, w1V
Z DA FEEN FRURIE. IME R BERE A5 28 . HRIE . T4
3]
. BEREHSRICRIZTEE
BEIN TN
BERE
13.6EHRE
13.1 WE

HPM (high performance membrane) % H\\/ZIMEENTIZ L 0 IMHFIRELY TIF2Z R EHTH
BEDOWEND S 26) | 27)O

1.

(figan)
VCM 135 DBITIECIEFRE S 722y, HPM Tik 20~60%k5E <15 2 20,

BALOIE

14EBRELEDERE

14.1 EFIFRARFOIE

14.1.1 AH 0.5g (i) /51 7/ HRES K, B RABREER I A R 5% 7 R 7SR 10mL
ZMZTEM L, EIZ0.5g (i) (ZxF L 100mL 2L EOMK CHRT 5 Z &,

14.1.2 FRBZITHECHITER T2 L, B, RSO2HTRELZLELT25A4TH, SR, WEE
TRAFHRIT 24 RERILINICEE T2 2 &

14.2 EFEBEROIE

1421 MAEMERIREDEZ 22 &0 H 2O T, SIROWEE L ORFEEHEICHoERE L, B0 iR LES
THEEIE, RIS EEETH 2 L,

14.2.2 K@D MAE SN D EEEIENE Z 2 BZ N0 H 5 O T HED MESMIIRNR N L D ITEE
WG L,

14.2.3 FHANTESITIEAZE S O TIThRnZ &,

26




(fifam)
14.2 PDR |Z TinfetEEiRse). & s/NRHERFOEEE] (BT 280835 2 b, FHHEEZED
oHELE, W

14.2.3 VCM ITHRAIMIEN H 2720, HANEFIZ L VEWFEAEZK LD, £72. AEIZBWTX
HRHEE DR bR S TV 5,

12. ZOHODEE
(1) BREERICE I HR

15.1 EREREAICE D {1FR
NETEREFEICL D MEIEZRZ L2 0oRERDH B,
(fiah)
SAENCEBWT, A% 13 BORBEBYYEDO LBt 7 M) 7% Y v Lo T, VCM150mg % 20 %y
TG, BERM 10 DLW AIEE D, F7/—FBE2 2L, MEERCH-72, BEbic, AT
L REPHEE 2B L. 1 URICEE L2 L OMERH S 2, Zo-H, BRIk 528ERO—
fBlE LT, HEEAHE LT,
(2) JFERERHERICE D 1HH
BEIN TN

27



X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEHFER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEEHE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REBE5SHEHR
AR L

(3) BiBHEHER
AR L

(4) BARMERER
MR L

(5) &RERESHRR
AR L

(6) BFRIERERER
AR L

(7) ZohoEHESH
MR L

28



X, BEMERICEYTSRE

1. BERS
wo N A A T RS RO | A S
0.5gNIG/ ) R —EMSFOMTZEICLIVFEHTD L
ﬁ/;‘jjﬁkéj\ /\:/:[—;7/]’,:/:/21/%%%% 7’11/
2. XM
34
3. AENRETORE
H IR RAF
4. BEFEVWEDOTFER
BRE Z ATV
5. BAMITEM

BEMERLTA RN A
<FvoLky : A
Z OO EE T ER - B

6. RA—m% - EA%hE
[F—5y N a~ A v A 0.5g

7. ERR4EERR
NG|
8. WERFTRABEABRVERRES. EMELNEHEEAL., REMKBREAR
S AR 5E KRR . SRAMFEAENLEL | ARICBRtA
B R W58 BES
e e A REH S £H A 1A
e | Nra~ A v R S 2009 4F 2009 4 2009 4F
o 22100AMX00272000
BAtG | WEHEA 0.5g0 % A 21— 1H 14\ 5H 15 H 5H 15 H
Ny a~A o R s 2022 4 2022 4F
TEGHE e I I
THEA 0.5gNIG 12H9H 12490

29



9. MERIHREN, RERVAREEENFOFEABRVEDOAR

<ZHRE ST Zh BN >
EEX IR OEBMEAH 2014411 A 6 H
N A
3] ]
1. < FE > < 0 A e >
NRya<wA P AEEDAF U UlitEER | N a~v A D UEMED AF VY Uitk ER T R
7 RV EKE (MRSA) 7 EE (MRSA)
<JEEE > <3 EIEE >
PMAE | JEEYME OIS . AME - BME K OVFART | i e, G DINIRESE . SME - BME K VR BISE
#h B "R Ys . BRES. BAiJe. A, BHE | TWREL, B, BIMIZE. g, S, R,
B B MR, REMEAE . (LBRMEREN AR JERESE . ALHRME RS
X | 2. <j#hHFHFE>
= Ny a<wA T AEED AT VU ViittEa 7
6] 77— 7 Ry EKE (MRCNS)
R < SE hEE >
RUMAE . JEEYE OO NS . AME - B K VRl
Bl g, ERigk, BARiK. MERE. (b
e
3. MRSA Xix MRCNS 43 gt 5 FEEAT
rRER I iE
(_: ZhEESUI RSB I £E 5 A& T
<BhRE TN EE i >
eI R OEBEIHEAH 201543 A 11 H
N R
31} [}
1. <§SEICHFE> 1. <@t gfE >
Ny a<w A ARED AF ) Uit~ R Nya<A LV AMED AF ) Ui R
7ERKE (MRSA) vEKE (MRSA)
< E > <JEREE >
RiE, YOS, AME - BME K OSFIRAN B, GO, AME - BME K ONFIRAN
LOTYREYL, BREK, BRI, Mgk, MlEE. O YR, AREs. BRIk, Mgk, MRS,
MR, RERES, ALHRPERENSE JiRf, RERRZE, LHRPERERSE
2 2. <Jd R > 2. <JESEEE>
P Nya<f 2 AIED AF ) Uitk a7 75 WNoa<f VI ATBED AF V) Uitk a T 7 F
Xb —PEtt7 Ko EkE (MRCNS) —PrattE7 Ko EkE (MRCNS)
i+ < E > < >
0 RiiE, G OIS, AME - BME K OFIRAN Bl iE, RGOS AME - B K ONFIRA
2 LOTWREYL, BREK., BEFik, MK, {LiRNE O YRR, BhEk, BAEik, MRS, (bRME
e HEREA
3. <JdEE R >
Ny aw AV ATEHEDR= U AT S EREE
(PRSP)
<SERE >
HOidE, e, LSRR ‘
. MRSA 15 NIRCNS Mt $ii 5 st 3 MRSA XU MRONS RISk 5 S ik
H e WVIE
(_: ZhReXAIh ST AE © 28 H & )
10. BEEHRE. AEHREARERAARUVZTORE

A Lg

30




1. BEEHM
LR

12. BELMFIRICEAT 51FH

AR, FEGIFNCBI T 2 HIRIZED LA THRN,
13. E#Ea—F

JEA B S L | ER RIS 2 — R . L7 hEREALE
72 HOT (9 # 5

W Ik RS = — R (YJ =2—F) (OA) 5 VAT LAHa— R
Nya<w A v g
WA EREH 0.5g | 6113400A1235 6113400A1235 118974203 621897403

INIG]

14. REHBTLOIEE
RANTZIEREN EOBRBEIRNLTH 5,

31




XI. @k

1.

1)
2)
3)
4)
5)
6)
7)

8)
9)
10)
11)
12)
13)

14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)

29)
30)

51 AR

FENER e R

FEPNERL © T igR O EMERRER

FEPEERE © daiias Bk 2 WoE R

Larry, J. B. et al. : Pediatr. Infect. Dis. J., 1993 ; 12 (5) : 389 (PMID : 8327300)
Moellering, R. C. et al. : Ann. Intern. Med. 1981 ; 94 : 343-346 (PMID : 6101256)

B EE2)> : Chemotherapy. 1992 ; 40 : 86-101

NR=T U UMHERTRERE (PRSP) BEYMIEIC KT 2 55 AR KRG (RN 2 < 1 o v mif i
Ml 02004 4F 10 H 22 AKGE, HEFERMEZ b 1.1, 1.2)

Barna, J. C. J. et al. : Annu. Rev. Microbiol. 1984 ; 38 : 339-357 (PMID : 6388496)
BAH\SIE H AR EELFEHR JPDI2021. Uix 5 ; 2021 : 554-556

HH  BEIEH : Jpn. J. Antibiot. 2012 ; 65 : 49-72

7K H  5LIED> : Chemotherapy. 1992 ; 40 : 581-591

THARBFIED « RYYEFHERE. 1990 ; 64 : 549-556

N7 BT 2 R (RN 3~ A & iR - 2004 4 10 A 22 A7KGE, HEEE M
K1)

S 41Z 2> : Chemotherapy. 1992 ; 40 : 210-224

BHFE AFHRIEOEK. 1993 ;9 1 138-144

M B HFniE5> : Chemotherapy. 1992 ; 40 : 693

LR BT EFOHPH. 1993 ; 164 : 915-916

Y B1Z7> : Chemotherapy. 1993 ; 41 : 1079-1089

B AED> © Chemotherapy. 1994 ; 42 : 863-870

A LOSIE) ¢ AAV/NERFARHERS. 1996 5 100 @ 633-637

Cho, T. et al. : Jpn. J. Clin. Pharmacol. Ther. 1995 ; 26 : 743-751

HAEFRIET 2, AR TDM A2 : HiE 3 TDM BREE T A K7 A > 2022

Matzke, G.R. Jr. et al. : Clin. Pharmacokinet. 1986 ; 11 : 257-282 (PMID : 3530582)
T RED - BALARES S MERE. 2003 ;5 51 (8) 1 497

JEATEE - EERERMEENIS~ =27V SERIE s o e i

FT PRlEDN - B & EMT. 1991 5 30 ¢ 118-119

EEFISEED © BEITE K. 1994 5 27 @ 1127-1132

Physicians’ Desk Reference, 56th ed.,2002 ; pp. 1970-1971, Medical Economics Company Inc.,
Montvale,New Jersey

Boussemart, T. et al. : Arch. Dis. Child., 1995 ; 73 : F123 (PMID : 7583603)

FEPEEL - BB 2R

. ZOOBEXH
AR L

32



XI.

BEEH

1. ELESHETORFTRE
AN B T D406

R, HEROHEZLUTO LB THY | HETORGIRIL L ITRR D,

HE

ESIES

MIELR O &=

O Gl h )
Ny a<wA I ATBEED AT ) Uit A
7 RUEKE (MRSA)
(it PEAE )
PAE . MR DINIRDR . SME - B & OVl
Ao ZEYe, Rk, BIIR, Mk, MR
B MR MERELE . (LMRPEREIR S
O (i H o)
Ny awA T AEMED A F ) Uit = 7
7T —¥Et7 KUERE (MRCNS)
(b E )
PAE . YR DB, AME « BB I OVl
Al “RERGs Bk, Bk, M@K, b
2]
O (i~ )
NrawA v ANREMEDO = U i 2%
Bk (PRSP)
(it P )
R g, Fhide. LRt 2
OMRSA X T MRCNS J&HL 23 5 o4 5 8 BV 4T H
Bk

WE ., RAZE A a~ A, o E L TlH2g
(J1fl) %A 11510.5g (i) 6FFfH] Z & Xi1lEl1g
(i) 128 Z &2 EI LT, ZZ 416057 LA
BT TR EET D,

7p¥. v, RE, ERICE D EEEET 5,
I, 1H10.6g (J)l) 12FF Z & X 1[E]
1g (M) 24FFR Z L2, 2 E6053 LA BT
THRIEFET D,

e, Fhn, RE, JERICE D EEEET 5,
AR FLIRIZIX. 1H40mg ()ff) kg% 2~4[8]lZ
FEIL T, ENZEN6057 L BT CRIFERET D,
AT, 1E% 584 10~15mg (Jiffi) /kg&
L., A% 1EE CoOFERITR L TIX12IR I &
A1y A EcoFARICK L CIE8RM Z &Iz,
ZNZEI6053 LA T TS D,

<DailyMed (USA), 2024 4 5 H 5 >

E 4 KIE

4 BluePoint Laboratories

HR5E44 VANCOMYCIN HYDROCHLORIDE injection, powder, lyophilized, for solution
FIE - ik | 1g/vial, 500mg/vial

INDICATIONS AND USAGE

Vancomycin Hydrochloride for Injection, USP is indicated for the treatment of serious or severe

infections caused by susceptible strains of methicillin-resistant (B-lactam-resistant) staphylococci.

It is indicated for penicillin-allergic patients, for patients who cannot receive or who have failed to

respond to other drugs, including the penicillins or cephalosporins, and for infections caused by

vancomycin-susceptible organisms that are resistant to other antimicrobial drugs. Vancomycin
Hydrochloride for Injection, USP is indicated for initial therapy when methicillin-resistant
staphylococci are suspected, but after susceptibility data are available, therapy should be adjusted

accordingly.

Vancomycin Hydrochloride for Injection, USP is effective in the treatment of staphylococcal

endocarditis. Its effectiveness has been documented in other infections due to staphylococci,

including septicemia, bone infections, lower respiratory tract infections, skin and skin structure

infections. When staphylococcal infections are localized and purulent, antibiotics are used as

adjuncts to appropriate surgical measures.

Vancomycin Hydrochloride for Injection, USP has been reported to be effective alone or in
combination with an aminoglycoside for endocarditis caused by S. viridans or S. bovis. For
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endocarditis caused by enterococci (e.g., E. faecalis), vancomycin has been reported to be effective
only in combination with an aminoglycoside.

Vancomycin Hydrochloride for Injection, USP has been reported to be effective for the treatment of
diphtheroid endocarditis. Vancomycin Hydrochloride for Injection, USP has been used successfully
in combination with either rifampin, an aminoglycoside, or both in early-onset prosthetic valve
endocarditis caused by S. epidermidis or diphtheroids.

Specimens for bacteriologic cultures should be obtained in order to isolate and identify causative
organisms and to determine their susceptibilities to vancomycin.

To reduce the development of drug-resistant bacteria and maintain the effectiveness of Vancomycin
Hydrochloride for Injection, USP and other antibacterial drugs, Vancomycin Hydrochloride for
Injection, USP 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.

The parenteral form of vancomycin hydrochloride may be administered orally for treatment of
antibiotic-associated pseudomembranous colitis produced by C. difficile and for staphylococcal
enterocolitis. Parenteral administration of vancomycin hydrochloride alone is of unproven benefit
for these indications. Vancomycin is not effective by the oral route for other types of infection.

DOSAGE AND ADMINISTRATION
The intent of the pharmacy bulk package for this product is for preparation of solutions for IV
infusion only.

Infusion-related events are related to both the concentration and the rate of administration of
vancomycin. Concentrations of no more than 5 mg/mL and rates of no more than 10 mg/min, are
recommended in adults. In selected patients in need of fluid restriction, a concentration up to 10
mg/mL may be used; use of such higher concentrations may increase the risk of infusion-related
events. An infusion rate of 10 mg/min or less is associated with fewer infusion-related events.
Infusion-related events may occur, however, at any rate or concentration.

Patients With Normal Renal Function

Adults

The usual daily intravenous dose is 2 g divided either as 500 mg every 6 hours or 1 g every 12 hours.
Each dose should be administered at no more than 10 mg/min or over a period of at least 60
minutes, whichever is longer. Other patient factors, such as age or obesity, may call for modification
of the usual intravenous daily dose.

Pediatric patients

The usual intravenous dosage of vancomycin is 10 mg/kg per dose given every 6 hours. Each dose
should be administered over a period of at least 60 minutes. Close monitoring of serum
concentrations of vancomycin may be warranted in these patients.
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Neonates

In pediatric patients up to the age of 1 month, the total daily intravenous dosage may be lower. In
neonates, an initial dose of 15 mg/kg is suggested, followed by 10 mg/kg every 12 hours for neonates
in the 1st week of life and every 8 hours thereafter up to the age of 1 month. Each dose should be
administered over 60 minutes. In premature infants, vancomycin clearance decreases as
postconceptional age decreases.

Therefore, longer dosing intervals may be necessary in premature infants. Close monitoring of
serum concentrations of vancomycin is recommended in these patients.

Patients With Impaired Renal Function and Elderly Patients

Dosage adjustment must be made in patients with impaired renal function. In premature infants
and the elderly, greater dosage reductions than expected may be necessary because of decreased
renal function. Measurement of vancomycin serum concentrations can be helpful in optimizing
therapy, especially in seriously ill patients with changing renal function. Vancomycin serum
concentrations can be determined by use of microbiologic assay, radioimmunoassay, fluorescence
polarization immunoassay, fluorescence immunoassay, or high-pressure liquid chromatography. If
creatinine clearance can be measured or estimated accurately, the dosage for most patients with
renal impairment can be calculated using the following table. The dosage of vancomycin
hydrochloride for injection per day in mg is about 15 times the glomerular filtration rate in mL/min.

DOSAGE TABLE FOR VANCOMYCIN IN
PATIENTS WITH IMPAIRED RENAL FUNCTION
(Adapted from Moellering et al
Creatinine Clearance Vancomycin Dose
mL/min mg/24 h

100 1,545

90 1,390

80 1,235

70 1,080

60 925

50 770

40 620

30 465

20 310

10 155

The initial dose should be no less than 15 mg/kg, even in patients with mild to moderate renal
insufficiency. The table is not valid for functionally anephric patients. For such patients, an initial
dose of 15 mg/kg of body weight should be given to achieve prompt therapeutic serum
concentrations. The dose required to maintain stable concentrations is 1.9 mg/kg/24 hr. In patients
with marked renal impairment, it may be more convenient to give maintenance doses of 250 to
1,000 mg once every several days rather than administering the drug on a daily basis. In anuria, a
dose of 1,000 mg every 7 to 10 days has been recommended. When only serum creatinine is known,
the following formula (based on sex, weight and age of the patient) may be used to calculate
creatinine clearance. Calculated creatinine clearances (mL/min) are only estimates. The creatinine
clearance should be measured promptly.
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Men : [Weight (kg) x (140 - age in years)]
72 X serum creatinine concentration
(mg/dL)

Women : 0.85 X above value

The serum creatinine must represent a steady state of renal function. Otherwise, the estimated
value for creatinine clearance is not valid. Such a calculated clearance is an overestimate of actual
clearance in patients with conditions: (1) characterized by decreasing renal function, such as shock,
severe heart failure, or oliguria; (2) in which a normal relationship between muscle mass and total
body weight is not present, such as in obese patients or those with liver disease, edema, or ascites;
and (3) accompanied by debilitation, malnutrition, or inactivity. The safety and efficacy of
vancomycin administration by the intrathecal (intralumbar or intraventricular) routes have not
been established. Intermittent infusion is the recommended method of administration.

Compatibility with Other Drugs and IV Fluids
The following diluents are physically and chemically compatible (with 4 g/L vancomycin
hydrochloride):

5% Dextrose Injection, USP

5% Dextrose Injection and 0.9% Sodium Chloride Injection, USP
Lactated Ringer's Injection, USP

5% Dextrose and Lactated Ringer's Injection

Normosol ®-M and 5% Dextrose

0.9% Sodium Chloride Injection, USP

Isolyte ® E

Good professional practice suggests that compounded admixtures should be administered as soon
after preparation as is feasible.

Vancomycin solution has a low pH and may cause physical instability of other compounds.

Mixtures of solutions of vancomycin and beta-lactam antibiotics have been shown to be physically
incompatible. The likelihood of precipitation increases with higher concentrations of vancomycin. It
is recommended to adequately flush the intravenous lines between the administrations of these
antibiotics. It is also recommended to dilute solutions of vancomycin to 5 mg/mL or less.

Although intravitreal injection is not an approved route of administration for vancomycin,
precipitation has been reported after intravitreal injection of vancomycin and ceftazidime for
endophthalmitis using different syringes and needles. The precipitates dissolved gradually, with
complete clearing of the vitreous cavity over two months and with improvement of visual acuity.

PREPARATION AND STABILITY
CAUTION: NOT TO BE DISPENSED AS A UNIT

DIRECTIONS FOR PROPER USE OF PHARMACY BULK PACKAGE

Not for direct infusion. The pharmacy bulk package is for use in the Pharmacy Admixture Service
only in a suitable work area such as a laminar flow hood. Using aseptic technique, the closure may
be penetrated only one time after reconstitution using a suitable sterile transfer device or
dispensing set, which allows measured dispensing of the contents. Use of a syringe and needle is not
recommended as it may cause leakage. After entry use entire contents of the Pharmacy Bulk
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Package bottle promptly. The entire contents of the Pharmacy Bulk Package bottle should be
dispensed within 4 hours after initial entry. A maximum time of 4 hours from the initial entry may
be allowed to complete fluid aliquoting/transferring operations. Discard the container no later than
4 hours after initial closure puncture. This time limit should begin with the introduction of solvent
or diluent into the Pharmacy Bulk Package bottle.

Preparation and Stability

5 g Pharmacy Bulk Package bottle

At the time of use, reconstitute by adding 100 mL of Sterile Water for Injection to the 5 g Pharmacy
Bulk Package bottle of dry, sterile vancomycin powder. The resultant solution will contain
vancomycin equivalent to 500 mg/10 mL. AFTER RECONSTITUTION, FURTHER DILUTION IS
REQUIRED.

Reconstituted solutions of vancomycin (500 mg/10 mL) must be further diluted in at least 100 mL of
a suitable infusion solution. Doses of 1 gram/20 mL must be further diluted in at least 200 mL of a
suitable infusion solution. The desired dose diluted in this manner should be administered by
intermittent intravenous infusion over a period of at least 60 minutes.

10 g Pharmacy Bulk Package bottle
At the time of use, reconstitute by adding 95 mL of Sterile Water for Injection, USP to the 10 g

bottle of dry, sterile vancomycin powder. The resultant solution will contain vancomycin equivalent
to 500 mg/5 mL (1 g/10 mL). AFTER RECONSTITUTION, FURTHER DILUTION IS REQUIRED.

Reconstituted solutions of vancomycin (500 mg/5 mL) must be further diluted in at least 100 mL of a
suitable infusion solution. For doses of 1 gram (10 mL), at least 200 mL of solution must be used.
The desired dose diluted in this manner should be administered by intermittent IV infusion over a
period of at least 60 minutes.

Parenteral drug products should be visually inspected for particulate matter and discoloration prior
to administration, whenever solution and container permit.

For Oral Administration

Oral vancomyecin is used in treating antibiotic-associated pseudomembranous colitis caused by C.
difficile and for staphylococcal enterocolitis. Vancomycin is not effective by the oral route for other
types of infections. The usual adult total daily dosage is 500 mg to 2 g given in 3 or 4 divided doses
for 7 to 10 days. The total daily dose in children is 40 mg/kg of body weight in 3 or 4 divided doses
for 7 to 10 days. The total daily dosage should not exceed 2 g. The appropriate dose may be diluted
in 1 oz of water and given to the patients to drink. Common flavoring syrups may be added to the
solution to improve the taste for oral administration. The diluted solution may be administered via
a nasogastric tube.
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Drug Name Category
A=A NZ7 VT DLHFE vancomycin B2
(2021 4% 4 A #R)

F—A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)

Category B2 :

Drugs which have been taken by only a limited number of pregnant women and women of

childbearing age, without an increase in the frequency of malformation or other direct or

indirect harmful effects on the human fetus having been observed.

Studies in animals are inadequate or may be lacking,

of an increased occurrence of fetal damage.
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