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HEHAHER a4 Sy (VCM) BAFY) YRERE T FYRE (MRSA) CX 2 RERYEL
MISAEE LT 1991 4 11 HicRF & hi, 20% S EMOTERMEDNRARMIIROLEBY TH S,
M HIZLE 650 Mk T 1991 4 12 AN S 1994 £ 10 A iCAH EMRARS Shi: 1,354 AT, &2
HizeMi, FHRIHERE 99 MERL 1,255 AEHENRAL L. x¥0 1 HRSRIZNRT
2 40 mgkg, BMATIZ 1g $4122g T, 1~3AMERENBhorz, T/, BEMIC 1 HRSRON
2, BEHMOERBERSA SN, KRB HEXIZ, Mk 787 %, MM 875 %% ¥ TLHAT
817 % Th o7 T2, RITELLOEFATHBRENEI -2, 1 BRS5E, SHHEOAKIZIAY
BXDOERALNEN 572, MRSA IS0 2MBE%ENRIZ, Mk 64.2 %, BILE 885 %% ¥ T2
KT 69.8 %OHHEENB LN, HUEMNBEAS X UCEKRREAREIX 191 A (14.1%) DX
271 RRB L7, HICHBREREEREICOVTIE, BA, BRELLICRABEIZI 10 2g&5H1
Hig#H5&) 28U LR o, mMABREE=%"Y ¥ it 1,354 i 500 A (36.9%), 1,082 & (1
PIL7-h 22 ) ERSh, EREIEENICHML T, EBFHMINRIEREDO LTS
=¥7975 YR (Cer) BFRANEN o7z, HEEEEH (Ke), VCM 2V 75 YR Cer ICIZH
MBEAA LN, FHERM (tnf) X Car PETICHVWERL, BREBEETATOLREAD 3
ERESERLTW 2, MEOBR#KE D, E4H VCM i3 MRSA BEJEICx LARZHRL RTHHL
DBEVEHTHY, BREA MRSA LBZENEMCH L TRERLHICEETRETHLLEEDN
5, BHOBRICIIFERELERELZRL, IPREE=5) V72 ER L CHELZHYE - AR%LBIRT
hZRERLINICcCErLELLRS,
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E®aw4 vy (LT VCM M) BdiFsfEB I
AR LBUBICRVTRENEZAT S V) axTF
FROAEMEATH S, HIIE L ORMCHEOAF V) Vit
#H¥E7 FoRE (MRSA) IS LEBHENCERAL, ot
FEREMEZRE RV 2DEHA I MRSA BYSEICHT
HEBRELLTRHVHELZ ST,

kEZIZULHHREETIZ 1958 EL SHERE N, HiHiE,
REW L NBB, HE - ARZLOFHEIHIL TV S,
HATid 1991 F 11 AEHARKAMERTESH, ThEFER
IR ERESBB SR, RA4IX, BFE 1 EROTESE
ABEOEITBRME AT, B 2 ERORMIIE 42 @MAK
{LEFE2aRa (1992 £, BR) KTThZh#BiELL
A, 5, 3 FRITOHERERAEICBVTLEIHERS
NS BEMCOVTRETL, BEER, A ARBIU

AtE, REBCRT2ERMEBL, T4, —BEHBICOW
Tid, EFEROEIHBMOBELBLTV, ZhoORHEH»
CEMOBEFRRICHMT50ReB-0OTRET 2,
I N&REEMGE

1. ¥ ®

1991 % 12 A»5 1994 % 10 AOMIC£E 650
RIZB\VT MRSA BU4E & B Sh VCM 4 HNH
G EN: 1,354 ERENRE L. BRREOHEE
i, FELTARRBKET obblumsE, BEELIHR
%, BHE WK BE - FHASOREH KR
Ye, Bis, BifLBRiE, B, BiRKk, BHBEELZERL
720 RBREWA MRSA NEPOH B BEHRICE VTR
2 —= v M, 74 A28, MIC @&, PCR ¥
& hiTbhiz,

‘HX=H 1-4-3
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2. MARMEBEHE

BARMITES R Sya4 ¥y ARMER
05 g CHEPRNR) THoH, Kilsh/t 1 HRERA
ik 2 g (Bfli), /ARICIE 40 mg (i) /kgT, EM,
HE, ERICIVATMR, RICKRE, WRERE
FITRERBOBES IO LCENARI Y RET 2
TLiBoTwS, 1 Hk%Z 2~4 EIZHNWL, 4£HK
HAZYTHR, ThEh 60 FLL LT TRARMEL
oo BERMIZFAIE LT 1~3 AME LAY, ER,
fEiR, MRSA DFRLZ LICE o TREKREDHN T 4 4
Ma»2vizEnB oMM S L,

3. BEHXN

£#£HA MRSA Oy I ABEEZ LBD LR
SHUBEEROBEIR, HBEARIFPFLEMRLT
WMYUTHERELBH LA, 2L, ceftizoxime, cef-
menoxime, aztreonam ¥AK &L REELE B T XA
LRARESLR2WIEELYE, 4, TI/MREA
EPRFOGAIIERE, BEMESORMEHMNAK
EhBBENNDZ2OTLERIRICIEDEIEEL
P

4. HABBEBIURE

i, CRP, WBC, HLMEOM, HHOR - iR,
R CEREEICHADORRIITE 2R Y HENIIH
- A

I, BIfEHLELONSZHEERICOVTIE, £
ofi¥, BE, #48, AE, &8 FHSIUHHE
HEVIIEKBLORRMR, FHEDOIA Y FER
gL,

MR, - FRERE RREZLCOBKRE
RMRELABROBESH - b - BICERKL, AMCERT
BLEZONAREEZEDICOVWTIIERBARZ EICH
THIREDIA Y V2ERL, ERETGREHN
BT 23 CEBFREL L.

MEFHREIERETERL . BEBABNICT
MR E X h7- Staphylococcus aureus ([ 2WVWT7 4 R
2#¥, MIC #lZ, PCR EHBHVIIAZ ) —=V 5
izt ) MRSA @B L7, He5HMP, KTRICH
SMRE, RERNE, BIURETERL, BRET
% MRSA DHREMEL

5. ARH®%

BB EEIZ MRSA ICRHT 5 R%, HR, CRP,
WBC, Mtk ¥ DREEROEBZ S L ICERENE
HdE, &, CRUER TE EBELHs0RIAER
BLHEL. MEENHRIIERETHS MRSA O
HEZDEIZEBRENHEE, ¥, TEHLHVIITH
EHEL:, AAERSRUEE, MEZNBHRE X
UREVABWELTERENEDODOTHA, AH, *
RER, boitdbvike, FATEVHLIVIEH
EARREEHEL .

6. MmMAPREE=%" > 7BLURMET

ERO MEALEOER] CHPHEERRL, 0
NEAORAEBITA-DEMNBEFOBRE, XK
R, ERBIUILE, RE, WRBRESL IR
Wods8E, 7TI/MARGEWRSLHHAPORE
oW TiX, MAREE=%) Y 72 EET S LA
HILWERERENTVE, THEMEIIBNTH,
ERBCTEZ2BRYMPRELMEL, BLeoBEIC
N 2HEYE FRORMICRTAELELIC, Bohk
mrb B el E A, BEICBITIENBRE RN
L7 %28, REBRATOEANBRELRTSENT,
phase I study IZ8}57—4» 2 b EbE THITICH
Wito MR EIC FPIA & (HEREREREE)
&> THIE L VCM DRI 2-0 28—}
AVPEFNV (Fig 1) SR TEMHALMIZ-TW
50T, FERICBVWTH, 2-a U R—FRA Y FET
VERWR. BITICXEWRERMKT 7O 7 5 A
NONMEM %z A, B#&H, BN - REED AN
MEEFVEHRERELT, Ke (HEREEZEM), Ku, Kn
(A=A VHOBITEEZY), Ve (FHEK
[(pivay/i—t A Y F]), CL (VCM 2V 795 ¥ R),
tnf (BHERM) F¥OXER I TA-—FEHEL,
P2VTPF=vo2YTF5 R (Cer) LOHBAEERL
7=

BItichhoTid, %R, ROEBEFAHELD O,
ENEZTITVEHEHELINTVEHDIEIBRAL .
Cer 12, RIZRT Cockeroft-Gault DA THM L7,

(?cti()ml/min) = [140-%M ()] xHE (kg)
2xMmi§7 V7 F= Y (mg/d)

(&%) Cer(ml/min) = Cer (B4) x0.85

7. #EEHER

ARAETE, ZREPLOEFARKTLLILBED
BREALSKICD-H2DT, BH EZEEXL,

Infusion

|

Central
compartment
(Vo)

Peripheral
compartment

1 Ke
CL=Ke-Vc

Ke: Elimination rate constant Kiz, Kzi: Transfer rate constants
Vc: Distrabution volume of central compartment

CL: Clearance

Fig. 1. Two-compartment model.
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ARRER, BDNIRA, BAER, LWOX=Z2FRALT
LHMEBEEZEMRL, TRTOEHZFMIOEN
RICRE LA, EARKOLRARLERENCHEI
FHLHLARREDOENDIBAREREICHRBEL
BaXY beERDE. EBEHRTRIBCEHRNE
Birbhdol,
II. & |

1. EREMOTHR

2B 650 WidtH 5 1,354 BINEMEI I, BHTH
S b B S-DIRE 297 Kk, 669 FITHD, K
WTRALRE 89 Hidk 237 #, H1Bk 85 Midk 134 #l, ¥
ESBE 35 Hidk 52 M, $E - ICU 21 Hidk 49 BIOM
ToH-7 (Table 1) =D HERHIEITDOWVTIZ MRSA
PHRBREE 2627 T b b MRSA BRE:
25 fl, BREBEM: 23 1, REA+2: 20 B, B
HKEBICX BT 16 B, BIEAIC X 2l 841,
MRSA (CE R 2 lEDBER: 5 5, HASE: 2 A
DEEIIFILHERRE L S (Table 2), AFflixt & B
X 1,255 fITH o7z (Table 1)o B2tEIZOWTII,
1,354 $12f % FESRFA L L7z

AR OFMEERFITE 801 #l, K 454 FEBDOK
»E L, AR 48 HI (KX 3.8 %), 16 &2 H 64
BEORAIX 376 #1 (30.0%), 65 BLLLORMKE X

Table 1. Number of institutes and patients by department

No.of No. of patients
institute enrolled excluded evaluated
Internal medicine 297 669 (1) 49 620 (1)
Brain surgery 89 237 18 219
General surgery 85 134 (7) 11(2) 123 ( 5)
Orthopedics 35 52 (2 3 49 ( 2)
Emergency-ICU 21 49 (5) 5 4 (5)
Urology 28 42 (1) 2 40 (1)
Pediatrics 20 3734 11 36 (33)
Dermatology - Plastic surgery 15 35 35
Chest surgery- Heart surgery 18 21 (1) 1 20(1
Dentistry- Oral surgery 8 21 1 20
Anesthesia 18(1) 4@1) 14
Otolaryngology 12 17 3 14
Others 15 22 1 21
Total 650 1,354 (52) 99 (4) 1,255 (48)

( ): No. of infants

Table 2. Reasons for exclusion

Reasons No. of patients excluded

Non-MRSA infections 25
Severe underlying diseases 23
Insufficient laboratory findings 20
Death from underlying diseases 16
Cessation by adverse events 8
Concomitant therapy with effective 5
Antibiotics against MRSA
Unadequate administration 2

Total 99

831 Bl (66.2%) L RMEIH 2/3 ki’ (Fig. 2).
i, MEDIZESR 1 EM, RERIE 08 RTHo7,
BHMEIR - AOHE /DR 48 B 41 B (85.4%) I 80
(1 WdH7h 2.0 #), 64 RETORA 376 AAF
336 #l (89.4%) I 660 (1WDH7=bh 2.0 #), "M
# 831 #ith 769 M (91.3%) (= 1,607 fF (1 MADI=h
2.1 %) FNEAFLTW . HENTIXBEEESDN
MBHE B DR 2,347 AH 708 A (20.2%) L%,
HIcHBETIIONR 1,607 W% 573 A (35.7%) ¢t
13 DLk, &6(2 1,255 At 913 B (72.7%)
DEPIEHAF—F NV, IVH Z2YFHASh TV,
MRSA BfiE D& BI) T, Mikdt 1,255 P 845 A
(67.3%) :# 2/3 5, ROTKIE - FHENSOR
R RBYe 127 $1 (10.1%), BulisE 120 4 (9.6%)
Thot. RKBNEBDEOBERIZ, BRABRE 18
B, REEBUSE 16 BI% 69 A TH >7c (Table 3). K
FEREY CIXEE 442 #1 (35.2%), P%&E 690 M
(55.0%) Thh, BIiEIX 123 A (9.8%) & 1 WicHh
Teledol. #iZ, BRATIIABIYEV (9M) &
DO BIETH -7 (Table 3)o KITHHETIE, %
TEH 5, 1,009 A (80.4%) THX 22384, 14
Bieh 22 MTholzo TOARIE, B 3 H#HRE7x
A 564 # (25.2%), HANSRA L 266 H (11.9%),
R=yY ¥ 240 # (10.7%) PHETH o7z 7=, *
BOARG TR ED D 2% 647 B (51.6%) T, O
X 978 M, 1 HI4Y 15 MFASh T, EDON
Rz 372 h 2524 (25.8%), HANI/RRA
147 #l (15.0%), I /7H94 20V %07 53942
¥ 117 # (12.0%) DETH -7, VCM HHMEE
BEOHMNICE VB’A, RAEA, BEREASHK
A5 UNOBETHER ST 20 THo 7= (Table
4),

2. HE-HR

BRA 1,207 BlicH$5 1 A5 RIZ 2g- 57 2: 456
B, 1 g -2 2: 421 WIRIZE L, RwT 2g 7 4
118 FIDNATH o720 S0 3 MOBRTIE 995 #,
824%% iz, 1 HESROBEE{LEAD L, 1 £

Male

801
(63.8%)

Sex (Total: 1,255) Age (Total: 1,255)

Fig. 2. Number of patients by sex and age.
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RTIRFEAR 176 A 1 g {EM4R (ERMR X
25.0%), 2g{5M 117 M (66.56%) & 2g M, 1g
WD 2 HULETHo2A, 2 ERTIRRNMIR 382 #il
th1g P 149 B (39.0%), 2 gl 189 B (49.56%) &
1g XML, 3 SERTIRFMNR 649 Hitk 1 g Ml
276 M (42.5%), 2 g M1 300 M (46.2%) X i2iZFIK
{2 o7 (Table 5). H&5KIMix 8~14 AWM H - &
% {41.2% (497/1,207 M) & &, KT 7 HUA,
15~21 HM, 22~28 HMOMETHH, 28 HELAAN

%MmMLTBY, REWMMOERMBRAALNL
(Table 5)o /MR 48 #ITix 1 Hixs&kid 3.26~60.00
mg/kg & ILMEICHH LT A, ¥y 36.2 mgkg T
bol. AWEIMZF 3 218, 7 411 AOMTH
ol WENMIZ 48 Hish 32 M (66.7%) I 14 HEL
A (3 1656 H) Thorl. MERSIZ 62 HWT, 4

Table 4. Number of patients previously or concomitantly treated
with other antimicrobial agents

Antibiotict Pre-treatment % Concomitant %
90.8% (1,096/1,207 #) & LT, BEHRS IR No 246 10.6 808 484
94 HHT, 78 ROMURLLEEAR LM EOERNT ‘ Yes 1,009 80.4 647 518
hoke BEBERIIOVTRER{LEASL, 4B o , oo
. . . Cephems ( 1st generation)” 93 42 8 0.8
A 1 KTk 506 %, 2 ER 60.7%, 3 ¥R 65.3 Cephems (2nd generation)® 164 73 29 3.0
Cephems (3rd generation)” 564 26.2 262 25.8
Table 8. Number of patients by diagnosis and severity Cephems (oral) 21 0.9 2 0.2
Diagnosis Mild Moderate Severe Total % Aminoglycosides 212 9.5 56 5.6
Sepsis 6(1) 42(4) 72(17 120(12) 96 Arbekacin 128 5.7 27 2.8
Infectious endocarditis 1 1(1) 2(1) 0.2 Vancomycin 7 0.3 20 2.0
Osteomyelitis 1 14 6 21 1.7 Carbapenems 266 11.9 147 15.0
Arthritis 4 6 10 0.8 Monobactams 34 1.5 30 3.1
Secondary infection of 21(3) 70(3) 36(3) 127(9 101 Fosfomycin 119 5.3 92’ 9.4
burn, operative wounds Tetracyclines 201 9.0 117 12.0
Pneumonia 81 496 ( 4) 268 (16) 845(20) 67.3 Quinolones 61 2.7 23 24
Pulmonary abscess 4 4 8 0.6 Macrolides 79 3.5 17 1.7
Pyothorax 3 7(2 10(2) 0.8 Rifampicin 0.1 9 0.9
Peritonitis 2 15 17 34 2.7 Thiamphenicol 1 0.0 0.1
Meningitis 9(2 9(2 0.7 Sulfamethoxazole/Trimethoprim 15 0.7 20 2.0
Others* 12 41(2) 16 69 ( 2) 5.5 Anti-fungals 30 1.3 78 8.0
Total 123 ( 4) 690 (13) 442 (31) 1,255 (48) 100.0 Others 1 0.0 0 -
% 9.8 55.0 35.2 100.0 Total 2,238 100.0 978 100.0

( ) :infants cephalothin, cefazolin etc.

*: Decubitus (18), Urinary tract infection (16), Bronchitis (6), Skin
infetion (5), Parametritis (3), Epidural abscess (3), etc.

scefamandole, cefotiam, cefmetazole etc.
vlatamoxef, cefotaxime, cefoperazone etc.

Table 5. Number of patients by daily dose, division and duration of vancomycin hydrochloride

Divided (times) Duration (days) Total 1st year” 2st year® 3rd year®
' (%) (%) %) (%)
Daily
dosage(g) 1 2 3 4 <7 8-14 15-21 22-28 29—42 43—72 73-94
0.25 1 1 1(0.1) 1( 0.3)
0.5 39 9 1 1 17 13 9 6 4 1 50(41 5(28) 17(45) 28( 43)
0.75 3 2 1 3 2 1 6(05 2(11) 4( 06)
1.0 47 421 1 120 200 75 35 22 17 469(38.9) 44 (25.0) 149 (39.0) 276 (42.5)
15 3 19 46 8 26 19 9 4 2 68( 5.7) 8(4.5) 24(63) 36( 5.5)
2.0 30 456 2 118 100 256 125 65 49 11 606 (50.2) 117 (66.5) 189 (49.5) 300 (46.2)
25 1 1 1(0.1) 1( 02
3.0 5 1 3 3 6( 0.5) 2( 05 4(06)
Total 122 914 50 121 248 497 231 120 80 30 1 1,207
%) @101) (757 (41) (100) (205) (41.2) (19.1) (99) (66) (25 (0.
1 st year” 16 130 6 24 29 60 39 25 18 5 176
(%) 9.1) (739) (3.4) (13.6) (165) (34.1) (222) (142) (102) (2.8)
S 2ndy? 36 290 17 39 73 159 82 35 27 6 382
(%) 94) (759) (4.5) (102) (19.1) (41.6) (21.5) (920 (7.1) (16)
3rdy.? 70 494 27 58 146 278 110 60 35 19 1 - 649
%) (108) (76.1) (42) (89) (225 (428 (169 (92 (54) (29 (0.2

"Dec. 1991~0Oct. 1992, *Nov. 1992~Oct. 1993, *Nov. 1993 ~Oct. 1994

(Children are not indaded)
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30g 6(05%) ;0258 10.1%)

25¢ 1(0. l”“a—r .54 50(1.1%)

7

204 1.0g
164
S (389%)

JUSNSSRPRPRRPREPLVET S

6
(50.2%)

Daily dosage

=30 61(5.1%)
s 1502%)
Sl g

150 - 180" 87(7.2%)

60
@230%)
90;

LU
(75%)

|

580
(18.1%)

[nquiO;’l time (min)

“0.75g 6(05"%)

1.5 68(5.7%)

73 -94d 1(0.1%) -
13-72d 30(2.5%) —
29- 12d

-2 ‘Qf
120 (%) - (A(V;'..)
=214 4
231 . 8-14d
19 1%)

( ) 497
(41.2%)

Duration (days)

= 30ml 12(1.0%
500mIS81(6.7%) X*-,c’,“\%m 37(3.1%)

1|

\\

(H() {
200ml "), ?/
128(106%)™ *§
100ml

852
(70.6%)

(unknown: I)

Infusion volume

Fig. 3. Use of vancomycin hydrochloride in adults and elderly.

Markedlér EE Improved [3 Slightly B Unchanged(J  Efficacy
; ; p improve improve oo
Diagnosis Total 0P 30 40 5078070 s 9% 100 ¥
Sepsis 120 (12) 875
Infecti
¢ le.?r:‘ltisocarditis 2(1) -
Osteomyelitis 21 85.7
Arthritis 10 100
Secondary infection of 127 (9) 913
burn, operative wounds
Pneumonia 787
Pulmonary abscess 8 -
Pyothorax 10 (2) 700
Peritonitis 34 794
Meningitis 9(2)
Others 62 (2) 884
I T DO .4 oo ey i syoe o 817
%) 1,255 (48)

*No. of patients; (

): No. of infants, "Mark.edly inproved + Impmw-d ‘Total

Fig. 4. Clinical efficacy of vancomycin hydrochloride by diagnosis.

&, hE 3 kg, BREHLHABRERDOLRTH 20 Z0
oo BWHEEMICIE, B0 7REEICHT S 56 HE
#EH, MMmMAED 4 »ABRICHT S 54 HEEGHIH
Hol

HIEEERIIRATIZ 1,207 Fid 1,131 # (93.7%)
260 FULETHY, 30 FUTTH-7DiF 5.1%
(61 B)) DAT, TOATIX EHLEDER] XL
bhTwh, 7, BREAFEKEIZ 2,880 73 %bb
48 R ARHITH o 720 BRI 1,157 B, 95%
VLEDSEST 100 ml L ETH Y, 50 ml LLFix 49 #1
(4.1%) TH o7 (Fig. 3)o /MR TIZLIHRER A< 30 7
LRDFERIZ 48 Bivh 1 1 (2.1%) OAT, 43 #,

89.6%%% 60 MW TdH - 720

3. BRAKH

KBRERZ R, ERABIASLVHMEK 10 #,
AR 9 B (9 b/AR 2 ), BEELAER 2 5
OBAR1IH) ZTRTEHXEFET-RIHETHo 0
¥/, MmsE 87.5% (105/120 #), Bk 85.7%
(18/21 #l), #45 - FHAIFORAENE _RE&F 91.3%
(116/127 #1) THT S BRRESA SN, MR
78.7% (665/845 #1), Mi{LBRIE 62.5% (5/8 #1), BW
70.0% (7/10 Bl) TETHREEVFEVLDDLETY
81.7% (1,025/1,255 Bl) LikRTREFRBALNL
(Fig. 4)o 372, ZOMKBD ) LBEBRGRETIX
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88.9% (16/18 #i), WEEIEHIETIX 87.6% (14/16 $l)
DEFEEP B ORI ENKT TMMINICA D &R
i1 95.8% (46/48 1), 64 T THIXAIZ 86.2%
(324/376 Bl) Td >7-2%, 65 I OV HTIL
78.8% (655/831 Bl) L RRflH -7 (Fig. 5)o X0
WAERRIBIIC 1 HEY B DG B KERaf L2s
BATIZ 81~94%, (M HTIE 72~81%IZ 50 L
WTFROBEGHICBVTORAY KM EEI DT AT
Wio F, BUEFINE G 1 g YL 2. g B
TEHERKLILHETH L, WATIE 1 g i 85.3%
(99/116 $1), 2 g B 86.2% (193/224 ), Vb # Tl
1g B 80.7% (285/353H1), 2 g B 78.0% (298/382 #i)
L, wThd 1g Bl 2 g BTREHNKICEIALN

Daily Total |mprmL
dosc (g) R 20

Nrav 13 ¥ OBINIE K

Marktdlg £ Improved (@

0.25-0.75
1.0

Adults
(16 — 64y) 15

20
25-30
" Subtotal (%)

—

30 40 50 60 70 8 90 100

1053

Tho7e (Fig. 6)o KATHLAH O N TIE, KArbt
KR LI 246 B (19.6%) TEH¥IE 87.4%, Kif
PUAKD D 12 1,009 BITY 4L 80.3%TH Y, Kif
PU B e L i Bl C s % KAGEH -, 72 (p<0.01),
K HOR KIS 092 VCM O IR 2 W % 245
WA D E, 77.0~882%, T 80.2%
(1,795/2,238 fI) L a4 %L Tv 7 (Fig. 6)o

T2, DRNIDCIA A A7 B0 T OF)I M % L Tl
13 82.7 %. FIIKDH DT 80.7 % & W dKIZ A3 %D
120 PENIEOMBINTIX, MBRT VXA Y 593 %
(16/27 #1), ¥ /70> 60.9% (14/23 #l) &R h -
Todt, R= ) r 90.2%, #5 2 Lt 7z L 86.2%,
03It 7 2L 825%, €/ /52 %4 9.0%, 7 |

Slightly B Unchanged [J

improved

Efficacy
rate%e*

L oot et st

0.25-0.75
10

Elderly 15
65y~ )

Subtotal (%)

Total (%)

*No. of patients, **Markedly inprove

mproved Total

Fig. 5. Clinical efficacy of vancomycin hydrochloride by daily dosage in adults and elderly.

Markedlar B Improved [H

Slightly B Unchanged [J Efficacy

Total \MPTIHET 20 30 40 50 60770 80 90 100 AR
P Yo, &1 con
Penicillins 82.1
Cephems (1st generation) 80.6
Cephems (2nd generation; 80.5
Cephems (3rd generation 80.7
Aminoglycosides 788
Arbekacin 78.1
Carbapeneme 786
Monobactams 882
Fosfomycin 832
Tetracyclines 78.1
Quinolones 770
Others
Total

*No. of patients, **Markedly inproved + Improved/Total Statistical analysis: x*test

Fig. 6.
with other antimicrobial agents.

Clinical efficacy of vancomycin hydrochloride in patients previously treated
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FH4 70 812% TRV H KL KL, KT
b 80.8% (790/978 ) O ¥ TH-,7: (Fig. 7)o

MRSA (ZxH3 2 887108 % 2 Ao IS A 5 - I I
%10 B, HOEIS 9 #, B L NBK 2 BITIE
100% D W &K TH b, WfETIE 88.5% (100/113
Bl) Thotzo Mik 64.2% (517~805 Hl), Mi{Lhsi
37.5% (3/8 Bl), WW 55.6% (5/9 1) 7 & MiBIT
ar M HIE T AR AN TR, IR T ORI AK
i3 69.8% (838/1,201 #J) TH-,7z (Fig. 8). L7,
£ DOAUKEGE D ) B BTG R B X OBR B B 0 14
HEKIEENEN 765% (13/17 #), 93.8% (15/16
Bl) THot

4. WITEH. BOKBRAMICE XIZTIER

1A fE % ik 7 2k

Mnrkedl{ B8 Improved [

NOV. 1995

BATIZOWTI B S h e 1,354 #7490 % dF 4l o
mElLz,

W, BRI i b T 191 # (14.1%)
WO 271 R BLL 720 WITENIRBIMUL OREELALE
AL L, RKENFOERCIE 32.7% (85/107 1) Th-
7oA%, i M A 1 R 14.2% (30/211 #), 2 4
K 15.1% (63/416 #), 3 %K 13.5% (98/727 #1) &
KNy OIEKRUZ LR T LT e 72, R
RIS DR 56.1% (60/107 #1), 1 K 25.6 %
(54/211 #1), 2 Kk 22.4% (93/416 #1), 3 4 X
17.1% (124/727 #1) & 1li b % 48 T /KL O 1L ¥ 1
RT U2 U FIZHRPTLL LIS MAETLHE
MMM ASA Sz (Table 6)o

Slightly B Unchanged [J Efficacy

Towal improved =y w0 50 Eh s w0 00 P
oncomi 608 [ 170 AT 27
iomes Nes | qup [odes wr N
Penicillins 51 Dz
Cephems (lst generation) 8 -
Cephems (2nd generation), 29 86.2
Cephems (3rd generation 252 82.5
Aminoglycosides 55 76.1
Arbekacin 27 59.3
Vancomycin®*** 20 90.0
Carbapenems 147 762
Monobactams 30 90.0
Fosfomycin 92 793
Tetracyclines 117 87.2
Quinolones 23 60.9
Others 127 795
Total 978 808

*No. of patients, **Markedly inproved + Improved/Total Statistical analysis: x *test

Fig. 7. Clinical efficacy of vancomycin hydrochloride in patients with concomitantly
treated with other antimicrobial agents.

- . Eliminated £ Decreaed ] Unchanged B Unknown (J Elimination
Diagnosis Total 0 10 20 30 40 50 60 70 80 90 100 rate%e**
Sepsis 120 (12) [ 885
Infections 2(1) -
Endocarditis
Osteomyelitis 21 842
Arthritis 10 100.0
Secondary infection of 127 (9) 782
burn, operative wounds
Pneumonia 845 (20) [ 64.2
Pulmonary abscess 8 -
Pyothorax 10 (2) 55.6
Peritonitis 34 65.6
Meningitis 9(2)
Others 69 (2) R 824
Total 1,255 (48) 3 8 i : H42(5)354) 69.8
[%] (6681 [176] 1113][43]

*No. of patients; (

): No. of infants, **Eliminated/(Total —~unknown)

Fig. 8. Bacteriological efficacy of vancomycin hydrochloride against MRSA.
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Table 6. Occurrence of adverse events and abnormal changes in lab-
oratory test findings due to vancomycin hydrochloride by

Table 7. Occurrence of adverse events and abnormal changes in labo-
ratory test findings due to vancomycin hydrochloride by age

year group
Year 1st® 2nd®  3rd” Total Generation | Infants Adulta(16-84y) Elderly 685y~)  Total
No. of patients evaluated 211 416 27 1,354 NO. of patients evaluateﬂ 52 407 805 1,354
No. of patienta with 30(14.2) 63(15.1) 98(13.5) 191(14.1) No. of patients affected 8 81 124 191
_ Mversereactions Occurrence rate % 11.5 15.0 13.9 14.1
Adverse events 9(43) 13(38.1) 21(29 43(8.2 No. of episodes 8 84 181 271
Abnormal changesin  24(11.4) 53(12.7) 79(10.9) 156 (11.5) Red neck syndrome 2 3 3 8
laboratory test findings Palpitation, 1v 1 2
No. of episodes 54 (25.6) 93(22.4) 124 (17.1) 271(20.0) Purpura anaphylactoid
_ofadversereactions Eruption, Redness 2 15 25
Adverse events 16( 76) 15( 3.6) 27( 8.7 b58( 4.9 Pruritus 1 3 4
Abnormal changes in 38(18.0) 78(18.8) 97(18.8) 213(15.7) Facial redness 1 1
laboratory test findings Fever 5 5
( ). Occurrence rate % Malaise 2 2
"Dec. 1991~Oct. 1992, *Nov. 1992~Oct. 1993, *Nov. 1993~Oct. 1994 Redness of injection site 1 1
Gastrointestinal disorder 2» 2¢ 4
- D~ Miscellaneous | oo . . S
Eﬂhﬁﬂgﬂlf'ﬁﬂi i 43 91 (3'2%) DX 5‘8 ﬁ:%ﬁl’ Subtotal 4 17 (4.2) 37(4.1) 58(4.3)
o B - AR 25 B & bot b3l v RWT red Abnormal hepatic function 15 35 50
neck SEEN 8 ITH - 72c Red neck JERBIZNR 2 Increased GOT 3 8 11
B, 64 METORA 38, 65 RULOBKE 3 L Increased GPT 4 10 14
WEROEBBICBVTORAL TR, KBEAIR  [oowet AP o :
ARRREMRT 2L ShTOUDR, REEHN 8 M oooneons v w3
PVTR, KWKM 305 3M, 605 48, 180%F - sital |0 Hen 6269 8960
1MTHo7. 8 Pih 5 PTG TREAL TV (Acute) renal failure 3 5 8
Ik, 8 Ptk 4 FITIIAIRBFROIEE (30 —60~90  Abnormal renal function 12 32 44
%, 1205 - 6053—90, 1204) CX h 7 2 PITI3  Increased BUN 3 5 8
WRMIZZOT T (18051805 - 605 —605) TH  LoreesedSOr e
Decreased Cer 1 2 3
2 BB mﬁli%ﬁ-&“f&%ﬁﬁﬁfﬁﬁ'ﬁﬁ) o7 &# - 5 Miscellaneous om ) 8
#, red neck EBEHUNOBMERLLT, 7F745 77T Subtotal | 0 22(54) 55(6.1) 77(5.1)
%YW, BEALY, BGAM, HOMEXBKS 6  Avems 2 6 8
Fh0t 64 I TORAIC, M (5 1F), M (3 4p),  Crnvodiopensfleutro) 1 &£ 8 B
penia, Leucopenia
BEE (2 ), BE, BMBRE, FOLUN, BKE oL o s 4 a
REF 194 65 RULOEMEICRBILZ. Thb  Eosinophilia 1 5 8 14
EMEMBIERAORBBEL 64 REITORATIZ 4.2  Miscellaneows | 8
%, 65 ﬁﬂi@ﬁﬁ%%’(‘u 4.1%—63) b ﬁsﬁg 23 Subtotal 2 18(4.4) 27(3.0) 47(3.5)

Zi3Zb ohkh,o (Table 7)o

BEREBEORELRIZ 156 B (11.5%) KON
213 BrHRBL. TORREAD L MR EMER
R8I HEHoLEHEL, ROTHMEREMERT
77 %, MAREMERE 47 #OMTH o772, ThEéE
WERICAS L, FREREMEREIL 64 REITORA
6.6%, 65 BRULORKE 6.9 %, HMEREMRE X
RiR#H 6.1%, BA 5.4%, MBREMEREIIRAL.4%,
HiR#E 3.0%ThHY, EWMIICKELZZIALNED S
o B, MRRMLBREMBEY 2 ##ALNIE
TdH -7 (Table 7)o

BIEA, BAREBEREORIAFELZEREY, 1 0
BERIICKRIFT L. 1 BRE R TREARDE D - 72
lgHERL 2g HEBVEZHHBTHL, 64 RETOR
ATiE, 24T 2g BPEBETEVRETH 7225, H

YPurpura anaphylactoid, *Palpitation, *Hemorrhagic colitis,
Nausea (1), YDiarrhea, Anorexia (1), *Myalgia, “Somnolence,
Disquieting, Insomnia, Numbness of tongue, Taste abnormality (1),
"Increased y-GTP, *Increased LDH, LAP (1), "Renal tubule dys-
function, Albuminuria (1), “Increased serum K (2), Renal tubule
dysfunction, Albuminuria, Metabolic acidosis, Hematuria (1),
wPancytopenia (2), Marrow depression (1)

BEREMERRICOVTIR 1 g B 2.4% (3/127 #1)
LT 2g Bix 7.5% (18/239 #l) ¥ 3 1EORB
RThol. 656 RULORKETIE, 24T 18
9.5% (7/3581), 2 g B 17.4% (71/408 #) X # 2 #%
DRBFETHY, ARENZDOLI (p<0.01),
EREREEREICOVTIE, 18 3.4% (13/379 M),
2g % 8.6% (35/408 Bl) & 2 g MORBBEIN W 25
BEL, ABREFZDLNS (p<0.01) (Table 8),
BERORBEMEASL L, RATIR, HMENBE
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Table 8. Occurrence of adverse events and abnormal changes in laboratory test findings due to vancomyein hydrochloride by daily dose in

adult and elderly patients .
) Adulte ! Elderly
Daily dose ~ (g) -076 10 15 20 25— Subtotall —076 10 15 20 25— Subtotal
No. of cases evaluated 20 127 19 239 2 407 i 46 379 87 408 5 886
No. of cases occurred 1 16 1 43 0 61 ! 4 36 11 71 2 124
Occurrence rate % 5.0 12.6 5.3 18.0 - 15.0 ! 8.7 9.5 19.3 17.4 . 13.9
NS — i l——p<0.01
No. of episodes 1 2 1 58 0 B4 I 5 50 15 109 2 181
Red neck syndrome 1 2 3 2 1 3
Eruption, Redness, Pruritus 3 9 | 2 1 14 1 18
Fever E 1 4 5
Miscellaneous 3 2 5 J‘ L _3 ____________ 8_ ___________ 1_1_ _
Subtotal I A 10 7] 8 1 27 1 87
(5.5) 4.2) | 2.1 6.8
NS — | p<0.01
l
Hepatic 1 7 19 27 | 2 23 4 33 62
(6.5) (1.8) i 6.1) ®8.1)
NS ! NS
Renal 3 1 18 22 | 1 13 5 35 1 55
2.4) (1.5) i 3.4) 8.6)
L Ns — : L p<o.o1—J
Hematologic 7 1 18 i 2 6 [ 14 27
(6.5) (4.6) ! (1.6) (3.4)
L ng — : L ns—

Statistical analysis . y*-test
Table 9. Onset of adverse events and abnormal changes in laboratory test findings: Days after initial injection in adult and elderly patients
[Adults]

Days -3 4-7 8-14 15-21 22-28 29-35 3642 43— Total

No. of patients affected 13 12 17 10 4 2 2 .1 61
L (68.9%) —-—j

No. of episodes 14 20 24 11 8 3 3 1 84

Red neck syndrome 3 3

Eruption, Redness, Pruritus 3 1 4 1 9

Fever

Miscel laneous 2 2 1 5

""""'""""""""[—'""'(54_.{92,)_—‘ ________________________________________________

Subtotal 3 5 1 17
— (74.1%) -/

Hepatic 4 9 7 2 2 3 27
o (72.7%) —

Renal 2 7 7 3 1 1 1 22
—— (33.3%) /]

Hematologic 1 5 5 4 3 18

[Elderly]

No. of patients affected 9 36 49 17 6 1 4 2 124
L (s8m) — |

No. of episodes 13 52 71 26 11 1 6 2 181

Red neck syndrome 1 1 1 3

Eruption, Redness, Pruritus 3 2 5 2 1 2 18

Fever 1 1 2 1 5

Miscel laneous 2 3 6 11

'""""""""""""[——"""(55_.7_95) _ — T

Subtotal 7 7 14 4 2 1 2 37
— (82.3%) — '

Hepatic 3 20 28 7 3 1 62

(67.3%)
Renal 1 22 13 11 3 2 2 56

Hematologic 1 4 15 4 3 27
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Hiz# 95%D3-HIT 14 HLAPICRBIL TV 225, 1
PR AERINEIE 14 HHANORIBIA 33.3% - R ILH
BhAMRMALNL, SRITIE, SRS 14 11
PRBBIAE VA, HRER NN HO TN |
REE TORGHEMEVHINICH > 7 (Table 9)o

5. MAPREE=%Y > 7 & OWEM

mpRREEIX, 1,354 b 500 B (36.9%) Tillw X
h, ERFBUT 1,082, 1 B h oWEr- B 2.2
tTholze WG 191 BITIX, 75 B (39.3%) T
AP B EEASE S h, UM 180 fF, 1 #IM7-D
24 HTholeo EMEDOBIUBILEADLE 11X
13.3% (28/211 #l), 2 Kk 28.4% (118/416 #), 3
R 48.7 % (354/727 H1) L EBREMLRINE Lo, 3
FERTIEIOEBOER TN E S Tw:
(Table 10) .

mep R ERER 500 BN b, B - RMmL A0
BYELHBELIER, ENMEZTTTOREANLBRAL
451 FIEHRELTHIT L, ChbnBEOT UL
B 286 B, &tk 165 B, W 704136 & (1
¥R E, UTRERK), & 50.2+10.1 kg, Mmik
7V7F=> (SCr) 1.07£1.38 mg/dl, 2L 7F=">
21079 A (Cer) 66.3£35.6 ml/min, BUN 22.6%
20.4 mg/dl THo7o T2, BAEERS ~ Mg 911 X
4 b THo7: (Table 11)o 723, Cer DEHHMEAE

120 4

g
Il

&
L
-

No. of cases
L3 (2]

S 3

1 I

[\*]
(=}
1

0 . 772
30 35 40 45 50 55 60 65 70 75 80 85 90
Body weight (kg)

0 05 1

15 2 25 3 35 4 10 15
Serum creatinine (mg/dl)

nravdy VQWIKI&H

No. of cases

No. of cases

1057
Table 10.  Number of patients participating in TDM (Therapeutic
Drug Monitoring)
Year No. of putients o No. of A—Pm.lﬁp;tlvor;
enrolled purticipating  messuroments (per case) rate (%)

1st" 211 o 56(20) 133
2nd* 116 118 286 (2.4) 28.4

drd 727 04 740 (2.1) 48.7
Total 1,354 500  1082(z2 369

SDee. 1991 Oct 1992, “Nov, 1992 Oct. 1993, *Nov, 1993 Oct. 1994

Table 11.  Description of patients population participating in the
analysis
Total no. of patients T T
Male 286
Female 165
Age (year) 70.4113.6" (20 ~ 96*)
Body weight (kg) 50.2+10.1 (36.6~73.0)
Serum creatinine (SCr) (mg/d]) 1.07+1.38 (0.20~13.5)
Creatinine clearance (Ccr) (mV/min)" 66.3+35.6 (3.44~320.8)
Blood urea nitrogen (BUN) (mg/dl) 22.6+20.4 (0.3~168.0)

250~1,500 mg/time (mainly
500, 1,000 mg)
0.3 3.0h (mainly 1.0h)

Dose

Infusion time

Total no. of measurements 911 points

"Mean = SD, *Minimum ~ maximum values, *Creatinine clearance
was estimated by the Cockcroft & Gault method.

Female

04 2

20 25 30 35 40 45 50 55 60 65 70 75 80 85 90 95100
Age (years)

80

60 1

20

”,

100 140 200 300
120 160 250 350

Creatinine clearance (ml/min)

0 20 40 60 80

Fig. 9. Distribution of body weight age serum creatinine and creatinine clearance in

patients participaing in TDM.
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4 T T T T T T 100 T T T T T T T 250 T T T T
*; Male e e | »; Male oo o0 ' ¢ ; Male v
~  ro;Female te o; Female ., o;Female
g ol . . 1 80 | . . o« J 'gzoo - .u L .o
\.E- * . . % b E r c. . ': =o' ¢
g T .. EL) 1 gsof ., s
g g 1 g o o .-'Oo"':.
g 40 { Swo} *.TCRQ
© - ' M L . ':....n.‘ ” 2;‘-
o . ° '{
; 2 g 50 ! ’;’%a”
° R M YR

0
20

80
10 Age ?3earn)

20

Fig. 10. Relationship of serum creatinine, blood urea nitrogen and creatinine clearance to age.

150

100

Serum concentration (ug/ml)

Time after infusion terminated (h)

80 100
100 Age wem)
150
g |
)
3
§ 100 -
k [
EH
g b
g .
]
-‘ ..l - :1 1 1 1 LY J
50 100 150 200

Time after infusion terminated (h)

Fig. 11. Serum concentration of vancomycin hydrochloride.

HMO LR (130 mVmin) 28X 2 b D220 TIE,
Ccr=130 mV/min (ZEE L7z, BITEMICOWTHRE,
SE#S, SCr, Cer OMi% A5 L, KETIX 40~55 kg
DRMOHBHEEAEOMIE L, ERTIX 656 RUL
DEME, HIC 75~80 2OFANEH» o7, T/, SCr
12 0.5~1 mg/dl HB L% LD ERROFANE B o 7,
—%, Cer X P EA 70 mVmin L TFTOETHTH
o7z (Fig. 9). EMBIIZ SCr, BUN, Cecr D44 %
5%, SCr, BUN TiRERICHIPbY 2 { HBRKME
WZHRFBL, FREOMMIZA LN LD 572 Cer IZER
PR LRZEEDIETL, COMEITIIHBAAS
h7z. Cockcroft-Gault XA 56 b Z OHBIZMB T
EHHDTHAH (Fig. 10). 5 MHF & 7z rbis i
EEDOLTTy b Fig. 11 IZFRT. 70 v MIARR
TE#H, RT 1%, 2 BHBICEPLTY, T
7o, 5 Bk, 10 RERO#E, 11 BRI, 23 BRI |
F7HEICHYTARHTL 70y VB E o2, A
WRTH 1,2 RATOMPREICHLZ DI XA
Lz d, ChZESERE—ETEVWILICHLERT
HEBbhb, FJ7HTIE 30 ug/ml BLT OIER DT
EAETHo7A, PEVRBELZRTALERSL
pAS

Table 12. Population pharmacokinetic parameters for vancomycin
hydrochloride (1)

No. of patients (No. of measurements) 451 (911) (Volunteers)

Population mean parameters

CL () 0.0931 - WT
Cer2170 0.0543 - WT
Cer<70 0.0438 - Ccr
Ku(h) 0.216 0.469
Ku(h™) 0.116 0.240
Ve 0.452 - WT 0.213 -
Interindividual variability
wCL (%) 37.6 78
wVe (%) 56.6 12.2
Intraindividual residual variability
a (%) 13.7

445

NONMEM ###7iZ & 5 VCM @ Population Pharma-
cokinetic 85 XA — ¥ DS H, CL I\ TIZFReE
ERBHELETREEICHT, BBEER (Cer270
mlVmin) OFAiE CL A4EE (WT) AL, BFRE
PETLTWwA (Cer<70 mV/min) ¥4 CL 4% Cer
WCHBATRZLLTATA—SHZHM L%, TOft
DNRFGA—% Ku, Kan, Ve ZWBILHEE L1 E#ﬁ
Al CL=0.0931 - WT, BREE¥EHIX CL=
0.0543 - WT, E#eeE T E#IiX CL=0.0438 - Cer &
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Table 13. Population pharmacokinetic parameters for vancomycin

hydrochloride (2)

Vancomycin clearance (CL) (I/h) 3.26 [Volumteers] 5.59
tu, £ (h) 20.4 6.9
Ve ) 27.1 12.8

Body weight =60kg, Cecr (patients) =70 mV/min

100

- Valunteer
Body weight=60kg
75

=

F Patients (Ccr &70ml/min)

Patients (Ccr <70mi/min)

Vancomyecin clearance (ml/min)
b

0 1 L 1 " 1 " 1 1 1 .
0 20 40 60 80 100 120
Creatinine clearance (ml/min)

Fig. 12. Relationship of vancomycin clearance to creati-
nine clearance.

% o7 (Table 12), 362, #E 60 kg, Cer=70
ml/min #KELTHE LA CL, twef, Ve iZoWTH
BRALBEORBE LB T HL, CL IIEMEBIERS
# 54.3 (ml/min) [3.46 (I/h)], REKA 93.1
(mVmin) [5.59 (Vh)] LBET 12 BECHMALT
Who ¥/, tef IZBE 204 (h), RERA 6.9 (h)
LBET 3HELERLTED, Cor BIEEMITEL
b, BHETIEI VCM Ot KT, BELTWVAS
LR &N7: (Table13)o Cer & CL DMREASB L,
REA, BREFEREECRELINY, FREE
THBETIE Cor DERELDBIZCL BEAL, MHED
MICIEEREREA LN (Fig. 12).

L. % %

MRSA iZHAIZBW T2 1980 ERO M & 7K
BEIGEL WML, KKBRDOHPIREN, ABREBE
PONKRBENLIEND AT, —RIZERKHE»
LAMENLERTFIREDN)H MRSA DL
A% 50~80 %I L, MRSA BRYHEIC X AFETH
ArE SN OHRMBIZEITRRELZ L
ML, BETIRAHBETIREIIMRERS IICEI VD
2559 Thix, BENBREKOMEKE & IS, 1991
ERICRFESN-TEHE VCM 0FL5 0L hvd
DLBbhs,

VCM i3kET 1958 EICKBEINBR DD 5 FH]
THb, BATIZ, 1981 E1SBHBHEFOHILEN
BEBIUZORAMNITVIL - F4T74INICEDB
BEKBLICH LTROBRAOADKRB IR TV
A, ZHEHEDO MRSA BESENHBEIC 2SIV,

MRSA A %M—0XKH L LTRILS N, 1991 %
11 JNREF TR RSN BIIW o T,

RAHBHEWENPFL ) RIS K ZERANERA
MICKRETL, €D 1ERBIV 2 EROEMIZOVT
T TICHE LEEMBIR# I feed back LTWA?, 4
b, 1~8 XTI TORMEMICOVT S RO Z
fiof, MEOUMEBZRAZICEZHK -HRfTHLT,
WERZRFLBORMAEREL LBREICKRT
HiIC8D, EREHEEDLICHITEIT -7

EAERESNZORIERICDAESD, EMTHA
B, BARL —MABEA B Ao A RIKIES 1,354 1
NS 99 PINHRAUESEE Shize FOHNRTH -
B0 o7-DiE MRSA HREME RO Lh o727
YA L Ehis 25 $IT MRSA DERARDHEN L
THLEZHODTARL, R0T, EREKENER
D7=DEBOEHENTRREE Ehiz 23 FATHo o
MRSA BYJETIZ, BEIBHRE, EHLEREKEL
A% compromised host TH 5 Z &1 HHD 1 0T
H AN, ZHOFEHRFIOVTD 65 U LORK
BAH 23 5D, ¥ 2 DOEREKE, SUELHE
LTz, HiICHikDERIZ, KEFVERETLY
LRHEESOAHELETIBALE YV RBOAHNE H
o7 E6IC, T0%ULOERT IVH, h7—T V&
AHEEEINTWA, Thbid MRSA BREOKELE
HELTHEICZALDTH A,

M- ARICOVWTAZE, SEHOEMTIE, 1 B
ERIZBFERIBENIC 2g 26 1 g IIBITT H4MNS
ZHoh, BMEICHLTIZ 1 B 1g 2EERSRIC
TRETHHLOHBVMELOoOHHbDLEbh
7zo MRSA B¥ED S b, HUMAE, BEK, FHRET
BRBRESLEL R 22, BR% ORISR D
colonization FICIZBRE BRZEG T RETIEL Vv, 4
B O HBAER Tid, 5 MM D RRER ISR TMIER
MAuabh, RUMEG T2 RODoDNEEZR
S, B, MEGY ICX o TEHRAD 24 BeR§HEHS
BWREOFERNE, REBCOVWTHESL TV S,
HHEMTH 48 RFORFRARAGBRRA S, &
NODOBEEFEICOVTRESBESIIRFAILETD
%59

HHEICOWTHAS L, FESREA 1,255 HORBRK
HPITEHNE 355 B 28.3%, & 670 Bl 53.4%,
RRUE 143 Bl 11.4%, FAE - Bk 87 # 6.9%THh
D, BEXIX 81.7%Tholo Thi 1 ERDYBEH
882% L W EFHAHDDD, colonization DRITIZ L Y
BEROEVIHIROEMLED 2/3 2HD-2 L%
EZRTHLMRTREMETHY, ZHRED MRSA B
PFEICHTAE—BIRELOFEMICHT 2REE Z 2
bhre 72, BRA, BiELD 1 HREGRICLZHK
HEXDERZAONLE NS L7 5T, VCM D5
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REYRETHH, RMEFTIE 18 1g 2MkEL, &
ATHARLERZHMBIIBIIEIRELEL LN, HH
BB LTH 80.83%NUBJEMNR A, %£i7
K2 LOEMATIE 874%L S HICRVEHENRL LN
(p<0.01), VCM OB S5nAEMARR I N,
T, AR LOEMTIE 82.7%, ) DEATI
80.7%TdHY, HHEDEHRIILIUBRKDOZRADL
hiaedhot,

MR ERRh RN K 838 B (66.8%), WA 221
#l (17.6%), A% 142 # (11.3%), =¥ 54 i
(4.3%) THoteo K 142 FIDS B 121 HlIzHi K%
O PR 33 M SAE O FE Bl TR L O W RN A LR
PolkbDTHE, RMBETIIWRTHRE, JEMROD
HREEEDORBREERLA L, BEFEBY, RWE
BDET LY, MRSA HRIE, WHEHIC colonization L
I ERMICOAESTRAETREVWIRRBIZH S DL
BEbhs, I/, FHOEEBITIIOVTHSROM
FELlAv, 28, BRBRIYE 18 IOV THHER
88.9%, WHK®E 765 %LV IHIHRIBOLNTVS,
BEBESEIRBEh TRV, LEREMICHL
TRERROHN THATRETHA 9,

FEBIZOVWTIZERE N 1,354 AP Z Rt
REL. HUMENBER, BEREMEREXRIAL
=0k 191 B (14.1%) 271 % (20.0%) TdH o7z
ZOHRIBEBVIONLFREREMERY 89 #
(6.6%), BMEREMRE 77 # (5.7%), KBEHFD
HUEENBIER 58 # (4.3%), mMBKREMRE 47 #
(35%) Thol=o HEICBITIEEERD OEFOE
ZBIER & LT red neck fEBE, BEHMEE, HHEEL
EBHALNRTWS, SHOERBTIE red neck FEFEREIX
SHTHY, WTFhOERMBTHREAL TV, ThbH
DIEP D LWL A5 L 304 38, 60 FLUL 54
Thh, 60 PULDOIHTHRAT 2EBREIHET
BowI tdmahiz, ¥7-, 8 Pitf 5 HITIX#AH
HCRBEALTWw, L2L, 8 #Ih 6 MiZAKIFHO
HER%ZEVIERKTETH -2, VCM i MRSA
BEFEICH LTHo L bBRNICAHBEGMRTE S
EHTHYREEIFLZVHEIEZ V. B 1 HOHKST
red neck FEEHRVFRBL -EMTL IS hIE 2 HINS
A0TIREL, BEARKHLTERL CokS £ M#
THLENRDS), T/, BEEREIZ 1M ZBDLN
hpofze LML, HETRBEEEERLT I/ KR
BAEWEKFAPNCB T 2BEBREORBAAOREY D
D, CThOEDEMTIE, MPREE=2Y) V%Ll
THLRICEANBEEREZITILLOERISLETH
59, BREREMREICOVTR, RA, EHEL
DIC 2 g HEHP 1 g KGHD 22 3HEORB
HETH), RMBICRARENBOON, T 72,
BRETEIENARS TORAFASKENE o2 &

NoHZLih, BMETIE 18 1g57 2 R5EEX
EFRETHY, BATH 1 H 2 g HEORICIZEA
MEE=F) VIV EFISMBRIIRETHIRETHD
CLEBRBLE. £, RENMP IR ICHRE
RELEELAEIBDOSNBEIRED DV iZH
LERBTEIRETHA),

AM AN, REBERART I, HICERHN
BREPOBE, BRRE, WARKELESTIOSR
BE=S) vV EBTAHCLNEELVEShTY
b, SHOBRMEFNTIX, E=5) Y7 EEEIRE
WICERL, 3 ERTRPERDERATE=F" »IH
EHENTVWR, SThik VCM 0R2EICHT 52N
DEREHELHIS, TDM OLEBRIBREL-bDLE
bz, EB¥EM/T 2 — 5 OMITREM LB
BEOBVERENS L, FAYBLULD Cor ETH
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Clinical summary of intravenous use of vancomycin hydrochloride for severe
infection caused by methicillin-resistant Staphylococcus aureus
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Vancomycin hydrochloride (VCM) for injection has been marketed since November 1991 as an indica-
tion severe for infections caused by methicillin-resistant Staphylococcus aureus (MRSA). The overall
results of post-marketing surveillance for the past three years are shown below. The subjects were 1,354
patients to whem the drug was intravenously administered in a study period from December 1991 to
October 1994 in 650 facilities, and a total of 1,255 cases were chosen among them as the subjects for evalu-
ation of efficacy excluding 99 cases which the physicians in charge had classified as unable to judge. Daily
doses of the drug were 40 mg/kg for children, and 1 g or 2 g for adults for a period of 1—3 weeks. In addi-
tion, decrease in daily dose as well as shortening of the administration period were observed with time.
When observed improvement rates according to diseases, the improvement rate was 78. 7% for
pneumonia, and 87.5% for sepsis, exhibiting an improvement rate of 81.7% as a whole. On the other hand,
the improvement rates were higher for the patients who had not been given a previous drug, but, no differ-
ence was observed in the improvement rates among daily doses or in patients with or without concomitant
drugs. The antibacterial effect was 64.2% for pneumonia, and 88.5% for sepsis, 69.8% bacterial eradica-
tion rate as a whole. There were 271 episodes of subjective or objective adverse reactions and abnormal
laboratory findings in 191 patients (14.1%). Especially for the abnormal laboratory findings on renal
function, the incidence in the adult and elderly patients was higher for the patients daily dose of 2 g than
that for those with 1 g daily. The plasma level monitoring was performed in 1,082 cases in 500 patients out
of 1,354 patients (36.9%) (2.2 cases per 1 patient). The rates of monitoring practice were showing an
increasing trend in accordance with progress of year. Pharmacokinetics analysis revealed decrease in crea-
tinine clearance (Cer) in many cases of the elderly patients. A linear relationship was observed among
elimination constant (Ke), VCM clearance, and Cer. A f-phase elimination half-life (t»f) was extended
accompanying with decrease in Ccr, and even for the cases with mild decrease in renal function the elimina-
tion half-life was prolonged to nearly three times the value of healthy adults. The above results thus
obtained prove that the VCM injection is a highly useful drug showing the sufficient effects for MRSA infec-
tion and is thereby considered best to immediately administer to the cases in which phlogogenous bacteria is
identified as MRSA. Adverse reaction can be minimized when in use, if appropriate use and dose are applied
by performing the plasma level monitoring along with consideration of ages and renal function.



