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Teicoplanin A3%5) L 72 IRBIAR /S £ 7€ 245 212 F8JiE L 72 methicillin-resistant
Staphylococcus aureus HERE I D 1 i Bl
it BREAY -l - A SRR
VAR PR e S S A R
2 i B R 2 U B S A
9 ke P e S e DB 5 R

- A IE— AR

CPR19 41 H 10 HEZ A - PR 19 453 1 9 HZH)

JEBNE 78 1%, LMo HWEINR =A T R CICHERAE 2 H 3 5 BIE ZAURE D 729 coronary artery by-
pass grafting 1T, itk 34 H HICHERE R L WS, MR OPREA & Klebsiella pneumoniae A3 & 1
720 D728, cefozopran (CZOP) % #45- L7243, itk 39 H HIZ methicillin-resistant Staphylococcus
aureus (MRSA) IZHWZM L7z Z DWHBIIZEHEREREE 2 ZE L, arbekacin & vancomycin % ffi &
¥ teicoplanin (TEIC) HA¥% 5% BN L 720 $72, WACGEEB ) O 58 TIEEE % MRSA #HERi %
IR Z L EHR L, BG5S W iMhiREE=%") > 7 (TDM) Z Mm%/ i L, TEIC
DI b T 7REEGHT FT=20 ug/mL (400—200 mg/H) IZHEFET 5 2 L ICBD 2, FORE,
BRRFEIR - AR IZEGE L, MRSA diHA L2729, #4550 HH THRG-HIk L7,

TEIC OIHEEZ RN LEEB Y, 5~10 ug/mLIZH#%ET 5 &% < O MRSA EAEFI I3 MR &
SNTHBY, TEICOMHE - HED L IZFEMEREBIZOW T HMRGEEDS L E TH 5. MRSA #HiEhE 7212

MAY 2007

%L CTid, TDM ZRB#iICAT, TEIC Ol b 5 782 =20 ug/mL IR ES 5 2 & A58 72 e ih 9

FERO—DIIR B EEZ LN,
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AR, B SR bR 2 W R, IR ER A HELZ AT 5
DI AR F AR BN RIS B 1, B D &Gk L R
KRR IAEG DL EN B, HTD, HERJIL O D
1~4% FEEICHEIEL, WolZARRET 5 L HETTPHRARL
% %o WHMEREAIZB VTR D % WK R 3 Staphylococcus
aureus T % o F#1Z methicillin-resistant Staphylococcus aureus
(MRSA) 2555 Pl L% 50TH ), MRSA HERE g1 R L 72
BHEOTEIIN 20~40% & B F 72, MRSA #th o
SR IS O B iR e U m o - PRS-
RITH) ZENMONTWEY, LA L, ZOXRERGREHE
L7eGREBLOTA P4 0L, MHELZDDIE%S
Him b L VONBURTH %,

—75, teicoplanin (TEIC) (& vancomycin (VCM) &[4
IZ MRSA BERUERB ISP SN T W B 7)) axTF FRO
PRI TH 5o ARIEFNL VCM IZH L TEHEFORIEH 2
B0, R RV 1 H 1 MESHFEETH S 2 &
ML SNTwb, F72, TEIC ORMXE T 7L
NV O MHRIER 5~10 ug/mL IfR> 2 L A H5- 0 H#IZ
72553, WILRE R° SR FEGUIE 2 B W TR AESE 22 BRR R R % 1%
5701210 pg/mL P L2 RO L JERBENTBY, 3

WiRREE=%1) ~ 7 (TDM) s Twd, Lol
A5, TEIC EW—IZid ~ T 7% 10 pg/mL (2%
ELTOMEPE SN WEEDH VY, HE - HENNI W
EPEREEINZIMP P T 7IREIZHON L 2o TV,

bbb, coronary artery bypass grafting (CABG) it
%12 MRSA HitfE 9¢ % 389 L, x5 9% & TEIC ol +
TIREH =20 ug/mL OFEIREBICHENET L2 8T, Bifs
FERDG S NHER 2 RRER L 72D THE T %0 2 B, Rt
Pt PR e e (A BE) MBI R B R OREE B THELZ DD
Thbo

L I 5

BB 78, k. BHAERELE L CREMEY v~ 7,
BARILE, SIME, 2 BHERWEH - 72,

2006 47 4 J, WU e, HER A &AL L e & 5%
ZLis O raR=> T04l ng/mL, liHh I+ 7oy
v 82ng/mL LERESR LAMBIZ SN, S ST v
MEAZEY, DERERKIEESED N7, K
B RERBNZZ L, TDOFFEABELE LT

ABERFEE - &3 1520 cm, KE 64.0 kg, IMUFE 120/70
mmHg, IR#A82/min, HbAlc62%, £ Y A1) vy BIV
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ATuA FORGELR L. WEfa ¥ ¥ o — % Wk
(CT) IS TRENR ICEEAIRALAS UL S 7z,

A BE R A AR BT W KR I R AR T A M Bk B
5,900/mm®, 7% I Bk % 380 X 10"/ mm®, Il FE & 11.6 g/
dL, "~ h2Z Y v M#H 341%, /%L 23.8 x10'/mm®
LIEHETHY, PTINR)IX 129 LBER LA 207
HEALERA T Alb 2832 g/dL & T WA L Twizas,
Na 1408 mEq/L, K 41 mEq/L, Cl 102 mEq/L, BUN
215 mg/dL, Cr 1.09 mg/dL, AST 27 IU/L, ALT 20
IU/L & iTHEaE - S s L OBME I IEFHHN T
), CRPIZ08mg/dL L#E FH LTz,

ABEfLiE# : ABE20 H B QLKA 7 — 7 Vi d
(CAG) T, BRI R EEAIRAL & BEARFAALATED
5N, RCA #299%, #3100%, LAD #690%, #790%,
#990%, LCx #11 99%delay, #14 99% delay, #1590%
EEBIREA TR TICHERREEHT 5 2 LAY o0
E7 0, APBE26 HHIZ CABG B TA bl i 5 4+ 5
Wk & o 72,

ABE29 HHIZ CABG (LITA-LAD #8, Ao-SVG-RCA
#4PD, Ao-SVG-LCx #14PL) % JifT L 720 #rf& OIERIM
FIRRBICHTE I % <, BBk CT THRLZE 25,
FRTONANZAT T 7 MIFFRIFTH o7 LA L,
ABE 43 H BICZEMIBHZE MBI 28 2 F80E L, 1R 4 ICHE A
ERBLNE LHIZY, ARBE56 HE X 0 iEERELH
IHL7z. ABE62 HHICIX, HIMER%L 13,100/mm’, CRP
201 mg/dL & &M%z~ L7ze BH, M3 CT % Mifr L7
LZhiftREa R L, MBAD) BICEEAFRNFL - —
Ui AT L7ze F 72, Mg (HERSET) X O Kiebsiella
pneumoniae H3% M T 7z7280, BVEN 0 e &G
SiE & WL, cefozopran (CZOP) ¥ 5-# B L 720 2D
B o AL A Ti1d BUN 1146 mg/dL, Cr 3.24 mg/
dL & B RRRERE E AR LN DT, CZOP O ¥ 5 =i
1,000 mg/day THAlE L 720 Z D%, HILEkE L CRP 121K
T U258 Fih L7200, FHEE, MR ERas %
MLz Ah, ABEGTHHODMRENL— YHR LD
MRSA 2% S iz, 207z, Abi 69 H B2 KHEFHE
M & hidT L 720

Clinical and Laboratory Standards Institute (CLSI) {2
WL 7R MR BR O R, B S 7z MRSA (3 ar-
bekacin (ABK) & VCM 8 & O TEIC I2&Z k%R L7z
B, AEFNILEARRER ED D > 72729, TEIC ZEIR L
72%9(Fig. 1) TEIC &, WfIXEHELB Y OFLGRATITE
IED MRSA #EFE IR RAIZ LW &R L, M b 5
TN Z20 ug/mL 2% % X ) IR G % 400
mg/day L REL, BEMONEEOF & iH#ICET
HIHARNITA YEBEIZ6CHBOFETHB L. &
B, TEIC #5-H, ARROWEEFIIABREIRKDO A TITV,
OPLHEEE, BEEILEAB X ORE F v 3 — FHRER
LR Lo, ABET4HH (TEIC #5146

H#%) ol ~ 5 7% 180 ug/mL TH v, HEEfEIC
FELTOWdol, 2T, FHMEEEOEHEEIE W
EENBZHILYORERINRT A= 2 FfIH LT 43
75 = TDM MRV 7 b7 =7 Ver. 20 (T A5
5 A (Fk) $eft) <, mHPRENTIaL—Ya v
ZFEML 720 Z OfEE, BURO 400 mg/day % ke L 7235
ATOLHAOBICIE=20 ug/mL SHEFFTX 5 2 & ZHER
TEOBRGEEH I Tb R o7,

ABE 80 H HICHRHHE 5 O Bl Bt EBL AT S, H
ik s 2 DRI L7z F 72, HFRRBEDIN T 23R b7z,
ABE 81 HH (TEIC $¢5-f46 13 H#2) Ol ~ 7 7 1
13339 ug/mL L EETH o720 TDM IZTHGEZ 1/2
R L TH =220 ug/mL AHERFCE 5 2 EAVHIBH L 72
72®, 200 mg/day ~i L7z (Fig. 2)o ZD#, KIER
ISR L, Bl OIREIZEGED A SNz, ABE 97 HH
DIME R FEMA B L 0V 103 H B OHERREIRE; R X
), MRSA OHEMHER SNz, ABE102 HH (TEIC
P 5-BE 34 Hi%) ol bJ 7 i I1% 220 ug/mL T
Botzo TD%, WRAGBRENE D % L0 T, Akt 109
HHEIC AT 58 L7z ABE118 HH (TEIC
BiE 50 H%2) |2 MRSA 2 X 2 #ERs 41368 L 72 & HIWT
L, PUWSER G- 2k L7z, Dk, RRITEIDSTRE L &2
D, HEDEOONDL L) o220, ABE152 HH
WA - U B THEREE 72 o 720 2 B, TEIC O
G e B A B L, RIS B AR
DONLENWT EERMEREL ARG, 5 &2k L 2.

nmn £ =

TEIC 12 1988 4EIC7 5 v X, 4 # Y 7 CLHi&hizd
ZiFLoE LT BAERRS #EULEOE A T T A8
PERICHT T 2 PUREE L LCTlE S T 575, AT
1998 4E1Z MRSA IZBRE L 72 RAB 2B 72EH D TH Y,
ZOFAIIZOVTIEAWE R L\, HE, 7)) axTy
F FRPHFE O MR F L 3 5 pharmacokinetic/
pharmacodynamic /¥ 7 X — % X Time above MIC 3 X
O AUC/MIC & &R, VCM iZiBE#RH & M $ % 0
EASERE SN TV 5, WHCIE, YO % &
D 7 FIEIRYSE O EHIC BT D EREEZ b & 12, TEIC
DILH N T 7REIZ20ug/mL ALETHELEEZLD
NTWBEYP, K72, RIFTRIFEM 2B IE I TES
F, AAEBIAS MRSA HERE 12 0F LI b 5 7 5 % 4%
LA 5 =220 pg/mL % AMERREE L 728D TOHE T
HboE 7, KFTRIMF b T 7HREHS =20 ug/mL T—
WHVEIC IR RE MR A AT E R Lz L o DH 519,
Lo LS, KIS TEIC $%-5- o JFHE e AT
REoOfabl T % L2 RMH L, TEIC OIiH 7 7 i
BEASZ20 ug/mL T, MHRBMHEICHEZ RIZS W
ERRBLTWE, IS XD, TEIC DI b5 7R
#2220 ug/mLICEEEL TOFBEEE—-#BETHY, &
EWICHERWEEZ 5NLDS, REFTH BN
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TEIC 400 mg/day TEIC 200 mg/day
CZOP 1,000 mg/day MEPM 1,000 mg/day CZOP 1,000 mg/day
g_), TEIC concn (ug/mL) 18.0 33.9 22.0
£ 39 30
g
3 38| 3
£ 120 &
3, £
% =
{110 ©
6t |
35 1 1 11 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 11 1 1 1 1 1 1 1 1 1 1 1 11 1 1 1 1 1 1 1 1 1 11 1 1 I — 1 0
Day62 69 76 83 97 104 111 118
Bacterial culture
Pus  Kpneumoniae (+++) MRSA (++) MRSA (+) MRSA (+) MRSA (+) - -
Blood Kpneumoniae (+) MRSA (++) _
Sputum P.aeruginosa (+) P.aeruginosa (++) -
Laboratory
Alb (g/dL) 1.6 1.6 1.5 2.0 1.9 1.8 1.8 1.6 2.5 3.0
BUN (mg/dL) 115.3 96.3 79.5 102.3 82.8 63.4 42.0 26.3 39.5 60.7
Scr (mg/dL) 3.69 2.00 1.67 2.37 1.53 1.28 1.11 0.78 0.81 0.88
AST (1U/L) 42 47 39 61 153 81 57 68 55 58
ALT (IU/L) 18 15 25 26 95 73 50 53 47 62
WBC (/mm®) 15,500 10,800 5,800 11,200 7,800 6,000 5,900 4,200 6,900 6,300
Neutrophile (%) 860 879 804 78.0 80.3 816 804 711 744 69.9
Fig. 1. Clinical course.
TEIC: teicoplanin, CZOP: cefozopran, MEPM: meropenem.
TEIC concn
(ug/mL) 400 mg/day 200 mg/day
700  * Ll e »
60.0
50.0
40.0
30.0
20.0
10.0
0.0 . :
Day 69 87 90

Fig. 2.

Computer simulation of serum concentration of teicoplanin. 400 mgx2/dayx1 day —

400 mgx1/dayx11days — 200 mgx1/dayxsome days.

Simulation was done using software from Astellas Pharma Inc. based on a two-compartment

model by Bayesian estimation.

PRI T 2SR b7z FRBRIEAHTD 5435, AAEH]
THREREAR T 3 & OV I B85 % 56 L 7z el & i
N5 7 EE A 30 ug/mL DR A AT IZFABETH > 72
ks, ZetoigiEr Ll T 7iREo ERE
ORFADPEHOFETH L LEZ SN D,

HERE e KW 2° MRSA O¥4, PR ZE 8
XX DD THEEL 7 %, F4E, Dodds bW, 70

Ll Lo EE B X ORI B 13 MRSA 12 & 2 itk
WP R DfERRIN T TH 5 LR L TnbH, REFIZIN
LOEMAT 2T Tz LTHY), BELENTH-
oo B850, HHMWH S TEIC olfith + 5 7EE =
20 ug/mL OEREBZ MR L TV 22 29 b 5T,
el A & MRSA 25feth s, WET2EFTITHAE
LTwb, CORMMREAPOHSETZE, b Ll
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FI7REZRNXELEBYICRELTWAL, KK
AL - BERIL L2 & E 2 b5,

BUE & TIZHHO & D #ERS S O PASHAF e vk i & L
TH A OFEPRALN TR, Lo L, W5
B VR OMBANEYHR IR SN TEHT, &
GG~ OPLI 3 O WA TR 2 F S 5 720 TUT L
BHAMTHVIEG L H L™, %72, HERIEDEDHHET
F U F— VPR BE& I3k coxi it
EHVIELERONDL, TR EEIZ LY, TEIC
EE AR B I LTHOAERMES X OREE s E
CEMNEHI SN TE DY, KIEFN BV TARIEH| 0 Hph
EEPAERTH o 28HE LT, TEICIE VCM & LK
L CTHRE AT W 72 D 3 A 55 A VEM O i & K &
<, EANOBITRSFWD 2 L, B ORHEREEIC X
DGR~ OIMATA L VLB L2 ehEZLRN
%o —7J7, MRSA #thased & 5 \Pimi s % BRI i 5
L%, IR OFEAE 2 SBIE S LEXDH 5o I,
VCM TIHE R EOF|E* VDR I N Tw b, TEIC
EERRRESICOHHTE, BED L 2 AT ILORE
DALV LS, MRSA MRS § 2 LR IEIRHE &
LTEHTHhLEEZOND,

DLk, bivbhid CABG itk MRSA ks &I 5-4)
HiA o TEIC olfiih b 7 7% 220 ug/mL IZHERF3
B 7R AREAT, IR T E ER % BB L 72, TEIC
O b 7REZRNLEEB Y O 5~10 ug/mL 2
HHET B L% < O MRSA BISEGNIZ T TR & S hTH
D, TEIC O - FfEd L IFHEEREBOZ LI
DV CHMGEDSUEETH 5 2%, MRSA HEREHRIIR LT
R 7 TDM 12X ) TEIC oIl ~ 7 7iRE % =20
pg/mLICEET 5 LDV H - REHTFEO—2IC % 5
LEzbhb, $72, MRSA HfR&ITHEITREZIDH 5
FEBITZR\VAS, SRIER ZERH L, S OB %
FRIRIFZEIC THGIES 2 L SH B b b,
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A case report of successful treatment of methicillin-resistant Staphylococcus aureus
(MRSA) mediastinitis after coronary artery bypass grafting(CABG) with
high blood concentration of teicoplanin

Yasuhiro Tsuji’, Shinichi Sadoh”, Hidetoshi Kamimura” and Shinichiro Taniguchi’

U Department of Pharmacy, Sasebo Chuo Hospital, 15 Yamato-cho, Sasebo, Nagasaki, Japan
? Department of Pharmacy, Fukuoka University Chikushi Hospital

¥ Department of Cardiovascular Surgery, Sasebo Chuo Hospital

A 78-year-old woman with severe stenoses in all of three branches of the coronary artery underwent coro-
nary artery bypass grafting. Cefozopran(CZOP) was administrated because it was diagnosed a mediastinitis
on day 34th after surgey and also Klebsiella pneumoniae was detected from the mediastinal fluid. On day 39th
after surgey, the microbial substitution was occurred, and methicillin-resistant Staphylococcus aureus(MRSA)
was detected. In consideration of renal dysfunction, arbekacin and vancomycin were not used and teico-
planin(TEIC) alone was administered. We considered that the initial dosage recommended in the package in-
sert exhibited little effect on severe MRSA mediastinitis and maintained TEIC blood trough levels at =20
wg/mL (400—200 mg/day) with therapeutic drug monitoring(TDM) during early administration. Clinical
symptoms and test results improved to where MRSA was no longer detected. TEIC administration was
halted on administration day 50.

TEIC administration at recommended doses of 5 to 10 ug/mL exhibits no effect on most MRSA-infected
patients, and TEIC dosage and concentration should be reviewed. A new treatment option for MRSA medi-
astinitis is to maintain TEIC blood trough levels at 20 yg/mL or higher under positive TDM.



