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PR, AEEE, IRE, B5-H% FEREE, H5HK, T
MRSA HORIEROAHE, BHEFREIC OV THEERL D
HBA XL 72,

2. LZD oA 2 P4

Infection Control Doctor (ICD) 2855 B & 5 W I 0f
it & U 72 BGE I B LZD D RERI R I oW THE
ZfToTWVwH b0 BHkL VI L. 28, ICD
ORI RFER", MIMAERERY ORI Z HEEIUTO LB T
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NIZNEN R OERYE, BYSERN OFRFE 2 FHH L7,
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3. LZD o#&MIC T 24

1) LZD %512 X 2 RIEHZEBL

DS LZD ¥ 5- W B b I EWREALZD 12 X 5l
EHTH B EWERLZARIZOWTHAEL 72,

2) LZD #5112 & /MU, ~NEZ B v, HIi
BRE, R, AN~ b2 Uy MEOZES)

ML, ~NEZ oY &, HIEkE, Rk, ~
< 27Uy MEIZDOWT, LZD #5-Rifl & $5-8ho
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VT, LZD #25- 1% O Ml IR Al 238 5- Hii il & e L 25%
VRN DWA T I - 7= 5B 2 FFARE, M/ MR ARE A
HRifEL D 26% VLA LR 2 e L, £
W22V THREN L7z,

B (BUN, Cr, 7 AT X VBT 3/ Hixf
3% 0 AST, 79 =07 3 7 XEERBEFE © ALT, LK
KFE®E# © LDH, Cer) & LZD 2 5- 01 Ofifl 2 6% &
DA L7z F72, Cer X Cockeroft-Gault X% vy, Cr
fEX D EM L7z PRHEE, EAEFEHEO [EELEIE
FRBRIA IS~ = 2 7V M/MIRAE ] C, /MR
BEGIERITHEEIRE I N TV S 24 FH] (iri-
notecan, nogitecan, carboplatin, doxorubicin, amrubicin,
imatinib mesylate, oxaliplatin, cisplatin, fluorouracil, le-
flunomide, abciximab, thiazide diuretic, gold drug, peni-
cillamine, valproic acid, carbamazepine, sulfamethoxa-
zole, trimethoprim-sulfamethoxazole combination, ki-
nin, quinidine, peginterferon o-2a, ticlopidine, famo-
tidine, sodium rabeprazole) [ZOWTHA L7z & B,
LZD ¥ 5-Z H [ i 2 & 5 W B A I i 38 o 3 5- 4%
& - TIER B L OB G- FIZ I/ MR LAY 3 - 7298 5113 B
AL 720 B lL, Bt & PR 3E O i id Fisher's exact
test %, ZNLAHE nonpared-t test % VA B KHE 5%
Fii& L7z

E 51, BHHTOM/NMEAS 15 T3/ uL Kl T d -
THEBINZDWT, FBRIZHGET L7z,

I & ES

1. WHEHEt ¥ —I2BiF 5 LZD Ol FAR AT

A A A LZD AMER S 72013 106 B TH ), U3
Y778, LH29% TH o 72, Finid, 650185 5%
[mean=SD] T&H -7z,

BRI, TRBREDIEAVRHE 45 51, I gRIE S 36
B, FEIEAA 3B, WEIVEHERE T B, k6 pl, BEE2
B, Zofl7 B ORGVECHEEE, BBEHEmEE, A
4, S5V, WaPAZE, PHZEMEBDIRMEALIE, JRpk)E PRAR
%) T o720 LZD OFIgH5 HEiE 164 +14.1 (1~78)
H [mean*SD (range) ] TH o 7z EIEBIDTHEHET
Hy, F5=1F 103 B1A1,200 mg/HTH D, 1,200 mg/
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Table 1. Subject summaries
Total Previous anti-MRSA Previous anti-MRSA
agents not use agents use
Age* 65.0 £18.5 669*17.4 63.6+19.2
Gender
Male 77 36 41
Female 29 10 19
Duration (days)® 164+ 14.1 122+75 19.4+16.9
Underlying disease
Cardiovascular disease 45 21 24
Hematopoietic organ disease 36 12 24
Cancer 3 3
Neurosurgery disease 7 2 5
Pneumonia 6 5 1
Pancreatitis 2 2
Infective endocarditis 1 1
Bowel obstruction 1 1
Arteriosclerosis obliterans 1 1
Peritonsillar abscess 1 1
Necrotizing fasciitis 1 1
Hepatic failure 1 1
Multiple injury 1 1
Reasons for LZD selection
Resistance to previous treatment® 29 29
Allergy to vancomycin 4
Renal failure 2 3
Tissue penetration 1 1
Serious illness 17 12 5
Infection risk 4 4
VRE isolated 16 9 7
MRSA isolated 6 6
Bacteria isolated from blood 8 4 4
No description 9 5 4
other 7 4 3

mean = SD

bChange to LZD due to previous anti-MRSA therapy ineffectiveness

HIEHHS5251 6, $5-7 HHIZ 600 mg/H 251
B, $5-7 HHIZ 800 mg/H &S 1 #1TdHh - 72 (Ta-
ble 1),

LZD o¥5- ¥l %, H MRSA oI5 O F E5H) 2
W) U720 L MRSA 3R 5- 0 7 WAL, LZD #%5-
B LT, TESFH 126, VRE #2591, MRSA
256 Bl CTH - 720 —7, i MRSA L5 I hTw
THEFITIE, 29 B THIAHEHL MRSA QM D 7= T
HHLIENPLID HGHEE LTHEIFONTWE, D0
T, VRE Mt # B & L72ERIAS 7 B2 57z (Table
Do

2. LZD AR T R4

ICD 12 & 2 B R S H) 58 A7 & 172 MRSA &Y IiE 51
49 BITH Y, A% 30 B, HR 126, HEARE T BT
Hol2o B, 1 HOBHIZBWT 2 ODBYIEICREL
Tz, ZNENORIGEIIH L THEZT> 7

LZD % $it MRSA FEDHi# 5 % LI L 72ER O A %D
1% 70.0%, LZD #5151 1 %l o Ht MRSA 3 % i
L 7EB DO AHRHIZ 65.2%, 2 # DBt MRSA 32 1
L7ZEBIOGRIHRIE 200% T - 720 EHSEH TI1&, i
9% 21 FEBI DA %3 52.4%, FHHHALES 17 FEB O A %D
R 588% 7 ¥ Tdh o 72 (Table2), VRE J& i 61 13 2
BIAZEHE SN TBY, WIE1# (14 HES) &
B, hT—T VG (8 HEPG) 1 BlEER TH - 72,
3. LZD oI T 54

1) LZD 512 X 2 EIVE 5881

LZD % #%5- L 72 106 B rf, $&5- 1 [ v 12 E 36 PR 2%
LZD WX BEEH T 5 L ZHREICHEL L TV 2013
256, 3THRTHo 720 M/MGEAIZ 10 FlICHFE S h
TBY, BHAKZ7T~14 H2S 4L KL% H > 72 (Ta-
ble3), BIEM ZFHIC LZD o5 2k L-m1Z 13
BITH Y, ZOMAIMNIRA 5 F1, 5 HEHEIH 3 51,



166 H A& AL & %% & M

& MAR. 2011

=

Table 2. Clinical indication for linezolid therapy
Effectiveness Ineffectiveness Inevaluative
n=230 n=12 n=7
I. linezolid selection
Prior anti-MRSA agent therapy
First 14 (70.0%) 2 4
Second 15 (65.2%) 6 2
Vancomycin 2 1
Teicoplanin 4 1
Arbekacin
Third 1(20.0%) 3 1
Vancomycin + Arbekacin 1
Vancomycin + Teicoplanin 3
Teicoplanin + Arbekacin 1
Fourth Vancomycin + Teicoplanin + Vancomycin 1
I. Infection
Pneumonia 11 (52.4%) 5 5
Sepsis 3(100.0%)
Catheter-related blood stream infection 4 (80.0%) 1
Skin and soft tissue infection 2 (66.7%) 1
Surgical site infection 10 (58.8%) 5 2

Table 3. Adverse reaction described in clinical record

Adverse reaction Total

0-6

Day of adverse reaction appearance (days)

7-14 1521 22-28 >28

—
(=)

Thrombocytopenia 2
Myelosuppression
Anemia

Hepatopathy

Allergy

Peripheral neuropathy
Ophthalmopathy
Hyperglycemia
Hypoglycemia

i R ®A W - ) W )}

Angialgia

4 1

D o= D W
—_ = =
N

Total

w
3
el

14 5 4 5

TLNE— 26, BFREE 2/, REMREESZ1FITH-
72

2) LZD #51C X A1/MfE, NEZ O v&, Hill
BB, RIMERE, ~~ b2y MEOZEE)

LZD #:5- 2 sE B Hi A & & 5- W i o brs P G- B &
O, Be5-WIE ARSI ASS - 72 DX 41 Bl TH -
720 TNBEEA LA 65 610 ) H, LZD $5-Hi D lli/IMK
fEIZFEHEMELL 1 14 1, FCHERPAN 32 1, ZRHEMELLT 19
BT d o 720 PeG-HiEAS 10 J7M#/uL L E(Z L —F0) T
Ho7254 B0 B, Be G ORARE M/ IMGEAD & Sh
%10 HE/uL A (7L — K 1R & %o 72ERIZ 10
Bl (185%) THo7zo FG-RIMEIZAD D BTN
26% LLEDOFEBIIZ 38 ] (585%) T o7z (Tabled)o

LZD #:5- 2 sE a5 & & 5- W i o brs e G- B &

O, PGSR IMERER DS D > 72 D1X 72 1 TH -
720 SNOHEBN LB B, FHEONETTE
YEIEZL—F0:66, Y L—F1:9%, YL —F2;:
18%1, L —=F3:1HITHo7zo HE5HIED 11 g/dL
UE(ZL=F0) ThHotz6B0)H, H5 ol
A1l g/dL Rif (F LV —F1UE) Loz id 36
(500%) THotzo Tz, FHREEIZIDD 5T RAHE
A3 26% LLEDIERIIE 351 (88%) TH A AT, 50% %82
THEPNZFRD SN h o7z (Tabled)o 72, 34 HID D
B, RIMEREL DA% 26% L L OFEFIHT 3 51 (8.8%),
AT 7Yy MED KA FH26% LL_E O %E B3 B
(88%) IZHD SN, WTFRLIBPHRAN50% %8 2
TIEBNEERD SN dr o 72,

LZD 5 2 w5 & $ 5- M o bisg e 5 B X
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Table 4. Changes in laboratory values and comparison with nadir
Grade 0 1 2 3 4 Total
I [Initial platelet ( X 10*/xL) >35.0 15.0-35.0 10.0-149 9.9-7.5 7.4-5.0 4.9-25 <25
Total 15 37 9 5 7 10 23 106
Anticancer agent® or Platelet transfusion® 1 5 1 2 3 7 22 41
14 32 8 3 4 3 1 65
No decrease 0 7 4 2 1 1 0 15 231%
Decrease =25% 2 7 1 0 1 0 1 12 18.5%
Comparison with nadir Decrease 2650 % 7 9 1 0 2 2 0 21 323%
Decrease 51-75% 5 6 2 1 0 0 0 14 215%
Decrease >75% 0 3 0 0 0 0 0 3 4.6%
I Initial hemoglobin (g/dL) =11 109-100 9.9-8.0 <8.0 —
Total 13 16 43 34 106
Anticancer agent® or Red blood cell transfusion® 7 7 25 33 72
6 9 18 1 34
No decrease 0 0 3 0 3 8.6%
Decrease =25% 5 7 15 1 28 80.0%
Comparison with nadir Decrease 26-50% 1 2 0 3 8.6%
Decrease 51-75% 0 0 0 0 0.0%
Decrease >75% 0 0 0 0 0.0%
II Initial leucopenia ( X 10%/4L) =4.0 39-30 2920 1910 <10
Total 80 4 2 16 106
Anticancer agent® or G-CSF¢ 10 1 3 2 13 29
70 3 1 0 3 77
No decrease 10 1 1 0 2 14 182%
Decrease =25% 22 0 0 0 1 23 29.9%
Comparison with nadir Decrease 26—50% 21 1 0 0 0 22 28.6%
Decrease 51-75% 16 1 0 0 0 17 221%
Decrease >75% 1 0 0 0 0 1 1.3%

?Administering anticancer agent from two weeks before LZD therapy to the end of LZD therapy.

bAdministering platelet transfusion during LZD therapy.
“Administering red blood cell transfusion during LZD therapy.
dAdministering G-CSF during LZD therapy.

O, PG WM HIC G-CSF #5-0%% 5 72D13 29 HI TH -
2o SNOEBI L7 TTBID 9 &, $ 5RO H MBS,
FL—=F0:706l, ZL—F1:36l, ZL—F2;1fl,
FU—F3;08l, ZL—F4;3BITH-7z, H5HifH
754,000/uL (FL—F0) BLETH-7270 Blo ) b5
H O FARMEAT 4,000/ uL K (FL—F18E) &oz
DIF1261 (171%) Tholzo 72, HGHEMEICHD2D
5F, WMAEA26% LLEOREFNIZ 40 1 (51.9%) TdH -
72 (Table4),

3)  IM/MURAFEBUC T 5 BEE R FORE

P 5 D M/ AE S 15<PLT <35 Ji l/uL T - 7z
FER) (LZD $¢5- 2 BB HT A & $5- Wk o JisE 3% 5- B
KO, PG W A MR IR LAY 3 - 72 5E NI RRAL) 1
R2FITH Y, M/NAERDRE 18 61, JEW AR 14 BT
B o 720 LZD ¥ 5- W1 B v o ifiL /BT B AR At 1, kA B
11.9=6.0 il /uL, FEiRAHE: 256+55 Jifil/ul TdH -
7o Y5 AEAS 14 H 2B 7EPNE, WAHET 9 BI(15

H: 26, 17H 1%, 18 H ; 161, 26 H ; 14, 27 H ;
1B, 32H 161, 46 H : 141, 56 H ; 161), FEmIEE
W26 (I8 H 16, 25 H 5 16l) 1238 5Nz, WA
FEXIERATEICHERT, A& (p<0.05) IZERDIE <,
VS HBPEP-720 F/2, WABZIERDTICHART
famotidine Bt B35 W EIA 25726 5 L7z (p=0.061)
PR, AR, 35RO EHERE - P REMAE, famotidine
DA OBEHEICHE (p<005) BNl 72
(Table 5)

P 5 D M/IRAE A PLT<15 5 l/uL Td - 7256
&, WRAHE 8 B, IR 11 B CTH - 720 LZD F5-11 1
RO M/ MRAS A, AR 4114 )78/ ul, FERAHE
11581 Jifll/uL TH -7z HH5HEAF 14 HZHBZ 72
JEFN, WATET3IFHA6 H 161, 15H 5 26), FER
BEEC3BI (25 H 160, 36 1B, 69 H ;1) I
R HNTze WAREE IEWARET, MR, Fin, R,
KHHE HSHOFE - HFHERRAE FHECEE
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Table 5. Subject summaries with decreased or nondecreased plate-
let counts in initial platelet value “15X 10*/#L =< PLT <

35 X 10/ uL”
The decrease Nondecrease
group group P
(n=18) (n=14)

Gender (M/F)* 14/ 4 13/1 0.355
Ageb 77779 66.1 =12.0 0.002*
Weight (kg) 53.8%+12.0 58.6 =12.2 0.265
Duration® (days) 19.4+13.6 104£5.6 0.017*
Initial blood test®©

PLT (X 10*/uL) 25.0%5.6 26.0£5.8 0.650

BUN (mg/dL) 32.5%20.0 29.6+13.7 0.648

Cr (mg/dL) 1.0+04 22+28 0.114

Cer (mL/min) 59.1+41.9 56.2+41.8 0.845

AST (U/L) 47.1 £30.7 39.7£22.0 0.453

ALT (U/L) 52.2+45.1 45.1%£29.8 0.621

LDH (U/L) 279.9+128.2 296.4 = 164.1 0.755
Coadministered medicines (Yes/No)*

Valproate 0/18 1/13 0.437

Famotidine 9/9 2/12 0.061

Rabeprazole 2/16 0/14 0.492

The decrease group: PLT decrease =25%

Except for the administering anticancer agent from two weeks before
LZD therapy to the end of LZD therapy.

Except for the administering platelet transfusion during LZD therapy.

Fisher’s exact test (*p<0.05)
"Nonpaired T test (*p<<0.05)
‘mean = SD

(p<0.05) Z#EIIADSLNL o7 (Table6)o
111 =

AINZHBWT, PLMRSA $E & L THATREZ S DI,
vancomycin (VCM), teicoplanin, arbekacin 3 & O° LZD
BHbo %A THLID IZHL T, ToOmPELz P <H
BT, HRBRIESS - HAEFEBEEFZRICL) [
MRSA EMHEHOT5 & I2MER ST B, £Z T,
LZD offif#EdE L U<, KAl E L TiioHi MRSA A%
R E D H VRO T2 2 & % 5l
T HNEFEBRYGE (YUMAE, Wik, FEF - SRR
YuiE, NERENDEES, IRl &) o, BRRERTER I L
TEREIN, B~NOBITVREFLEOHED H S LS
NTW5SROFAETIEILZD Z2H L TWw/z 106 Bl
BHHMWE LT, §iE%E od MRSA 3E I8 %) 75 29 #1
(274%) 1RO BNTze —FT, WMH 5 LZD 23485 &
NIZEBIAS 46 1) (43.4%) 78D BN 7zs HLMRSA HnijHz
ST R, WREOFMIIHhHb 6T, HELHE,
BB T HEE VCM 7LV F—% LZD % 5-HiW & L
725 M, 55 61(51.9%) 78D S 7z (Table 1) L7zh3o
T, INSDEMLITLZD 235 E N T IZERI A
5161 (481%) TH o7z FNH 51 PIOEETFHRE LT
2, VRE77 F7 LA 712X BREZRBE L TOME,
DG RE, BUMRSA ¥ 5 H o MRSA #liZe &%

EHEENTWI

T A ) A BEREBF R R S T A Y B IBRYIEFRD
HETRELZENIRT A ¥4 T, BHRED
B\ IX L AN N o fa R F % A 3 RN LT
MRSA BEYHED G T-23H 1L, LZD % B0 5 ff
HALTHRWELTWEY, F£72, FIIEBAIIBVT
MRSA &G 13 FEAEGI R HRHI 2% <, X ) KA CThESE
IR PLETH L LORELH S, 4H, LZID 2K
WS LZEATORRFILT00% & & ol
(Table 2). ¥ 7z, B4k 5- & N 723t MRSA AR TH -
TGN LZD 235 L7256, 4RO Td 625%
DEMFEGTz, Fii5 SNA-PMRSA L L TiX
VCM %% <, LZD iZ VCM 8 MRSA EIHEIC DA
MTHAHIENEZ LN, B, TORMEIE, Moise
HOWE L IZIFFBOKETH > 72",

Bishop 513 LZD #% 5O OEE M E LT, H2 Mo
ML B L OHFREEERAE, 28 H B A2 THYS- LA ok
BB L MR EWEHE O LB Z T T 5, KRG T
b LZD ORIWEH I 5-in 14 HHE TIZE S HBHBL,
R/, £, FFREEIZBWTIE 6 HURIC D
SHRBHRL Tz, 72, H5046 28 H 2B X ERT
WFARRE S - SRR AR E 0 8B AED 5, Bishop 5°
DOREXHXFFTEHER L % -7z (Table 3).
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Table 6. Subjects with decreased or nondecreased platelet counts in
initial platelet value “PLT<15 X 10%/4L"

The decrease Nondecrease
group group P
(n=28) (n=11)
Gender (M/F)* 4/4 6/5 1.000
AgeP 67.3+14.2 65.2£21.0 0.813
Weightb (kg) 49.0+11.8 57.2%15.0 0.263
Duration® (days) 114£55 21.1+17.7 0.153
Initial blood test value©
PLT ( X 10%/uL) 8.1%+3.3 8.6+4.0 0.775
BUN (mg/dL) 31.8*17.0 320+35.1 0.992
Cr (mg/dL) 1.8%0.9 1.3%1.0 0.320
Cer (mL/min) 31.9+24.7 61.1+42.6 0.146
AST (U/L) 52.5+32.0 63.2£51.6 0.612
ALT (U/L) 51.1£50.3 74.3*65.1 0.414
LDH (U/L) 436.1+253.1 283.2+64.3 0.164
Coadministered medicines (Yes/No)?
Valproate 0/8 1/10 1.000
Famotidine 3/5 3/8 1.000
Rabeprazole 0/8 2/9 0.485

The decrease group: PLT decrease =25%

Except for the administering anticancer agent from two weeks before
LZD therapy to the end of LZD therapy.

Except for the administering platelet transfusion during LZD therapy.

Fisher’s exact test (*p<0.05)
"Nonpaired T test (*p<0.05)
‘mean = SD
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Linezolid efficacy and safety: A retrospective Tokyo study
Mariko Ono"”, Takashi Ebihara®, Satoshi Iwata"” and Junko Kizu"

U Department of Practical Pharmacy, Keio University Faculty of Pharmacy, 1-5-30 Shibakoen, Minato-ku, Tokyo,
Japan
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Linezolid(LZD), an anti-methicillin-resistant Staphylococcus aureus(MRSA) agent, exhibits potent clinical ef-
fects on MRSA infection, but reported by causes thrombocytopenia as a side effect. We retrospectively stud-
ied LZD efficacy and safety in 106 subjects (77 men and 29 women with a mean age of 65.0 years (18 to 91))
treated with LZD between 2006 and 2008. We studied their backgrounds, reasons for LZD administration,
anti-MRSA agents administered prior to LZD therapy, and laboratory data based on medical records. Mean
administration was 16.4 days (1 to 78). LZD was mostly administered for poor or no response to anti-MRSA
therapy. Vancomycin and other anti-MRSA agents were administered to 60 of the 106 subjects.

In 49, clinical efficacy was evaluated by infection control doctor, who found 61% efficacy. In 25 (37 epi-
sodes) of the 106, LZD side effects were seen within 14 days after administration start. During LZD therapy,
platelet counts decreased to less than 100,000/uL in 10 of the 54, hemoglobin to less than 11 g/dL in 3 of the
6, and leukocytes to less than 4,000/ L in 12 of the 70. Among factors involved in thrombocytopenia in those
whose platelet counts were within normal range (150,000 to 350,000/ L) before LZD therapy. In the throm-
bocytopenia group, administration was longer (p =0.017), and subjects were older (p =0.002).

These results suggest that hematological examination is important for detecting thrombocytopenia early
stage after LZD administration start. Adverse thrombocytopenic effects should be carefully observed, par-
ticularly in long-term LZD administration and in LZD administration for old subjects.



