CHEMOTHERAPY AUG, 1985
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BMAPEETRERM /L & DMBEEBICEE LICRPEBE 52 Mic 5t L T, Cefmenoxime
(CMX) & aminoglycosides (TOB, AMK, GM) D ftffiEYR4tc, BHRHUTETER 41 filic
AT HERKBHRIL, EH8H, HL 13 Fl, LLHEY 10 RT, HYULOFYRIL 51.2% TH~
Too BRIRBOBICHERZ R Y 25 &, FRERH 500 @/mm? LIToD 29 fidk 12 FcAHTH Y,
205 LEMERKO0 E/mm? FEFA 10 HE&EThTw5, ¥ -BRBREORITIE CFSROE
FThihbhis, THK, ERWEBFRMICERDGRY A D L, KPMICE\TH 30% OHPELT
L7co CMX & aminoglycosides oz MED MIC ¥ixshciBriz, RHAHIET
3, BIfFAE LTRERLLORBED Y, RE1HLBEEBEE 2 fIORTD -» oo APFARER
MEEBCEHT2ER L RPMECHERARBRELZL bR,

BlFAPEERRER M & O M RERIC 354 TIE, BRELHREL, ERELLBANPE T ¥
EREBOUR, BROLSL YL, ROk Eo  fhhl ) EEEAREIARL T, BMTOROE
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KER, KMORRE &L VMNEORLISBANS
Labhdo SERMMEMICHR LI MRECHL,
s#c Cefmenoxime (AT CMX LM¥) &7 1/
ENGANENR (AT AGs 1) StRMEE N
L, ORR, WAL SESWTRNENAETFOM
By B0 TRET 5,
I. k& FE

1. X

B8R 58 4£ 5 A A HEARI 59 4£ 3 A ¥ TORMICEH
FHMMBIC AR LR ERED S b, BHMTH
) hESEOME T h-BuiE, "FRBERLE RIE
BRE, ILKBHMIZKRE it - ARKER,
BERRERKZE X DMMEEL X RS LD, T
HdEE DR EORREEX DR LI 52 AEk R E
Lk, COHT, fiOHREHROGANRLICIY, HR
HERED 11 fixk< 41 ficoWT CMX, AGs 6t
BREOBHRAEY 778 » 7o

2. Hi-RBR

CMX BEAIE LT1E 2g % 2 Bfib ) T AT
(—Jofcit, 1E 1g 16MAMR L, AGs iKix
TOB 1[5 60mg, AMK 1[5 200mg, GM 1[a 40
mg ¥XhEh 1 BMMF TARL, FAlE LT BufifE
EMLTRERMILIc1 B 4B Y, £ ORRPAE
ik 12 BRZ 2 1 B 2@ S5 L,

3. ZHRHE

ROHBERRE KD RDREL T~ 0

1) Bl ¥ 22 % DFEV

¥3%: 48 (96 BeR) LIRICARMAEREL, 18R

HEggtab o,

H%: 48 (96 B LINCMM™EES A OH, £0
% LAMLIAGRAERIL, 1:8HL s
fukb o,

LR : MBARE 48 BERILLERERE L12AS, 158
HURCERS L7 0,

B4 MM 2 Abhivd 0 (4 HTHETS),
T EF ORR ¥R T 2 i B4 GUsHlok
gy,

?) FofoRGE (PRERPE, REBRRPE)

(48E, 8HE, 15 HED) #&, X%, FHREX
EOB - R R sk L, ERc# UT, 2%, B,
PR, & CREI) 0 4BMHTHET 5,

AWECI, BIERYHMCRHTE0, Az
SEAMR T, WRE, BRI, KU, BEE0F
T, DRG, KYAD X 5 e HPE B DB T
WML, 35 mYER AR OB B & & IR R
ORI % % 720

Table 1 Susceptibility to antibiotics of clinical isolates

MIC
Organism
CMX TOB AMK GM
S. aureus 1.56 | 0.78 3.13 0.78
E. coli %0.05 6.25 1.56
Camplobacter 1.56 | 1.56 | 0.78 | 0.39
Jejuni

4. MWD MIC JE (Table 1)
ML HRELE - B ic x5 CMX, TOB,
AMK, o MIC %J%E L1, WEX, BRCFEREES
BB > MR EREFREC L o, Thebb, #
Mo 18 R # A | % 10°CFU/ml /R,
Inoculum Replicating Apparatus (EAMMIBIERT, X
) ¥AVTRASEFRSIcHEEL, 37C, 18
MRk, HBREORELEDORILVBNREY D -

T MIC &L,

5 HAEHROmMPRENTE (Fig.6)

CMX, TOB, AMK ofisRE¥2FIRE Lice J
€2 E.coli NIH]J JC-2, B.subtilis6633 ¥ REM LT
% Bioassay ik (74— v = L) TiFlc-Tco HHEEH
Wie rOFYHERBCHCTEM LI, CMX i22g
2 B5 A8, TOB (X 60mg, AMK 2 200mg £h
| R AT, EREacRnL, OPREOATEY
ﬁf:of;o

6. EIfem

ARERTH®R OMIKEER, REFRRE LY, EIfF
RHBORLh A BAEIL, FH L oMK OERHNY
fTis >t

II. #& E:

1. ®HRAF (Fig.1)

NROAOFRRFIX Fig.1 TRTEEHTHS, &
TIXH 22 fl, £ 19 ALBEEZIXESCED»
120 ML 17 B0 B 72 L BEITHIc» TV,
30 REITA 17 ) (41.5%) &% Abhic, 5 HM
NEEBCRIMECEFERE T L W Ris%H, 3ANL24
BT, 7HLIA 20 4 (48.8%), 8~14 H 18 f(43.9
%) THol, ¥z CMX o5 ii: 8g/HM 23 £
(56.1%) LBLBM ot BFA L AGs DRI
TOB 24 fjj (58.5%), AMK 11 ) (26.8%), GM5 £
(12.2%) THot, fiic1fiTik TOBE L4 H %
AMK i)z fc, EREETIE, BHIMHAR 35§
(85.4%), (RM:afmm 30 4, &AM 3 4, Hemo-
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Fig.1 Patient characteristics 3M, VoAl T, RIE L EERE YAy
()i% BL 87 By (90.2%) ITRA K,
Male Female 2. RBERHR
sex | 2283.7) | 19046.3) | AHELEH+ WK (O R L LTHH L,
Under 3 40~49 50~59 g (-Over 70 D BREILAMKHR
Age [ 1741.5) l10(24-4>Iw<z4.4>|”:*,,|i RREINHBEIE Fig.2 DLIHT, 2ENCH

L1(2.4)
8~14days 15days~

18(43.9) |

~7days
Duration |  20(48.8) |

i 6% 8
Daily d H
ily dose | 16(30.0)  |&]  23(56.1) |
TOB AMK __GM rTOB=AMK
AG | 24(58.5) [ 11(26.8) | )
L1(2.4)
Pretreatment |{oi177] None(82.9) ]
Malignant
Leukemia lymnr:a-;  Aplastic
Underlying I 35(85. 4) 1{94 '.Lllm
Initial Relapse Terminal 24.9)
St f
Stage of [10(24.4)]  18(43.9) | 13631.7) |

0 1-100 101~500 _ 501~
Granulocyt 7
ranulocytes [10(24.4) [117.)] 12(29.3) | 12(29.3) |

unt
— . Pneumonia
Septicemia  Possible septicemia Lympban-
B 34(82.9) if| ™

C1(2.49)

Type of
infections

poietic dysplasia 2% &) T, HOBEHEY v
401, BETRERM 2 5ITH - 1o XBEKEB ORI
Tk, PIRO 10 6 (24.4%), FRH6I18 £ (43.9%),
##9% (Terminal stage) 13 fi (31.7%) THER L XM
EbE¥5 L 31 Bl (75.6%) iTDiE o1, XBEEKED

BR BRI T, 500 f (/mm?) LLE 12 4 (29.3%),

500 fELLT 29 #i (70.7%) & 500 ELITFA &L, £0
5 HLERERE0 Db D 10 4] (24.4%) Bdl, 1
DFRE LR EE X UM AE 3 4, RRMAEREL~ 34 4, Mg

SHBRiL 51.2% TH1co MIMETIX 3 M2 M
APTHY, BumENRETIE, 34 A 18 B (52.9%)
AT, MmEE:MmER-YAHT5L, 37 fd
20 B (54.1%) WBEIR LI BED 3 AizeohY
2BBDBDHRTH >0, EDMD 1 ALY v ABET
»H, WYLHUBEShI,

2) EMERIESEEHR

XMEBN WKL LS L, QMK 35 fh 19§
(54.3%) W%, OO MEKKBTR6HB2H
(33.3%) THHTH 1= (Pig.3),

3) EWHREIEARKHR

FEHRENCERHR L 25 L, BURE S
@/mm? I Cix 12 b9 (75%) wH %, 500
f8/mm?® LIFC 19 fich 964 (47.4%), OETIX 104
$ 38 (30%) &, BHNBREORPIE C-ASXDE
TFThixbhr: (Fig.4), ¥ /-FIR 500/mm® LTFCH
#HTH -1 12 Gich M T £ TIC 500 ELL LI
L=b D, b3 T st

4) EREBRNZIEARKSHE

ABEERMIEDEL, MRACRRELAHLE
$4, 10 A6 B (60%) EHERL, BREADRS
ORWEI 18 Fick 11 B (61.1%) TH-o», 8
BT 13 P 4 54 (30.8%) L HYEZETLRLE
(Fig.5)o ¥7-BREKMEADRD L, HHELINHA
15 i (48.4%) T, MRFAOEHR X HEMYTL
1= (Fig.5)o

Fig.2 Clinical results of combination therapy

Diagnosis|Cases 2 C:|l1l§;l efflC(:EY iyé)ﬁq | B‘:’:::ltx Efgctaecy
Septicemia| 3 1033.3) W 3 \% 1033.3)-4 2/3 66.7
%;%t;:ﬁ)r;ln 34 B 8 18/34 | 53.0
Pneumonial 3 0/3 0
Others 1 V7 Z10100.0)77 777774 1/1 [100.0
Total | 41 [8(195 P13 31.7 7] 1024 4 JO24.4] 21/41 | 51.2
(-] O & (O

Excellet  Good ~ Fair

Poor Unknown
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Fig.8 Clinical efficacy and underlying diseases

Diagnosis| C
I'{ Cases R

Clinical efficacy (“0)

Effective cases | [fficqcy
60 80 . Total cases | rate
L

R O (A 822 OB 0 19/35

Leukemia| 35 54.3
Other
Mléptoloxical [} 2(33.3) 74 121333k 2(33.3 2/6 33.3
S
Total 41 [8\19.5‘[213«31.T\rallo\ﬂ.“ 10024, )8  21/41 51.2
Oz O & 4
Excellet  Good  Fair  Poor  Unknown

Fig.4 Peripheral blood granulocytes and clinical efficacy

Granulocyte| Clinical efficacy (%) Effective cases | Efficacy
counts ases 20 40 60 80 Total cases | rate
1 1 L 1 1 i n 1
0 10 |:1:$2(20.0)§%3(30.0)f" 4(40.0): 3/10 | 30.0

(10.0)
1~500 | 19 [305807631.6 Q0526 3R 26 3 9/19 | 47.4
s~ | 12 [ a3 PZsal g 26 R 912 | 75.0
Total | 41 [BU0.SPZ13031 7170002 4 0244 2141 | 512

3 O B O

Excellent Good  Fair Poor  Unknown

Fig.5 Clinical efficacy and the stage of diseases

N Clinical efficacy (%) Effective cases |Efficacy
Stage | Cases 2.':? ) 4‘“ 6‘0 Rp . Total cases | rate
Initial | 40 610 | 60.0
stage :
Relapse | 18 Y4 ASEET] s | 61
Terminal| 13 7E 30.8, B 413 | 30.8
Total | 41 [8(19.5 %13@1.7‘%‘10124.« 1002448 2141 | 51.2
3 ] B3
Excellent Good Fair  Poor  Unknown

3. HEYBRE

MiERE) S0 4 i 8 i % + 5 CMX, TOB,
AMK 0 MIC FIERSE Okt Tablel ILRL = &
¥)ThB, Thbb, Staphylococcus aureus 1#k,
E.coli 1, Campylobacter jejuni 1¥kicxiL, CMX
O MIC 2o Fhic b B\ B L R Lico —F, AGs
05% TOB, GM #tic, ThEhOBKE\ REHY
WLI#, AMK -ciz S.aureus 3.13 pg/ml, E.coli
6.25 yug/ml EXPPEGREMRTH T

4. I EEIE R

CMX, TOB, AMK ofme#Biz, Fig.6 DX 5ic,
CMX 2g/2 FsRig &2 (760, 1B5MIE 42.5pg/
ml, 2FMHEE 60.8 pg/ml, 4 BERIME 10. 0 pg/ml, 5 BEM]
{H 6. 14 pg/ml, 6 BEREIME 3. 13 pg/ml & B\ MFRMEEHHE
#¥3Ih, Zhboiz, 4EKRHEIACED MIC % EE-
Tl feo ¥ic TOB 60 mg/l RS &1k (4 61), 1B
[ 5.4 pg/ml, 3EEMEME 1.75 pg/ml, 5F5EREI(E 0.66
pg/ml T - fz, AMK 200 mg/1 BERI# &5 Ci3 i il pr
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Fig.6 Serum concentrations of CMX, TOB and
AMK

(uﬁ/ml)m%mm
|00 LoD/ B0mg
MZOOmu

501

0.5
CMX 27(7cases) o——e
AMK 200mg(3cases) &r——a
TOB 60mg(4cases) O——0

0.1 L 1 1 1 J
1 2 3 4 5 6
(hr.)

i (260, 1B5MA 14.2 pg/ml, 3 FEMIE 10.7 pg/ml,
5 BEfI(H 7.58 pg/ml, 6BFMI{H 7.1pug/ml TH Y,
TOB, AMK } L BHE D MIC %81 5 Wil % &bt
izt » THERE LT,

5. EBIfeA

BifEA L LTI, abtiiRpittanmo 1 T, &R
ERT7HERRE YRS, AftkPhlts BHKHAL
fobt, THRIZMER L1 CMX 2R Tikicv v & HER
Shic, ¥-aERHtanAo 1 AT, BEOTH
AR LA, ERACERLTH D, %L OBNA
HIXENTloVo TS ARIERERmAD 1 TR
ARERY, SEFMEanAo 1 ATEELNE> vT
F= fEMIME BB, Z hix, ThEhEALL
AMK, TOB & DBEMMRE I hic, Lo THPE
B CBETS LEX O AEIFAYRC LcMir3
ADHKRT, WTFhIBETHD, ERTEFARIAD
i,

II1. * ®

CMX i}, 77 2BHERECH VRN YA TH 7
= ARMEYHB C, E.coli, K, pneumoniae, Proteus /&
e L OBRMAE, XU H.influenzae \oi} LB\ HIEE
Hxbd, BKIBEEKROKEMNE 0.19 pg/ml LT
DT+ B, ¥l B.fragilis A BHRELRBHHNABY, X
bz, 75 sBUETE\TD, S aureus, S.epider-
midis 3% 80% BHILMEEIX 1.56~3. 13 pg/ml % 7R
TO

—7%, TOB, AMK /s ¥D AGs i3, 75 »[RMIRE,
77 stEREC KVCHEFA YA L, %ic CMX

Table 2 Organism isolated from blood causative of
septicemia in the patients with hematologi.
cal diseases

1983

Organis 1979
rganam (Oct.)

...
2
]

S. aureus
a-Streptococcus
Streptococcus sp.
Enterococcus
Others

w

GPC

E. coli
Klebsiella
Enterobacter
P. aeruginosa
Others

O A NG EIN] - O OO

GNB

Anaerobic bacteriae

ololaw]lo= O~ N]|N]=mw 00O

Fungi

Mixed

—
3
w
.
.

ClO ||| O M OO O O -

Others

-
o

* GNR, P. aenginosa.
** Klebsiella, Propionibacterium; Klebsiella, P. aervginosa;
S. aureus, Corynebacteriseom.

it LIRSt DIEL s P. aeruginosa 1o b B\ HE ¥R
3, LhdMEC, Methicillin j##f, +7 = Al
Staphylococcus DRyMmAE>#E % L T & H, Vancomy-
cin® AFHEBILHHETIE, AGs RHEAERELS
Vo BAHBIARHTETS 1979 X ) 1983 410 A
FTCOMBEBBENS DM EEOHBLRSE,
Table2 D X 5 iCBARME L S. aureus HATHHD
BELLTHD, IHEEELD, AGs & p-actam K
XX & oSBT LEHEBRAEBDOLATVE,

LitioT, AWRTRLERZOBALY, KWHEA
=2+ 5a%ETH CMX b AGs k GHRRGEY MK
BEERER L TIEERPECHEALT, TOBRY
BN L,

— B S A M TR MR AR CTHFRECIBRR
ROBFELBTIHEREROMELE R X ), #
#, EREESETYE:- L, BEXONRIETLEL
LBV RMICRAEMBRAICESE LY, BE
BWALEL D ¥ TETHEENRNOETRERT. ¥
AEERRER M CIRANRRD LR LT 5O TRl
BEAEL L LEELES) v ETY wLRorE:
FCENBRROYEC T EhbD, ERAKELOH
BEEA7 =4 F, HESHZLOEACTY, BOFA
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R LtARC IRNETE XL LBV, Z0Xdk
BhCOREROBERX, E.coli, P. aeruginosa, Kieb-
sidle R ¥ DY 5 ABRERE V2 LT S, aurens ¥Rl
raRmER S ORI MR EXAGTIZ L0 S
Wt (Table 2),

4HEOMNHITIE, XPWEKB D 85% HEMHCTH-
o ¥RASHRRGE, MultiE U Bl sE kA
HeT 90.2% KRV, KEBRRIEL SN0 Ll
2T, BEMIRASEH C AGs (TOB 60 mg, AMK
200mg, GM 40mg) & CMX 2g % 1 H 4 B 5N
nbh, B#5MML 8 AN EE 5 AN 51% CTh-
o APSHRREIC X 5 MM A B EREE O FRHEKIL,
2t 51.2% kRL, €05 bRumiE, MMER.
BoTh 54.1% LMV-AHENBO Iz, BREREI
KERRE RS E, BNRES AL CHYROET
BAbhY, ThIEROMHCALND X 5t M
RERZESVCTRENROGY VA CEETH S H
¥RLTWB, L LikAib, SERRERE 0 OEMIT
WRACDE > e D 5B 3 M (B0%) LHEMER Lz,
ChOYRMIEAS L, BRERTRCENRAGRE L
TODLD14, 75 EIMMLA D 1M, D1 Mk
BN RENEK 180 HTH-Tes L HEME
L&), ¥7-HpEk 500/mm® LATFoOHELHH 12 gt 10
AR AES B &b 500 LITIc 8 » Ty i, BARIAEL
BT}, FR KA AHR5 LORACHE~NEYE
DETHAS R,

MHEE, HCEAFENROXEI % L5 akAM
ATRATM O BMBRRP iz LA RBS X Ham
ARFIMEL BT 5 &, BAREEIR LA THSY
fBoh3, Li LERFCIIAAMARIC X 5 B
PRRRICRY, X HRMKRMICK S Ly RBIZE
HTECBADZ - FEO X 5 i BEER OBUL RGP EE
ORECED TEECHLALER TS L, BRIV
FHATIX, FEEOFDROETIRE 5 DI YRE
Vi), kbbb, KHITH 30.8%, HMmEO
DHT 30% DEBRYRLI-Z LidAREEH D TH
NTCHBLLEHTELL DL EL BN D, in vitro DK
ECEOTR, PEMATIRDDD, SERMShicmd
AME x5 CMX, AGs o MIC i, CMX, AGs
W EEY R L, ¥7- AGs, CMX D4EDH#
SRR B Mb MBI, B LIEO MIC % BB
Kbith) EEl»> T35 & & X hASHARKII ML S
BBRIER in vitro DEMN b BHTHDEELD
hito RBERRETIY, SRMREDEME DIBICA
RESO S0 o088, BIfERE LTRERTS OYE
Y, RE1G1L BERME 2 HIORXT, ZhbbEH

BBkt HhTRTHME LR, bbHA AGs bk
ETALDCREPCRLR, RULELLDF= » 7 %M
BERffleoTV 34, RNAEIER MR, X6t
AL T MO D L HHEATR LS E L HL5h
%,

LIERER2IR, REHROMPME, MHMHT5
MIC, f5iEh DN b, ROtAMEIMAERCS
T A AN BRI A ML L 2 R,

IV. #& "

hEEMAHRRIECR L, CMX, AGs DOftFAME
YET, UMK 41 flicisvT, MR 8/41, WYY
13/41 ©, HZHE 21/41 (51.2%) %181, EMD 1Y
DABRIERB 500 W/ul LUF, AHID T76% H R, K
THHEMMERBARRIET I\ T, CMX, AGs
OHRAMEIC X b 51.2% ORMHEABLh, EMEIE
RAERDAEMhotot Lix, ZEBEOFAEYRTIOL
23,

-4 .3
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COMBINATION THERAPY OF CEFMENOXIME AND
AMINOGLYCOSIDES FOR INFECTIONS
IN THE PATIENTS WITH HEMATOLOGICAL DISEASES

Infection study group in hematological diseases, Dept. Int.
Med., School of Medicine, Keio University, Tokyo, Japan

Keisuke Tovama, Isao Aoki, Hajime Nakazawa,
Kivoko Mivake, KuniHiko Sato, SHiN-icHIRO OxaMoTO,
Taxuro SuiMso and Yasuo Ikepa*
Department of Internal Medicine, School of Medicien, Keio University

Yasuniko Anpo and Hirosui UcHipa
Department of Laboratory Medicine, Keio University

Junser Wapa
Department of Internal Medicien, Eiju General Hospital

Maxkoto Asano
Department of Internal Medicine, Ogikubo Hospital

Yuzo SHiNozAk!
Department of Internal Medicine, National Okura Hospital

Mirrsuo Kitauara and YukiNort TAKAHASHI
Department of Internal Medicine, Saiseikai Central Hospital

Masao Kikucui
Department of Internal Medicine, Tachikawa Mutual Hospital, Tokyo*

Fuyuniko Hicasui
Department of Internal Medicine, Tokyo Denryoku Hospital

Icuiro TAkEUCHI
Department of Internal Medicine, Tokyo Metropolitan Okubo Hospital

GoTta Masupa
Department of Infectious Disease, Tokyo Metropolitan Komagome Hospital

Combination therapy of cefmenoxime (CMX) and aminoglycosides (TOB, AMK, GM) was evaluated
in 52 cases with infections accompanied by hematological diseases (leukemia, aplastic anemia etc.) '
Clinical responses among 41 evaluable cases out of 52 were excellent in 8, good in 13, fair in

10, and overall effective rate was 51.2%.

The efficacy of this therapy decreased proportionally with the reduction of the number of Pefiphe_"l
mature granulocyte count, but 12 out of 29 cases with granulocyte counts less than 500/ul including

10 cases with O/ul still responded (41.3%).
The effective rate was 30% even in the definite immunocompromized hosts, namely in

the terminal

stages in hematological diseases. Serum concentrations of CMX and aminoglycosides were far above

minimum inhibitory concentrations of isolated organisms.
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No significant side effects were observed in this combination therapy except for eruption in a case
and slight renal dysfunction in 2 cases.

These results indicate that the combination therapy of CMX and aminoglycosides are useful for
the treatment of severe infections complicated with hematological diseases.



