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B I W BB S L 1o RRYeE 47 i3t L T isepamicin 400 mg, ceftriaxone 2g ® 1 H 1
ERENEHNTH 20 2RF LI, £4700OMEKYRIEIG, 2206, POEHG6
B, %166, HETEE2HTHD, BYFIL 9% TH o I, BEHAE TIIBUMAE % 72138l
FEBEVLH 40 % 5, FOHEMEIL 5% TH -1z, BEME LIFhERE L OBFR TR, #5
HTEF Bk S 500/ 11 LU _E DEFIDELE 60% & B b BORERTH - 7243, 500/l K#WOEHT
b UBERIFTH T, £, BYFIORERTEOFPERYIZ 23 F 14 B3 500/u] K&
ThHY, FPRAVBCBLTL+HAMROH B I R ENT, MEFIIRRIZ 47 HIP 4
BRI THCRRIT© & ¥, MK B DL RS (2 3 5 MBI E DB L = H5mk
aEntz, BWERREEN2H, HBEREL2FTHY, BEEZHLORIED L7, Ise
pamicin, ceftriaxone 1 H 1 E##5 3MKEEBICEH L LBRPECSVLTL I CHNTH

D, SEAA»IMEOHbDE/RbNIT,
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DIFEOCBRRELZEHT I LBH L, TOBNEYEE
182, BT THRET L EB—RITHD, L
L, IO RBHEIRPICHLZEHOARICL DM
BFEORRSHELL, BEHFR L THLFELEMEH
Do

B3, postantibiotic effect (PAE) MHX 2B U3 &
3127 D", compromised host 2 ¥t L THEF DR *
BACRESEI/EZD—DOLLT, 1H1IEDOT I/
EWEER S5 %I B-lactam B 25T 2 L 3FE L 5T
Wb,

SE, B2 IBEAMBEFLE T2 MBBERBICH
S RBPEIC XL T, 7 ¥/ ECHEER D PAE 2R L T ise-
pamicin 25 L, RicEWIMHEE +ERFMKR TS 6-
lactam ®| & L T ceftriaxone ##% 5 L, @F % 185 1[H
85 L BOBKIE, BIfEAB L UAREEREL 72,

I. ¥RESUHZE

EFRRPR2ETALDFR4E 1 A CiciEh
I RFEREEHEAAIRREE—E, HERRE—R
B, BEHESRBENE, #E/IBsA Ly 1
BACERER O 4 fERRICABEL, BEERELIE
HNMEEBTFHTHY, TORRIIHEHMRK 27
Bl, SMEREONRItEL 1 F, BRERERER
Bof, RATHREAME 16, By > 8116,
EHHBERE 1 6, SREBHE 4G TH-> 1o %R
ZHEE 240, ZE223FTHD, ERIZ 16> S 82
RETCTESIE53.98 (FRESIK) THolo B
R (S RUIE % 7 X RRIMAESE V> 40 B, B 21 (1
BlixhaRE % &6f), WEA 16, FHEERE 15,
[EXR2H, BRMEBR1IHAITH-

NEVEOREFEZIZ 1B 1 AFAAEHEL L,
isepamicin (ISP) 400 mg % & 5 # 12, ceftriaxone
(CTRX) 2g %85 L%, £/, #ECHL->TR

* BrgEire X AT 3-46
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Fuo b4&EAHEAK100mlICHRL, & 1M
®’E5L,

BERRIR IIEY, A%, L08R, KR, HIETHE
D5ERBICAY, BERKREOOTHER, R, P
AR, BHTZY, HETREL L, MEENORIZ
Wk, EY, T, BTN, THO S5 B TMEL
7o ZHR¥IEZAMBRY, CRP, Vv > by VB
H, BRR, BEERZ E2EFHICL L, EFRE
HEDATRL 4HRHLS 5 ADEREREL TIT-
Tz % < DIERIZ{LEMEC & 2 HIREV A ORI
EROTHD, MEPORELZToTLEIIMEEA
3, BMMERE VL ORBEEICIZEA S ORI R E &
0 RELT,

II. & E

247 PIDERSIR I EL 3B, BRI20 61, LH
2edl, MEh164, HETFRE 2HTH -7z HEF
BEO2RRREBE - EDEL 5T £
PIDEHEIZ9% TH Y, Tablel 12 KpEK B

EBRERRIR %R T BMEEmm 27 b 3IG, B
210 BITH D ERHKIL 48%, MO BRI HAE
R, M AN A MRANELE ] 2 L BIMRR
B30 Bt 15 FILERUETH D, BYEIL50%
THol. BYE) VBRI AIF6FBBHTHD
BERE55%, BHEMRE, RATHREENKES
HBEYERR 1IIATEYBHTHD, B
BhRIZ 6% TH > 1o ¥, HHVEAEEM I 4 FIh 2
BB TH o 7o Zh S ORERIZEM 2 KRE B
HEZ OO STRIFZBRRTH oI EB RS,

Table 2 = RFWEFIEKR ¥R ¥, RRIMAE £ 7213
FRIMAEREY > 12 40 BIhERH 3B, B I5FTHY, A
WL 45%, THol, FDMOBRIE X7 HIFH
MSBPITHOEMETN % THo e, KB E X
EERECIIAHEBELBERYDROBELXR27:0 1
ISP, CTRX # 5% DIFHERBUIC D\ TR L -
(Table 3), ¥5 %k L 7: 2 B %k < T ATHE %2 45
Plch, BSAIFREREDS 100/ u] KiFOFERF X 16 Fih

Table 1, Relationship between clinical efficacy and underlying disease

X X . Efficacy
Underlying disease Total Excellent Good Fair Poor Unevaluable
rate (%)
Acute leukemia 27 3 10 2 11 1 48
CML-blast crisis 0 1 0 0 0
MDS 2 0 1 1 0 0
ATL 0 0 0 1 0
M. Lymphoma 11 0 6 3 2 0 55
M. Histiocytosis 1 0 0 0 1 0
M. Myeloma 4 0 2 0 1 1
Total 47 3 20 6 16 2 49
]
CML: chronic myelocytic leukemia, MDS: myelodysplastic syndromes, ATL: adult T-cell leukemia
Table 2. Clinical efficacy of once-daily isepamicin and ceftriaxone
. . . . Efficacy
Clinical diagnosis Total Excellent Good Fair Poor Unevaluable
rate (%)
Sepsis# 40 3 15 5 15 2 45
Pneumonia § 2 0 1 1 0 0
Bronchitis 2 0 1 0 1 0
Pharyngitis 1 0 1 0 0 0
Phlegmone* 1 0 1 0 0 0
Bacterial colitis 1 0 1 0 0 0
Total 47 3 20 6 16 2 49

# Sepsis: including suspected sepsis, § Pneumonia: included combined pleuritis,

* Phlegmone: phlegmone of upper jaw
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EM16, BEHEHTHHHRE44%, 100/ul U E
500/ul RMOESZIBFIFHEMLE, BRIFATH
DEBIE 44%, 500/ul LA EDEER T2 20 B3R 1
B, EHUHATHOEUME 0% TH - Iz, FHHEFTHE
iz BHIOKRMERE RHE2AL) OREHERDOF
o BR 4043 100/ 4] K W 03 15 B, 100/ p1~500/ 1 5 i
2388, 500/ul AL 15FTH D, Tabled iz ¥ D
ARSI 2R L 45 BIDMEA L FRTH - 7o K
MEBRE RViat) THYELYE S WIER DR

EMLRTHEDIFPROMEZLEET 3 L
(Table5), £ 18 Fchi# L T 100/ul KM DER iz
4B, BEMEDBMYLIERIZSADD, KTHK
IZ 500/ ul RMDEF X LET 116, 61%TH >z,
Zhiz ISP, CTRX1 H 1 E#5»FFRELHTY
BUNTHEILERLTWS, 7, BYEHESH
7o 15 GlHEeRE L T 100/ ul RBOER L 5 5, #r5
RI& DDLU IERZSFID D, BTHEKIC 500/l
RMDEGIZLET 116, 73%Th > 1z, HWYHID

Table 3. Relationship between clinical efficacy and granulocyte count in all cases

Granulocyte count (/ul)

Clinical efficacy Total
<100 100~ <500 500s
Excellent 1 1 1 3
Good 6 3 11 20
Fair 3 0 3 [
Poor 6 5 5 16
Efficacy rate 44% 44% 60% 51%

Table 4, Relationship between clinical efficacy and granulocyte count in sepsis

Granulocyte count (/ul)

Clinical efficacy Total
>100 100~ <500 500s
Excellent 1 1 1 3
Good 5 2 8 15
Fair 3 0 2 5
Poor 6 5 4 15
Efficacy rate 40% 38% 60% 47%

Table 5. Increase or decrease of granulocyte count in responders with sepsis

Pre-granulocyte Post-granulocyte count (/pul)
Total
count (/) <100 100~ <500 500
<100 4 1 1
100~ <500 1 1 1
500 2 2 5

Table 6. Increase or decrease of granulocyte count in non-responders with sepsis

Pre-granulocyte

Post-granulocyte count (/ul)

(/p) Toal
count (/! <100 100~ <500 500=

<100 5 1 0
100~ <500 2 0 3

500= 1 2 1 4
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B RFPRELBCH D, ELEOXRFIMBZMEOM
BRI TREWI LB NS, Table 7 C£FH
B 23 BIOIFRERDOME %, Table 8 i2 £FERXNE 16 B
DIFPERDOEE E R L 1208, BB 23 PR THE
B EFPEREE 500/ 1] KW OIER 1L 14 B, 61%, 26K
2l 16 Bl 4 T E 1T 500/ ] K M D E B 1 11 B,
69% & BUMAER & FIRROMA 2R L 7,

KITREVELRSOFRIC X 2ERKRR % Table 9
KWTRT. RITRELZENTWRENIZ 4HIT, BR
76, BEEE50%, MEHRHITHTEHIF, FH
135, BUMERZR TH-o Ik, RITREDERICH
rbhOTHAURCERIRD O ho T, 10, ¥EX
BT RTEERPITH - 2, RITREEINTOIE
#lix ceftazidime, imipenem/cilastatin, sulbactam/
cefoperazone, minocycline, amikacin %2 ¥ $&T»H
STehs, BEREHBHBIL 20 o IAERIHIH {, KITHE
Kl oBEIRNTE o7,

HEFHOMR CRERBTRHOER S 4 F L% <
(Table 10) FEHFIATEETH D, BHMBKBDILE
BRI i B 2 MBEERRFEOR L S 2R~L T
Wiz, ¥/, BREOHEAL ES IIRIE T 141

Staphylococcus  epidermidis, WR 58 # B 4% S. epider-

midis, BRRMRERBUDS Citrobacter sp. L5t 3 BID »

TH - Teo BUMMER I AN: E MK O W ifkE Ak T
DY, PLBIRRED A 7 —T AVBBAIKLTEY,
AT =T VEOHEBETORHBE N, WIFAREIXEM
R 5 MR AR L T H 5 A%, RSO H BRSO
900/ul THH, BDELRKRFAU» SKBHE ST,
RN 45 B 1 T ) > o SIR DL R A 1 T B M BR K
00/l THD, PROFITREBENT, ThHIE
TRTHEHEEL, ERNEBFL TS, BRERIL
100%TH - 12,

BIER (Tablell) 2261 (4.3%) KHRBHBES
nieos Gk ic X DL 7o, BIRREMORY I
28] (4.3%) w#E» 5 h, 1612 GPT, ALP®,. 1
#ix GOT, GPT, ALP D LR TH - 7293, 5K T
EEDICERLIZHEL T,

£ 47 BlOF MY (Table12) X xbHTHR3IF,
BRH2H, EH6H, ERATRW 166, HES
gE2BITHD, BRHEHO%TH- T,

1. # -3

AR OER LI ERBERICHES L 723, flh
HWELE L TOMEVHEORBRBEOERICH S Z LI
BHohThd, £/:, BEY v ML T LRI
WAORSFHARENEE L - THE D, AMKE
WU LHEYEORSBLBER>TWE, Ly

Table 7. Increase or decrease of granulocyte count in responders

Pre-granulocyte

Post-granulocyte count (/ul)

Total
count (/ul) <100 100~ <500 500=
<100 4 2 1 7
100~ <500 1 2 1 4
500= 3 2 7 12

Table 8. Increase or decrease of granulocyte count in non-responders

Pre-granulocyte

Post-granulocyte count (/ul)

Total
count (/gul) <100 100~ <500 500=
<100 5 1 0 6
100~ <500 2 0 3 5
500= 1 2 2 5

Table 9. Relationship between clinical efficacy and pre-treament or non-use of antibiotics

Total

Excellent

Good

Fair

Poor

Efficacy rate (%)

Pre-treatment 14

0

7

3

4

50

Non-use 31

3

13

3

12

52
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Table 10, Bacteriological effects in each infection
Eradicated Decreased Unchanged Replaced Unknown
Sepsis# ! 0 0 0 37
sis
P (S. epidermidis)
Pneumonia § 0 0 0 0 2
Bronchitis 0 0 0 0 2
- 1
Pharyngitis , . 0 0 0 0
(S. epidermidis)
Phlegmone* 0 0 0 0 1
R 1
Bacterial colitis . 0 0 0 0
(Citrobacter sp.)
Total 3 0 0 ' 0 44
# Sepsis: including suspected sepsis, § Pneumonia: include combined pleuritis,
* Phlegmone: phlegmone of upper jaw
Table 11. Side effects and abnormal laboratory findings
Side effects Appearance rate (%)
Eruption 2/47 (4.3)
Total 2/47 (4.3)
Abnormal laboratory findings
Slight elevation of GPT - ALP 1/47 (2.1)
Slight elevation of GOT - GPT - ALP 1/47 (2.1)
Total 2/47 (4.3)
Table 12. Utility of once-daily isepamicin and ceftriaxone classified by diagnosis
v i
Clinical diagnosis Total ey Useful Somewhat Not Unevaluable Utility
useful useful useful rate (%)
Sepsis# 40 3 15 5 15 2 45
Pneumonia § 2 0 1 1 0 0
Bronchitis 2 0 1 0 1 0
Pharyngitis 1 0 1 0 0 0
Phlegmone* 1 0 1 0 0 0
Bacterial colitis 1 0 1 0 0 0
Total 47 3 20 6 16 2 49

# Sepsis: including suspected sepsis, § Pneumonia: include combined pleuritis,

* Phlegmone: phlegmone of upper jaw

L, 2hoDBHILEH, FYDAWMERDDZD
EEIIEL, XVBECEMLHEMEORSEDMH
ENLEENTn3,

postantibiotic effect (PAE) ¥ i3{i&EE»HME
AL BRI 2 IR oM REIEIRIR 2 EL,
MELEFNIC L DRI LEFCHL CERCET 56
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mrE2ohTw3Y, PAEOE#IH (=2
YRBLTTTEEDSNT LR, RETHLT I/
EEER 77 LoBEES L UREEH L TRY
PAEXTRT LB HONT WS, ISPRFJL DT

3/ EREECOET 2 RECERCEE Tt
{, BEM, HBEZBELPZL, TOPAE 3 1~¢
B Ebh T3,

CTRX® Guo vyt CAREN 770 R v
RUEMBETHD, 77 LBNHE, BRYEECLVLIE
HERL, MAEBL 7~8 B¥ & £ <, AT
LVERERETE, FE3REECLHERETE2?
7H 1B EHRSE2RAZICIBRETH S LML T
SEERL .

SEIORHM TRESRIED 2 Gl ek FETaEL L
SHOERFBIRMAMK, B > ExEm
BEMEBROATHD, *ORRMELLFRERFCS
PFU PRI FE % 7o I RRMAESE VS 8 L iIF LA L %R
Lo, BEERRENEN -, ZhicxtLTISP &
CTRXZ1B1IEEETHZIC bbb s TEEKR
BRIIEHIF, BR20BTHD, 45 HOREEME
351% & BEFRERETR L 2, ZHIIHEEMBEE
BREEFRSY LRAEEMBERBERIEHT SV —
7B CTRX ORHTRLIEEREEHRICBE VT
HRILTH2H, ThoDHRETIIE K DERH
CTRX2E#5T1H4gThD, SEKLTo 2
ABDISP L DAESHLETIE2g LV %< PAED
HRLVEZIZLBENHBbDEBbNT,

W, BREAEwST 23R IZBEOFPERYK & B
WBIEHH DO, F7:, PAE b FhEROFET CL
DERODHZ I EMNTRENTEYY, I THFDEK
8500/ul A EDERIDERHEDIZ S 53 60% & BEFT
Hote (Table3), 727°L, 500/ul KifD 25 EH T
bUBBEHMTHY, D5 b5 166113 100/kl K%
Thol, 27, BB 23BD > bR SHKFED S
KTHE TV TIFRER B 100/ u] KFEDORER i 4 B
8D (Table7), K THIZ 500/ul RFGEDERIZEDH
¥TU4H, 61%THD, HFHER500/ul KiGDOEEST
b1H1E®D ISP, CTRX #5 TRYE LA HS 7] BE
RIEMNRENT,

ERERIZ LAY DEFICRAETE ko085, K
Hant: 3Mix S. epidermidis 2 B Citrobacter sp. 1
BITH o1z, S epidermidis izt 3 3 ISP @ MIC i
BHBERELB CI26.25 ug/ml, FEELEHTIZ0.78
pug/ml'?, % #2, CTRX @ MIC 14 3.13 ug/ml & 5
bhTw 3, Xz Citrobacter freundii \Z%t % %
ISP @ MIC % 0.39 xg/ml'?, CTRX iz 0.2 xg/ml

TH 25, CTRX 2\ T RSN Z L LE
bhTnwd', Lhl, Chs3FRTRTRETE
12
CCTHKRET L CIIERRI R 08 PAE L EH#EM# 3 % 5
EDMIITHTH 208, EM 2 LREE R % 7D MR
FEOMUIMAE % 72 13MGEREV 2 Hu0 & T 2 BRSE IS+
DRBEPEERL, FHEFTOBILT 2EH IS
ZoofeZ ki, BoMPRE 2R TS CTRX »F
MTHole ke, ISPOPAES#H 261 3%, &
7o, BIfEA, BIKMEMBRE TIIEMLLOXTD L
ok FERARLERHRLEFELC TH- 7,
UEDRERY» S, BHMBEBOFHREVIHICE
WTHRBEBEORRICELUTT 3 /EE&EERC
CTRX D& 5> ¥ EMO KL\ f-lactam Kl % 1
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A trial of once-daily isepamicin and ceftriaxone for infections associated
with malignant hematological disorders

Shigeki Motomura", Hitoshi Fukawa", Shin Fujisawa?
Haruko Katoh?, Tahei Noguchi®, Fumio Kodama®
Juichi Tanabe®, Hiroyuki Fujita¥, Michio Matsuzaki¥
and Takao Ohkubo?
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School of Medicine, Yokohama, Japan

2 Division of Internal Medicine, Yokohama Ekisaikai Hospital

3 Department of Hematology/Chemotherapy, Kanagawa Cancer Center

¥ First Department of Internal Medicine, Yokohama City University School of Medicine

A once-daily injection of isepamicin and ceftriaxone was used to treat infections in 47 patients with
malignant hematological disorders. The clinical response was excellent in 3 cases, good in 20, fair
in 6, poor in 16 and unevaluable in 2; for an overall efficacy rate of 49%. In 40 patients with sepsis
or suspected sepsis, the efficacy rate was 45%. In terms of the relationship between clinical efficacy
and granulocyte count, cases with a neutrophil count over 500/ul before chemotherapy and those
with counts under 500/u] showed good efficacy rates, 60% and 44%, respectively. Fourteen of 23
responders showed granulocyte count under 500/x! at the end of the trial, indicating the usefulness
of a once-daily injection of isepamicin and ceftriaxone during neutropenia. It was difficult to analyze
bacteriological effects, because the causative organism was not detected in 44 of 47 cases. Side
effects included eruption in 2 cases and slight elevation of GOT, GPT and ALP in 2 cases. These
results suggested that the injection of once-daily isepamicin and ceftriaxone was useful for infections

in malignant hematological disorders.



