73/ ERGORERBMEEREYRLL LI 3RMRESONAK
— R PG AR R O MR DI —

M X— 8| BR-RE B -WH IEH
AL RET - % W TH WHK— - KK AR

BLKYE LM 2 Bt

R HFRRFR £ TF
TR L K S A K Y B o SR MR O

(FEfn 55 £ 4 A4 BEM)

73 /EMGH4EH R THSD Tobramycin (TOB), Amikacin (AMK) i RAHBIRAESY
Hulr& LT Penicillin, Cephalosporin @ 8 #|{t I 5% 28 (0D &bk 1 I B 1 f# 58 L7z 31 [@
DER=E Y — FREFM LT, FORKSRESVERLECDOWTRNYINL, LTOKR
L2l § s

1 #45&3 TOB 120~180mg %, AMK 300~400mg ¢, =h¥ 1EMOAKMIEAZEL,
8FFRIMIAT L DEL o

2) ¥H#EL5 &2 TOB ¢ 7.0mg/kg/day (6.0~8.0), AMK 3 19. 8mg/kg/day (15.0~26.0)
ThH, 5 AP RET TOB 8.57 (4~19), AMK 11 (3~27) TH- 720

3) A%Hix TOB+PC+CEPs #58T 68.8%, AMK+PC+CEPs ¥ 58C 73.3% TH ),
24T 71.0% THoto

4 BRIE, MRHOFDHRE, Bk 72.7%, BUiE 100%, REFEE 50.0%, LK% 100%,
RO 75.0% Thoto

5 EIffBELLT—RBUOBEEYRLLAOM, EHY Y AME 72, FRERXKNALR
e wFh Tl TH - 1o

6) REBABF24K TOB 120mg, AMK 400mg % BAM & &, AEEIRAES (18R
BIU2HRD) L, MPREEBERFLCER ©— 27 RER-Th 1REARSERCR
%<, TOB 9.7 ug/ml, AMK 29.0ug/ml CH b, & —7REOMPFEHEIEMEHGERCHELEL
WTFh L2 TH - T

BEdD, AMG oARARMERLRR, BERHCHEDUNE S »hOoRLTERETHD LB

1o

(1) #® E

TERRAEO LS ) AEAMFOBREPICIIEERR
ExaptLeT<, REOW 70% ZEBRETHHEE
h'D, QEANFOBMKOAE, 6K AN
DERYH B LTI hOBRREADOHRNED TEET
BHLERERREh\, ¥, REEALRKCETS
BRER, & & EemEEo My Opportunistic in-
fection L LT BSHHhBEDTHBN, BRER
77 AeuBE TS THY, L b EXFFRENE
BTHD LIRIBTORE &\ 5 RO KBRNBY 25 L
Th, EOIMICEL Tid bactericidal action %)<

ET3XAOBRENLAEATCHDERbIhS, ConT

$ /WG (LT AMG) L BF 72 a¥o 2/ ¥ ik
SHOHRJENERC LD L ENTED, 50~80%D
response rate g H R TV 549,

-7, BAEER=v IV vH (LIFPC), £7rr 2
#Y vH (LT CEPs) mEB2Hd s\t Rd
77 ABHEBREOMMARE IR T W 2™, B a
%, REANREFACST 20BEORSEORNOR
R FTELERETHS 7 7 rEHBECR LT, AMG
ARDLMECHOBhHEESERY LD L2 BEL
TUBRY, ZhooMERSHE AMG L E Lt



1296

CHEMOTHERAPY

DEC. 1980

Table 1 Characteristics of patients and infection

Antibiotic regimen
— TOB AMK
CEPs+PC|CEPs+PC

No. of cases 14 14
No. of infectious episodes 16 15
Sex (mole/female) 11/8 9/7
Age Median 44 53

Range 16~60 28~T77

Underlying disease
Acute myelocytic leukemia 11 12
Acute lymphocytic 4 1
leukemia
Ay elocytie 1 1
Acute monocytic leukemia 0 1
Focus of infection

Pneumonia 4 7
Septicemia 2 3
Abscess(*) & arthritis 2 2
Tonsillitis & pharyngitis 0 2
Undetermined focus 9 3
(*) Maximal sinusitis 2, Gingival abscess 1

AN, toRSE, BEFEGYEOLMN IR DL
BEUYTRTH5bDLEEbh S, 4H, LEoWMArc
%, PC, CEPs oftfD % & AMG (Tobramycin :
TOB, Amikacin : AMK) o X3k & iHmRARE LTV,
FOBEKHReMBLETODRYBLOoTRETS L
i, AMG K &AHMMER O M FRIBIC 2V Th
A velunteer TRN LD CHeTHET 5,
(2) MREFE

B 5347 AL LB 545 8 ¥To 10 H A,
BILASSE 2 ABHC TARBRL-SHANF 28 fEH
R E Lic, TOB #55, AMK ## 53X &4 14
fl, =ty —Fi2aiE16@, %EI5ETHD, £
hEhOWD, F£4HK, RMFHERR Table 1R L
KD ThHbo BPHEOMBIINL, MME, RATRRLE
#chHh, TOB # 5 B0 9 G CI IR Y BT
B LAHRh ot BRBENOREINREYER
BELeh, MRPFEDCHETIIEE, BRMHOLE)
oEFCREINEE Y b TERAELE L1,

Table 2 BHAEHBEOHRGHEXRLILL D TH 3
#%, TOB % 1[E& 120~180mg, AMK {1 300~400mg
BTG 200 ml BEREHKICERL, SHHBRBETL
B 60 ZED SRR S %Tc- 7o PC, CEPs i3
Table 2 wRTEYAVI HAHWEIAVELELTH
EstARSTHC LRAIE L, TREZBHIHETH

Table 2 Outline of treatment for patients with
acute leukemia

Episodes of pyrexia
(Fever 238, 24 gours)
)

Culture of
infected sites, blood, urine, stool, sputum

i) Tobramycin 120 | 180mg i. v. dripor
Amikacin 300~400mg i. v. drip for one hour
ii) Cephalosporin (CEZ, CTZ, CEC)2~3g

iii) Penicillin (SBPC, CBPC)6~10g
§)ii)iii) : elvery 8 hours

continue at least 7 dzyg.]

i i
No. response Response
i }
Modify antibiotics Continue to afebrile

plus 4 days

EHI 4 BN LD EXTT -0 It—BOERATIZ
Filtration Leukapheresis 1T X 5k RWINERG % 0F
Al

BERDROUER 37C LIFTETCTFHRL, »>6HM
LiERSLIcb DR E LN, WiEOSE, B0
BHEXHRL T TSR TEAEIRNAT
hilEHE L,

(3 K E |

@ HEEKOHHR

Table 3, 4 {2 TOB % X U¢ AMK 5% k}3A
MRRE, MM, AMG D 5ARBLEORKORY
—ELbDTHB,

mRcEsY 5%z TOB % 68.8%, AMKR 733
% T, 2T 71.0% THh-7= (Table 5), FHELE
M BT 5 L, B 72 7%, HmiE 100%, R
1888 75.0% THDH, & {IRMAER L TESLRED
Bhﬁ:o

DERBEHFATS - THAWEESANOTHRLER
¥COREYRNTHL, TOB HcixbRM3A (2
~8H), AMK FCii s Rf78 (2~120) Th-
o

BAELLTHEIhk 23 REKETD 1 RET 1+ A
IREMOKRE, BRAOCEONELLAHEDE
DEYPE L OBYtRiX Table 6 im0 THY, (D%
XD ERTT 4 R 7 BBZHMN AMG, PC, CEPs ©
SHVWThicbHFET 28413 100%, AMG kfio1
#ICi2.66.7%, AMG 23D B4 Ti2 50.0%, CEPs %
REPCRITI 40.0% DHENBD AT,
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Table 5 Results of chemotherapy

Antibiotic regimen

Total

(1) Episodes of infection
Response/Total .

(n) Focus of infection
Pneumonia
Septicemia
Abscess & Arthritis
Tonsillitis & Pharyngitis
Undetermined focus

(m) Days required afebrile
Mean days (Range)

11/16 (68.8%)

4/4
2/2
0/2

6/9

3 (2~8)

TOB PC+CEPs | AMK PC+CEPs

11/15 (78.8%)

4/7
3/3
2/2
2/2
3/3

7 (2~12)

22/31 (71.0%)

8/11 (72.7%)
5/5 (100%)
2/4 (50.0%)
2/2 (100%)
9/12 (75.0%)

6 (2~12)

Table 6 Relationship between disc sensitivity and
eradication of organisms

Disc sensitivity No. of organisms Response
) or (D total l|eradicated| (%)
AMG+CEPs+PC 2 2 100%
AMG+CEPs or PC 6 4 66.7%
AMG only 8 4 50.0%
CEPs or PC only 5 2 40.0%
None 2 1* 50. 0%

AMG : aminoglycoside, CEPs : cephalosporins,
PC : penicillin
* eradicated by combination with granulocyte
transfusion.

Table 7 Dose of aminoglycoside aministered and
duration of treatment

TOB AMK
CEPs+PC| CEPs+PC
No. of cases administered 16 15
Median days of therapy (2;519) (3}\1,27)
Mean total dose (g) Q. 337 o . ;?\gz 4
Mean daily dose (mg. kg. 7.0 19.8
day) (6. 0~8. 0)|(15. 0~26. 5)

@ AMG D#f5ER LI UHREHK (Table7)

AR TORLEAKIE TOB M R{ETS5H (4~19
B), AMK 115 (3~27R) TAhhH, FHEFELRL
TOB 3.2g (1.4~T7g), AMK 12.7g (4.2~32.4g),
#$EHh 5Bz TOB 7. 0mg/kg/day, AMK 19.8
mg/kg/day T 7o

® EifeFo%3 (Table 8)

B3 3ficabh, WTFhd BT 7 #afzHhEL
AMG #r 5 LIk Z B EBIIHA LT, BA Y Y A

Table 8 Side effects

CE’;SE pc|cEped pC Tota! (%)
No. of cases 16 15‘ 31
Drug eruption 1 2 3(9.7%)
Hypokaremia 3 5 8(25.8%)
Liver damage
Transaminase 2 3| 516.1%)
e || e ew
Nephrotoxicity
BUN elevation 1 2 (6.5%)
Cr. elevation 1 (3.2%)
Proteinuria 0 1 (3.2%)

MERFLI=fiX 25.8% & HLEMEAECEDLH
F=2, WIShOEMIISWTHED UV 7 A X DKL
RIZES bRt GOT,GPT D LRIZ5 B (16.1
%) wAhbhi, BHEREL LT TOB fic BUN E
B#% 16, AMK # BUN, 7v75=v{ioLH ¢
FREABHE YR UEAY 1 AR LD, WThb
HARBERTECRERL L, —F, FREREC
BT A BEKRMRERER LB o e, BREOTERY
KHEXTIEANIED ORI - T

® BRI A Volunteer i+ % TOB. AMK k&
BERK oM REOKRN (Fig 1, 2)

thE 60kg DERMBMABF 2L L, 14kix TOB
120mg (2mg/kg) %, fbt D 14 ik AMK 400mg
(6.7mg/kg) ¥ HANE L, AEBIRPRS (18R,
2B5RD) LTtmhREOTLL B L, Z DORER,
TOB T3 AMK Th & — 7 BE X 1 BRI 0D & R Ik Ay
ERLE L, G L 2BEROAHEBIERO Y — 7 BRE
NRIEA—THoto Eh, ¥ — 7 REOEMEFREIIH



1300

CHEMOTHERAPY

DEC. 1980

Fig.1 Serum concentration of tobramyein

1g/ml
10 Data
Peak conc. T 1/2 Minimum conc.
(ug/ml) (Hours) (yg/ml)
0.7
0.6
0.6
1
0 1 1 1 1 e
1 2 4 6 8 Hours

o—a TOB 120 mg im.
o—o TOB 120 mg i.v. drip for one hour
o—e TOB 120 mg iv. drip for two hours

Fig.2 Serum concentration of amikacin

ug/ml
40 Data
Peak conc. T 1/2 Minimum conc.
(sg'ml)  (Hours) (sg/ml)
sor o—a 24.2 2.0 2.13
o—o 29.0 0.8 1.43
—e 26.8 0.9 1.94

20

10

L | !
1

2 4 6
o—o AMK 400 mg im.
o—o0 AMK 400 mg i.v. drip for one hour
o—e AMK 400 mg i.v. drip for two hours

8 Hours

ARREERICBERCBE IR T 2EMTHY, o
WEHETROTRS 1BEUTTH -7
(4) EEBAER

fEFl 1 (Fig.3) 46 ¥ B#t, [ FREAOFHER
el

M 54 ££1 A 12 H » & Daunorubicin (DNR),
Cystine Arabinoside (CA), 6-Mercaptopurine (6 MP),
Predonisolone(Pred) o #ffwc X 5 DCMP #%c B fiZ
BAYBRBRL LA, KEMOFHRES 7T0mm? &

Fig.3 N.N. 46y.0 3
Acute myelocytic leukemia

i
H | 3
woo [0l i
Asiibiatiog ORI
v CorrT ] carcwim
o}
;ﬁs
Pover L
i _
Cultare Wleod o 7 | A1 LT
PRY bt oo
T.-..,"' 4 yGlobndia 384 1% BLEE
13 X kS X ) 1+

Fig.4 M.F 55y.0 &
Acute myelocytic leukemia

Anti~leukemic|
agents

BODYP
[ ] T ———
AMK 3007 3 div
Antibiotics T

.
3
Fever 3s]
37,
Blood culture (=} -¥-1g A2 5., -
Arsheoten hems 1

Culture .
Supportive e e T O e
lh!l‘lpy nfﬂ?lm :hh. o L d
CRP 3~ [ 5 6 G- [N
1,000
Neutrophil
500- \—\_/—\—-
,’.ﬂ"
°8 20 301 10 2 301
June July.1978 Asgust

WP LI HEATRMYELL-HEHKE GM 60mgXx
3, CEC 2gx3 o ftAAREYfik ot IHK 16 B
5 TOB 60mgx3, CEZ 2gx3, CBPC 6gx3 oftfl
BECEELILAHREL, RML1H2~3EHRED
BExiff->THBL, Sepsis AR EHLALLAER
Mk oty ¥7-F 20 HEMS T ELLELD
m/ERE, FEnEo KREEYM x 2 2, 25 HE
DCMP#¥D 1 7 —A ¥ R T LI, & DOBATKAET
REZ 0T, AHIEHBRTCH -7 THRT V530
B TOB % 120mgx3 & L CARMBRARSE E
®L, CBPC % 10gx3 LftHL L= 5, 2B&NS
[ECTREUGAHEL 2, TML A TOFPRE
2OTHot,

M2 (Fig. 4) 55 ¥ B, At FMKEALRARSE
o

FRf1 53 46 A 8 Hd & Neocarzinostatin (NCS),
Vincristin (VCR), DNR, CA, Pred o §t ilC X ®
NCDVP M CRBRBAREY Tt b 21 B
POEMMHBL o7, GM 60mgx3, CBPC 5gX
3EBELRAKBKT 7 a7y v 84, h/MEKRELHHA
BELLATHRES, con7 54006 AMK 30
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Fig.5 A.F 21y.0 ®
Acute lymphocytic leukemia

Anti-leukemic
ageats

Aatlbiotics

3
sggseo

PTG oo
N
Culture Threat ! llhAIH(Q g hlh“ th)
: n-.(l'«"ﬁ

24+ 3+ U
e k f/

July 1979

mgx3 ¥k RmMEHSL, MK CET 2gx3, CBPC
10gx3 DEMHGRJZELE ) x CHENRMEXYR EL
ro TORRKCOXRMEFFREIE 250/mm? L EMETH
ok, TA 12 BHX L TREAIBDLO A, It
AMAERL M AIER » & Pseudomonas aeruginosa
AEHTh, ARCEEMMROEREEL L TL Pseu-
domonas aeruginosa LM EXhico THLAEKAT
BUThoEECLRHELL- KEDO1MET 41X
IR X 5REZ#IZ GM (=), TOB(-), AMK(4P),
CBPC (—), CET () T4b, GM MEML %2 bh
o

#3 (Fig.5) 21 Xirtk, RV v AEAMARHE
A,

MRFS44£6 A 4 B» 6 Aclasinomycin (ACM) =€
AABAREL TR oo &5, K IF & BREM 20/
mm? EMPTHELBE2 BEbEMAHAL, B
. TOB 120mg X3 o A%8 #% &, CBPC 10gx3,
CEZ 3gx3 36 ST AHB AR SO ARE Y IAD
LR TRHREBIZSL ALAT, LR X LAEAK
DEFMLBEFRERY H D, MHOBRELFELGRILAE
KEORTILHE L 2> » Fo 7TH 27 B TOB %
AMK 400mgx3 o K@ RkARECERL L Z 5
BabF#eich, CRP bR H®E L, RATREDS
L7,

(5) #* -3

SHAMFECHFETARERE &L CRRELKRRED
DIEFD B 4, AMG+PC+CEPs o 3 HIHER 53
75 ARURERAERCANATA EXBNELT—
BriIhtTsh, 88BN ELEELZLRTWASY,
SER 4324 ANRBEACES T A3 EORKRG = Y
—Fergi L EED 3FHBARS Y, AMG OXEMN
DERMIRNBE LEEL, TOBEBRBHELRNL N
FORE 71.0% LRIFEYE ¥ 8 % ¥ TOB,

AMK ¥ *hEhiziEMEACHVTHi#ORNRHY It
KMNEL S, WihbHEOHR1BONT, T Tk
EMNRTICORNC LR, EN1 T AMG Yl &
WM T ek ) BMRIEL RSN, th
CORME [SHGHAEY] L\VWORELLfThbhT
WABHRREILNWT AMG Ot bR ¥ - DR EHE
OFERNN IO LR LYRRTELD L B
%o

4HEEE2hi-&ix TOB i P ¥ 7. 0mg/kg/day;
AMK iz 19.8mg/kg/day L XFBEDOK2~3ETHo
7o#t, FELD &'j3 TOB 200mg/m?/day % M#|THMiE
FETHER I DAPHE 60%, SMITH H'9ix AMK
24mg/kg/day ¥ MFICRMCREL 77% OHFHEY
H|ELTVWD, HEOHRRLELBEOXRESRIIER
BAXEETHS DT, BHEAMKOHE L IXAFICHE
IXHk V- Do, Opportunistic infection & 3 3%
AMG BB CTORRESORYHEYRTRAR L T £ X
5o RUBENIS |3 in vitro “C E.coli OMMIcRIFTE
% GM DEMESR & RE & ORFICS VL TREL TV
50, FOKEGM OBRIIERRMCIIEMET, U
LARERFHCREDRERTLORTWADMN, ¥
EE, PRIZPENOF VKN LOMEOHI I b
BAEDRE Y REEMERI LB IV BRYRLAR
{, BEHORCEAZERDREYR L Thi+asry
EThERELIRRNRBOhBLELTEIY, ThbD
EREENOTH LBENOMV-EFR—T kbbb AMG
— MR ARE S LicS BB, EOXFOK
HEBRKBICAENLIERELEL DD TRV LR
bhbo ¥, HRICE\WTHEYREO M+ IME & &R
hMEDOE —7HiE, BT 7 2 AFIMN 0.5~5% THD
Drikl, AMG i3 30% ¢V EN@E I h THE
h19, AL b EHAMFRERTFERC ST 50
ROBBCEEL T AMG ¥ X B 5THLERHBD
TiXigv ik %i Bh %o

4@ AMG i3 1 R SFEMER S X R Al L L,
*oEM E L TiRAaMAMEBE T/ MIOERE DK
PORERE LS BENS L, BTARRSIERTD
BLEZLRIIHDTHS, T Tk AMG OBIRAR S
CBTAMEI VL OhALh B, TOXERSCE
AR e, &[E 2 40 Volunteer ¢ TOB
120mg, AMK 400mg ok B# 5B ic 317 5 P RE D
HBEHANRY 7o b U 1R, 2 BRI i &
EThEl, WIhoXATH 1 KHAEHERO -
IREIBIECKELYS, CofLSBIRADER/L
EEHEOZYUMERL TS LELLRS,

ST AMG Ok D limiting factor |2 DBEEHEM,
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EHHTHD, pohboBmM: AMG omFEED
BETELAINBEELRTED, ThHORFEHDL
MPETHLERDD LD LB B, ETEHEMHTOW
THROBEEARD L, REMPERERDZV LR
CE LI L EHORBERNEL D & T 5 3L B
L, RIEMFBRENRSDV SV ERBCHECRBIL
R IeB®L N5 200FRAHY, T OB
AMG L 5 BEEOREBFLRRHETHS & L LB
¥, SEPLIRINBZERERATHA S0

—7%, PDR g Eh <5 AMG 05 Hkiz A
WEET 584 TOB i3 20~60 57, AMK % 30~60 %
M CERRET S X IERERTED, F K TOB
1% 12u4g/ml, AMK Tt 35ug/ml Ll EOEBENE
IR L EMRBORBRENRR RS LEEIR T
BH, SEE LU CBEL IR TEBESE®R 5T h
i, KETHHBHEBUT TRERTRGD 5 L2 FR
THrH0LEbND, BBREELEHOBMRETHE
Kz h g cdionk 5 Tharh, 4E TOB ik
# 5B T 3.2g, AMK 12 12.7g 2\ xh, 20
R @UEOBEELRD L 1AEDLE, LTOMOE
BICRERILEEFRIIED bR ot, 2O T &R
AMG ofp b8 L B oMIcE BicBdE o2 &
ZRTLIDLEbLh LN, SHILRE S OEMATNE
LT REMED12THA D,

Fie, SEOHFEMGEHCI T, HEMCERS,
ODARLEELTWEMI 1A E ERh T ish v,
Zh B DBV FETHEAE, B To AMG B
MHARE T 23h B 1cdd, AMG OB EBORENLEAT
BB EIREEILIR D, IDREEMNGREF 70 FLL
LOEMIIMARFTH oA, TV IEAERE
THEENRBETLEEIHE1H D, AMG KER
LU LY DERS M RE %S 5 ld O KINE
HNREETHIEELDR S,

(KX OBEE X 27 B H R EEREELBAT B W
THREL o)

X ik
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TREATMENT OF INFECTION IN ACUTE LEUKEMIA WITH A
LARGE DOSE OF AMINOGLYCOSIDE

Fumikazu Kour, Mnn Yun Lai, Sencur Yorimitsu, Masaakr Toxioka,
Nakayuktr Kitacawa, Isao Takauasar, Korcur KitaziMa
and Ixuro KiMmura

Department of Internal Medicine, Okayama University School of Medicine

Mirsue Yasur and Keiko Yosaizawa

Central Laboratories, Okayama University Hospital

Thirty one episodes of infection in 28 patients with acute leukemia were treated with a large
dose of aminoglycoside (Tobramycin ; TOB, Amikacin ; AMK) in combination with penicillin (PC) and
cephalosporin (CEPs) (regimen A : TOB+PC+CEPs, regimen B: AMK+PC+CEPs). TOB (120~180
mg X 3/day) and AMK (300~400mg/day) were administered for about one hour by i.v. drip infusion
at every 8 hours.

Mean dose of TOB and AMK was 7.0mg/kg/day and 19.8mg/kg/day, respectively and duration
ranged from 4 to 19 days for TOB and from 3 to 27 days for AMK, respectively. Twenty five cau-
sative organisms, which were obtained from 16 episodes of infection, were mainly composed with
Pseudomonas aeruginosa, Klebsiella, Serratia sp. and Enterobacter. The clinical effectiveness was
recognized at 68.8% in regimen A and 73.3% in regimen B, respectively. The total response rate of
regimen A+B was 71.1%. Only one patient, who was treated with AMK-+CEPs for 14 days, showed
a transient renal impairment, however, it was improved 10 days after the cessation of chemotherapy.

Studies on serum concentration of TOB and AMK, which were done in normal volunteer, showed
that the highest concentration of both agents were never beyond the toxic level, when they were
administered in one hour by i.v drip infusion.

In conclusion, the administration of a large dose of aminoglycoside by i.v drip infusion should be
recommended for the treatment of serious infection in acute leukemia.



