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CHEMOTHERAPY
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BL5Hhkix 100~200mg/kg/H %HEEL L, 1HE%R
3SELT, SKEMEBAMCEZD X I Lico Bsh#E
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Table 1. Effect of fosfomycin
Fosfomycin ide
case age |sex|weight| diagnosis agent sensitivity dose dura: effect Sleffect
tion
mg/kg/bay
1. F.Y. 6y| F 18kg| Furunculosis | St. aureus{fGM 100 (Cap.)| 10 | good —
200 7
2. 0.K.| 4 | M 13 | UTI* E. coli |{fGM.KM.NA| 140 (D.S.)] 5 | excellent| —
CL.FT.FOM| 90 7
3.1mcg
3. N.S.|] 3 M 10 | UTI Proteus |{fGM  ~ 120 ( » )| 5 | none —
4. W.T.| 2 | M 12 | BTI*? n. avail. 200 ( n )| 5 |excellent|] —
150 14
5 Y.K.[lylOm| M 12 | UTI Proteus |#tGM 100 ( » )| 14 | poor —
6. A.K.ly7m| F 9 | Osteomyelitis| St. aureus/ it MCI-PC.CER| 200 ( » )| 21 | excellent|{+GOT 1t
GM. FOM GPT 1
6.25
7. Y.K.[ly5m| M 8 | Diarrhea E. coli |#fCP.-KM.GM. 75 ( n )| 4 | excellent| —
FT.
8 E.Y. 1 9 |RITTER-LYEIN] St. aureusftSM.TC-KM| 180 ( » )| 6 | excellent
Synd. «GM.CER-M diarrhea
CI-PC.EH.C
LM.CB-PC
FOM 12.5
9. K.H.| 1 10 | Pertussis — 200 ( 7 )] 2 |none —
66 6
10. T.S. 1m| M 3 | UTI Ps. aerug. [{tGM.CL.PB | 200 ( # )| 17 | excellont —
FOM 6.25 Xa
11. T'K.| 9d| F | 1660g | Diarrhea Klebsiellal{tCP-SM - TC.| 200 ( » )| 5 | poor —
KM .GM.CE
R-NA.CL-.F|
T +AKM.CE|
X.DOTC
12. T.N.| 11d| M | 1200 Diarrhea E. coli #GM-KM.CE| 150 ( » )| 8 | none b —
R
% 1: Urinary tract infection ¥ a: Ps.aeruginosa was taken place by resistant Klebsiella (MIC 100 1g/

ml over)
3 2: Biliary tract infection

¥ b: E.coli disappeard. Klebsiella alternated.
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Table 2 Effect of oral
day RBC Hb Ht WBC Urinalysis BUN GOT GPT
case (x 10“)
exam’'nd| \/mm/ |(g/dl)| (%) | (/mm) |Prot. Sugar Llroblng. Sediment |(mg/dl)|(mu/ml)|(mu/ml)
1 0 4.31 | 10.9 5900 | — — N*t N*2 11.0 142 105
18 4.84 | 11.6 3800 | — — N N 11.5 ¢ 155 85
2 —4 4.06 | 10.1|31.9| 13000 + — N WBC1796,RBC*| 14.0 35 15
12 4.00 (10.1 311 7700 | — - N 0 0 11.0 30 17
3 —2 3.54 9.6 24100 | + — N WBCH}, Cast 29| 12.5 17 8
12 3.61 |10.5 15900 | + - N 7 8.0 33 20
4 —3 3.98 |11.3|33.4| 15700 | — — — Bil. + N 11.0 356 315
19 4.13 |11.3|32.8| 13900 | — — N N 14. 0* 63 30
5 0 4.37 | 11.9 | 36.6 7600 — — N WBC 552 11.0 60 22
14 4.23 |11.6 | 35.4 7700 | — - N 152 14.0 55 20
6 —4 4.14 |11.2(33.1| 22800 | — — N N 10.0 40 18
25 5.54 |15.6 | 45.6 | 18800 | — — N N . 10.5 464 378
. 4.52 14.1 12000 — — N N 11.0 42
7 4.48 | 14.6 10500 | — — N N 12.0 50
8 —1 4.79 |13.8 |38.1| 10400 | H — N N 11.0 36 17
7 4.42 |11.9 | 34.4 9900 - — N N 17.0 43 20
9 0 4.80 |12.5136.7 | 28500 — — N N 13.5 28 34
15 4.62 |12.0 22500 | — - N N 12.0 . 36 12
10 —2 3.96 13.4 | 36.4 14500 + — N WBC152,RBC3| 27.0 18 12
19 3.17 |} 10.5|29.3 7800 | — — N 9 0 18.5 32
1 0 4.56 |16.2 |51.0| 11300 | + - N 2.8
5 4.06 | 15.5 | 48.0 | 11450 — — N 8.0 22 16
" 0| 547 |16 14000 | — — N 240 | 44
9 3.63 40.0 | 12700 | — - N 17.6 42
+1 N : normal +2 N :no abnormal findings blank : data not available

HROHBIAFIFERC L - TN ETHEERG, &
EFENERC LB & T 5 ReBnlk LicBay
excellent ¥ L7z, BIfEA 2\ CikRAARE®D minor
reaction X USEEKRNL SOOWKM I, K, Mm@EEb
% (47 &% BUN, transaminase, TJRE/SfTI3iA
E£H, B2 vaFw—), MK, LDH, 2 v7F=v,
REE, CIVAEY, TABV T 4+ A7 5 X —EBRE)
% FOM #5304 8 X OB ERF THE Lo

% 8 (Table 1, 2)

SERCRB &, ERERR L0 6 6T, BERMIC
ELR R Lie A DRAEMME DOBFT THRLTITHL LT
WIEWeDEH TS B, EHEIZLahotedbDl
Bl (case 1), FERACHER RIAMRBETERI oD
D26, £EHTH-7bD 24, BUMEME Lick

BIREEA LMo > TRIEIh 2 X 512 h
R RN BRI ThH - 1=b D (case no.12) 1 TH -

BEICHS &, BFHACEDTHD, REEBRET
X482 Bl ERT, FRERYYE: RITTER-LYELL
7 ERYGE (¥ 7-1% staphylococcal scald skin syn-
drome) &, BHEZHOBMED T HL), HER
BIERCER, SEOTHCIIETH - 7ehd, FEE2
FITIXES), BHETIRESTH- T

REEFRNC A D &, SHIMN: 7 HE, KBERIEERR
SEWCBRTH - foht, Proteus, Klebsiella RHEMNZ L
3o To

B iE Bl O 58

HEFI 1 D 6 ML R 2 Mt T, LIS

BORRPYEE L, £#EHEFARSC—RLTRALY
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‘fosfomycin on laboratory data
Total | Total |Glucose| LDH | Creat- | Uric | Total | AIK- Na K Cl1 Ca
protein | cholst (mu) inine acid bil P-ase | (meq/L) (megq/L)
(g/dl) |(mg/dl)|(mg/dl)| \/ml/ |(mg/dl)|(mg/dl)|(mg/dl)|(mu/ml) (meq/L) (mg/dl)
6.9 120 95 510 0.5 4.9 0.4 475 178 3.9 103 9.2
7.4 | 135 70 505 0.5 4.2 0.5 368 135 3.9 103 8.6
7.4 160 85 230 0.5 7.3 0.2 130 144 4.2 10.0
8.0 183 8.4
8.4 195 70 260 0.5 4.9 0.3 153 10.9
7.5 648 115 395 0.4 1.5 12.1 1400< 10.0
7.5% 222 90* 195 0. 3% 6. 4% 1.9 507 9.9% [*25th day
7.2 195 85 240 0.5 4.0 0.3 195 10. 4
7.3 215 90 245 0.4 4.0 0.4 190 10.2
7.4 245 75 245 0.3 4.3 0.4 190 10. 4
8. 0% 198 75 245 0.3* 4.2 0.4* 218 10.5 |*32nd day
142 4.6 103
6.9 144 4.5 102
7.2 135 105 310 0.4 4.7 0.3 230 143 5.5 105 11.0
6.7 150 100 275 0.4 5.0 0.4 290 141 5.1 102 10.5
6.8 320 144 4.6 112 8.2
7.3 234 . 142 4.4 110 9.8
14.2 143 4.9 109 8.0
234 0.4 7.4 141 4.7 106 9.6
4.8 0.8 10.4 140 5.4 104 .
5.0 1.0% 2.2 142 4.3 103 23rd day

HETBHEWHIEAERD Y, AREHE7HLEELER
B, BAENOERSEIN GM 22 i oRZH& R
TEHHEE Tholco FOM 7 100mg/kg ##
L b, EEO%EL DBRWEREE (EEL, Bing)
TR Licat, %38 LT\ 5 EBOMICIZL
BARELZD X 5 Az i, FOM #4510 H# 200
mg/kg HICHE Lick &b, ISRELTTRTOR
BLREIXBER Lico PAKIIHEER TS e, D
EfER b RD BRI o Teht, BED 7EIZHER Licds
Y oy .
EGI 4, 285 ADBRIXEY, B8, BHICX-T
ERCKShh, SUERFRE LTHERY T Twis L
L2 W AR THEREIRFR L, FIXKARYTR
TR D, BRI ZOH, EIRKEAT

1 FohiEmE (AB-PC, TC) ZAHWHR TV 5% 53R
RBFEI R T bhbhDE ZARABLT,
13U DR RIS INRE S 5 - TRER T o 7o,
5Tk, EE#BCSIh DK RBEERICHE Lic
JEZEL, IEEEF CRDOLNBEIEE, FRREDOILE
HELTHITELMABMBHEZR LT\ TZHEBY v
TR BT OHEETEY, BAEIRHE I »
Too SMEHYAE QXL BEM L FH LD, HMERIYED
FIRNREWZ b, LY dH2T FOM o b v T -
oo RERTBINT, 2 b AR LA < DIERD S
b, ¥ FEMERA, KT FOM #5455 H BicfErlKe
CEBL, chiiEi s L LERERE I 2 8/ TH
&, SIERTROMR, FREDOH/D, FEEOHENL
bhize FOM 2z U%» 5 HRIC 200mg/kg/A A5
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Fig. 1 Biliary tract infection

Case no. 4. 2y5m. M. 12kg .
day /f 6465 70 75 80 85 90

c EE—— - >

38| 200 FOM 150mg/kg/day

37 "AV\/VWW\/\/ NAS VIV CTAA /,\

Vomiting 22, 4f.b. % 2f. b.
Malaise zzzzzzee gall bladd.
Jaundice ZzZZZE Z -
Acholic stool ZZZZ P
ESR 40/80 26/52 14/39 8/22
CRP 6+ 2+ + + -
RBC(X10°/mm®) 398 413
Hb 11.3 11.3
Ht 33.4 32.8
WBC(X103/mm?) 15.7 13.9
Thr. (X10%/mm®) 494 306
Urine Gmelin + + - -
Urobilinogen — - N N
T.Bil. 12.1 4.1 1.9 1.4
Direct bil 9.9 3.1 1‘ 1.2
Chol 498 390 222 175
AIK-P 1400< 1141 507 318
GOT 356 112 63 37
GPT 315 116 30 18
BUN 11 9 14
Creatinine 0.4 0.3 0.3
Fig. 2 Staphylococcal osteomyelitis (Humerus, radius and ulna of right arm)
Case no. 6. ly7m. F. 9kg
day 134 70 80 90 100, 108 , 115
‘C

ESR 69/118 58/96 43/94 42/70 37/72  13/39 9/23
CRP 6+ 4+ 4+ 2+ —_
RBC 4.14X10° 4.39 5.54

Hb 11.3 10.8 15.6

Ht 33.1 33.2 45.6

WBC 22.8X10° 19.1 18.8

Thr. 795X 10° 1.06X10° 432X10°

GOT 40 159 464 180 135
GPT 18 126 378 260 97
AIK-P 190 192 218 250 230
Chol. 245 207 198 195 200
T. Prot. 7.4 8.0 8.3
Bil 0.4 0.45 0.4 0.5
Creatinine 0.3 0.3 0.4
BUN 10 10.5 7.0 7.5

Staphylococcus aureus

MIC 6.25 g/ml (FOM)

FOM

1,800 mg/day

Ih, DOV CHEEBRETHIHZ L ER LT, 150
mg/kg/H CHBEL, A5 19 HEMEB LChik L,
HR, NECIALC NI B A, FOMOIFEEEITHY

2 ATEFLL, LORBERYHZTwicys (Fig. 1),
FEGI6, 187 AOLRIIRED - CEX Dipss
51T\ ieat, PCG EZMEA 7EoORMELYE L (8
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Fig. 3 Urinary tract infection and hydronephrosis
Case no. 10. 1m. M. 3kg
40 days of age
day 1 5 10 15 20 25 30 35 40 45
Urine Donne + - + - - - = - - -
WBC (/mm®) # 3 346 152 37 47 43 109 6 9 9
bact. count (/ml) 1X10°  4X10% 1.4% 10" 1.8X10°
bact - Ps. aerug. #1 Klebsiella 2 Klebsiella Klebsiella -
CRP 4+ +
RBC (X10°/mm?) 3.96 3.17
Hb 13.4 10.5
Ht 36.4 29.3
WBC (X103/mm?) 14.5 7.8
BUN 27 12.4 22.1 8.3
Body weight 2650 3002 2860 3460 4022
MIC (FOM) ¥1 6.25 ug/ml ¥2 >100 pg/ml
Sensitivity %1 —CER, NA, CP, ABPC, 2 +CEX, CER, KM, GM,
Antiblotics CER =T CEX NA FOM 600 mg/day Sl
e
CEX

I, BEE» LSRRI IR, KBk, £ERE,
B (EBHEEE, RE) OBHRLZHRE LI 922
Biebioo TREZMD H % PCG, CET, CER. MCI, PC
X o THRENET DR, £fixE b o, B, &
BRI Licas, BB NBsHRRL &R
BREL, F#, mit CRP otz MCI-PC 6 &M
FA#dLHEIRL,I oo P 70 HKH M S FOM
200mg/kg/H A5 S h, 1BMZELE BAbhik
TadHEm L CRP oHEMANRLR LI, FOM %38
RIER LA B OB S TOHEF X h T
ik Lo RIEERMRIIRTXTERIEL, 2 Ed 3D
B#ITROTRIED TRV, FOM KT
CBD bR T BRSO AR, BEOMBH
RIZZEDE FHE - Foo

Fa KBy FOM 11D & & Bh 5 BEFEOHESE
TRLELWEHRY o2, FOM #5 17 H B
#C, Ifi{E transaminase O FH7NE DS, 24 HE
#F5-Fhik#% 3 HH) GPT 378mu/ml, GOT 464mu/ml
(kB 12 #+ v 3 SMA JilE, EFEV-THhD
50mu/ml LJF) ORFEEERR LTV FOBKE
TREL, EETZD11 A% E LI, GOT, GPT
CEbx 2 l-2 3, MoFSERAE IS {ELER
STEXEMELRL, FROAEE, I&% - - BECLLL
BLERDIch o Teo FOICXHE O MK X m Lics
ERDHY, BEL Au FRORER DT v » i F

#Thote (Fig 2), .

fEF 10, 13 OB, FEEMHCES, BRc
Kovh, WRKBEN R S hie RERPERE
CER, CEX, NA THEIN, JWHERELR TV
2, IBRMEOHEL, CRP 2 44+ Lk 2FHRY &
oo R b 1X105/ml O GIRE 2 BH S hi-ic®,
FOM 200mg/kg/H »#¢45 X hic, THDTIHERE
FRZHESh, BIEEIXNEE L, R Klebsie-
la B L, FOM #bic EAEMLCE 1 ¥
2, bIrRRPARRIEEHE LT, FOM 10 B
PEM% CEX %ftH L, 7 H#ic FOM, CEX ki1
Ik L7 > R ORI 2 -0 RFTE, CRP 4
FL, RPOrOoEERBTERL Lot £DH%, #E
DHEMPRIF LI > TEI FHZE 7 » v AHEY vk
EHITHBEPCRIBEC X 2B RENRY, FOM o
X o TRIBEIZMIK L, B Klebsiella DEARRIE L
7eh, FOM & CEX OftRITRE Lo BILH -7
FOM OBk 2 MIC (&85 6.25ug/ml, Kle-
bsiella >100ug/ml T, FEIRFTR & & { —% L (Fig.
3)o

FOM i pe% #i#s ThiX A G CoR R IEL B B
2%, AREDOX > CEMKEEY D, B URYWER % H
FTIEGITI, RIBECTY B AFLER LTEFDR
BNTEE LD TERE LicDT, Klebsiella FEguc i34
%"C‘%%o
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fEG 11, 9 B4R, 28 @ 1800g THAL, &£
SHENSEmEUEM, 1H6~9EEKDEMTE
UBXBIicoteo EIC Klebsiella 13723 ¥ H I h
TR Tl 7oV CRP X £ ~+ BETHo 10
FOM 200mg/kg/H %#5 Lich & EO 1 HEFI 9
Blab7, 2, 2, 1, 4L7ch 5 AETHRE2FIEL
Too FIEBAMSGEWY, 7, 7 &EE BN LEFD
Klebsiella i RRBHT X oo BHEHMEERE TR
BTEINE S DITHTH D, BERIZIR,

FEF 12, 11 HEIR, 27 38 1,300g TH4: L, 4% 9,
10 H BicEEHS 11 [@, 12 [@& 7 bfE, EEE, Ak
NHKRBEY SEHM Lico CRP (ZEH: Th -tk
ERMMHAREL, FOM n# 5 Shic, 150mg/kg/H ##
ExhicEoEEEE 1 BEAS 8, 9, 9, 8, 6,
10, 10, 10, :£<ELY, BIRACESE Bbhic.
L L FOM #E5#BRKBEIIL BEI AT, RoT
kit Klebsiella h3H X hoico RERIEOGE IR
1,215g 2% 1,340g £ 7c b, 1 HFH 18g OMmT
BHotco BIERIZED T o RFITR L FOM o
BREIHTRBAZTH oL 5IcHhz b,

% S

FOM DEER#HFIZER LT 5REHD FOM oxtd
BREML I —HTHEVIHREHEIRC 5T 5, %)
BoREEE, RORECX - TRERRYE LCRIEE
CHEHTHDC & TREDTAYECHETELh 7
BTHbDo ki GM 72 o i ReSZ M /R 3% HIm i
DEATHCAKINED TH ol LI, FOMII L
R YR TADO L LTHEDZHBETH B ol
5, T ZR#ERR LTI Klebsielle b3 % %
PEL, AR X 2F-ETRIEORBENER S hic
TR b wiEE A 5o ThiTH LTREKR DL
A4 HE LA L OHEBTOMHBREN, Rabh
BHMTHS EBbh%b,

RENCDOWTIL, RREMERD DI b0 b3 MCI-
PC TEZh Lich o 7o B 7 HEIC X 5B RS OBEN,
AFOFE OB ETHRELDREY A LT, BELXE
BEDRENDEKOBITHIC L DD LHEI RS, B
BREIEC RN T, REFEITHTH - 7ebd, Edr
RLICE LIXFBREL, AFIBNKERCmTEA LTE
TLich Db, BHHCBITLTHRYEbL L D2
BAETHHIRSERABAINERERNKROKRE L Bbh

Do TDX S CRERRSRAEC b HERIEC S BRT
BHD, RIEDHLHTHRWCBEOECIILT LR
TR 2D LIXRBED 2 HIDOTRIDHA
LRE L e A EEOE(L T A ik, FRBEBm» DD
CRP+ Th B oL, HBEkDZbhicd - f
ERIER R T RNE LA TR, HBETIXHME L
BIXHEA LT ) FOM BRI - e LT 2\
2, MR AEO OB X BEROBLOEL VS X
h, RIEOHELL > THEXEOHOMRICEDHES
e, FOM BHERBWTHR I >BDLEEPbI
%0

EIfFACTIREKR 72 d DIXFE B TWwigv st GOT, GPT
ERTXEDI S CHMRTRETHS 5 b HEELARS
13 transaminase OZEB FRICHRDFE DT D
FER, MEFROE (b, FORERIETRHETH
%o EELFEEDOD B/ PNRRIZMOKBELZ LR T
ftwith e, 4% FOM FRIY - TS ES LTESR
TREMETH %,

# B

FRARYA VUYREOMCRE L, SBEECX3RE
RPE, HOETEIT X 5 MASEEEEL, HEKSR
iE, EMLRECHERIHREIB ORI, WolF 5 KK
FRZEDOMBEC X 2XRAFIBHCRD LN B,
RERDOREOFKI TR TERWHRY, Fhd LEFHD
PR X > TR LS BAHEM A R T 2T a2 B0

BIfF W EE s b DIXFRD I h - Fohd, Bl FH 1
Bl&, GOT, GPT 72} D LAY 1HI@Bbdi, A
SEBRHITRELDOTH B,

(MO DHERE X RFE PR AHER—K © X b,
FOM o MIC QS X% IMbEESSC X5, HE
ZERT Do)

X ik

1) STAPLAY, E. O. et al. : Phosphomycin, I. Dis-
covery and in vitro biological characterization.
Antimicr. Agents & Chemoth. 284~290, 1969

2) FOLTZ. E.L. et al. : Pharmacodynamics of ph-
osphomycin after oral administration in man.
Antimicr. Agents & Chemoth. 322~326, 1969

3) HOLLOWAY, W.J. & CLARK, J. : Preliminary
clinical trials with phosphomycin. Antimer,
Agents & Chemoth. 327~331, 1969

4) Fosfomycin ©F{fi : 85 22 [6 A K{LEREF S
e, FEY v RO7 28K, 1974
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CLINICAL TRIALS OF FOSFOMYCIN IN CHILDREN

Tapasu Nunoue and Nacauie Goya
Department of Pediatrics, Faculty of Medicine, Kyushu University

In 12 casesldf children, including 2 cases of low birth weight infant, fosfomycin was given orally,
and the efficacy was examined clinically. The dosage was 100mg/kg/day to 200mg/kg/day, divided 3
times daily respectively.

Excellent effects were obtained in a case of staphylococcal osteomyelitis, which had been delayed to
heal over during 60 days since onset in spite of injections with sensitive MCI-PC for 6 weeks, a case
of staphylococcal scald skin syndrome, a case of biliary tract infection, which findings showed the
complete obstructive jaundice, a case of diarrhea with E. coli and 2 cases of urinary tract infection,
one of whichvwa’s due to E. coli and the other with sensitive Pseudomonas bacilli. Urinary findings of
the last case were relapsed with an alternated of resistant Klebsiella. Furunculosis with Staphylococcus
aureus resistant to many antibiotics responded well to fosfomycin. Although the cocci on skin were
eradicated, they were isolated from nostrils after 17 days administration of the drug. Generally the
clinical response seems to be consistent with the sensitivity of pathogenic bacteria to fosfomycin.
In this trials, Klebsiella infections were the .most inadequate objects to give the new antibiotic.

No serious side effect was recognized. Any unfavourable sign was not found in 2 low birth weight
neonates, though no desirable effect expected was gotten. As a minor one mild diarrhea was accompa-
nied in an infant. The remarkable elevation of serum transaminase was occurred in a case of osteo-
myelitis, without any other abnormal findings in liver function test. The mechanism has been obs-
cure, whether it was happened due to the damage of liver with the drug, or due to other cause.
That is a problem to be clarified.



