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Table 1 Clinical trials
Case Microorganisms
Body Diagnosis Complication
No. | Sex Age weight Organism
(kg)
1 M 3.7 16.8 Pharyngitis Strep. hemo.
2 M 6.2 19.7 Tonsillitis CP, epilepsy Strep. B
3 M 1.7 12.6 Bronchitis Streptococ.
4 M 3.2 14.5 " Staph. aureus
5 M 6.2 12.6 " CP, epilepsy "
6 F 9.1 26.0 ] Brain tumor Klebs. pneum
7 F 7.2 16.6 " Strep. hemo.
8 F 0.0 3.8 Neonatal pneumonia Pseud aerug.
9 F 1.8 10.6 Pneumonia Enteritis Diploc. pneum.
10 M 3.4 14.1 " Streptococ.
11 F 8.1 21.1 " "
12 F 9.11 28.1 " Strep. B
13 F 0.9 8.9 Purulent mastitis Staph. aureus
14 F 0.10 7.8 Breast abscess "
15 M 1.2 10.1 Infected wound Post op. "
16 M 1.7 12.1 Purulent lymphadenitis "
17 M 6.8 18.4 Purulent parotitis Strep. hemo.
18 M 11.7 31.0 Cystitis Bronch. asthma E. coli
19 F 13.2 21.5 " Brain tumor "
20 M 14.5 19.5 " Cp Prot. mirab.
21 F 5.7 15.3 Pyelonephritis E. coli
22 M 6.4 24.2 " . "
23 F 0.8 7.2 Pyelocystitis Urinary anomaly Strep. fecalis
24 F 5.8 26.8 Vulvitis Aplastic anemia Prot. mirab.
25 F 2.0 11.0 Enteritis E. coli
26 F 6.6 16.2 " Epilepsy "
27 M 8.0 25.5 " I "
28 M 4.5 17.6 Osteomyelitis Staph. aureus
29 M 0.0 | 2.0~2.4 | Pseudomonas infection Premature Pseud. aerug.
30 F 0.0 {1.7~1.8 " " "
31 F 0.0 |2.2~2.3 " " "
32 M 0.0 2.0 " " ]
33 F 0.0 2.0 1 " "

Staph. aureus 209-P 12.5 ug/ml
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with fosfomycin
isolated Administration of FOM
Clinic
MIC | cap. or Dosage B} :l Side effect
(ng/mi) D.S. D(?)y mg/kg D(‘éf;,tsl‘)m ’?ga)‘l e
25 DS 2.0 119 5 10.0 +H
12.5 " 2.0 101 7 14.0 +
12.5 I 1.5 119 5 7.5 H#
<0.2 " 1.5 103 7 10.5 H
6.25 " 1.2 95 7 8.4 H loose stools
25 Cap 3.0 115 6 18.0 W
25 " 1.5 90 7 10.5 H
6.25 DS 0.4 105 29 11.6 —
12.5 " 1.0 94 11 11.0 H
6.25 " 2.0 141 5 10.0 H
<0.2 Cap 2.25 107 9 20.2 H
<0.2 " 3.0 107 7 21.0 H
100 DS 1.0 112 12 12.0 +H
50 " 1.0 128 10 10.0 HF
3.1 " 1.0 99 7 7.0 H
1.6 " 1.25 103 16 20.0 4
12.5 " 2.0 108 4 8.0 H#
12.5 Cap 3.0 97 5 15.0 +
12.5 " 1.875 87 6 11.25 + fatigue
<0.2 DS 2.0 102 8 16.0 +
0.4 Cap 1.5 98 11 16.5 +
3.1 " 2.5 103 7 17.5 4iF
>100 DS 1.0 138 14 14.0 ?
1.6 Cap 3.0 119 10 30.0 H
6. 25 DS 1.1 100 7 7.7 H
6.25 Cap 1.5 92 2 3.0 H
25 " 3.0 117 3 9.0 H
12.5 DS 1.7 96 25 42.5 H#
12.5 " 0.3 150—125 15 4.5 H
100 " 0.17—0.3 100—166 11 2.91 +H
12.5 " 0.35 159 15 2.1 g
100 " 0.2—0.3 100—150 11 3.0 —
" 0.3 150 8 2.4 W

BIR, DhiHE i, 2o REPkE A AD R,
101mg/kg © FOM 7 HREFERAHEMBIXED Licht, R
BORKEFECEZRLHEZTAD R oD T, 2R
BEEHE LI, ABN LT, FOM RXHESHRZRY
BFxleh o HEE LT, BEENVVIRETD
otz b, BEROREETRESELRThE LD
Vo

g & ¥ X o R, FEG 8 DSER MG S

ThbHo EEENLFT / —EnAbh, X-P TRl
BB EgRLLDdbhic, FFIOREHKS, X-P, —
BREBCHEIAD AT, &, BLA, eV
MEBFEHLLAMEKR E LTHER, 777 -¥ixfEv
foo AFIEE 7 BH BB CBPC, SBPC, XHie GM it
EOPEREER TNk, &% 22 HARIETL Lo
SEEIN-RIEE TR T2 FOM o MIC i3, SiREI%
#iAt 6.25ug/ml THotcdt, 9 HEL M >100ug/
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Table 2 Clinical effect of fosfomycin therapy
on each diseasz

Clinical

No.
Diagnosis of effect
case|{t{+H|+|—| ?
Pharyngitis 1 1
Respira- o
tory Tonsillits 1 1
infection | Bronchitis 5 2
Pneumonia 5 1(2(2] |1
Purulent mastitis 1 1
Skin, Breast abscess 11
soft-tis- | Purulent lymphadenitis | 1 1
sue e
infection Purulent parotitis 111
Infected wound 1 1
(post operative)
Urinary- Cystitis 3 1
tract Pyelonephritis 2 |1 |1
infection | pyojocystitis 1 1
Intestinal . |
infection Enteritis | 3 (2|1
Osteomyelitis l1 1
Others Vulvitis 1 1
Pseudomonas infection
of new born 5131 1
Total 33 [1412{4 (2|1
Table 3 Result of fosfomycin therapy on
clinical isolates
No. Clinical effect
Isolate of
case |t | H |+ | —| 2
Staph. aureus 8 3|5
Streptococ. 7 313 |1
Strept. fecalis 1 1
Diploc. pneumoniae 1 1
E. coli 7 3|13
Pseud. aeruginosa 6 3|1 2
Prot. mirabilis 2 2
Kleb. pneumoniae 1 1
Total 33 [14(12| 4| 2|1

ml & EH L C\wico 27 b BEIRTMELR X f fE 6
ELT, BHLRW,

B, EREMORYE : SEMALACELH L T
Bo FEGI 1413, 10 » Ao RCHBE L EARER
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YIBRBEIR % 5 7chd, RARE LTS L B H & W ot e
&, DORKFVECIER L CYBIER2 L, SHEEIT
7 FURE, 128mg/kg © FOM iRz X b, 2HHB»

LYHERA AL, 3HBIZTEL, 4H Bk
IR E LRI R IS T

fEG 13 3, 93 BOARCHIE L biEM:IIR S,
BRI YBIE X, 7Y YRERSEIRI, Ik
AEHIBE R I e, FOM olRBET I hBE
B,

BADT FUREEAFEKE FOM THE TS X\,
FFZAHANOBIN L L DT, EHOEMRHS
ZENDBY, LELRTWAMR, EELD 2EMIW
ThIBT SRR LIND I, 230, HFEd FOM i@
NTBT FUERED MIC %, 2vchE@dokDThb,
PNROABLEE, BADERE R - T, G
MBI WhLTHA D 20 20X 5 CHARDOAR
ROWERICHK LT, FOM 2REREHTH - fcBEIT
EEHIRTIV,

RESBRYE : BBt 3 01, BETA 26, BEBEMSA
14, 6805, FRHOITEMLEBHELOE 16
"50'@'@7&)0

HEG] 23 OFHEBMAT, KRE LTBRREAES, B
Mg E, BTHBERE LI Y RBOERSH
(EEELZRE) RNRBRIhicoT, HEREE Lis

FEF 18 1%, SMEBHEA D 11 KHBR, FOM % 97mg/
kg, 5 HREIPIREBIRITR £ EHI LA, 8 B
BIR, BERE, MRPERLAOT, POFREHEL
Too T OIEMIE, FMED FOM # X515 AR ET5
TERIHERLTNS,

SEGI 1913, REMBBS D 135K 8. BERHEEC
X5 RBED AN D 5, SEIOKM I LT, FOM
87mg/kg % 6 HEIAR IR T, VLo tARFTRIXES
EL7A, 11 BERERLLOT, REH L HEL
too T OEMICH LTI, FOM % 105mg/kg 583
HTERID, BRIVBZENTE,

FEB 21 1%, 17 HAIAL BN HEE TS L EF LTk
BELT, S5RLZROBERT R, EULRRRN ALK, R
D KIBEA B i, 98mg/kg @ FOM % RER
IRk H, FAMLLTEHLTRFTADHEIWES
HLBREE LR, ZofbobBRYZRLOT, £
"F’ﬁ% & EFUE L'/"Co

Pk, ®oEfhEHEIni3EM BT ER
X, WIFhIEROALRIZETHB, FOREEEL
T, FIEEERED FOM (FRBRDidolz &, B
2 WIEREAEI o el AT DR D, AHY
REERPFEDHRBIMER T5 Wi, BHEREHRL
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PR ORIBERYREE : Z0HET, RAREOREH
BBz, FOM %/ Lic fEMAIR DWW TR~ TR
Vo MBI, ZOHUEDRY X — & LTHRBEE (20
R) RBRILR TS, BE LWWE L Tikig\ A%, EH
HEERDNC, BRRELBELTOIHERONETSE
EhD ot BEERAD, =5 LTHRE LICER 8 OFF
HERMEBABEL, LIkZ ORI RIRER G
;%i LfCo

DERRNBIEF 2005 33 FTO5HNE, ZDX>S
TORET T FOM RRFIZZTC X RS h B A4
BRIELTH B, BEMBO I, £H8HAL\WVL19
AHo A TRMEEIX, 1,900 /t\~L 2,400 TH - o
WS BERERIZ A D his\ o T, TRHE, FEboE
HEDOFEICLY, TOMREHE LI XL, EH
30, 32 kXt LT 100mg/kg ® FOM %5 % 7-%%, 3 H
Bl BEINERAD his D T, 150~160mg/kg 11
B L7, iR 30 4%, IRAE 10 H BLRRIZEREL L
2, fEG 32 XX OB IEIRE I B OT, EHELH
EBllo dokd, Thb 2EALDSBEINTCED
FOM wx$3% MIC 1% 100ug/ml THwotco

D ¥ OfES 31 12iE, 1 U»b 159mg/kg © FOM
PRBIRICECH, R4 BB, EixBtEED,
IVERZID D ENTE I, Rk, FEMF 29, 33
iz 150mg/kg © FOM %52, W¥Fhd 4 B BLIEEX
BORERARLED TRV, SO/, b okEIIER
350 7T, FE kg 4h D FOM Eixdilid,
A—RAEDONMEFETIIES 29 OFAIL, HB5HE
B 150mg/kg #3 125mg/kg T » Thico

48, FER, EREEERCRT 5 BIRERESE X,
BELEERTBECKR> TWhWbo 7§ 7 REERER 1
HOAR_R=v) YHHIZ, BfER A7 in<HeR
CIiHER LIz { o FOM DRI T 0%)E 2R
LT, $HOFHE E B\

2. fFREORKE

HREEICERSE L R0, Tabled TH53, &
hbihs e, FOM offFENR 9mg/ke LTFOHE
CIXRRIENHRTHY, 100~139mg/kg D L & 88%

Table 4 Clinical effect of fosfomycin therapy

according to its dosage

"\ case |No. Effect Clinical
of effective
dosage case| #+ | H | + | — | ? | rate
<9mg/kg| 9| 4| 2| 3 6/9 (66.62%)
100~139 |18 | 6| 9| 1| 1| 1|15/17(88.2%)
140< 6| 4| 1 5/6 (83.3%)
Total 33114112 4| 2| 1 26/32(81.2%)

CELHLTW5B, HEEC FOM OEFRGE LG T 51
DL, e L d 100~140mg/kg Z{F 35 BEH
%;.) 5 o

3. ElfeH otk

FOM offfidix, T&5RXEIHEMcEERO Ry
Lb R,

fEGI 513, $EHE, TAD»AD6RBRCAH LGS
T, AH 95mg/kg & 7 HREHERA LIcERATH 5o
B2 BENOEER oo TDFE FRMELHT L
Ah, BMLOWTHIIZAELTR, ¥h{HE>Twh,

FEF 19 1%, Bl Lcbts oEf £H0» 7enr
IRA 2 BRIk, ER% Lo FOM DZERRA &,
AL DEREND D DOTIXIs W EBbhis

B Eo 2 fEGDMciE, 7 VAFE—F 5\ ke
THEEL L ORIERIXAD R ot XT, £HES
CTHME, I - BEEEORE ST — 1%, Table5 i
—FELTE W,

¥, AFFEAAMBROKRMNRE, BBk MERE
CIEEEOTENI AL, Wb, TROHEBD
BWIREBNEBOBMEANIC LSS DTH 1o

RIRTIX, fEF 31 KBEOEAIR & HMmEk, i
fEG 12 WEMRBEALL R, Wihd—@ko
{HDTH -0

RERRGSEDERF, FFZEHEHTS A5 BUN
REWEERLTHWARARD -, FRAKXOLKER
Lrcflikzs v,

AROFERC LD, MELF VAT IX—AED LR
FIHHE IR TWB D, KPR \WTH ES 30,
31 DEHEGEEFCmME GOT EHD LERAL R,
WTFhbRAS5 HEOFHBEETH 5. SHREDS
HBCHRE LIERIE, 2¥DX5Thols

fEFET 5 H#% 10H#%
fEH) 30 MmE GOT 45 76 57
fEH 31 4 26 65 32

zhb g GOT o kFIX, —BHTHSTEERD
Z)O

EEDOEFTIE, FFAFEATCTTrMmE ALK-P
NEBEXRLTWAHALARLD BN, —BiNRFci
BACKLEWERXE B L L, EBlicbichiidvh
AFIZALTWA Z LBEEND D L 5Bbh b,
WFhi LTh, FEFEAKCE  cmiE ALK-P 2k
B Lz abhicdotco
MEREHTHE, ZEEOHFEH LICED FOM kX
> T, BEARBEROHBIZALDORIEWE 5 TH
Z’O
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Table 5 Blood and urine analyses before and after fosfomycin administration
ca- Blood Urine Serum
S¢ RBCx10¢ | Hg g/dl WBC Protein| R W | BUNmg/dl | GOT | GPT f(‘g};’
Nolpet [aft. | B | o | B A |B|la|B|aA B‘A B ‘A B|A|B|A B|A
1| 444 | 429(10.9|11.9| 23,500 | 11,000 | — | — | — | — | — | — 45/32|20{18/| 20 | 27
2| 424 | 444 |12.7|11.5]13,300 12,300 | + | — | — | — | — | — | 10.2|10.0 [35|35|23|25| 29 | 25
3| 467 | 444 |12.4]12.4|21,400| 9,200 | £ | — | — | — | — | — 41/40/24|18| 21 | 34
4| 482 | 549 (13.1|14.2| 9,200 | 11,800 | + | — | — | — | — | — 9.0 36| |17 27
5| 433 427 (12.9|14.0| 6,400 | 8,000 | + | — | — | — |+ | — | 11.1| 8.2 |15(13|32|44| 18 | 22
6| 314 | 380|10.1|12.7 12,800 | 8200 | — | — | —|— |+ | + 5.4 129/16|1925| 16 | 18
7| 510 | 490 | 14.4 | 14.7 | 12,200 | 8,100 | — | — | £ | — | — | — | 11.0 | 13.5 [36(34|17|25| 24 | 26
8| 526 17.2 12,000 [ 10,400 | — | — | — | — | + | — 51 41 18
9| 405 | 413|10.9|13.1|13,500| 9,900 | — | — | — | — | — | —|13.0|12.3 |27(21/18/22| 13| 15
10| 337 | 411| 9.8|12.1/12,80| 9,200 + | — | —|— |+ |—| 9.0| 7.9(24/33/15(18] 10 | 11
11| 462 | 512 |12.2(13.9/10,700 | 8100 | £ | — |+ | — | — | — | 14.8 | 11.6 62| |57 14
12| 422 | 480|13.5|13.5|12,800 | 8800 | + | — | — |— | — |+ |12.2|15.5|33[35/20(26| 15 | 10
13 20,300 [ 18,500 | + | — | — | — | + | +
14| 420 | 474 |12.2|13.5|20,200 | 14,900 | + | = | — | — | + | +
15 440 10.6 | 15,800 | 13,500 | — | — | — | — | — | + | 14.5 | 14.4 |37 (432828 33 | 30
16| 475 | 491 |11.3|16.5{19,600 | 9,100 | + | + |+ |— | — | — | 9.0|15.0 [39|49|19|26| 24 | 30
17| 401 | 389 |13.1|11.2 6,500 | — | — | — | — | —|— 1| 7.7|10.2 |44|37|37|23| 15 | 21
18| 387 | 512 |15.7 | 15.0 | 8,400 | 6,400 | H | H |+ | — | — |+ | 13.6 | 12.3 |18/24|10|15| 27 | 26
19| 322| 416 |11.5|13.2| 5,500 + | —|—|—|H | £]26.1|27.6|47]45/18|16| 16 | 17
20| 469 | 462 21,500 | 6,000 |+ | — |+ | —|H | £ ]|10.0]|10.0|40({16|13| 7|13 |14
21| 363 | 435|10.4|12.5| 9,900 | 11,500 | + | — | + | — | H | + 27|35(15/20] 31 | 30
22| 401 | 438 |12.2|11.1| 8,400 | 9,000 | + | — | £ | — | H# | — | 20.9|15.0 |51|55|36(35| 20 | 21
23| 348 | 433 | 9.5|11.3 (12,700 | 15,300 | + | — | — | — | f+ | # | 35.0 | 32.8 |51|46|15/19| 19 | 17
24| 428 | 461|14.4|13.3| 8,500 7,000 | — | — | —|— | —| —|13.9{11.9 |51|39/51|38| 30 | 28
25| 448 | 467 | 13.9 | 14.4| 6,300 | 6,800 | £ | — | — | £ | — | —
26| 516 | 556 | 14.8 | 14.6 | 9,100 | 8500 | + | — | — | — | — | — 23|33(11]27| 22 | 25
27| 504 | 513|13.3|13.9|17,000| 5,700 | — | — | — | — | £ | — | 6.2|14.7 |29|22|25/21| 29 | 28
28| 446 | 415|12.2|13.6 | 22,200 | 8,000 | £ | — | — | — |H | —| 5.8|11.4|33(32|19|27| 20| 17
29| 574 | 409 | 23.7 | 15.3 10,900 | 10,700 | — | — | — | — | — | — 66 | 45
30| 590 | 416 |23.0|15.0 19,200 | 11,300 | £ |+ |— | — | — | % 45|76
31| 360 | 312|14.0|11.3| 8,800 | 8700 | — |+ |+ |— | —|H 26|65
32| 555 | 402 |24.4|17.5| 6,900 | 8000 | £ | £ | — |— |+ | — 6972
33| 389 | 424 |16.5|16.8 | 15,800 | 10,000 | £ | — | — | — | — | — 6564

& E E#40, ED2H0BICHERELIRATHY, £0F

NEOREGUE 33 flk FOM PIRFIC X b HEEEL T,
DI VOBEKEARRE Lo NREBONFIL, R
Bk, RHkk, KBS FralEhis - Mgk, (LIREERL
BRs, ALIRIRE, (LIBM: v v o<fik, {LIBEETIRRL, 1
BRANRY, RBEBEK, BEEX BTEBME B B
%, WROMNER B L0 FERORIRERGIER L 16
BEOKBTH D, FARDEREBYENTLE, 2
EDLBYTHbo

1. {EFEGI 33 SR 14 6, B 12 6, R

2K 1% 81.2% THh-to

2. BRI FOM Ozp8z, KE, BEako
RYHE, BRCT SRR ERL, 25\ TR SRR
PIEC D FH TH oo Vo lF 5, REBRYUECH TS
ZHRIX, PREB LI THot

FOM 1%, #4R, RKBMEORBERERLOHRFCL X
ReigcEshd Lk,

3. SEEREAlIC A7 FOM OEKREREIX, 7 FyRE
BEECR ST SR ERL, Lo v VIHEHE,
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BEHE, MW RE L ORPHEC S EHAR LS

oo RIREBRECATHHRIR, SHIDREBRTS

CCEIfFR oA Tew, FHEHWETHS LELDI S,

- 2 £ X &
RBRDDSo 1) HENDLIN, D., B.M. FroST, E. THIELE, H.
4. RERYPIEOHBIECI\W1L, FOM o fEH 100 KROPP, M.E. VALIANT, B. PELAK, B. WEIs-
mg/kg LT oA, BRTHARRDhI. JIC, fBERGFR:Hf- gOR;“N,& A. K-_t MIL?XEIE} Phos-
RIBERA ORI, 27s ) RENCHHEAHEL LR Agonts & Chomat Jor—a0m 060
CHEBLI, ThboNbEETS &, PMNEORYIELR 2) MILLER, A.K., B.M. FROST, M.E. VALIANT,
EXWLTIE, U hbFESFED FOM 2#HT5 & H. KROPP & D. HENDLIN :_Phosfomyc‘ig::.cv.
< N . - i Evaluation in mice. Antimicr. Agents he-
EHNEE 1\,14 0.%0)5\, , 100~140mg/kg © FOM % moth. 310~315, 1969
ERTHDERDS . 3) STAPLEY, E.O., D. HENDLIN, .J.M. MATA,
5. A&EFICOWT, EEEORB Y MR L M. JACKSON, H. WALLICK, S. HERNANDEZ,
. s . . o AL S. MOCHALES, S.A. CURRIE' & R.M. MIL-
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CLINICAL STUDIES WITH ORAL FOSFOMYCIN IN THE
TREATMENT OF INFECTIONS IN CHILDREN

Axira Hukui, Mitsunort Hamawaki, Cuiexko Hino, Yasuo Suiopba

and Nosuo Hosocrt
Department of Pediatrics, Kochi Prefectural Central Hospital

Fosfomycin is a new broad spectrum antibiotic which is produced by several strains of Streptomyces

and has several unique characteristics.

Ten of 12 patients with respiratory infection were considered to have had a successful outcome, and

2 to have failed. In each of 6 patients with skin and soft-tissue infection was obtained a satisfactory
result. Two of 6 patients with urinary-tract infection had a success, and 3 failed, the remaining pa-
tients was difficult to evaluate because of her urinary-tract anomaly. Three patients with enteritis
responded satisfactorily in each instance. After fosfomycin administration, 4 of 5 premature with
Pseudomonas infection were observed to have no isolates of Pseudomonas from their throats and faeces,
and in one Pseudomonas was positive.

As the therapeutic result of 33 patients, “excellent” results were obtained in 14 of the patients,
“good” in 12 patients, failures in 6 and one was indeterminable. Accordingly, the clinical effective
rate was 81.2%.

One patient experienced transient loose stools, and another complained of transient discomfort. In 2
prematures, serum transaminase (GOT) activity was transiently elevated. No abnormalities were noted
in hematological, biochemical and renal function tests performed before and after treatment.

Thus, in this study, oral fosfomycin appears to be effective in the treatment of infectious diseases
of children caused by gram-positive and gram-negative microorganisms.



