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HERAE T 2 flucytosine DEHAR RN T BN THREKRER 2{To 1t HRIZ
RECEREBRSELBRES L URP 10 CFU/mI U L0 RBE B T 5ERME L, 1HE
Egog$7-133g (hif) #EHEKRICLIVREL, T~4 HMEE L TEMMES L UELH
DOFEEIT- 120 —MEABERBILEICH T 2 UTI BTG+ #EHL THEL 2. BRESK
L REBREIRIL, 2gBT65.5% (19/29), 3g BT 71.4% (15/21) THH, _FMET
BFEEL2PoORM oI, HEFENRRIZ, 2gBTT76.7% (23/30), 3g BT 77.3% (17/22)
ORERTHY, _HUTHEEYFAD ko7, BIEAR, 2g8T2.6% (1/38), 3g8F
T6.5% (2/31), EEEKREERY 13, 2g B T4% (1/25), 3gBET0% (0/18) &, FE¥RY
KEBERZD Lo, UEIDEBRERN T 2EXFOEHARIZI I HR2g (1gX%2)
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Table 1. Background characteristics of the patients

Dose
Item Statistical test
2g 3g
Sex male 21 12
NSI)
female 8 9
Age meantSD 72.6+10.9 74.0+8.4
NSY
range 48~90 52~85
Diagnosis pyelonephritis 5 0 NS©
cystitis 24 21
Prior chemotherapy (=) 4 8 New
(+) 25 13
Catheter (=) 16 14
Nsu)
(+) 13 7
Type of infection Fungal infection 15 6 NSY
Mixed infection with bacteria 14 15
Severity of pyuria (x) 1 1
(+) 7 4
NS®
G5 6 6
) 15 10
Mycological count 10¢ 13 12
10° 5 4
NSe
10 7 4
107 5 2
Underlying disease Neurogenic bladder 9 13
BPH 5 4
P=0.015°
Cancer 10 3
Other 5 1
Combination antibiotics (=) 14 9 NS®
(+) 15 12

BPH: benign prostatic hypertrophy, NS: not significant
a) x test,b) T test, c) U test
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UTI X G ¥ U THE L - REAMKR
22g BT, ER3IM (10.3%), BR16 41 (55.2

AR R
R EERRIR

%), 106 (34.5%) T, BMUALOENE (LU
T, BEK) 1265.5%THof 3g B TIE, EHHS
B (23.8%), BRI1061 (47.6%), M6 HI (28.6
%) T, BYHERT 4% THY)AHEMBEEZLE
»izofe (Table 3),
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Table 2. Organisms isolated before treatment

Dose Statistical
Isolate .
2g 3g test
C. tropicalis 14 7
C. albicans (A)* 4 6
C. glabrata 2 3
C. parapsilosis 1 0
C. famata 1 0 NS
C. pelliculosa 0 1
C. humicola 0 1
T. beigelii 8 4
Total 30 22

" serotype, ** x* test, NS: not significant

Table 3. Overall clinical efficacy of flucytosine judged by the committee

.. . Pyuria Effect on fungi
Fungi in the urine Cleared Decreased Unchanged . .
Dose in the urine
2 3 5 9 17 6%
Eliminated g (58.6%)
3g 5 2 8 15 (71.4%)
2
Decreased g ! 1 (3.4%)
3g
2 1
Replaced g 3 4 (13.8%)
3g 1 1 (4.8%)
2
Unchanged g 7 7 (24.1%)
3g 2 1 2 5 (23.8%)
i 2g 4 (13.8%) 5 (17.2%) 20 (69.0%) Patient 29
Effect on Pyuria
3g 7 (33.3%) 3 (14.3%) 11 (52.4%) total 21
2 3 (10.3%
Excellent g ( %)
3g 5 (23.8%) statistical
2 16 (55.2% test*
Moderate g ( 0/0)
3g 10 (47.6%) effect on pyuria NS
p 2g 10 (34.5%) effect on fungi in the urine NS
oor 3g 6 (28.6%)

* x* test, NS: not significant
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PIOBE, 2gB T, ERH3H (18.8%), B9
#l (56.3%), fEZh4 B (25.0%) T, ERE5.0%
Thh, 3gBTR, EHS5H (35.7%), HR 5
(35.7%), $E%h 4 B (28.6%) T, BRXET1.4% T
Hol, A7T—TVHARBIOBRE, 2gBTR, BEY
78 (53.8%), %6 B (46.2%) TH D, 3git
T, BRS B (71.4%), T2 B (28.6%) TH
ol AT—TNHBOERACATLHARMTE %
Aot B8, WThOBRIIEVLIbYITF—F
NVEBROBE I, EWEAREDShEro1
(Table 4),
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DTHBD, 2g BN 48.3% (14/29), 3gBEHI66.7
% (14/21) OFEZHETHY, ARMTHEEZ2FED
B2 b DD, 3gBIBTIEMELE - I,
3) HEPEMRR
HE¥NMR 22 TT6.7% (23/30), 3g#T
77.3% (17/22) ORBEERTH Y, WEMTEE=%
BOLEho T,

BRI L 2T, 2g8, 3glte LR
B 4 BRI B TIZHEMIC 2 2 b e b o 2o
Trichosporon beigelit \CBL T2 2g BT 50.0% (4/
8), 3gMT50.0% (2/4) & & bICHREEIEL» -
T2

MIC B OB TR L 12 6.25 ug/ml LLETIZ
BRERBBETL T, 2gHTI23.13ug/m T
DERBWEA95.0% (19/20) THHDcntL, 6.25
ug/ml LA ETIE50.0% (5/10) THo1:, 3gHTIE
ENEN82.4% (14/17) B L U60.0% (3/5) TH
<7z (Table 6),

4) BEHHBIESE

FHE G5B L - L Table 7R Lic kD
W, 2gBETIZ 46 (13.8%) » 5 68k, 3gBETIX]
Bl (4.8%) »o 1 k3 #Ent,

5) &M

B - thEEIER ORIRHEE X, Table 8 /R LT:
Iow2gHTLIH (2.6%), 3gBET28] (6.5%)
ThHY, MEMICEEEZ2ZD o, BIERALH
BUESNIE, wWFh bEREBREEKZS2PIEL TS

Table 4. Overall clinical efficacy of flucytosine judged by the committee

No. of Overall
Dose Catheter K Excellent | Moderate Poor . Total
patients efficacy rate
(-) 16 3 9 4 12/16 (75.0%)
2g 19/29 (65.5%)
(+) 13 7 6 7/13 (53.8%)
(=) 14 5 5 4 10/14 (71.4%)
3g 15/21 (71.4%)
(+) 7 5 2 5/ 7 (71.4%)
(=) 30 8 14 8 22/30 (73.3%)
Total
(+) 20 12 8 12/20 (60.0%)
Table 5. Clinical efficacy of flucytosine judged by the doctor
No. of . Overall
Dose | Catheter . Excellent Good Fair Poor . Total
patients efficacy rate
(-) 16 2 6 5 3 8/16 (50.0%)
2g 14/29 (48.3%)
(+) 13 6 3 4 6/13 (46.2%)
(=) 14 3 6 3 2 9/14 (64.3%)
3g 14/21 (66.7%)
(+) 7 1 4 1 1 5/ 7 (71.4%)
(=) 30 5 12 8 5 17/30 (56.7%)
Total
(+) 20 1 10 4 5 11/20 (55.0%)
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Table 7, Strains® appearing after flucytosine treatment
No. of strains (%)
Isolates
2g 3g
C. albicans 1
C. glabrata 2
C. inconspicua 1
T. beigelii 2 1
Total 6 (100) 1 (100)
No. of patients in whom strains appeared/ 4/29 1/21
total no. of patients (%) (13.8) (4.8)
* regardless of mycological count
Table 8. Incidence of clinical adverse reactions
No. of . . . o
Dose i Reaction No. of adverse reactions Incidence (%) Total (%)
patients
2g 38 Exanthema, Edema, Fever 1 1/38 (2.6%)
3/69
Diarrh 1
i 2 iarrhea 2/31 (6.5%) (4.3%)
Exanthema 1
Table 9. Incidence of abnormal changes in laboratory test results
Items and values of .
Dose Case no. Age (y) Sex Relation to the drug Incidence
abnormal changes
s-GOT (30—76) possible 1/25
2g 36 90 M .
s-GPT ( 7—36) possible (4.0%)
3g 0/18

D, B5hIC L) TAEPLICERIZHELL 2
BERMREMRE L Tix, Table 9iXRLIzL D
C2gBT1H (4.0%), 24FHH, 3gHTIR]
Bl B o 1o, EHRREMBERE LFED 1 HUIAF
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Dose finding studies on flucytosine in patients with fungi in their urine
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In order to determine the optimal dose of flucytosine (5-FC) in the treatment of fungi in the urine,
we performed a dose-finding study. The patients were randomly assigned to receive 5-FC 2gor 3g
(potency) for 7—14 days by the envelope method. Overall clinical efficacy was evaluated based on
the criteria of the Japanese UTI Committee, with slight modification. The efficacy rates were 65.5
% (19/29) for the 2 g group and 71.4% (15/21) for the 3 g group, and the respective mycological
eradication rates were 76.7% and 77.3%, with no statistically significant difference. Clinical adverse
reactions were observed in 2.6% and 6.5% of the patients, respectively, with no statistically
significant difference. Consequently, we believe that the optimal daily dose of flucytosine is2g (1

g b.i.d.) in the treatment of fungi in the urine.



