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I. NMELUFE

1) X% (Tablel)

XRIT1991FE 4 HL D 199441 B Tic 4Bz A
Be U 7238 1M 25 ik BB %S 69 61 ¢, At B EEM IR
(AML) 2581, AtV oM EMm%m (ALL) 34,
BMY oE (ML) 32641, SR4EEHE (MM) 3
B, BERERERE (MDS) 34, @Y >

giffs (CLL) 2 6, @4Esttams (CML) 14
ThHh3, ¥7, BBB LU CRP i ¥ ORERIGHHE
HTRBESREDN, MEMERSE2T>TH 4~6
HEEHY TEESEEESEDON - ER L Lz, K
BRELZ2HanEMZ 10T, 7 A~VF¥o—
v 18, &I FMiE2Hl, Mik7H (REXHRE
W THEREZ L DR EMITL, BV H oY
T4+ ERHE NI b DE L) TH O HEBS
ENREOLNIERNIRIBFATH>7, 7V 7 avh
AB L VLI —NVERYE I3BD e d> 5 72, Granulocyte
colony-stimulating factor (G-CSF;lenograstim 2

Table 1. Patient Characteristics

Haematologica) malignancies 69 cases
Acute myelocytic leukemia (AML) 25
Acute lymphocytic leukemia (ALL) 3
Malignant lymphoma (ML) 32
Multiple myeloma (MM) 3
Myelodysplastic syndrome (MDS) 3
Chronic lymphocytic leukemia (CLL) 2
Chronic myelocytic leukemia (CML) 1
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ug/kg) W 18HI B L, DAL L T RE
1,000/ A F e o B A THML, HINRK
10,000/ £ THA L 7, ML, ALLB X UMM
AL, AMLICBIL TIRFEREMME €D L OM
Db 3 RHRECHAE L, &l ST AR, ¥~
o A-PPZ it 1 ol SRS Lk 2 pad)
TwiERAIRR R o T,

2) A &

MM (1—3)-8-D-glucan {ll {2 toxicolor fll & endo-
specy D% & L, 20pg/ml LAE %2R E LT,
FLCZ i3 43 @it 5 L, 1 B 1[E 200~400 mg ¥
W THREL, FAIL L TATRSL TR IHEY
RRXELT, toRREFOHEIRTbE» >,
PHRYE IR S MItatk 1~2 MMtk D%, RERIWL,
BEREM, S-D-glucan AL L& DITHo 7,

II. & »

1. B-D-glucan D4 ¥

69 b 12 4| (17.4%) viEBtET, WEEMEEH 10
Fich 8B (80%), MEEusEELN /=B 33 HF 44(12.1
%), FERBEEE 26 Flch 0 PICABMICERESKTH
EZ%52#Y, fD-glucan BEREMKRBEEDCLNICHE
ATHsEEbihl, 1, 4851(5.8%) ik toxicolor,
endospecy 3t iz 20 pg/ml LA_E TSR X D KBS
28, MR 2 Flasit & (Table2), HAZ
Tt AML, ML ic% <, AML23 b 581 (21.7%),
ML 30 #ich 7 #1(23.3%) 4% B-D-glucan LiEETH -
7z (Fig. 1),

2. NEERERFOBRRELY) v REORN
(Figs. 2, 3)

B-D-glucan B3tE @ AML 561, ML 7 Al R 3R
MOV THRHL 12, AML TI1x125.2+9.39/ul
(*F¥+SD) L{BEDEM S, ML Tix2,538.6
+1,782.4/pl LIERBHEHTH o1z 272, R
RERMIT D VLT L 7208 AML958+944/ul £ 1IE
#, ML 271.3+229.7/ul E{E FLTWI, &5 T,
AML TRENREHY, ML TRV ¥ /SBREIET 48
B-D-glucan BHEEIAS L Twa LFEX SN,

Table 2, Positivity g-p-Glucan

Positive (F1=20 pg/ml) 12 (17.4%)
Definitely diagnosed as mycosis 8/10 (80 %)
Strongly suspected mycosis 4/33 (12.1%)

Toxicolor, Endospecy =220 pg/ml 4 (5.8%)

Negative (FI<20 pg/ml) 53 (76.8%)

Total 69

FI (Fungal Index) = Toxicolor-Endospecy

A-p~Glucan positivity

5/23(21.7%) 7/30(233%)
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Fig.1. Serum A-D-Glucan concentrations in AML
and ML.
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Fig. 2. Granulocyte count in A-D-Glucan-
positive cases of AML and ML.
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Lymphocyte count in B-D-Glucan-po-

sitive cases of AML and ML.

3.

FLCZ OHEZEDMA (Tables 3~5)

LEOEYEI43FF 28 F (65.1%) T, F-D-
glucan F45) 12 Bk 8 51 (66.7%), M&H 31 BT
145 (64.5%) TRMBIRERFICENTDS .
NEEREAR 10 fI 6 B (60%), JBEELHIH < BED
niBE 33 G 226 (66.7%) iz FLCZ 8 EHTH -
Jz (Table 3), G-CSF /%% 18 i 11 41 (61.1%)
(Table 4), G-CSF A2 H 176 (68%)
(Table 5) wWHMHTHY, FEAMLERARMICE

Table 3. Efficacy of Fluconazole on Deep Mycosis
in Hematological Malignancy

Overall
With G-CSF*

Without G-CSF

Positive cases of §-p-Glucan

Negative cases of #-p-Glucan

28/43 (65.1%)
11/18 (61.1%)
17/25 (68.0%)
8/12 (66.7%)
20/31 (64.5%)

Ns

Ins

*G-CSF: Granulocyte colony-stimulating factor

Table 4. Efficacy of fluconazole without G-CSF in 25 patients with deep mycosis

(1—3)-g-p-glucan Total dose  Duration of FLCZ
Case Sex Age Disease Fungal infection (pg/ml) Response of FLCZ administration
before after (Days) (Days)
1 M 46 AML Lung aspergilloma 32.4 0.1 good 400 mg 18
2 M 64 AML Pneumonia 39.8 2.0 good 400 mg 14
3 M 72 AML Pneumonia 44.3 64.2 none 200 mg 26
4 F 64 AML Suspected mycosis 21.6 2.6 good 400 mg 12
5 M 44 AML Candida albicans sepsis 51.0 ND none 400 mg 18
6 M 68 ML Pneumonia 24.2 2.0 good 400 mg 16
7 F 42 AML Pneumonia 17.2 78.2 none 400 mg 21
8 M 36 AML Suspected mycosis 13.8 0 good 200 mg 10
9 F 34 AML Suspected mycosis 17.6 1.4 good 200 mg 10
10 F 62 ML  Suspected mycosis 17.6 0 good 200 mg 9
11 F 41 ML Pneumonia 14.8 2.1 good 400 mg 21
12 M 52 AML Suspected mycosis 3.0 0.4 good 400 mg 7
13 M 46 AML Suspected mycosis 1.2 2.0 none 400 mg 12
14 M 4 AML Pneumonia 3.0 4.0 none 200 mg 14
15 M 48 AML Suspected mycosis 0 ND good 200 mg 10
16 M 18 AML Suspected mycosis 4.8 0.4 good 200 mg 10
17 M 49 AML Suspected mycosis 0 0.8 good 200 mg 7
18 M 64 AML Pneumonia 6.6 9.0 none 200 mg 21
19 M 76 AML Pneumonia 3.0 4.4 none 200 mg 24
20 F 64 ML  Suspected mycosis 8.0 0.6 good 200 mg 8
21 M 54 ML  Suspected mycosis 6.2 ND good 200 mg 9
22 F 58 ML  Suspected mycosis 1.8 ND good 200 mg 7
23 F 62 ML  Suspected mycosis 4.1 0.4 good 200 mg 8
24 M 64 ML  Suspected mycosis 4.1 ND none 200 mg 16
25 M 32 ML  Suspected mycosis 2.0 0 good 200 mg 7

FLCZ: fluconazole
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Table 5, Efficacy of fluconazole with G-CSF in 18 patients with deep mycosis
(1-3)-#-p-glucan dTOlll‘ Durwonm of DurGtCUg of
. ose o
Case Sex Age Disease Fungal infection (pg/ml) Response FLCZ  administration administration
before after (Days) (Days) (Days)
26 F 78 ML Pneumonia 252.6° 204.2 none 200 mg 8 6
27 M 46 ML  Suspected mycosis 22.8 2.0 good 200 mg 10 12
28 M 64 ML  Suspected mycosis 26.4 8.0 good 200 mg 12 8
29 M 42 ML  Suspected mycosis 70.5 0.8 good 400 mg 21 10
30 M 46 ML Pneumonia 28.4 ND none 200 mg 28 8
31 M ML Pneumonia 41.4 ND good 400 mg 14 6
32 M 74 ML Pneumor}in 12.0 14.6 none 400 mg 14 16
33 F 62 ML Pneumonia 13.4 1.2 good 200 mg 10 11
34 F 72 ML Pneumonia 11.0 12.6 none 400 mg 7 6
35 M 76 MM  Suspected mycosis 17.4 6.0 good 200 mg 18 8
36 M 24 ALL Pneumonia 3.2 ND none 200 mg 10 12
37 M 26 ALL Candida albicans sepsis 2.2 2.1 none 200 mg 8 18
38 F 64 CLL Pneumonia 7.4 0.6 good 200 mg 12 10
39 M 62 ML Pneumonia 0.8 ND none 200 mg 21 0]
40 M 68 ML  Suspected mycosis 6.8 0.4 good 200 mg 14 8
41 M 76 ML Pneumonia 1.4 ND good 200 mg 8 9
42 M 74 ML  Suspected mycosis 3.0 0.6 good 400 mg 12 14
43 M 72 ML Pneumonia 8.2 0.8 good 200 mg 10 6

*Aspergillus antigen: positive
FLCZ: fluconazole
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rBbhzd, AML Tix G-CSF i & h HIlfKMk
EEIMEXE3 LOHELDVRECHERT ILEND
3rBbhi,
X [
1) EEEEM, fb: f-D-glucan TR & 3 EEMHREE
DEZH & Fluconazole &t 5HMBP OME, FKE &
155 20: 637~641, 1992
2) Kohno S, et al: An evaluation of serodiagnostic
tests in patients with candidemia: beta-glucan,
mannan, candida antigen by cand-tec and D-
arabinitol. Microbiol Immunol 37:207~212, 1993

3) Soyama K, et al:Early diagnosis of invasive
candidasis in leukemia. Jpn J, Med Mycol 27:

4)

5)

6)

7

8)

9)

10)

11)

12)

13)

14)

165~169, 1986

Fung J C, Donta S T, Tilton R C:Candida
detection system (CAND-TEC) to differentiate
between Candida albicans colonization and disease.
J Clin Microbiol 24: 542~547, 1986

AR, SLES: REEREEBKICLI S
—3)-6-D-glucan BIEDEFAEOMRM, Jpn ] An-
tibiotics 46: 437~443, 1993

S M I A-glucan MEHIE £ b B>/ Candida
albicans I & 2 KERERRED RN L &L VR
Ham, BAERE 41: 133~142, 1989

WA, fib: MBI REENBEECS D
% Mieh S-glucan £ 7% & Ui miconazole ¥ 5 D
ERERAOE Fitk. MRXME® 66: 1113~1119, 1993
WwHEE, b EmBERCEHL LEEERER
Qi ORM ., RNEMELTIE ORI miconazole i & 514
BRI KA, BRYES 67:673~679,
1993

FEpREEE: BT B 2 BRG L FEBOMHE
— B % & WY —., HBERE 28: 208~214, 1987
A% H: Oppotunistic fungus infection DRIER
BzBY 585, NEEE 17: 142~155, 1976
WO N Y 7V — L R AEF Fluconazole
@ in vitro FME¥EM: ] Jap Antibiotics 42: 1~6,
1989

HH 2, i MEEEEEOSH L L REERE
fEi2 33 % fluconazole DERRZIR, Chemotherapy
41:1027~1031, 1993

Wi &, MEEE OHEH EfY o men
+ 21t #%: L Granulocyte colony-stimulating fa-
ctor BHRIC X 2 IGMRIR DM, Biotherapy 6: 1803
~1808, 1992

Yamamoto Y, et al: Immunomodulators and fu-
ngal infections: use of antifungal drugs in com-
bination with G-CSF:In Microbial Infections:
Role of biological response modifiers. p 231~
241, Prenum Press, New York, 1992



1304 CHEMOTHERAPY NOV. 19904

Usefulness of (1—3)-8-D-glucan for diagnosing deep mycosis associated
with malignant hematopoietic organ tumors

—Investigation of the therapeutic effect of fluconazole—

Nozomi Niitsu and Masanori Umeda
First Department of Internal Medicine, School of Medicine, Toho University,
6-11-1 Omori-Nishi, Ota-ku, Tokyo 143, Japan

Sixty-nine patients with hematopoetic malignancies who were complicated with severe
opportunistic infection were studied. Ten of them were diagnosed as having mycosis, and 33
of the remaining 59 patients were suggested to have fungal infections. B-D-glucan was
positive in 12 (17.4%) of the patients. The positivity rates for A-D-glucan in patients who
were diagnosed as having mycosis, in those whose infection was strongly suspected to be
mycosis were 80.0% and 12.1% respectively. The differences in the positivity rates of §D-
glucan among those three groups were statistically significant. These results suggest that the
measurement of B-D-glucan is useful for diagnosing deep mycosis. A-D-glucan was more
frequently detected during the neutropenic state in patients with acute myeloid leukemia,
while the frequency of positive S-D-glucan was higher during the lymphopenic state in
patients with malignant lymphoma. Fluconazole (FLCZ) was effective against fungal infections
in 27 (65.1%) of 43 patients in whom it was administered. Combined therapy with FLCZ and
G-CSF was effective in 11 (61.1%) of 18 patients, while treatment with FLCZ alone was
effective in 17 (68.0%) of 25 patients. These results suggest that G-CSF has no significant
additive benefit to FLCZ against fungal infections. Although the measurement of A-D-glucan
is useful for diagnosing deep mycosis, it was positive in only a few patients with localized
fungal infection. In such patients, it is important to confirm the diagnosis by using the
combination of several tests for fungal infection. FLCZ was considered effective for the
treatment of mycosis associated with hematopoietic malignancies.



