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Micafungin, Chronic Pulmonary Aspergillosis, A long-term prognosis
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Chronic necrotizing pulmonary aspergillosis (CNPA)

Patients who met the following symptoms and

mycological test results were entered into this study,

1) those who had chronic respiratory or systemic
symptoms, as well as at least one of clinical
conditions such as fever, weight-loss, wet cough,
and hemo-sputum.

2) those who had cavitary pulmonary lesions, as
well as pericavitary infiltration, or expansion of
cavities or development new ones over weeks or
months.

3) those who had positive serological tests

(Aspergillus antigen or anti-Aspergillus antibody), or

were found to have Aspergillus spp. from lung or
pleural cavitary as identified by mycological

evidence (cultural or histopathological examination).
4) those who had positive inflammatory marker such

as CRP.
Fig. 1

The following endpoints were rated as

“improvement”,

(11), 2009.

Aspergilloma

Patients who met the following diagnostic imaging
findings, mycological test results, symptoms
(worsening of coughing/sputum, hemo-sputum,
hemoptysis, or fever), and inflammation findings
were entered into this study,
1) those who were found to have intracavity fungus
ball or other pleural thickening by chest X-ray or
computed tomographic scan.
2) those who met at least one of the following
serological or mycological test results.

a) positive anti-Aspergillus antibody test

b) positive sputum culture

c) detection of Aspergillus spp. by direct
microscopy or histopathological examination

Diagnostic criteria of CNPA and aspergilloma

» o«

no change” or “worsening”.

1) Clinical symptoms and physical findings

2) Imaging findings
3) Mycological / serological tests

When they were not able to be examined at an appropriate time, they were rated

as “not applicable”.

The overall efficacy was rated as either “effective” or “ineffective” based on the

above three endpoints.

Fig. 2 Short-term efficacy evaluation

» o«

The following endpoints were rated as “improvement”, “no change” or “worsening”.
1) Clinical symptoms and physical findings

2) Imaging findings
3) Mycological / serological tests

When the patients died or did not visit the hospital, the endpoints were rated as

“not applicable”.

The overall efficacy was rated as either “effective” or “ineffective” based on the

above three endpoints.

Fig. 3 Long-term efficacy evaluation
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Table 1 Demographic characteristics of the patients
No. of patients
(n = 26)
Gender Male 22
Female 4
Age (years) Mean =S.D. 69.7£10.5
Range 36—-85
Diagnosis Chronic necrotizing pulmonary aspergillosis 19
Pulmonary aspergilloma 7
Underlying Tuberculosis sequela 17
diseases Lung cancer 4
Interstitial pneumonia 1
Non-tuberculosis mycobacterium infection 1
Active pulmonary tuberculosis 1
Chronic obstructive pulmonary disease 2

Table 2 Clinical features of the patients

Aspergillus Detection Aspergillus Detection
No. Symptoms CRP No. Symptoms CRP
Asp.Ab/Ag Culture Asp.Ab/Ag Culture
1 CFES (+)/(—-) A. fumigatus 2.0 14 CFES (+)(—) — 17
2 CFS (+)/ND — 49 15 CS (+)(—) — 1.0
3 CFS (+)/(—) — 204 16 CS (+)(—) — 1.2
4 CFES (+)/ND — 6.0 17 CFES (+)(—) — 26
5 CS (+)/ND — 25 18 CFS (+)(—) — 35
6 S (+)(=) — 2.3 19 CFS (+)/(-) A. fumigatus 6.3
7 CS (+)(—) — 25 20 CF (+)(—) — 2.2
8 CS (—)/ND A. niger 3.0 21 CS (+)(—) — 19
9 CFS (+)(—) — 5.0 22 CFES (+)(—) — 47
10 S (—)/ND A. niger 1.8 23 CS (+)/ND — 14
11 CS (—=)/(+) A. niger 32 24 C (+)(-) — 1.0
12 CS (+)/ND — 25 25 CS (+)(—) — 11
13 CFES (+)/ND — 11 26 S (+)(—) — 1.8

No.1-No.19, CNPA; No.20—No.26, Aspergilloma C, cough; F, fever; S, sputum
Asp.Ab, Aspergillus antibody; Ag, Aspergillus antigen; ND, not done

ERAT R, 116052 LT o 72 iR

12 m/\ﬁfb P 24T o2& 2 A, BR#%iE, CNPA

A3526%, T ANV FO—<H714% TEEDHRH
&, 57.7% TH-o7-.

5. EWIEHi (Table 6)

MCFG 2B TH -7z 16 BliL, &4 +Fa3F V-
V71 7€ (Itraconazole, ITCZ) 200mg 2 & % #E+¥
L ER SN 16 61d, 160%, MHERRELHRISERE
Rl LISBEE T L h o7 MCFG ZERTH 7210
B, 4 60%, PIERA % ITCZ 200mg | J*E L7:. 26
B 25 BlC BT 5 BREIEHi 217> 72 & . AT
TMCEFG 2SH%TH -7z 15 Bl 5 ﬁﬂﬁﬁﬁﬂ%ﬂﬂﬁ’(“%ﬂ:
L7z, %72 MCFG M ERITH - 72 10 Bl 7 BT 51
EALL Tz, 72, RIEHICEAL L 72 12 #l oA
T 5FCTOHM (FJefl) &, MCFG AxhBlcliais

%18 7 H, MCFG HERBITIZ07 A HTHo72. &M

S CoOEAL 7 BICK L, MCFG 2 X 2 HiE#E % £l
L, 26268 TH - 7=
S9N I B A B #6015 112 2w T, Kaplan-

Meier #%& HWC, REIEE LR 2 HH L 72858, 66.6%
Tdh -7 (Fig.4).

6. ZaM

SR OGS Tk, MCFGIZ X % ®8I{/EH %
(115%) T, T XTEMLEIEERETH- 7.
BIVERIC X 2 HIERNIE, Zdo .

z B

il 7 AV F)V ZSEE, IR 9 i B E o Hp
TW%EF# < %ﬁﬁf&é?XNw¥wxE@@

EHLIL, 36
7,



988 A 26 47 (11), 2009.
Table 3 Daily dose and duration of micafungin treatment
CNPA Aspergilloma Total
(n = 19) n=17 (n = 26)
100 3 10
Maximum 150 11 4 15
daily dose 250 1 1
(mg)
Mean £S.D. 1368 +35.7 1286+24.7 1346+33.1
-14 3 2 5
15-28 4 4 8
Duration of 29-42 5 1 6
treatment 43-56 3 3
(days)
57— 4 4
Mean +S.D. 377+253 189+6.8 326+223
Table 4 Short-term efficacy evaluation
Evaluation for each endpoint
CNPA Aspergilloma Total
(n =19 n=17 (n = 26)
Clinical Improvement 14 6 20
symptoms and
physical findings No change 5 1 6
Worsening 0 0 0
Not applicable 0 0 0
Imaging findings Improvement 10 5 15
No change 2 2 4
Worsening 7 0 7
Not applicable 0 0 0
Mycological/ Improvement 3 4 7
serological tests
No change 3 0 3
Worsening 1 0 1
Not applicable 12 3 15
Table 5 Short-term efficacy evaluation T ARV F -2, HikEsEE L & O EAAmREER
Overall efficacy evaluation of micafungin DZ2APEREZE fungus ball 2K T 5. £ IZERER
S U = S S N D ST
Effective | Ineffective | Total | Efficacy rate THEM LIRS % ECTRATER S NS0, MR IE LA T
E> A ° e 1
CNPA 10 9 19 52.6% E;O)jé*%k &Z)i}iflj %)é)k), "ﬁlﬂl@i?’l/\}v‘\‘u ~E
1=} 3 0, 2 ~ —
Aspergilloma 5 2 7 714% %o)ﬂiﬁo)ﬂﬁf 201) %Ijj‘&byc‘jb D, %0):' M }\ =
s < 7
Total 15 11 2% 57.7% WARETH L.

CNPA 13 1982 4£ 12 Binder 512 & o TIRWE S W7z
BREAYT, 7ARVELZADOMMMBICR T 268X
) FEBEMEIC BT S5 iRER CNPA &gk L7z,

CNPA ©% 1%, HELBEORIETH Y, AT
2L LT, BRI R MR A R, e
b, BRRMERE, VoA F—3 R, MiPmge e, B
BT OREE IR 2 A ) IFIREHR B E AT 5 2 L% Y.

PER X D RAEVEE RAE B IEIL, TAKTY YV B
(Amphotericin B: AMPH), 7V — IV RINEEHETH
% 7 )V a2+ v — ) (Fluconazole ; FCZ), ITCZ, 2
F'— )V (Miconazole : MCZ), 7)< k¥ ¥ (Flucyto-
sine ; 5-FC) ® 5 HHIDO A TH - 7225, #7212 2002 4,
¥ ¥ 74 VRPERIE MCFG 25HES A L, A
DFERILAE 2 7-.
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Table 6 Long-term efficacy evaluation in 25 traceable patients of 26 pa-

tients treated with micafungin

Median time to

Short-term L luati .
evaluation ong-term evaluation progression
(months)
CNPA 7
No change 10
. Aspergilloma 3
Effective 15 CNPA 3 18
Worsening 5
Aspergilloma 2
CNPA 2
No change 3*
. Aspergilloma 1
Ineffective 10 CNPA 6 07
Worsening 7

Aspergilloma 1

*:including 1 patient died from disease other than fungal infection
** - including 5 patients died from underlying diseases

Progression-free survival rate (%)

15 effective patients at short-term evaluation

0 10 20 30 40 50

Follow-up period (months)

Fig. 4 Kaplan-Meier analysis of progression-free sur-
vival rate
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THEFIRE 2 EHE L T0 A2, BALA 5 Bl CELE TO
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BRI 7 A~V IV AR B T AL & [EkE
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Abstract

Short-term efficacy evaluation of chronic pulmonary aspergillosis treated with micafangin and
maintenance therapy of itraconazole

Shigeo Yasuda, Ryoko Ohnishi, Toshitaka Suzuki, Kimiyasu Sano and Tatuo Kato
Department of Respiratory Medicine, National Hospital Organization Nagara Medical Center

We evaluated both the short-and long-term efficacy of micafungin in patients with chronic pulmonary asper-
gillosis (CPA). We treated 26 patients with CPA, 19 with chronic necrotizing pulmonary aspergillosis (CNPA) and
7 with aspergilloma, with micafungin between February 2003 and September 2005. On completion of treatment
(short-term efficacy evaluation), the efficacy rates of micafungin for CNPA and aspergilloma were 52.6% (10/19)
and 71.4% (5/7), respectively, and the overall efficacy rate was 57.7% (15/26). Long-term efficacy was evaluable in
25 of 26 patients, and 15 patients, who responded favorably to micafungin, received maintenance therapy with
itraconazole (200mg). In long-term efficacy evaluation, 10 patients were unchanged, but in 5 patients symptoms
were exacerbated after 1.8 months (median time). This result suggests that establishing effective maintenance
therapy, as well as acute-phase therapy, is important in the treatment of patients with CPA.



