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Shlbibiuid, FPREGSEBTEE S W2 TTRENEOMEZ b &1, B 7 2 <V ¥V 2iE
(chronic pulmonary aspergillosis : CPA) 12%73 % micafungin (MCFG) OFERIM: R & 0241 % HEt
L7z

35 fiFk A HIE SN/ 109 B0 H B, CPA OFBWIH MR TE Zd o 7ER R P HE OB EITEI L
THEBIET 18 Bl 2 B 91 Bl 2 AR BB L Lz D95, FMiARGETH - 72 11 BlZ K< 80 B
DHENHIL 63.8% (51/80 Bl) TH o720 BWish T & DERIFITBIEIEIL TN 7 A <)V F )V Z4%E (chronic
necrotizing pulmonary aspergillosis : CNPA) 62.0% (31/50 %), 7 A~} F¥Fua—=< 667% (20/30 %1)
TH o720 REFIDANOTEREIHOLFENOLARZE, AREEHHRGHRTE (T 12571% 24/
42 ), MOPUERESEGE I GERE (BB 1 71.1% (27/38 B) TH o 720 REFEHOHG-EHA R,
WBREBNE [150 mg LU ] #£ 69.8% (30/43 f51), [150 mg 48| #F 68.4% (13/19 #1), FEEFIX, [150 mg
LIF ] #286% (2/76)), 1150 mg #81 #545% (6/11 %)) TH o7,

LEIZOWTIE, HMBEGLFDH B 226 (361%) 12 35 hDEWEH A D iz, EREIEM I
HRRERFETH 7275, IOV TNOEE TR, FLAREHN L ORREBRICBVTIIfEEE ST
ebDE e olze —F, BHOEWERD S H, FHMRES 1 HOADPEHET, A3EH & ORKERD
RS LRI Sz, RITERIREIUCRE Y RITT L EZ SN MR GEOBMIOWTY, RIEHE
BUERIZE & OBICH S 22 BRIEED SN h o7z,

2010
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VAR, AR IR, BRI 7 AV E L Ao —& %
TeEoTwa Y, SHICMEROE, ENOFHEILERE b &
B, 1990 SERLIRIE A » TV FIEIC b o TT ARV F )V i
PREMERHEO LA THIRIBVATEKZ D5 L H I
BoleleTHEY, ZOHBPLLTT V= VRTERHED
BIZX MM Y VYT SR L7213 h,
AIDS, ‘BB LEFRE AT IC & 2 B RE OB
NEZLNTVBEY,

I 23R EIR S BT, 45712, I 7 2OV )V ZE D FEHE
BEREAE BB HET 22 L S W nBERShTY
BT ARV FNZAJER, K& ITRBEHM T 2~V F V2
jiE (invasive pulmonary aspergillosis : IPA) & 84Nl 7 & ~<

V¥ )V Z4E (chronic pulmonary aspergillosis : CPA, 7 A
NVFO—E2EL) I N D, IPA ITHEEZWASHEET,
& MU R A A R 2 R 5 o e MR B AT 5 2
ENE LT, FERE R AR REE - LB 72 0R
BRBFSLEL SRTWD™Y, —J5, CPA (BRI
HEOEWEANEEE AT L BEDITH, Hitk, BEHHEEE idk
BRI & 2 e, MR, IBIER, A7 a4 FiGHRk ICIAE
L, RCRHMZAET L EhTwa™Y,

MCFG 37 AT 7 AL VARSI N=F v 71~
ROFEFHPERHETH 5, PN BE O F SRR 5
(1, 3) -B-D-glucan DEWEER ZHFRMICHET A2 L 1C X
D, WEEMEREED EEWEIEE Td % Candida J&ITH L TlE

* R UL R R 1-7-1
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Table 1. MCFG CPA study group
Investigator L
i Institution
(representative)

Yoshitsugu Miyazaki

Naoyuki Miyashita
Ryoichi Amitani
Kenji Ogawa
Atsuyuki Kurashima

Toshiro Kiguchi

Michiaki Mishima
Yuichi Inoue
Hiroshi Saito
Hiroyuki Taniguchi
Hirofumi Miyawaki
Kunihiko Yoshimura
Akihiko Kawana

Yosuke Aoki

Masao Tateyama
Yoshiro Mochizuki
Yoshihiro Yamamoto

Tadashi Ishida
Yoshio Taguchi
Takeshi Oguma

Hiroki Takahashi
Osamu Taguchi
Jiro Okimoto

Michiaki Horiba
Akitaka Iwagaki

Junichi Kadota
Kiyoyasu Fukushima

Yasumasa Dohtsu

Atsushi Nagai
Atsuo Sato
Takefumi Saito
Katsuhiro Suzuki
Yasuhiro Yamazaki
Masaru Oritsu
Hideki Nishiyama

Second Department of Internal Medicine, Nagasaki University Hospital of Medicine and Dentistry
(Department of Bioactive Molecules, National Institute of Infectious Diseases)

Division of Respiratory Diseases, Kawasaki Medical School Hospital

Department of Pulmonary Medicine, Osaka Red Cross Hospital

Department of Pulmonary Medicine, National Hospital Organization Higashi Nagoya National Hospital
Department of Respiratory Diseases, National Hospital Organization Tokyo National Hospital
(Department of Respiratory Medicine, Double-Barred Cross Hospital)

Department of Respiratory Medicine, Tachikawa Medical Center, Tachikawa General Hospital
(Department of Respiratory Medicine, Kiguchi Internal Medicine Clinic)

Department of Respiratory Medicine, Kyoto University Hospital

Internal Medicine, Isahaya Health Insurance General Hospital

Department of Respiratory Medicine, Aichi Cancer Center, Aichi Hospital

Department of Respiratory Medicine and Allergy, Tosei General Hospital

Department of Internal Medicine, Kagawa Prefectural Central Hospital

Department of Respiratory Medicine, Toranomon Hospital

Department of Respiratory Medicine, International Medical Center of Japan, Toyama Hospital
(Second Department of Internal Medicine, National Defense Medical College Hospital)
Department of Laboratory Medicine, Saga University Hospital

First Department of Internal Medicine, Faculty of Medicine and University Hospital, University of the Ryukyus
Internal Medicine Department, National Hospital Organization, Himeji Medical Center
Department of Respiratory Medicine, Sasebo City General Hospital

(Second Department of Internal Medicine, Nagasaki University Hospital)

Department of Respiratory Medicine, Kurashiki Central Hospital

Department of Respiratory Medicine, Tenri Hospital

Department of Internal Medicine, Saitama Social Insurance Hospital

(Department of Respiratory Medicine, Kawasaki Municipal Hospital)

Third Department of Internal Medicine, Sapporo Medical University Hospital

Third Department of Internal Medicine, Mie University Hospital

Department of Respiratory Medicine, Kawasaki Hospital

(Center of Respiratory Diseases, Kawasaki Medical School Kawasaki Hospital)

Department of Chest Disease, Ogaki Municipal Hospital

(General Internal Medicine, Goto Clinic)

First Department of Internal Medicine, Osaka Medical College Hospital

(Internal Medicine, Kinshukai Group, Hanwasumiyoshi Hospital)

Department of Internal Medicine II, Oita University Hospital

Department of Internal Medicine, Nagasaki Prefecture Tarami Hospital

(Division of Respiratory Medicine, Japanese Red Cross Nagasaki Genbaku Isahaya Hospital)
Department of Medicine, Nagasaki Municipal Hospital

(Department of Internal Medicine, Houseikai Hospital)

Department of Respiratory Medicine, Tokyo Women's Medical University Hospital

Department of Respiratory Medicine, National Hospital Organization Minami-Kyoto Hospital
Department of Respiratory Medicine, National Hospital Organization Ibarakihigashi National Hospital
Department of Respiratory Medicine, National Hospital Organization Kinki-Chuo Chest Medical Center
Department of Respiratory Medicine, National Hospital Organization Dohoku National Hospital
Department of Respiratory Medicine, Japanese Red Cross Medical Center

Department of Respiratory Diseases, Japanese Red Cross Wakayama Medical Center

(' ): Current Affiliation

BB Ve %, 72 Aspergillus IR K L ClI B RLMmH %
WA SRR MEZMIICHIET 2 22735 HKEk
THEDHED 5, MCFG (& Candida )&, Aspergillus J&12 & %
AR L TRWAMEZRL, 78k E
NTVD I EARENTT, ZOMER, 2002 FFISATEIZS
WCEEMOPEEHE L LTHT SN, 2005 FIZIKRET,
2008 FEIIEFIMNIC TERE I T WS,

MCFG 2B L Cid, TN F TIZMUE2ERHE O R E5 1
D7 b b O RBISRGH S & RS O 93 % D

ATH Y, ZEBIEHGIIHE SN0k RV Shbhb
iz, 200344 H~20054E3 A COMICI AT 7 v ¥
CPA #4277 )V —7 35 fii% (Table 1) B W TEMS h7zTh
MM AEOBEE b &R EFHEEICB T % CPA T
BAREHNOBERH R AR L0 TI ZIZHET %,
L &R &EFE
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F37.0C LLB) owghg], B L OSKIEN L (CRP Hil

HIMEREIN S, RLGHEOVTNDY) BH D, oW

it LTUTOWTFhh0EE 22 %% CPA

L, RiEkoxge Lz,

O 3 JR It B S BT ST PR S A 1 &
DIEKRERE (Aspergillus J&) HSREW & iz B

@M X Mt - CT S & Y Fz 2B o MBI B ©
R OMENMHR SN, P OoHEBOIMEHMRED
HZWVIZEBZEIRAED S 7 ANV F IV AL b
R

O X # - CTHICX ) TARLVFO—< 2 kbt
LT RDED S BE

T BARFEH L, G-CSF ##l, M-CSF ##], y-oru7)
VEHIB X ORIBREA T A FE (25%Y5) oFH
(24 BERIDAN) O 5-BIGES B E & Sz BE AR
DFHM A & BEAt L 726

2. RAEHE

AFAIL GPMSP A4 [EHE GO WA O FEHEIZ
32484 CERIMESH 10 AEAEESE105) | (23
D&, hRBHHFRTTOARY 74 TICERE N2,
Thbh, ERESHEONLRBE & RIEHF S AT
(< & DG FHAGH 24 R DIN) I BB F R & FH v
TEEHE Y7 —IZFAX 3L v ¥ — % v MZTES
L, B8kL7TXTOMFOLERIHH 2 A ZZFE R
L7z,

BIEHIH GHMEGIM) 3128 E Lz, AFEHZ 12
AR DS HIE - #T LA, SR T Ohik) K
MBI T & L7z

ARIEH DM - A7 ARV E)VAFEICKH L, @
H50~150mg % 1 H 1 BRHEiET LI & & L7225,
EHE TR LE T ARV FE IV AR ITIFRERIE T H
300mg FTHETEALI L E LT

FHREICEDPEZICHRSHESNHE L, BETR
Pk, A4 H B, fRE, EREES), HRRI (REH
O¥e G, BGIE, ARFERG 7 BEi2 S MH S e
FTRTCOPEWNIE, PIEIE, PRH#E), BIgHE (B
PRAEIR - BT R, BEE X A% - CT S50 iR R, E RS
A - R A, B O MG F 1A O ARSI
LG 2> & BIGEHI A T - e G-fn 12 8% To
F—%), HERL, %56 CICHERMES X 0% a0 Rt
ThHo72,

3. BREIC X 2% RHEB X OO o H

D R

FRER, BRER - T ROYERE, WH X - CT
FOWFITROYGERE, BEREPHAE, HEOIMEFH
MENROUBEOBOBOD 4 DOIEEHIZOWTLUF
DHEHENE- TRHiliz 552 & & L7z,

FRRAEIR - IF R OWEE L, BRERDSHEEL, 2o
IEFT RAF UGS U2 a 3, BARER -

PR ASE L 72 Gt ), BRREIR - iTiliciz e A
CEDTRD N b o T2 EE A%, BRRER - Bt
WA L7-06103 L] LEHiiTaZ & & L7z,

W X #t - CT SO MR ROYGEEEEZ, BEoiKk
VRO HNIHEIITHER], B oM/ b/
X UE] BRIl ED SN Lo 2581 A
% BEfroBEOMEDS L I3#FH 72 2B o BB
Lmad [EAL] LR L E L7

BRI RIE, SR ORED S ORIER (RK
HE) 2GRS RTHIHEETITBEEL:
BeE R (EEEkzeat) ), FENER PG
5 TH 3 HH E CICERNREE TR LA
(A, EREROWREIZEAAD L WEEIEIAZE], K
HEROWM, b L IEEEmIIRL S ko 72RKE
BN AW G- IR S IR b 72 D R SN AR E
WORZMRIZOWTE, [FEL )| & L TEHiEis %
ZrElL7,

BN O LG F AT RO UGS EE L, MAE2IE R AL
(BEtEAb) L7=3aid TRRMAL), MAMEAIMET LeE
T, RAEMICEIES e VWIEEE TAZE], B
WEA LG B EFHiiT A28 e L7z, (1.3)-
BDIZNVIHY (77 FTv 2 GTAN, BIVIYT
Ab7a=) BIXOFI 7 M=y FrHEoAy T
flix, #n*h20pg/mL, 11pg/mL, 15 & L7z

%8B, UEO4HAIIBWT, 56 LEHRGHOBK
BEHPREBEOHHIZ L D HETE WAL HEAR
Bl &3hZEE LT

2) Ao

RIEH) & ORBEEBROF 0D 5T, RIEFIS:
BHAAER \ZH 72 IS BUUZEAL U 7o fdse (RER AR A i o 5
HEEBEED) X, BREICIDIRTHEERELL LT
Iy FiFeh, WEERRYBHRANTTbN . AEH
SOELEL B, THEE BT, HETD
V) BIOTEE] 0 3ER, $/ AEFREAE
Al & OFRREBERGHESE] [nTaetoRd, Torsetkad, [
RPN, T L] BLXO A TEHiish, (42 L] D
AAEIER & &7z,

4, BHE A N—IZ X BB H, EEEREIB L O

A IR B A 2

RIEVEERIE 2 B & 5 KN 6 %4 O A HHE%
AL, B, EEE, AEAOFHMEZDTO X
ICEBIMICEHET 52 L & L7z

1) s

BRRFT AR, W X #t - CT FIC X W Hi7- B
OB A OB OEIER I N, 209 2 RHEE
RASFEH SN E D, NITEREOMEFHIRED 5 WITE
WEMNRENS 7 ANV F N RIE E &bz BEE
CNPA ( chronic cavitary pulmonary aspergillosis
(CCPA) &) & L7z —, W5 A 7% fungus ball
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AR 5, W{RIZ consolidation 23388 H N\ EBH I
TANRVFO—< L G5H LTz, BHATOINSLDOZBH
FEREEREICT 4 — F2Ny 7 LERILE L2,

2)  HE B ATl

BIREB DO WG RIZDWTIZ, BEEOIRATY) A% 1 Hk
D 1/3 FTOREEIEE] BREOLZY 251 o 1/
3~2/3 FTOWEE[HEIE], BREOILAY 251 flllio
2/3 D LoYiE % THEE] & L7z, KIZ, BREAT RO
FREEDBIEOS A% 10, WEEEL 2 0, HIEX 340
LA bL, EBIEMPBMET0 ML L, P75 %
Vo4, BUN A2l meg/dL L EF 213Kk Z2H 5
Y%A, Pa0:60 mmHg L FoOME&EE2ENEFN1 N L
L, ARMNEAS1~3 5% [BIER], 4~6 i [EEpl] &
EFL 720

3) AR RN E

FHEICE 2 4 2OHHA ORI E D Z B PEIZDO W
T, REBIE % \ZE X SO WIS E b LICERE 2T
Nz ZOREIE, FRECTA—FNy 7 8h, ¥
D9 Z I % PeE L7z,

F72, T AN EIN AED R EHE OH D TOR
AL LT, BHa X o oN—2C, AR BIIAHT I R RER -
R OSERE, EE X 8 - CT o migir Ao s, &
WAIRNAR, HN QMG RoYsEE, hz
NOYEFER EDORERE B L ISR AR g 2 2
e L, AR E E 1T - 720 2, BRAER -
FTROWHEZEEL LTERSNZLOT, BKIE
AR FTRAYGE L2 E, R OBIRITR, ERNFIR)
B ME BRI RO 3 DD EO VT N H S ET
g, BEKREI AR L Lz HL, 3 DDERE
DHH1DTHEADSA SN DAL, BHRER - i
VYEELTHHRRPUE LIS eEns, &
HEERED R TRy & L7z

BRAIER - TS TAZ] % [HEARE] o¥aig,
MR RS Lo 2 ISR A IR R S T ERh | &
L7z F72, BEFTAIEELTH, HRFEWRIE, I
BT RO VTN DEAL L 25E b ik dTe
L7z EE 20w, BREAHBREEMEN]E L,

D)L, TARVFO—SELEZ LNLERIZDON
TIZ, ELISA S W25 7 b~ >+ U Hiiidertz
RETZEDVELP, 727 ARVFE N ZPURIZAERIC L
DZALL W Z 5, G FRATHT /AL EHl AR &
LTHWEPo72e Lo T, TANLFO—TI|ID
WL, BRARREIR - BT, BIRPTR, EEFNEIRO 3
DOREN SREMKREEZHNET LI L EL, BHMT
bHGEHTREZ L VEMRTLI L& L,

5. AEatEHT

HEM O B ET 1 ¢ * M8 % 7213 Cochran-Armitage
Mo % vy, WHIRE 5% & A EKiEEE L7z,

| R e

1. BEER

B iFk L 109 BT — 7 25 E S, CPA DFBW
DHERRT & e o 7EBIB X OB RS- OB 2 12E R
L 7=REB0 18 B % Bk < 91 5l & BRI e el & L 7zo

Table 2 (24 VLN 5T L4610 91 B 0 BHFH 5 D554
R L7ze W% D554 1& CNPA 626% (57 B), 7 AR
VF¥TO—<374% (34H) THorzo HRNIFEM 68.1%
(62 1), ZM:31.9% (2961 <, 4FE#hiid 65 Ll 179
LA A3538% (49 ) L b L <, Wmmnid 90 %,
EWIERIL 68 TH o 720 KEIZFIH436kg TH -
72o 72, &IEGID 97.8% (89 ) A3 & 0> DFEHERE
ZHL, TORPTIHHEZOBREE IR D% < 303%
Q781 #5072, TOMOIERERBE L LT, [FEEZ
PP WE |, 2RI S (COPD) J, THi% (%
JEARAR) | 3% o 7z

B, RTENOERE, REWOME AT 729,
AGSCTIE MCFG BTt L7z fE (CHAREE) L hobt
BRIEZGH L TR LR (BEHRE) 1208 L TR
R L7z, s, M, AFis, RE, EEERELhER
2o, HRE, PR OGE Rz 2 A, T
IZEA SN Do 72,

BH WM OFE1%, e 326 H, PEARE 536 HTH
D, BEHTECIE 86.0% (37/43 B) 7% 4 B % 8 2 TIH#E
Ml SN TWiz, 31 HEG &I EMEE A 169.9 mg/
H, BEHA#EAD 1933 mg/ H THh o 720 B SN PEH
&, itraconazole (ITCZ) 2% 907% (39/43 #1),
amphotericin-B (AMPH-B) #%25.6% (11/43 #1) T& -
720

RPN D S EAERE (BUE, HASHE, FE) O
ilx, FNZNHMEET 438% (21/48 %), 33.3% (16/
48 f5), 22.9% (11/48 f51), PEHEET 25.6% (11/43 f51),
419% (18/43 1), 32.6% (14/43%1) TH o 7zc ERESE
A aTIE, 1~3 HOERES], 4~6 MOEEFIBENZN
HMTET 75.0% (36/48 ), 25.0% (12/48 %), PRHIHE
T698% (30/43%1), 30.2% (13/43%1) TH -7z

2. Bk

1) BEEHERRER

BERAE DA O BRGEIC & BIEIR S B 5%, A RIMEEEM
BABETH > 72 116l 2B < 80 Bl DB/ RI =1L, 63.8%
(51/80 1) T, BWi% T L OAEREIX, CNPA 620%
(31/50 ), 7ARILFT—<66.7% (20/30 %) THh -
720

PLE N IEOEH O BRIA R, Bl 57.1% (24/42
), BEHBE711% (27/3861) TH -7z (Table3d), #&
BHERDFHEDIBIETH L BDOBODIREIR - Fr Aotk
HERERE A, HMBECIE, BRER - frRoYGE
DS 63.4% (26/41 ), WRPT R OUEZEDT 36.6% (15/
41 Bl), HWFRROUERH 545% (6/11 ), HRK



132 H A& AL & % 5% & M Gk MAR. 2010
Table 2. Patient profiles in monotherapy versus combination therapy
Antifi 1
Number of Micafungin n 1.ung'a | L.
. K combination ! Statistical
Variable/category patients monotherapy
n = 91 (%) n = 48 (%) therapy test |
n = 43 (%)
i i CNPA 57 (62.6) 29 (60.4) 28 (65.1)
Diagnosis . N.S.
Aspergilloma 34 (37.4) 19 (39.6) 15 (34.9)
Mal 62 (68.1 30 (62.5 32 (74.4
Gender ¥e (68.1) (625) (74.4) N.S.
Female 29 (31.9) 18 (37.5) 11 (25.6)
24 to 64 31 (34.1) 12 (25.0) 19 (44.2) |
Age 65 to 79 49 (53.8) 29 (60.4) 20 (46.5) NS.
(years) 80 to 90 11 (12.1) 7 (14.6) 4(9.3)
Mean £ SD 67.8*11.4 69.7+10.3 65.6+12.3
Body weight (kg) Mean = SD 43.6%9.5 44.2+10.4 43.1+£8.6
Absent 2 (2.2) 1(2.1) 1(23) NS
Present 89 (97.8) 47 (97.9) 42 (97.7) -
Main underlying disease :
Underlying Tuberculosis sequela 27 (30.3) 14 (29.8) 13 (3L0) NS.
disease * Non-tuberculous mycobacterio- :
) 15 (16.9) 10 (21.3) 5 (11.9)
sis
COPD 12 (13.5) 6 (12.8) 6 (14.3)
Pneumonia (pathogen unknown) 12 (13.5) 5 (10.6) 7 (16.7)
_ 4to 14 15 (16.5) 11 (22.9) 4(9.3) :
Duration of 15 to 28 16 (17.6) 14 (29.2) 2 (4.7) ! p = 0.0005
tr‘zztme)“t 29 to 84 60 (65.9) 23 (47.9) 37 (86.0)
ays
4 Mean £ SD 42.5%+24.9 32.6 £20.7 53.6 =24.6
Mean daily < 150 58 (63.7) 35 (72.9) 23 (53.5) NS
micafungin dose < 300 33 (36.3) 13 (27.1) 20 (46.5) -
(mg) Mean = SD 181.0 £58.2 169.9 £ 55.1 193.3+59.6
Type of Ttraconazole § 39 (42.9) - — 39 (90.7)
concomitant
antifungal drug T Ampbhotericin-B 11 (12.1) - - 11 (25.6)
) Mild 32 (35.2) 21 (43.8) 11 (25.6)
Imaging-based N.S.
i Moderate 34 (37.4) 16 (33.3) 18 (41.9)
severity
Severe 25 (27.5) 11 (22.9) 14 (32.6)
i 1to3 66 (72.5) 36 (75.0) 30 (69.8)
Severity score I N.S.
4106 25 (27.5) 12 (25.0) 13 (30.2)

*: Some patients had more than 1 underlying disease.

T: Both itraconazole and amphotericin-B were administered to 7 patients.
¥ Total score calculated from imaging, age, BUN, and PaO: points; each point is defined as follows:

Imaging: 1 point for mild cases, 2 points for moderate cases, and 3 points for severe cases.

Age: 1 point for males aged 70 years or older and females aged 75 years or older.
BUN: 1 point for patients with BUN of 21 mg/dL or more, or dehydration.

Pa02: 1 point for PaO: of 60 mmHg or less.

§: Dose range of itraconazole was 50 —400 mg/day. (Mean = SD: 213.2 = 82.6 mg/day)

[|: Chi-square test for monotherapy vs. combination therapy.

D IMEZFERA I R OYEZE DS 400% (6/156]) TH-
720 WARAT A 22 BIAS TAZE] THo7zds, 20HH9
BNEERIRAEIR - Fr A8 L<B 0 (960 1 Flidfho
2T R (ER IR, MFEFNRAETR) b [THRXE
FetEAb ), Blo 1 fhdimiEF st b tEl], Be
IR ARG B & HIW S 7z,

—H BT, ERER - It Ao EEH65.8%
(25/38 1), WA HOUEEZEDS 39.5% (15/38 ), KA
R EOWHEFED 55.6% (10/18 B), EHR D IMLiEZH

BATHT RO WA 364% (4/11 1) TH o 720 BifGHT
R 20 BIAS [AZE] THolds, 09 b 12 FlidhEE
FEIR - FERDSEGEELTB Y (12 Fir 4 PHIEL R Z R
b W), Blo 6 pliiF#ImeEr R [8ED), ®
B HRARATAR) & W S Nz

2)  ARIEFI GBI, PUE SO BE H BIAE RN B O
KA B R A

AREEH OF GBI OA R, HMEETIE (14 HPL
TIDOBET 429% (3/7 1), [15~28 HLLF IO T 786%
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Table 3. Overall efficacy rate and improvement in clinical symptoms/findings, imaging findings, mycological efficacy, or serological fungal

findings
Number Responders Non-responders
Variable/category of Marked No Overall efficacy
. . Improvement Aggravation
patients | improvement change
All 80 51 29 63.8% (51/80)
CNPA 50 31 19 62.0% (31/50)
Aspergilloma 30 20 10 66.7% (20/30)
Overall clinical efficacy 42 24 18 57.1% (24/42)
Micafungin Clinical symptoms/findings 41 2 24 9 6 63.4% T
Imaging findings 41 0 15 22 4 36.6% T
monotherapy
Mycological efficacy 11 * 0 4 1 54.5% T
Serological fungal findings 15 3 7 2 40.0% T
Overall clinical efficacy 38 27 11 71.1% (
Antifungal Clinical symptoms/findings 38 0 25 12 1 65.8% T
combination Imaging findings 38 0 15 20 3 39.5% T
therapy Mycological efficacy 18 10 0 7 1 55.6% T
Serological fungal findings 11 0 4 5 2 36.4% T

*: Fungal eradication or negative conversion.

T: Improvement in clinical symptoms/findings, imaging findings, mycological efficacy, or serological fungal findings.

Table 4. Overall efficacy by micafungin duration

. Micafungin . L
. All patients Antifungal combination therapy
Variable/category (n = 80) (%) monotherapy (n = 38) (%)
n b (0 = 42) (%) n o
Duration of < 14 3/9 (33.3) 3/7 (42.9) 0/2 (0.0)
treatment 15 to 28 11/15 (73.3) 11/14 (78.6) 0/1 (0.0)
(days) >29 37/56 (66.1) 10/21 (47.6) 27/35 (77.1)

Numbers in parentheses represent response.

Table 5. Overall efficacy by concomitant antifungal therapy timing
Responders Non-responders Overall efficacy (%)
Timing of | Before micafunginuse (=20 | B S B [E
concomitant Concurrently with micafungin use (n = 4) 3 1 75.0
antifungal After micafungin use (n = 14) 9 5 64.3
All (n = 38) 27 11 71.1

(11/14 #1), 28 H% 8z CTHH S 78T 47.6% (10/21
B THotze —T, PEAIBEEL 38 Bl 35 KA 28 H %8
A TCAERRBKLG SN TBY, ThOSDBICIBIT LA
L 771% (27/35 1) TH o7z (Tabled),

BEH O G BIER IO W T R7Z2 8 2 5, 38 Bl 20
Bl (Wb ITCZ R AARTEHIPE G- BRI 7> S 6],
441 (ITCZ %11 3 %, AMPH-B ii:44 1 B) 2545 & |7
BRI Pe5-BaG, 14 81 (ITCZ #5171 8 6, AMPH-B i3:4% 4
B, AMPH-B WA 2 Bll) ASASERI 5546 7 H 5 LABE A
SR INTBY, ZRZNAHEIEIT750%,
75.0%, 64.3% T&->7: (Tableb),

3) EIEERaT7, HS5EHOERE

WWREOEIEFEIC L > TGRSR LD LEZ BN

W, EREEAIT7E2FY 1 HESEIICSEL, Bob
DDOE R &2 Wat L7z,

EREEA I THNCASEHIOFY 1 Hi5-8% [150 mg
PUF I ET150 mg i@ I BRI T ENENOER)F % Ta-
ble 6 IZ/R L720 A2 7 A 1~3 HOBEIERITIX, [150 mg
LUF] BoA#EIL 69.8% (30/43 1), [150 mg 8|
DERFIL 684% (13/19 61) & 2137 <, HHE, A
BERNC R 22304, B 150 mg DUT ) #£25654% (17/26
Bl), Bl (150 mg 8 | #A3714% (5/7B1), B 150
mg LLF ] #A3765% (13/17%1), $1H [150 mg #8 | #
A566.7% (8/12 %) THolze AT AS4~6 DO ERER]
X, &flcid 150 mg DLUF ] BEAS28.6% (2/7 B1), [150
mg i8] A 545% (6/1161) & [150 mg B BHDOE%)
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Table 6. Overall efficacy by severity score

Variable/category
. Micafungin Antifungal
Mean daily dose All patients th bination th
. . i (n _ 80) (%) monotherapy combination erapy
Severity score of micafungin (n = 42) (%) (n = 38) (%)
(mg/day)

1to 3 < 150 30/43 (69.8) 17/26 (65.4) 13/17 (76.5)
(mild illness) > 150 13/19 (68.4) 5/7 (71.4) 8/12 (66.7)
4106 < 150 2/7 (28.6) 1/5 (20.0) 1/2 (50.0)
(severe illness) > 150 6/11 (54.5) 1/4 (25.0) 5/7 (71.4)

Numbers in parentheses represent response.

Table 7. Adverse drug reaction profile (safety analysis set)

Number of Severity of illness
Type of adverse drug reaction® .
patients Serious Moderate Mild
Abnormal hepatic function 13
(AST, ALT, y-GTP, or Bil increased) (20) (0) (8) (12)
2
Renal impairment
B S @ | W | W ] o
Micafungin 2
Lymph
monotherapy ymphocyte count decreased @ ) ) @
n = 61 S
Others?
an) (0) 4) (7)
227
Total
(35) (1) (13) (21)
Incidence of adverse drug reactions 36.1%
Abnormal hepatic function 5
(ALP increased, etc.) (5) (0) (0) (5)
3
Rash
(3) (0) (0) (©)
Antifungal [T e 2 ””””””””””””””””””””””””
combination Nausea
() (0) (1 (1
therapy — Fooooomeo T
n =48 > 7
Others?
(12) (2 (2 (8)
14
Total
(22) 2 3 17
Incidence of adverse drug reactions 29.2%

Numbers in parentheses represent the number of reported adverse drug reactions.

*: This table lists adverse drug reactions in 2 or more cases.

T: Including some patients with two or more adverse drug reactions.

Breakdown of 1): The following event was observed: thrombocytopenia, vertigo, angiopathy, rash, injection
site extravasation, oedema peripheral, blood potassium increased, eosinophil count in-
creased, protein total decreased, platelet count increased, and eosinophil percentage
increased.

Breakdown of 2): The following event was observed: pseudomembranous colitis, hemolytic anemia, vomit-
ing, injection site erythema, injection site pain, injection site warmth, pyrexia, blood chlo-
ride decreased, blood sodium decreased, lymphocyte count decreased, white blood cell
count decreased, and platelet count increased.

OEL (p=02796), HMEE, PEHBENOLARIZEIZ, H 3. watk

B [150 mg DL T ] #E2520.0% (1/5%61), Hpl [150 mg ) EIEHBBEE

W BEAT25.0% (1/4 1), BEAIT150 mg LU 1 B2 50.0% HAHEE 61 Blod 9 B 22 61 (36.1%) 1 35 D REINER A

(1/2 %), $6H [150 mg B BEAS714% B/7H) TH->  @Bd BNz (Table 7)o

720 2 VDL 7R® 5 N7z IVEH & LC, AST, ALT, y-GTP,
Bil & #4400 % & to BT B Ak S5 BIGE 20 725 13 B,
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Table 8. Profile of adverse drug reactions by age and mean daily micafungin dose (safety analysis set)

Variable/category Micafungin monotherapy Antifungal combination therapy
Number of Number
Number patients . L. Number of patients X L
. Incidence | Statistical . Incidence | Statistical
of with any of with any
. (%) test K (%) test
patients | adverse drug patients | adverse drug
reaction reaction
Number of patients (n = 109) 61 22 36.1 — 48 14 29.2 —
A 24 to 64 17 6 353 21 28.6
e
g 65 to 79 36 12 33.3 N.S.* 23 34.8 N.S.*
(years)
80 to 90 8 4 50.0 4 0.0
Mean daily dose of < 150 48 18 37.5 29 10 34.5
) . N.S.T NS
micafungin (mg/day) > 150 13 4 30.8 19 4 21.1

*: Cochran-Armitage test
T: Chi-square test
N.S.: No significant difference

a1V 2 SEREGRA A 2 1R 2 BICEED ST,
BERICIEEEEAT 1 1 (BB REREE), TR 13 1,
2L TH Y, KREH & 0 BRI 4 7
(ErbeeReds, MAFREE, FEHROMAERE, FRVETR
JE), WBETERAT6 1, WREEA 2S 6 fF, WHREM/N - AW
MBI TH o 72 BETH - 22 BHERER 13, 50012
073mg/dL ThozMiEZ L7 F = U5 M8 H
A2 202 mg/dL 12 L5 L7228, &5/t 3 H HIZ 081
mg/dL ¥ CTRIE L 72ERITH 1, RIEH] & DR FERRIZ
WETH o7,

—7, BERBE IR SAER] 48 BIHR 14 $1(29.2% ) 12 22
TEORIWER SRS b Fze BERERN T, HED 215
Bt KG9, WMk Em), HEEELS 34, B 17 14
ThY, REHLORZBEMRITHEITEIS M4 L, E4TF
IROLKLBE, JEGHEBOLENG, TRGTIAI AU, FEEY, WHEME
K2, WHEEAE® 44, WEet/ - AW 1T
Holz

2) ARk, HEBRIEHSEIURHE OME

RIWEH BR800, P9 1 HE 5 BlmET L
72 (Table 8) o HAREEIZ BT, E#GGITIL, 65 A ]
7%35.3% (6/17 B1), [65 Ll 79 iDL 1A% 33.3% (12/
36 %), 80 LI E] 2550.0% (4/8 %1) &, Bz A 7%
Wb 0D 0 ik o EinE TRIVE S BUE B A 5K b
o 7ehs, AR & RIVE R SEBUESIEE & o [ B I
BOONLEDoT b, 80 L ED 461124 S N7-F
Ve BT B S 2 fF, ) v SEREGRA 1 1, Bk L7z
BERREREE 1 T - 7228, BRREREEDIMT VTR
BT, F-TRRBERE 1R ) sk B A 1 33
RE LD ARIEH E OREBRIE TAH] LTy
720 BB D ONFEERERE 1 IS L R EMEDL [
REER] LHIBr s fiCwniz,

PERIBEIC BV CIE, 65 ki ] A% 286% (6/21 Bi),
[65 el b 79 M LR | A%34.8% (8/23 %), 80 ik Ll L]
72500% (0/4B)TH Y, —EDOMEMIASNED- T,

o =

i
(8

T

BITEH R E COFH 1 HixG5m 150 mg/HLLF ] &
[150 mg/ Hild | B O EIVEHFEBUE B LMt c 2z he
N 375% (18/48 f51), 30.8% (4/13 %), BRHMTENZE
N 345% (10/29 1), 21.1% (4/19%1) TH by, 5=
ERITERIZEBISR & OMNICBEMEIIRO SN oz, &
B, HMHET [150 mg/HEB] 537213005 &
4 BNZFRD SNEIWEHIE, AST 84hn, ALT #4hn, i
ALP ¥z &4 AFRREERE 6 13, U v 32k A
1R, PRk 738880 11k, i/ m 1 7, #En
B L ThH oz HEZEOIFRIERE 2MH2RE, w
TNHBEMAREIER & B Sz, PEEEONHEERY
21 (AST Hm, ALT Bhn) &, F—EBICHEBLTH
D, 5RIC40U/L, 36 U/L THh -7z AST, ALT »34%
LHEB4 A EIIC199U/L, 175 U/L & %2 ) #5050 1k X
Tz, RIER & OREBEMRIE [WRetEA] <, BEH
HICLDHEBLEZZONL LOHWARIN TV,

m. = 2

MCFG & Z 1 F T® invitro, iv vivo IRERIZ B W T,
Candida J& D &7 53, Aspergillus B~DOA LSRR S
NTnpe LmE bivbhid MCFG Ol # A
IZBWT CPA OIER % 109 FIUNET 5 2 & AT E 72,
Z D& L EHITO MCFG DR RO BGEHZ W 0
TORETH 2 HREFEAAGETH - 72 11 Bl 2 B <
CPA 80 29 5 MCFG DA %)% 1L 638% TH 1, H
A2 6112 BV TH 57.1% DEBERDEIE S .
Hope & DHMFITIREN S X 912, —f&IIZ CPA D7
AT HIHIAMIII R AR TP ERE L v o8
TARNVFA =T EERINTWDLH, EBROBKEIT
7 AR Fu—=< & CNPA & ORI TRV
BlH% <, TNSITEHEEDDH L —HEDMFEE LTIRZ
HRELDEZLDHD, TNHDOZ EH D, KHETIE
B A YNGR R 2 S LT CONPA & 7 ANV
Fu—<OBWIEELR—IAT, T2EhEnI
3 A5MCFGO AR % &M L& 2 A, CNPAT
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620% (31/50%1), 7 AXRNLVFa—~<T667% (20/30
Bl) THolzo WHEHREOHIKRRAERTIZ, CNPA T750%
(6/8 %), 7ANRLFT—=T625% (10/16 %) DK
R ONTBY®, KRFA L IHERIE O R SRR
TREZIREDONE o720 T2, KREBEIZBWT
CNPA DE®FI 31 BI, 7 ARV Fa—<DHRE 20
Bl S+, WRHT R OWEENEN 774% (24/31 H1),
30.0% (6/20 B1) 1278 ST W7o IBERIF o iR 3Bk & |
FHER BT, HERE, WERENR SRR )
GBI TELRWD OO, FHRBITHT 2 REFOHR)
PATFERTERFE L E Z bz,

AEEHOWMNLETIE, 7T ARVFN ZIEIHT 5 H
P - HEE 50~150 mg (FEAE AT EEREE 7 R~V F )LV X
JEICIZ 300 mg F CHREMAE) & SN TWwb, CPARD
B9 2 AREEH O 5K & BRBEOBRIZDO VTR
ALz s, BEM TG ENOARIZICEITAD
Nhdotze —7, ERERTIE 150 mg DLT]#, 150
mgiB | HOBMENZNZEN286% (2/761), 545%
6/11B)) TH Y, AEAEIBD LNV DO EHG &
TOWBEPAERTH LRI EZ b7z, HL, EE
Bl 4k 225% (18/80 #l) & A7 <, A EI+4 R iRat
WCTE Lo lzlz0, JEIROEIERE & #5-8, HETE
(BRHOLI MO PIE R & OHEE) & A3k o B
FRIZOWTIE, 4% EOICEHEBIC X B ERRBET S F
N5,

B OGMERE RS L, BHEETIZ[14 HUT
BeGHETIE 429%, [15~28 AT % 5-8#Ti1x 786% O
AR TH o 72 AATIZFIBEEIC X ) MCFG 05
M AT RSB ST Wiz e, G-I & AR
DOBRIZOVTH LS Z L3 L WIS, R+ R
IZTI4 A ERRELEZ ONHL, 28 H% B2
BIEGNCBWVTIE, HHEECTIE 47.6% (10/21 B1) TH -
722Ehs, HH—EOMBICBWTREIENA LN W
B, MoENEOHHELZET 2LEsH 50
REVEZRIZ T 2R R EHE R bz,

MCFGIZREENLF ¥ 74 VRVEKHIZ, 7
V— )V RIE R IR AMPH-B & 3EHBE R % 572
O, ZTOHHMEPLEENS, TN FE Tinvitro R in
vivo IZBITFLF ¥ VT4 VRUEREELE 7TV - VRPLE
W3 AMPHB &L DB RIEE S MESIN TS
DO F AR, BRRICBWTH BRI L 2 ML IR
HEINTETNE2Y, SEOMETIIIHEICBITS
BRI 711% (27/38 1) LB, EREOME % HHT
LHEGEDR O N, S50, PHHER O RGRE 2 77
&2 A, 38 20 51 (526%) (VW3 ITCZ K1) 23
REHFX GO SHHENTBY, ThEDBIZBIT5
MCFG OF I 750% (15/20 ) TH o720 —H,
MCFG 56474 45-T ITCZ % AMPH-B Z 806 H L 7235
A3 64.3% (9/14 1), MOPLEESE & [ IS L7123

13 75.0% (3/4 B1) DRI HLNTZe T ARNVF IV
ZIENZXF S B IDSA DA A K74 »Tld, CNPA R 7T A
AR F A — <2k 5 primary therapy d L < (2 AlitIER
M lZxt9 % alternative therapy £ LT, ITCZD X9 %

MU TV VRER OB RSN TR, AR
Td, MCFG# 5RO L EoBFHEITBWTITCZ
RG-S Tz, bbb o5 OEEIL ITCZ
e 5 TIERIERIA T TH, RIEH & O HGRREE
TAVIAVIEET LI LT, BOAMEIES
NAMEEEZRLTWSE D ERbN S,

MCFG OZ&EMWITOWTIE, HME 61 fliciidoh
7222 61 35 thoEIEH @ 5 b (EIEH 5B 36.1%),
b DIEIHERE TH - 720 IFEERERE ORIEM I,
WIN D BB TR S ARIER L ORBEBERDY [HFE] &
ESINT2H DI h o 7o RIETE L RRE R 70 612 XF 5
& L7ZIR BRI, 21 BINC 33 fRoEIEH 235 B L (RIfE
B 300%), F74 b0 RBEEREN, y-GTP
e, ifnde ALP 31, BUN N, Iz L7 F =8
MTHY, WITHDEELRDDOTE LD o072 LT
SNTVRY, SN FBFLI D I FST BB ERE
K95 CPA g e L7z2s, BWEH oS, FEIZHR
REDIRDE & K& AR IIEO SN ah o7,

BIVERRBBUIHEZ KITT EE X LN L EmPG =
OBE HEIWERFEBIAR 2 A7z0s, HlE, BERREE D
(2, BIVEHIZEBUEGISR & ik, 5= oigins oIz
LARBERIEO LN LD o7, EHITEKRPETIE, H
MEED D B, BB TIIME SN2 72 80 i UL Lo Eils
F 8B 46, F7:1150 mg/Hll =M &7z 13
Bl 4 BB L 7-EWE OMNEE D ET L7228, 80 ikl
FoOEERE RO DN ERREES L2 kRE, FFICH
LR BEWERIZRRD b e do Tz,

Dk, SEOMAERKRIY, M7 20V F)V 2R
L C MCFG Bl CHR), T 7200 ICHEER TIE T V' — V%
PLEH 3R AMPH-B & O HIEHRIC & 2 HHEIIR S
N7zo ZEMICELTY, M H KA 2 e 3
BUEBIRO LI A LT, 80 i%2 B2 % HEiE < 150
mg/HZMZ 2HETHHEELREWEHIZ1FOATH -
726

INSORHED? S, MCFG X CPA KT 5 HH %G
BIREEZZ b,

E

RWRZbE 5 NFtoEAA, RITA—AIT
X, REREEZED B IZHToTERR D THEE VI
EE LA LITESHILE L BT Ed,
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Clinical efficacy and safety of micafungin, a novel echinocandin antifungal drug,
in pulmonary aspergillosis in a postmarketing setting
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Clinical efficacy and safety of micafungin(MCFG) in chronic pulmonary aspergillosis(CPA) were evalu-
ated based on postmarketing survey data on 109 subjects from 35 medical institutions.

Of these, 18 not diagnosed with CPA or violating specifications on concomitant drugs were excluded from
clinical efficacy evaluation. Apart from 11 nonevaluable subjects, the overall efficacy in 80 was 63.8% (51/
80). Overall efficacy by diagnosis was 62.0% (31/50) with chronic necrotizing pulmonary aspergillosis
(CNPA) and 66.7% (20/30) with aspergilloma. Overall efficacy was 57.1% (24/42) in the MCFG monotherapy
group and 71.1% (27/38) in the antifungal combination therapy group. No apparent differences were seen in
overall efficacy by dose among those mildly ill, i.e., 69.8% (30/43) for doses of <150 mg vs. 68.4% (13/19) for
doses of >150 mg. Observed overall efficacy for doses of <150 mg was moderately lower than that for doses
of >150 mg among those who were very ill, i.e., 286% (2/7) vs. 54.5% (6/11).

Total of 35 adverse drug reactions(ADRs) were observed in 22 of 61 subjects (36.1%) in the MCFG mono-
therapy group. The most common ADR was abnormal hepatic function, although none of the cases were seri-
ous or considered to have a definite causal relationship to MCFG. Of the 35 adverse drug reactions, only 1
case of renal impairment was serious and considered to have a definite causal relationship to MCFG. Aging
and higher dosage did not affect ADR incidence.

These results indicate that MCFG has favorable efficacy and safety profiles in the treatment of CPA in a
postmarketing setting.



