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MERD & OIEMEFE SR AL H 2 Bl L. B alBEOREE & P\ CHRIE O AL 29035,
AHNE CLDM IZ BPO #ElET 5 Z L2k 0, FERIEMZB 0 D RIEMERL B ~OHERZRE, RIEWRSZ O
FIE(LEPLIET 2 2 6N TE D EEZ LN TWD, 72, FLEEKITHF CORMMEAIC X 0 irEFAAHE L,
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LBz, ERNIZBWTHAZI S Th D BPO DA NE L ZRENRBD NI Z L6, 2014 4 3 AICH
EIRFEARREE ATV, 2015423 Al T IESIE] O%HE - IR THRER A IS LT,
K EN AR
1) Jackson JM, et al. : J Drugs Dermatol. 2010 ; 9 : 131-136.
2) Langner A, et al. : Br J Dermatol. 2008 ; 158 : 122-129.
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T ) =) 1.5% LR T I W
(3) T
IV HEA ) VBT AT VK
WABAEDR B 5,
R AL
U ERR L

(4) Bhm (RS, A, BES
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(jlﬁﬁﬂi‘l\i) YN > S 2 Vo

TS = L % —200W + hre/m? L 1 W) oHn

BRI E - PER, MR RSN A~ S VRIETE, ME 7 u~ b7 T 7 4—),

=N
[=p=cN
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%
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FEEE CREEEMIIEVESS 2 75)  © 95000~280000mPa-s
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MG RLA TR0,
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WRE4 TaT v IWET N
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TN EZ.ARIFFFLr (16) RUAFRT7Favr'Ly 30) 7Y a—v, KEgkr 1~V
T A, =T NEFT MY T LAKFM, AVEanZBI UL F MY A, FEREDK

(2) EREZEDRE
PARPASA

Q) B=E

PP

3. BHBRAROMRRUEER
LR

4.
CLDM U = A7 LK @ Fifitx. CLDM (CisH33CIN,OsS : 424.98) & L COELZEE (Jifi) Twrd,



V. SHFICEY SRR

5. IBAT HTIRETED & KM
BOETRICHT 2 TR, BIERY E 72 30BN ORESTERIND,

6. RANOFEFHTICEITIREMR
(1) RHMREAR

AR (RAFHIR, » )

PRAFRA: RAFIZTE AR AR 1579

&

0|3 |6]|9 |12|18|24|30]36

R oL
8 X ot | RN BP0 |O|Oo|Oo|lo|lolololo]|o
N N AB§
gy | )Ty | L ERERAET

WE%, M1y Aomry M EHWTER LT,
O : & & and FBEWEDNHMEN. X : &8 and/or FHEWE DS HIE S

(2) MoEEAER

S
(R, v H)

O 12]3]6

AT AP RE AR AR 1579

S

Ry 7oL
25°C X oAt | BRI g0 lOololololo
9 KY=FLv | L, GRMET
60%RH

F o
WE%, M1y Aomry MEHWTER LT,
O : & & and BEWEDNHMEN. X : &8 and/or FHEWE DS HIFE S

(3) =rEatER

SRR R
) B \ WRAFIIRS,
RAF LA (AT HE SRR E A E 4y )
0 1 2 3
R)7ar’L
- oA | RS BPO 1O 10100
65%RH RIxFLy | L, ZENMET
° Z3x—b | ZOMBIELRL | cpm ol o] x| x
FaeT

BER, K1y Aory MEAWTERLE,
O : & & and FHHEWE D BN, X : B & and/or JEZWE SRS



V. RHFIZEAY HER
PRAESRA PRAFIERE ARG SR 2 D% YR P S
e BPO O
-20°C. X v Ihf N
R0 wEwEE | Ky xFLy | RRDEAUH
N S FOMIZE L L
D L 7 Ix— b CLDM @)
Fa—7
R 2 P —— BPO X
25C meye | S
60%RH DOMITE L L LM 5
#WE%, K1FE0a Yy hEHWTER L,
O : & and EEWE BN, X : &% and/or FHGWE BN
RERIEE - MRIR, CREEE, pH. BRI TfR. BPO &, FEEWE (BPOH¥K) . CLDM &&, EEWE (CLDM U VT X7 )L
AKFHR) | A RR R
1. 200CT3 A, ZOB=RIRT4 BEMRE. Tz 4BV,
2. FAMAEE 120 J7 Ix-hr PAE K ORIE SRS = % /L F—200W « hr/m? BL_ RO S 4 R L7z,
1. ARERUVBHREROREY
ML
8. thFlEDEEEIL (MEIEFENEIL)
HEERR L
9. FBHMH
M L
10. &3 - a%
() FENIDELRR - . SEIVERLER - SEICET 21ER
Y LA
(2) %
T T v IREEZ N 10gX10 (Fa—7T)
(3) FPHAEE
Y LA
(4) BHEDOHME

Fa—F R ZFL LT IFx—F
E TV N R = il P



V. SHFICEY SRR

11. FERESNIEME
YLD

12. F0h
(1) g
1) BPO S HEAKIFAIZ GRS IE 2 A U, FIBE, FEFIML, SREA LD BEMIEEIR 25 & 292 &8
BTG D,

2) AARNERERA B 10 512 5510, AF|. BPO3%. BPO5%. Z/LEHK, Bkt GREK) 2 H[ME
WA KON B 1E 7 BBEESRS LB R ERMMEE LU FICRT,

RIS RFIE% (STF114849 &XER)

7RE K Fi
i e AFH BPO3% | BPO5% | #/LHF (Rt 1
i) Chamber
3 (N=20) 20.0 20.0 15.0 75 5.0 2.5
B[] B A SHE 30.0 35.0 30.0 10.0 5.0 5.0
(NA10) . . . . . .
P
(N-10) 10.0 5.0 0 5.0 5.0 0
3 (N=20) 65.0 70.0 70.0 12.5 2.5 0
; B
R 77
B AR B At (N=10) 30.0 40.0 35.0 0 5.0 0
P
(N-10) 100 100 105 25.0 0 0

(2) MR
CLDM @ MIC IFER DT ¥ FTHERURKE T FIRERK D MR DEBER G

ST %*ﬁi YAl =2 a2 N7 2 R yB BE
[ il (CFU/well) T B Bt IR, B
70 1% 10° Supplemented ek 35°C. 46~48 I
Brucella broth?
Fl 7 KU ERE #5%10° CAMHB? IR 35°C. 16~20 MR

a : Brucella broth+~3 > (Smg/L) +E# I > K1 (Img/L) +BIEME (5%v/v)
b : cation-adjusted Mueller Hinton broth

AHK1ZCLDM 1%-BPO 3%BL A7 /LT b,




ARICEET SRE

1. ZHRENITZNE
< 0 s A e >
AFNEED T RUEKE R, 7 7 R
<JEJSIE >
SN SE

2. PEEXIIHHRICEET SERLOEE

5. MREXRIIBRICEET HFE
R R ORI 1L, OB L& 42179 2 L,

(fZ:5)
ENFIAHRER (STF115287 3A8R) Tid, #EHEiIROFEEDN H 2 BE ZRA L TRV | /i R OFEEI L Tl
AHNZ X DIEFDRITHENEEZOND Z L, FFMERZMOIRMN CEFEESEZ IR LT,

3. MERUVRAE
() AERUVAEOHES

6. HiERUHAE
1 B 1Bl PEEEE. BEICHERLEBAT 5,

(2) RERVABOREEE - RHL
MR L

4 RERUVREICEEYT AERALOIEE

1. RERVAZICEET 58
2&%'0){%%’3?)7”_0( 12 BETHRNRBD SNRNGEIIEM 252 L, o, RIEM

BOBER LTSS a3, oY 2 ERHRR 2 95 2 &, 2l AFZ 12 8 282 THAT L
t%®ﬁ%$&0£ PEIRET STV RN, 12 B 282 TBRM T 2 BT DL BEME 2 I
HIr9 2 Z &,

(fEE5R)

E N IAERER (STF115287 3&EkR) DA 2 12 W CTEG L. 12 8B 28 2 2 I Mmst S iy
ZEMBEEE LT,




V. JREICEY HIEHE

5. ERERAE{E
(1) BERT—2/1\vr—
FH EA 2N
I | © STF114849 R (R EZaMEREr) | O 153 3Bk CtEtkomit)

© STF115959 iR (GEMEhAERER .
BPO 1 o Ay AL SR PEED

O 154 & B OeEEfT LLX—0/KE)
O 157 3B (BN LS O RET)

O S194-GB-01 =B
(CLDM O i H g, R HE O/
O W0261-101 3B
(RAFT A Z YT 0 OWHFED
il © 159 B (&GRSR
I | © STF115287 Bk (MRFFAYFAER) O WO0261-301 #&Bx (FREEARER)
© STF115288 7kl (MRaEAyaRER)

© : FEEERE O : BHE

i)

(2) BRIREIHFAER

A AR NBERERC A B 2 20 1% X412, AHl. BPO3%., BPO 5%, 7 /VEAIR OaMERT I (ZEEK) D& &
A WEISRAT LN B 1R 7 BRISESAT L7 (EIAHES T HRRER - STF114849 3XBR) 5, Hifli <y F7 % b0
FER. AHIOBEEIRAT 72 RfftE OFEAN T 5% O#ERE 12, KB 24.5 FefElth . 48 i)t K OF 72 W[ 1%
DFHIT 10~20% OHERE I, FERIME 2GR B vz, BRI MIL BPO 3% & UBPO 5% CTHRH H
Nic, oy F7 2 TR WTNOERT b CEMSOGITRETH O | HBEERIREZFERE L RN LRSS
iz, £7=, KKl BPO 3%+ LU BPO S%BARALIZ, FEFRFHHNL & bhiis U TSRO TR SOs O
T U F =) RO DAV R RSB ST, BRWET LA — AR LN RS v, EHEE
BRAFFERROECORE TR o1, £, ME, JRAEL AR, RER O 12 5FE0E KR E ORI,

ERIICEFRO H D EEBIRD Hiiedo Tz,
5) FEURITIED : BEIRESK. 2012 ; 28 : 867-876.

(3) AERIGEFERAER

WESNE TARRER (159 7ABR) ©

B IESEE : KIE (10 fEgk

H 1 CLDM 1%-BPO 5%, CLDM 1%-BPO 4%, CLDM 1%-BPO 2%, 7 /VIEHIDOH M,

LM DORRGE

HEBRT A | ZhEaxdiE, 7 o & AMb, FEIER OV VILAIRIR, CHEEMR, WATRER e
H

PO SRS BEEOS M SIEEE (CLDM 1%-BPO 5%#f 66 i, CLDM 1%-BPO 4%#¥
63 31, CLDM 1%-BPO 2%#¥ 65 f5l, 7 /LIEHIRE 64 )

T ERIEUE | - AR 0 12~40 5%
- BRI DO RIBE - RIEVERIE 20~55 . FERIEMERZ 12~150 A

- FEED R 3 ELLT

<875 14 B UANICER O R SEIRRZ LT B

cBE 30 BUNIZRFT VT axT e RefH LzEE
< iBE 30 BUNIZ2E O SRR LI-BE

cmE6 H ALURNICEEMLTF ) A REEH LT HBE

CLDM 1%-BPO 5%. CLDM 1%-BP0O 4% . CLDM 1%-BPO 2% XL~/ /VEHKl% 1 H 1A
(BtEr) BEEelct+oesd 12 BESA

FEIEEH | 1. 12 8RO EZBE (BIEMRBE. FERIENRBE) ORX—RXTF7 4 oMb DOELE
2. 12 BFRFOEMIC L 22 EEEF IGA) EhE

T 7RRAM AL TE

R 1%

|$ﬁMH1DM1%4»03%@%%&WV6%50 |




. ARICEEY 5EE

RIGHEIEE | 1. 3, 6. 9 WERFORLZE (RIEMERBEL, FERIEMERIZE) ORX—Z T A Vinb O
s
2. 3. 6. 9D IGA FehE
(EES ARE
FEFHIE A

1.

12 WEFDOS LB E (FIEMERIZEL. JERIENERZ) DR—=RA T A b DR LR

12 DO R—R T A 2D OELEIZ OV T, FEHIRE & K523 & O F A )
ZEAL EOFEM 21X, CLDM 1%-BPO 5%#£T 4.99 (p=0.002), CLDM 1%-BPO 4%#%
T 6.98 (p<0.001), CLDM 1%-BPO 2%#£ T 7.77 (p<0.001) THH ., Tk
IERET O ELAIE & ORNTHEHFHIA B EZDREO b,

7E. HEBEREOR T, B LHERISHFFNAERZTR O bt o
77

- IERIENERB L

12 BEFDOR—R T A 5 DOEALEIZ DN T, FEAIRE & & FEHAE & O % 22
AL EOREM 21X, CLDM 1%-BPO 5%F£T 7.53 TH Y. CLDM 1%-BPO 5%HED
HFERITE & ORMICHEF FAE BEZENRD bz (p=0.003),

ok, FEREHOM TR, HEEA LB LEICEFFNAERETRO LN -

77
12 BRBOERPH (REMERE. FREURERE) DRA—IXF3A4AUHhLDELE
CLDM 1%- | CLDM 1%- | CLDM 1%- FEFA
BPO 5% BPO 4% BPO 2%
(N=66) (N=63) (N=65) (N=64)
PIENE B
n? 65 63 61 61
R=RF 4 VOB, FEE (SE) 27.4 25.6 26.5 26.7
(1.08) (0.87) (0.93) (1.04)
12 WO B H FEE (SE) 122 9.4 8.9 17.0
(1.26) (0.94) (0.88) (1.74)
THEE G o) b (SE) -14.64 -16.63 -17.41 9.65
(1.092) (1.111) (1.125) (1.128)
TR AL O 2 (SB) 4.99 6.98 7.77 —
(1.567) (1.579) (1.592)
pfE© 0.002 <0.001 <0.001 —
IERIEME R E
n? 65 63 61 061
R=27 4 DREBH FEE (SE) 40.1 31.0 349 33.6
(3.16) (2.21) (2.50) (1.81)
12 W5 D B354 5 fE (SE) 23.0 20.8 22.8 26.1
(2.58) (2.37) (2.33) (2.37)
TR 2 k& (SE) -15.34 -11.63 -11.83 -7.81
(1.728) (1.750) (1.767) (1.772)
R HEB AL R D75 b (SE) 7.53 3.81 4.02 —
(2.476) (2.479) (2.501)
pfiEc 0.003 NS NS —

SE : fE#ERRE

NS : HE TRV

a. N—R T A UEEROEMRZICA R LY 1 BIRHEZ 52 7= iR E 5

b. PR B IR D FE= R — 45 FE R

c. BEENERE : NS B LNTZHA T, Tk < Y%l i B oL+ CTHEN
IZNS &A72LT,

AHKIIZCLDM 1%-BPO 3% E4 7V Th 5,




V. JREICEY HIEHE

A
(oo%)

2. 12D IGA R (IGA A2 T INR—2 5 A )b 2 LL FEGE U= g oE14)
12 D IGA AT INR—AT A )b 2 DL EWE L-WBRE O&E &%, HEAIEE
L DHZIZE Y, CLDM 1%-BPO 5%#E K% N CLDM 1%-BPO 4%#f ClIMet#HE
BANHED LA (CLDM 1%-BPO 5%#F : p=0.007, CLDM 1%-BPO 4%#f :
p=0.010) . CLDM 1%-BPO 2% TIZEHIFE & OMICHFHFRIAEZITH O b
Nz,

B, HFEEHEORICHRHZMABEZIIRD SN -T2,

12;8K® [GARITHIR—RS54 M5 2 U ERELEBEBREDIS

CLDM 1%- | CLDM 1%- | CLDM 1%- A
BPO 5% BPO 4% BPO 2%
(N=66) (N=63) (N=65) (N=64)
n (%) 23 (34.85) 21 (33.33) 20 (30.77) 9 (14 06)
p il GEAIRE L O big) @ 0.007 0.010 NS
a. lm JERRE : NS 23588 B AIE., ZThicke < Yika s B ORFIE T QEJE!’J

INS &R LTz,

BIEEAT I H

1. 3. 6. 9 WHRFORIEMEZIBE L PNIERIEM B D N—A T A /75>%®’7T1h%
3, 6, 9 HIFDR—RF A )b DO (ﬁ#ﬁ’}ﬂh;%ﬁﬁﬁw_ﬁ*% ﬂiﬁ’i
BEIZOWT, 3, 6. 9 BRFCAIFZEREE & HLAIRE & ORI Luirseéﬁﬁi%mu
Nz (p=0.027), FEREEEBENZ DOV TIE, 6, 9 #HEFZ CLDM 1% BPOS%%#&
FEAIRE & ORNTHEHFIIA BN bz (6 W @ p=0.007, 9 JEKF : p=0.004
[ANCOVA]),

2. 3. 6. 9D IGA FRIIE (IGA 2 a7 NR_N—2F A D 2 DL ik Ui ihg
DEIE)
IGA NI OWT, 3, 6, 9 HEEDOWT I OFHMERERTH, KRB L LR LD
ISR FAE BEITED b h - 7= (Cochran Mantel Haenszel [CMH] #:7E) .

Atk
SR T A M
RLBE BZEﬁLJ%&UBZT%%‘JHE@V‘TJEMKOU‘“CTB\ KL & HAIRE & O T, FEL
BB B 22172 ) o 7= (Fisher D EBEMESRE)

HEHEG

IREREE L BRI DO &b 2 4 EFLORELFEIL, CLDM 1%-BPO 5%HET 12.3% (8 ).
CLDM 1%-BPO 4%HR£C 22.2% (14 ), CLDM 1%-BPO2%#EC 8.1% (5 %) . F&A
HET148% (9f) THotz,

TRERIE L B O & 2 EE A EFGRBIGNL 2o T2,

6) FEPNER : BERAGE (159 7RER)

AFIZCLDM 1%-BPO 3% & 7 /L T %




V. ARICEY SEHEB

(4) HREIWIEAER
1) BERM®RIERER
ERNEMAGRER (STF115287 5£8&) 7

a)

FREREIE : BA (26 Mk

HHY

AAADBHM: SIEBH 2R ICAA L 12 BIRAT LI B OAME, 2 Ao Min

RERT A

SR, T b, FHEMM, HER GHEFR) | WATHR g

POES

SHEMESIEERE (CLDM 1%-BPO 3%1 A 1 [E#E 204 ffl. CLDM 1%-BPO 3%1 A 2 [@
HE297 5], CLDM 1%1 H 2 [al#£ 299 1)

EAp ARG

- AR 12~45 %
c R—=R T A UREOERIO S EIELFE ISGA) A=7 2Lk
- B - B ICRIENERISB 17~60 E D> IERIENER S 20~150 f#

ESRAGTAS B

c R—2 T A URHIZEENE R D
cEEMHESEEAENNIEDL 2 ERNH LN TV L IRKZ T E

kR T 1k

CLDM 1%-BPO 3%% 1 A 118 [4 (&I ] XiL CLDM 1%-BPO 3% X% CLDM
1%% 1 B2 [F, 4 GED 1. Bmed G, S, B, Jdz25T) 12
+8 QFTU™ A% E L) 12 HESAm

) FTU : Finger Tip Unit (AZ2 LI 1 BIffiE ©)

T 2R I H

2 BEFOREB DO R—AT A4 b OBV E

B KA H

1. 2. S AEF DIEIB I D R—A T A b Db

1. 2, 4, 8, 12 HBFOK L BE (RIEMRZBE, FERIEERZE) ORX—ATF 1

N5 D m

3.1, 2, 4, 8, 2 ERFOKEZBE (REBE, RIEMERBHE, FERIEMLEE) o~X—
X?4ﬂ/#%0ﬂW54

4. 128D ISGA A AT NR—RA T A4 i 2 L EdE LI5S OFI4

5. 1. 2. 4. 8. 12 BED ISGA 2778 0 X 1 & HESHI-wE 0EIE

6. 1. 2. 4. 8. 12 HFFDMEBEN =R T 4 5 50%LL R U= #isE o4

7. IEBRERIBAG R OHUE S (CLDM. NDFX) (2% % BRR A BERR DIz e (/N6 E
FEEJREE [MIC] )

%“f

.
W




V. JREICEY HIEHE

(ES

b
LA H

12 BIEEOREBEDR— R T A D DL &
< ARFI 1 H 2 BRI

12 B OREIBEL DR —A T A b OFEE bR EAERFZE [SD] ) 13, KAl
1 A 2 EFE (N=296) TlE, -60.4 (34.58) THo7=DIZxf L., CLDM 1%1 H 2 [A]
B (N=299) TiL, -48.9 (34.92) Th o7z, 12 BEFOKREIZE DT IR LI
LEDFET, -11.0 (95%(FHEXH [CI] :-15.0, -7.0, p<0.001 [ANCOVA] ) T
bV, AFI1H2EFETIEH, CLDM1%1 H 2 [FREE g LT, AEICREZBHEN
B L=,

< ARHKI T H 1 EIREOIELME

12 HEFORLZIBEDR—A T A b O R (SD) (X, &A1 H 1 [A#E
(N=177) TI%-57.5 (26.72) ToH->7=DIZ%f L., CLDM 1%1 H 2 [HFE (N=280)
TIE-50.0 (34.26) TH o7z, 12 HEFOREIZEOFIERF P B EO T, -
10.3 (95%CI : -14.8, -5.7. p<0.001 [ANCOVA] ) THo7=,

Bl R ETALTE B
1. 1, 2, 4, SHFOREBEDOR—RAT 4 L insOELE

1. 2. 4, SO, BMEBEDOR—AT A b OVEE{LEIL, CLDM 1%1 H
2EFELVAF 1 B 1 EFELO ] H 2 BFECTRKE T2,

1, 2, 4, 8 EROBREBDR—RSA UNLDEILE

AHA AHA CLDM 1%

1 H 1= 1 H 2= 1 H 2=

(N=204) (N=296) (N=299)

1 n 200 287 295
SE¥IE (SD) -22.9 (19.81) -25.6 (24.91) -16.9 (24.40)
95%CI -25.6, -20.1 -28.5, -22.7 -19.7, -14.1

2 A n 201 289 299
SE¥IE (SD) -32.9 (29.18) -37.9 (28.91) -26.6 (30.00)
95%CI -37.0, -289 413, -346 -30.0, -23.1

4 R n 201 289 299
SE¥IE (SD) -41.4 (27.41) -473 (31.04) -34.8 (30.92)
95%CI 452, -376 -50.9, -43.7 -38.3, -313

8 W n 201 289 299
SE¥IE (SD) -49.1 (28.97) -54.4 (34.65) -42.7 (33.49)
95%CI -53.1, -45.1 -58.4, -50.4 -46.5, -38.9

AFIZCLDM 1%-BPO 3% & 7 /L T %
AFNOENAGETIEZIBIERETH 5,




V. AEICEY 5IEE

(S 2. 1, 2, 4, 8, 12 HRFOKZIBE (RIEMIBE, FERIEWERZIBE) ORX—A T 1
(mo%) NSO Y #y
WTNOFHIRFIZIB W T S, RIEMRIBH & FERIEMR B D RN—A T A DD
Wb B, CLDM 1%1 H 2 [mIEEL D . AFI 1 B 1 RFELO T H 2 BIFETKRE
Nolz,
1.2, 4, 8. N BEBOBEEPHE (REMERPHEFEREERBH) O
R—RAS5A4AUhLDEILE
AHA AHA CLDM 1%
1 H 1= 1 H 2= 1 H 2=
(N=204) (N=296) (N=299)
RIENER B
1 JE n 200 287 295
SE¥IE (SD) -11.5 (7.77) -11.1 (9.72) -8.5 (9.06)
95%CI -12.6, -10.4 -12.2, -10.0 96, 75
2 T n 201 289 299
SE¥IE (SD) -15.0 (14.53) -16.5 (9.71) -13.3 (10.80)
95%CI -17.0, -12.9 -17.6, -15.4 -14.5, -12.0
4 TR n 201 289 299
SE¥IE (SD) -18.3 (14.72) -19.1 (10.19) -16.5 (11.25)
95%CI 204, -163 203, -18.0 -17.8, -15.2
8 I n 201 289 299
SE¥IE (SD) -20.9 (15.01) 212 (11.45) -18.4 (12.55)
95%CI -23.0, -18.8 22,6, -19.9 -19.8, -17.0
12 M % n 201 289 299
FEIE (SD) -22.6 (15.16) =232 (11.40) 2203 (12.43)
95%CI 247, 205 245, 219 217, -18.9
FERIEVER B
1 JE R n 200 287 295
FEIE (SD) -11.4 (16.79) -14.5 (19.85) -8.3 (20.60)
95%CI -13.7, 9.0 -16.8, -12.2 -10.7, -6.0
2 IR n 201 289 299
FEIE (SD) -18.0 (22.20) 214 (23.89) -13.3 (25.09)
95%CI -21.0, -14.9 242, -18.7 -16.1, -10.4
4 IR n 201 289 299
FEIE (SD) -23.1 (21.56) -28.2 (25.48) -18.3 (26.62)
95%CI -26.1, -20.1 31.1, 252 213, -153
8 ¥ n 201 289 299
FEIE (SD) 2282 (22.83) -33.2 (27.86) 2243 (28.40)
95%CI 314, -25.1 -36.4, -29.9 27.5, -21.0
12 F n 201 289 299
SE¥IE (SD) -32.5 (22.95) -37.2 (28.26) -28.7 (29.84)
95%CI 357, 293 404, -33.9 32.1, 253
3. 1. 2, 4, 8. 12RO E I (RREIBEL. RIEVERIBEL, FERIEMEREE) D~—
AT A NS DELR
WO I W T S, K RIBE (RIEVERZ L, FERIENVERIZEL, #ECE 0
DR—=RA T A NSO ELRIT, CLDM 1%1 H 2 BIFEXL Y KK 1 H 1 [[IEE
KOVl H2BIFETE ST,

AFIZCLDM 1%-BPO 3% & 7 /L T %
AFNOENAGETIEZIBIERETH 5,




V. JREICEY HIEHE

(o2%)

1.2, 4, 8. 2 BABOBRELTH HRESH. REERSH. ERXEERETH) O
R—RXSA4AhbNDEILE
AHA AHA CLDM 1%
1 H 1= 1 H 2= 1 H 2=
(N=204) (N=296) (N=299)
NS
1 Py n 200 287 295
LM (SD) 3120 (21.568) | -32.32 (24.765) | -23.19 (24.877)
95%CI 3421, -2820 3520, -29.45 26.04, -20.34
2 JAHEF n 201 289 299
Ml (SD) 4536 (28.356) | -47.89 (24.767) | -36.74 (31.366)
95%CI 4930, -41.42 -50.75, -45.02 4031, -33.17
4 JAHE n 201 289 299
M (SD) -56.06 (26.701) | -59.18 (23.509) | -47.01 (29.105)
95%CI -59.77, -52.34 -61.90, -56.46 -50.33, -43.70
8 n 201 289 299
M (SD) 6551 (26.779) | -67.58 (24.893) | -56.27 (29.421)
95%CI -69.23, -61.78 -70.46, -64.69 -59.62, -52.92
12 FRH% n 201 289 299
Ml (SD) 27341 (24.666) | -75.10 (21.602) | -63.89 (29.886)
95%CI -76.84, -69.98 -77.60, -72.60 -67.29, -60.49
PIENER B
1 FAHE n 200 287 295
M (SD) 42,07 (24.848) | -39.78 (30.109) | -31.37 (29.531)
95%CI -45.54, -38.61 4327, -36.28 -34.75, -27.99
2 ERE n 201 289 299
L (SD) -56.25 (35.867) | -58.62 (24.845) | -49.10 (30.795)
95%CI 6123, -51.26 -61.50, -55.75 -52.61, -45.60
4 FARy n 201 289 299
L (SD) -67.04 (33.063) | -67.33 (24.298) | -59.45 (29.248)
95%CI -71.64, -62.45 -70.14, -64.52 -62.78, -56.12
8 A n 201 289 299
SEHfE (SD) 27528 (31.243) | -74.54 (25.555) | -66.57 (32.739)
95%CI -79.62, -70.93 -77.50, -71.58 -70.30, -62.84
12 n 201 289 299
L (SD) -81.03 (29.170) | -81.43 (21.747) | -72.88 (30.430)
95%CI -85.08, -76.97 -83.95, -78.92 7634, -69.41
IERIEVER S
1 Py n 200 287 295
SEHfE (SD) 2460 (27475) | -27.83 (32.279) | -18.39 (30.507)
95%CI 2843, -20.76 -31.58, -24.08 21.88, -14.89
2 FHHEF n 201 289 299
Ml (SD) 3877 (33.274) | -4127 (34.126) | -30.21 (39.436)
95%CI 4340, -34.15 4522, -37.32 3470, -25.72
4 JAHE n 201 289 299
Ml (SD) 4939 (31.892) | -54.00 (31.315) | -39.80 (36.961)
95%CI -53.82, -44.95 -57.63, -50.38 -44.01, -35.60
8 n 201 289 299
Ml (SD) -59.25 (31.631) | -63.29 (31.326) | -50.26 (34.183)
95%CI -63.65, -54.86 -66.92, -59.66 -54.15, -46.37
12 JRH% n 201 289 299
Ml (SD) -68.43 (27479) | -70.98 (27.089) | -58.59 (35.723)
95%CI 7225, -64.61 7412, -67.85 -62.66, -54.53

AHKIIZCLDM 1%-BPO 3% 47V Th 5,
AFNOERNARAEIZIAIEHR S TH 5,




V. AEICEY A1ER

it 4. 12 HFFD ISGA AT NR—RF A )b 2 DL EYGE LT 9i5E oElE
(D2%) ISGA A 27 M3 2 L bdkss U 7= OFIE1X, CLDM 1%1 H 2 [EIEEXL 0 A% 1 H
1[EFER N B 2 [AIRET 4 BRF LIS R 2> 72,
ISGARATHRR—ZSA U5 2 U EHRELE-HBEEDES
AHA AH CLDM 1%
1 H 1 1 H 2= 1 H 21
(N=204) (N=296) (N=299)
1ERE | BE L n (%) 4/200 (2) 6/287 (2) 2/295 (<1)
95%CI 0.5, 5.0 0.8, 45 0.1, 2.4
CLDM 1%1 A 2 [BIEE & D kil
pfE (CMH 7€) 0.189 0.182 —
20K | BE L n (%) 12/197 (6) 15/281 (5) 13/297 (4)
95%CI 3.2, 104 3.0, 8.7 24, 74
CLDM 1%]1 A 2 [BIEE & Dkl
pfE (CMH 7€) 0.476 0.681 —
458K | BE L n (%) 23/191 (12) 27/269 (10) 16/296 (5)
95%CI 7.8, 17.5 6.7, 14.3 3.1, 8.6
CLDM 1%]1 R 2 [BIE & Dkl
pfE (CMH RE) 0.012 0.047 —
WM | FEh ', n (%) 35/186 (19) 49/260 (19) 22/292 (8)
95%CI 13.5, 252 143, 24.1 48, 112
CLDM 1%]1 A 2 [BIEE & Dkl
pfif (CMH #7E) <0.001 <0.001 —
128K | BEh L n (%) 55/184 (30) 82/262 (31) 42/290 (14)
95%CI 234, 37.1 257, 373 10.6, 19.1
CLDM 1%]1 A 2 [BIEE & D kil
pfif (CMH #7E) <0.001 <0.001 —
1. ISGANBNR—2AT A b 2 ktkEL=GE6% [Hkth) L EF L,

AFHIIZCLDM 1%-BPO 3% L& 7 /v Tl %,
AFIOENAREMIEZI B IERETH S,




V. AEICEEY 5EH

(S 5. 1. 2. 4, 8, 12FFD ISGA 2377 0 Xk 1 &HIE SN rg 0EIS
(D2%) ISGA A7 A 0 X 1 &HIE SNl OFIAIX, CLDM1%1 H 2 [B#E L 0 AR
A1 H1ERERO B 2 [BIRET 4 WL S > T2,
1.2, 4, 8, 12BK® ISGARa7HA0XIF 1 LHESh-HBREDES
AHA AH CLDM 1%
1 H 11 1 H 2= 1 H 21
(N=204) (N=296) (N=299)
1ERE | BZE YL n (%) 4/200 (2) 6/287 (2) 4/295 (1)
95%CI 0.5, 5.0 0.8, 45 04, 3.4
CLDM 1%1 A 2 [BIEE & D kil
pfE (CMH 7€) 0.572 0.470 —
20K | BE L n (%) 14/197 (7) 13/281 (5) 15/297 (5)
95%CI 3.9, 11.6 2.5, 7.8 29, 82
CLDM 1%]1 A 2 [BIEE & Dkl
pfE (CMH 7€) 0.335 0.844 —
458K | BE L n (%) 21/191 (11) 35/269 (13) 22296 (7)
95%CI 6.9, 163 92, 17.6 47, 11.0
CLDM 1%]1 R 2 [BIE & Dkl
pfE (CMH RE) 0.187 0.022 —
M | FEh ', n (%) 40/186 (22) 52/260 (20) 26/292 (9)
95%CI 158, 28.1 153, 254 59, 12.8
CLDM 1%]1 A 2 [BIEE & Dkl
pfif (CMH #7E) <0.001 <0.001 —
128K | BEh L n (%) 55/184 (30) 88/262 (34) 57/290 (20)
95%CI 234, 37.1 27.9, 39.7 15.2, 24.7
CLDM 1%]1 A 2 [BIEE & Dkl
pfE (CMH 7€) 0.006 <0.001 —
1. ISGA 237N 0 XX 1 OHEE Tk LEHELE,

AFHIIZCLDM 1%-BPO 3% & 7 /v Tl %,
AR OENAGEIEZIH ARG TH 5,




V. ARICEY SEHEB

R
(Do)

6. 1. 2,
1. 2,

4. 8. 12 BFOREIBEMNR—A2 T A D 50%LL BRVD U= oElE
4. 8. 12 HEFORBIBEINN—2 T A 6 50%LL B L= kirE oEE
1Z. CLDM 1%1 A2 [E#ELZ VO AFI 1 A 1 [EEEEOL A 2 BETE N> T,

1. 2, 4, 8, 12 BABOREBHNAR—R54 o5 50%L EFED L I-HEBEEDE|E
AHA AH CLDM 1%
1A 1 1 H 2= 1 H 2=
(N=204) (N=296) (N=299)
1ERE | BZE YL n (%) 35/200 (18) 70/287 (24) 44/295 (15)
95%CI 12.5, 23.5 19.5, 29.8 11.1, 195
CLDM 1%1 A 2 [BIEE & D kil
pfE (CMH 7€) 0.480 0.002 —
20K | BE L n (%) 95/201 (47) 147/289 (51) 95/299 (32)
95%CI 402, 54.4 449, 56.8 26.5, 37.4
CLDM 1%]1 A 2 [BIEE & Dkl
pfif (CMH #7E) <0.001 <0.001 —
458K | BE L n (%) 126/201 (63) | 205/289 (71) | 154/299 (52)
95%CI 55.6, 69.4 65.3, 76.1 457, 573
CLDM 1%]1 R 2 [BIE & Dkl
pfif (CMH #7E) 0.009 <0.001 —
M | FEh ', n (%) 159/201 (79) | 237/289 (82) | 205/299 (69)
95%CI 72.8, 84.5 77.1, 86.3 63.0, 73.8
CLDM 1%]1 R 2 [BIEE & D kil
pfE (CMH RE) 0.008 <0.001 —
128K | BEh L n (%) 171/201 (85) | 256/289 (89) | 235/299 (79)
95%CI 79.4, 89.7 84.3, 92.0 73.5, 83.1
CLDM 1%]1 A 2 [BIEE & Dkl
pfE (CMH 7€) 0.065 <0.001 —
. REBEN IR Y 50% LEHaE Tl CERLE,

7. 1RBRIEBAEZ OB i(GDM NDFX) (Zxt9 2 R 57 Bk o sz (MIC)

TBBREEBAI R OPUEE (CLDM) (X3 57 7 XEO MIC %t L7 R, &8E
T 12 @ MIC 57— # ﬂ%%ht%%ﬁ&m\xﬁUw:yﬁﬁwE%L<ﬁ&
L7,

X o T, IBBREEBATHIZ OM ST O MIC ZHIE T TBE DT — & T L, it
M VEm AR Uiz, AKI 1 B 1 ERT. A2 U —=" ZHZ 154 T MIC %

ETE0, IBREBAFZOMEDO MIC ZRIETEXT-DIX 2HTHoT2, 77
F B DY CLDM (2% Uit &2 7R Lz ix7)~:/7ﬁwlm 12 @MY 2 ¢
HY . IEBREBARIB T, T 7 XED CLDM (x5t LTEZ & U3z 38 Ly
I e o7z,

TAaME

TREREE L B O & 5 A FFROFEH R, CLDM 1%1 H 2 [HFE (9%) LY AHAI1 H
1Eﬁ(m%)tﬁﬁlﬁzﬁﬁ(%%)fﬁ#ot(Fm et (M EoEE
%) T 2HA 6. HEARMLANEE L ZOHEALKOLESE (1) | OES
) .

BB L MO b 5 HEEROEAFER (KBE 2% L) T 5 LM, B

PeRGge, RLBE, FRFEAE. BCRERIBL, FIBLIER 78, BRI, Bl & HEU& O
EEAEN, 4BFETITRBILT,
K, EERAFEERIEIRGII -7

7) : Kawashima M, etal. : BrJ Dermatol. 2015 ; 172 : 494-503.

AHK1ZCLDM 1%-BPO 3%BEL A7 /LT 5,
AFNOENARAEIZIAIERETH 5,




b)

V. JREICEY HIEHE

ERNEMARE (STF115288 5XE&) ¢
HABREME : AR (19 M

H A AARNOZEESIEBE 251, AoEmTh 25 BPO 3% % 1 H 18] 12 ¥
L7=BoFME, Zaettots

HBRTYA | ShigkILFE. T o oMb, FOVEARR, CESMK. TR iR

PSES S WIMEZIERE (BPO3%EE 178 fil, 7 /VIAIRE 182 1)

TR B GRIEUE | - A 0 12~45 5%
c R—=2 T A VIEOEMOEMEELFAL ISGA) 227 2Lk
< BB BRI RIEMER IS 17~60 82> 03ERIENME R IZ 20~150 {8

ERBRAIESE | - R— 2T ERHIEE TS Y
SEHSEZE(LSESZ ERH LN TW DR A2 T &

B 5 1k BPO 3% U7 VA% 1 B 118 [4 (BHERD 1 . BRI GESS, S35, .
WA Ete) I8 QFTUZEZE Liz) 12 BE®Am

FEIMEE | 12 BRFOREBEOR—RAT7 4 b 0E{LE

R AT H

1. 1. 2, 4, SHEFFOREZBEDOR—A T4 U Inb OB E

2. 1, 2, 4. 8. 12 HRFOKFEIBE (RIEMWRIBE, IEREMERBH) OX—AF A
NYNYOY | dh=x

3.1, 2, 4, 8, RRBEROKEZE (RS, RIEMEIBE., IEREERBZEH) O
NR—=2F A b O

4. 12 M (1. 2. 4, 8HMEZETe) DISGA A AT NR_R—Z T A b 2 UL ik
L 7= s oE S

5. 1. 2. 4, 8, 12 ##FFD ISGA 2377 0 X% 1 &HIE SN 0BG

6. 1. 2. 4, 8, 12 ABFDOIEZIBEINR—AT A 036 50% LA B U=k 0E1&

LEES

BIE
FEFmEH
12BFFDOREBEDOR—A T A4 U Ins OB E
12 HEFOREBEDN—R T A vt O ZE{LE (SD) 1, BPO 3%EETIL, -
44.0 (32.34) THHT=DIZHRI L, FEFIBETIT, 222 (34.02) THo7=, 12 BHEFORR
R DO FREEF 2 LB EDZEIE, -21.0 (95%CI : -26.2, -15.8, p<0.001
[ANCOVA] ) T&®Y ., BPO3%HETIL, HAIRE L iR LT, #MEHFHICA EITH

LT,
12 BEDOREBHDR—RSA UM LDELLE

BPO 3% A

(N=178) (N=182)
n 177 182
FEIE (SD) -44.0 (32.34) =222 (34.02)
R RE -40.0 -24.0
o/ ME, I KIE -165, 37 -143, 104
95%CI -48.8, -39.2 272, -172
R AR (SE) -42.9 (1.93) -22.0 (1.89)
FEAIRE L D% -21.0
REMZED 95%CI 2262, -15.8
p fii (ANCOVA) <0.001

AHKIIZCLDM 1%-BPO 3% 47V Th 5,




V. ARICEY SEHEB

(S IR I H
(D2%) 1. 1, 2, 4, SHEFEOREBHOR—RAT A D OELE
BPO3%RETIL, MEBZBE D, 1, 2, 4, SHEEFDOR—RA T A D DOE{LED T
2, FAIFEL W RE o7,
1. 2, 4, 8 EBOREBHDOR—IXS4A UhbDELE
BPO 3% A
(N=178) (N=182)
1 n 175 179
EXME (SD) -16.8 (22.64) -9.0 (16.00)
95%CI 202, -13.5 -113, -6.6
2 WA n 177 182
EXME (SD) -25.3 (25.53) -14.0 (22.23)
95%CI 29.1, 215 -17.2, -10.7
4 T n 177 182
F¥)E (SD) -32.9 (27.07) -17.1 (25.29)
95%CI -36.9, -28.8 208, -13.4
8 W% n 177 182
F¥)E (SD) -40.4 (30.63) -20.2 (29.20)
95%CI -449, -358 245, -159

AHKIIZCLDM 1%-BPO 3% 47V Th 5,




ARICEY SIEE

(Do)

2.

3.

1, 2, 4, 8, 12RO RBE (RIEVEZE, FFRIEVEEBE) D=2 T A

NYNYOY | dh=x

BPO 3%#E Tl RIEVERIBE & IFRIEMEBIBIE D R—A T A b DE{LEDF

IS AL D R&E Do,

1.2, 4, 8. R BEROERDH EMRBH. FRERRBE O
R—Z5A A bDELLE

BPO 3% A
(N=178) (N=182)

1 By n 175 179
FHME (SD) -8.2 (9.25) -4.6 (8.99)
95%CI 9.6, 6.8 -6.0, 3.3

2 R n 177 182
F¥)E (SD) -12.2 (11.20) -5.8 (10.75)
95%CI -13.9, -10.5 -73. -42

4 Ry n 177 182
F¥)E (SD) -14.9 (11.71) -8.3 (10.92)
95%CI -16.7, -13.2 99, -6.7

8 W IF n 177 182
FHME (SD) -16.8 (11.63) -7.8 (12.84)
95%CI -18.5, -15.1 9.6, -5.9

12 R n 177 182
FHME (SD) -18.2 (11.65) -9.5 (12.82)
95%CI -20.0, -16.5 -11.3, -7.6

IERIEME B 5K

1 By n 175 179
F¥)E (SD) -8.6 (17.93) -4.3 (12.32)
95%CI -11.3, -5.9 6.1, 25

2 W F n 177 182
F¥)E (SD) -13.1 (19.79) -8.2 (17.81)
95%CI -16.1, -10.2 -10.8, -5.6

4 JH B n 177 182
FHME (SD) -17.9 (20.61) -8.8 (20.33)
95%CI 21.0, -149 -11.8, -5.8

8 I n 177 182
EXME (SD) -23.6 (24.05) -12.4 (22.93)
95%CI -27.1, -20.0 -15.8, 9.1

12 FE R n 177 182
F¥)E (SD) -25.8 (26.24) -12.8 (27.79)
95%CI 297, 219 -16.8, -8.7

1 2, 4, 8, 12 WRFOHEBH (MEBE, RIEMEEIZEL,

R=2F A U bOEHE

BPO 3% HETIx, FEBE (RIEMEEB L, FERIEMERIS L,
T A D DOEALROITIEN . EAIFEL Y mr ol

FRIEVERIZH) D

TEBEL) DN— R

AHKIIZCLDM 1%-BPO 3% 47V Th 5,




V. ARICEY SEHEB

(Do)

1, 2, 4, 8, 12:;EFRDERZE HEE, SHEREE. IR DAN—RTA A LDZ LR

BPO 3% FHHA
(N=178) (N=182)
BB

1 By n 175 179
F¥)E (SD) -22.98 (25.207) -12.89 (21.594)
95%CI -26.74, -19.22 -16.08, -9.71

2 R n 177 182
FHME (SD) -36.67 (30.304) -20.42 (28.554)
95%CI -41.17, -32.17 2459, -16.24

4 JH B n 177 182
FHME (SD) -45.77 (29.830) -25.09 (32.289)
95%CI -50.20, -41.35 -29.81, -20.36

8 M If n 177 182
F¥)E (SD) -55.84 (30.486) -28.14 (37.990)
95%CI -60.36, -51.31 -33.70, -22.59

12 FE R n 177 182
F¥)E (SD) -59.98 (31.856) -30.80 (46.699)
95%CI -64.71, -55.25 -37.63, -23.97

1 By n 175 179
FHME (SD) -30.57 (31.879) -16.72 (32.528)
95%CI -35.33, -25.81 2152, -11.92

2 R n 177 182
EXME (SD) -45.79 (31.825) -20.52 (42.315)
95%CI -50.52, -41.07 -26.71, -14.33

4 Ry n 177 182
F¥)E (SD) -53.88 (35.739) -30.28 (38.057)
95%CI -59.19, -48.58 -35.85, -24.71

8 W IF n 177 182
F¥)E (SD) -60.15 (32.387) -28.13 (44.087)
95%CI -64.96, -55.35 -34.58, -21.68

12 R n 177 182
FHME (SD) -63.95 (33.826) -35.71 (42.669)
95%CI -68.97, -58.94 -41.95, -29.47

IERIEME B3

1 By n 175 179
F¥)E (SD) -18.38 (30.522) -9.27 (26.397)
95%CI -22.93, -13.82 -13.16, -5.38

2 F n 177 182
F¥)E (SD) -30.88 (35.429) -19.25 (36.209)
95%CI -36.13, -25.62 -24.54, -13.95

4 Ry n 177 182
EXME (SD) -40.56 (33.580) -20.61 (38.901)
95%CI -45.54, -35.58 -26.30, -14.92

8 I A n 177 182
EXME (SD) -52.38 (35.945) -26.88 (46.493)
95%CI -57.71, -47.05 -33.68, -20.08

12 R n 177 182
F¥)E (SD) -55.93 (38.947) -27.61 (61.780)
95%CI -61.71, -50.15 -36.64, -18.57

AFHIIZCLDM 1%-BPO 3% & 7 /v Tl %,




V. JREICEY HIEHE

ol L 4. ISGA A a7 N_R—AT A b 2 U EikE L lE 0&4&
(H5%) BPO 3%HE T, 2 BIFLAREIEAIRE X 0 @ VEIA T, 2, 4, 8, 12 D ISGA =
AT PR—=RT A b 2 L ESE L,

ISGARAT7HAR—RSA4 UMD 2UEHELE-HEBREDES

BPO 3% A

(N=178) (N=182)
1 E B B n (%) 0/175 (0) 1/179 (<1)
95%CI 0.0, 2.1 0.0, 3.1

pfE (CMH 7€) 0.317
2 B n (%) 6/177 (3) 1/179 (<1)
95%CI 1.3, 72 0.0, 3.1

pfE (CMH BE) 0.041
4 Ry B n (%) 12/176 (7) 2/178 (1)
95%CI 3.6, 11.6 0.1, 4.0

pfE (CMH BE) 0.004
8 i IF B n (%) 18/168 (11) 5/173 (3)
95%CI 6.5, 16.4 0.9, 6.6

pfE (CMH 7€) 0.003
12 FA B n (%) 31/164 (19) 2/166 (1)
95%CI 13.2, 25.7 0.1, 43

pfE (CMH 7€) <0.001

1. ISGA R T MR—RT7 A 062U ERELELGE T3 EERLE,

5. ISGA 22 7R 0 XL 1 LHESN-HEBREOES
BPO3%RECIH, AEFREL D 1. 2, 4, 8, 12 HARFIZISGA A a7 % 0 XX 1 &¥|
E SN HBRE OBIG N EN-o T2,

1.2, 4, 8, 12 BB® ISCARI7HOXF T LHESAEEHEREOES

BPO 3% A

(N=178) (N=182)
1 F B n (%) 4/175 (2) 1/179 (<1)
95%CI 0.6, 5.7 0.0, 3.1

pfE (CMH BE) 0.174
2 F B n (%) 6/177 (3) 0/179 (0)
95%CI 13, 7.2 0.0, 2.0

pfE (CMH BE) 0.013
4 F B n (%) 12/176 (7) 1/178 (<1)
95%CI 3.6, 11.6 0.0, 3.1

pfE (CMH 7€) 0.001
8 T B n (%) 16/168 (10) 3/173 (2)
95%CI 5.5, 15.0 0.4, 5.0

pfE (CMH 7€) 0.001
12 JHFF B n (%) 35/164 (21) 3/166 (2)
95%CI 153, 28.4 04, 5.2

pfE (CMH BE) <0.001

1. 2a7R0XiE1 0BE% R EEFR L,

AHKIIZCLDM 1%-BPO 3% 47V Th 5,




V. ARICEY SEHEB

ey 6. MBI —ZF A 236 50%LL B U - g o EIS
(Do) BPO 3%RETiE, 1. 2. 4. 8, 12 WEFOREBENB =T A4 15 50%LL B

D LT HRE ORIGIE, EAREL D bmsoT,

1,2, 4, 8, 2 BRDBEBEMAR—Z54 Uh b 50%LLERD LI-KEBREDEIE

BPO 3% A
(N=178) (N=182)
1 E B B n (%) 25/175 (14) 7/179 (4)
95%CI 9.5, 204 1.6, 7.9
p fi (CMH R E) <0.001
2 B n (%) 60/177 (34) 32/182 (18)
95%CI 27.0, 41.4 123, 23.9
p i (CMH KiZE) <0.001
4 Ry B n (%) 86/177 (49) 38/182 (21)
95%CI 41.0, 56.2 152, 27.5
p i (CMH KiZE) <0.001
8 i IF B n (%) 115/177 (65) 54/182 (30)
95%CI 57.5, 72.0 23.1, 36.9
p fi (CMH ) <0.001
12 FA B n (%) 116/177 (66) 73/182 (40)
95%CI 58.0, 72.5 329, 47.6
p fi (CMH M) <0.001

etk

L EBEND IR L b 50%BA Licha s TS EE#RLT,

VAR L B0 b 5 AT E RS OFBIRIT . BPO3%EE (30%) O Jas. HATE (5%)
T oELoT,

FLHIEE 1 0 BPO 3%BED F 78 BB A8 o T A A 4 C by 7 S B AR i
RS Ye. TREERE. KTBE. REAI. BEROIEE A LN, 8 BECICRE LT,
. B A E R B A o T

8) : Kawashima M, etal. : J Dermatol. 2014 ; 41 : 795-801.

2) REMHR
AARANOSZEESEEE ZXRIT, AFlZ 1 H 1ESUT 1 HE 2B 12 8H, BB R OA ML 0L
VR0 2 2 BN E UTE Lo BIER LS B TRER FhiaA I : CLDM 1% 77 /v) O
RiT, LT LB ThoTe (RFIOAGEMIE - MEX 1 A 1 EERE) |

EBH 12 BROBRBEDA—XZ4 ohbDELRE (ITT £H)

AFI1TH 1 [ERE AKI1H 2 [BI#EE CLDM 1%1 H 2 [l
R—=RF A 76.3+30.05 (204) 80.2+36.05 (296) 79.6+37.76 (299)
WA 12 % 20.7+24.35 (201) 19.8+£20.73 (289) 30.6£36.22 (299)
A -55.1£29.59 (201) -60.4+34.58 (289) -48.9+34.92 (299)

CLDM 1%1 H 2 [FI#EE D
REMZE [95% (2 HE X [E]

-8.2 [-12.9,-3.6]

-11.0 [-15.0,-7.0]

p,fﬁ a)

p<0.001

/

TR R (150
a) WATRE, N— AT A A, BRI R S LIS E T L



V. JREICEY HIEHE

BRI COMmPER O A5

SHEMESE ORI L, A T EAMER SN TWD T 7 REICOW T, BRI TO CLDM (Zx%f
T 57 7 FEMPERED 5340 2 MIC BIICHRE L7z, AFI1 B 1 EFEESUE 1 B 2 BIFETIE, 7 27 2 E O
BTN — AT A VEEE T 12 BEETiD LT,

EMAR TOMERDS A : MIC 3| (STF115287 FHER)

; . - Hifh IR 57 FifE MIC (pg/mL)
BAf e i 5
i PRIBUR Y] MR 8 16 32 64 128 | >128
N—2 T A W 13 2 0 1 0 8 2
AF#KI1H 1A -
12 A 2 0 0 0 0 0 2
R— 25 A W 22 2 3 1 2 9 5
AFI1H 2[A -
12 AR 8 0 1 0 1 4 2
CLDM 1%1 H 2 NR—=R T A W 21 3 4 0 0 8 6
[A] 12 A 18 0 2 0 1 9 6

Resistance breakpoint {3 =8ug/mL & L7z,

(5) 8% - HERIHER
DR L

(6) AEEIEH

1) ERARERE (—RERBRERE. RECRARERE. EARELERRAR) . RERTRT -2 X—XHE.
SERTRERABROAR
R L

2) FBEHE LTERTFEONBEREEN L HROBE

FERAREREHEOEF
H Y ARFN O FHEEE T T O K O 0D Bt
Ak Hh gk gk 7 2
OESiE] e SIE R
TRAT I (BIEHARD) | 243 » AR (12 8H)
T RESE B 2,000 1]
KIS (FUAEWEBERGR 2 L) . RIERITER & OV 5 PE OB OGO
FRAEEE FHURDL, BAHAIZIB T 50 FEFROFIRIL, S HEMESE IS 2BEF
& OO RN, AL SE OO FEWE & OO RO 2%
() 2ot
AN v/

AFIZCLDM 1%-BPO 3% & 7 /L T %




VI. EMHEEICEY SHEE

1. EEZNICEEHSHILEMXITILEaMEH
TV E< A ) BT AT ORI ) v a~ A v U RIAEYE
WEELR> AL B R e L

2. &R

(1) eI - VERBEF
VAN A GV ING S0 &% Vi L7/
CLDM VU Vg 27 /VIT AR TR0 i# 40T CLDM & L CHUEEME 2779, CLDM 1327 7 A BPEER
FRER OB R F B ORSZMEE DO VR Y — A 508 7= MIFEEG L, 7 F FEEBEERE G & R
ELTCEAAKREEET S Z &LV, MEOHEIEEIH T 5,

i@@?'ﬂﬁ/\\\/\//]} /I/ 10) ~13)
BPO @ WA 2R3 2 E D HIEREICRIE L, MIEOE < OLFHERR S 28T 52 L2k -
TR PIETEME 2R3, X, T CREBFMICOES N DB CIEMmEL BT 52 &0 b,
BPO & = DIGPEREFEIC & 5 O /8 & O DNA DOfR{HEEZ N L THEEE 2 R"T 2 bE2bN D,

(2) EEZEMTHHBRRAE
1) MEE%
a) In vitrosB&
VAL A IV

CLDM FEEFEED S L, |EEIBEORRETHL7 7 3W (e Ad=~"r TV U LRDT T
LGPEDBRRIER) KO EMESIEORBICHIET 2R LT FUKE (77 LBMEERE) (2 LT in
vitro CHUETIEMEZ "9, CLDM O 7 7 REFEHERR L VR 7 B BKBEREERR I 332 MIC 1%, 22
1 0.02~0.03" KN 0.39ug/mL> Th oz, £z, ENE AR T, JRBREEAL BAARTIC R L 72Kk
RO BES LI T 7 X RERIR S BERR (599 1K) KROFRK T N U EKEERKSBEER (361 £8) 1ITxt+2
CLDM @ MIC ZJIE L7z, & DOF5H. CLDM O 7 7 3 H iR 3 BERR IZ %32 MIC O#PHIZ=0.06~ >
128ug/mL TH V| MR (resistance breakpoint : Spg/mL LA E) 1L 93% ThHh o7z, £z, XHET KUK
T B R 20 BERR Tk MIC O#iPHIZ =0.06~ > 128ug/mL TH Y | fifE3% (resistance breakpoint : 4pg/mL LA
) T418%THHoTz,

TOFERUVRR T FOREOERBRRS BRI 5 CLOM OHREEX

o % N MIC D#iPH MICs MICyo MR (%)
i o (igml) | (ugml) | Gugml) | GPEEBES 9
;fg%% —~ —~ 0.02~0.03 - - -
| - - 9.3
REON 599 | 2011~2012 | 0.06~>128 |  0.12 2 (56/209)
KT R ERE
s - - 0.39 - - -
FT R ERE 41.8
o e 361 | 2011~2012 | <0.06~>128 |  0.12 >128 (s1s6D)

a : resistance breakpoint &7 7 R TlE CLSI (Clinical and Laboratory Standards Institute) (ZHEVY MIC=
8ug/mL, R 7 N UEKE TiX MICZ4pg/mL & 3R E




EE L A 110

~18)

VI

RMWEEICEHY HER

BPO O 7 7 FHAEHERE (9 #%) 1Z%F9 5 MIC 1 100~800ug/mL CT&H ¥, BPO 1T 245 DEEIZH LT
EIEMEZ R IR D 1 ~2 (5 TR 2R LTz, £72. CLDM it 7 7 R AR B 11 k&2 & 16 Bk
7 7 FEIZXT 5 BPO O MIC & UOXMBC O#FHITZIZ4 50~100 K OY 100~400pg/mL T - 7=, Z DA,

EM TSSO 7 v B4 = "2 7 U O LJEOE (4 10 #K) 1239 % BPO & MIC [TV 4L E 64~
128ug/mL TH ¥ . EM g3z, Macrolide-streptogaramin B [fif*: X {% Macrolide-lincosamide-streptogaramin

B MMEDFERZ T R EKE (% 5. 10 B0 |

%5 MIC (W34 512ug/mL Th o7z, L7zh-> T,

BPO (FHEAIMED T r A= "7 T VU AEOE KPR LZ 7 RUEKEIZH LT, ThE0 EM B
PERE & BIFEE D MIC 2= LT-,

7 U RERERICH S S BP0 DIEENS

B BREL MIC (pg/mL) MBC (pg/mL)
ATCC29399 1 100 200
ATCC25746 1 100 200
ATCC11827 1 400 800
ATCC6919 1 100 200
T A AR YERR ATCC6921 1 800 800
ATCC6922 1 200 400
ATCC6923 1 200 400
ATCC33179 1 400 800
ATCC11828 1 400 400
CLDM it 44k = &L 7 ¥ *HIZ*x9 % BP0 DIEE M
i MICso MICso MIC D#FiPH MBCso MBCy MIC D%
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
BPO 50 50 =50~100 200 200 100~400
EXIMERERETEIZXT 5 BP0 DIEE
e . MIC (pg/mL)
B il A BP0 oy,
EMI&ZMET o B F =75 U 7 LG 10 64~128 0.06~0.125
EM it 7 1 &= "7 5 U 7 L& 10 64~128 512~ >2048
EM SRR 7 R 0 EREA 10 512 0.25~0.5
MS [fittER EE 7 K 0 EKEE 5 512 256~512
MLS PR 7 R 7 EKEH 5 512 >2048

MS : Macrolide-streptogaramin B, MLS : Macrolide-lincosamide-streptogaramin B




b) In vivoiER
VDIV i X DSOS ]/ 2 | a7 IR
BIRESR DT 7 XD 10* 2 v =—/cm? LA ETH - 72458 E 73 & Ori&EkIZ, CLDM 1%-BPO 5% %7 /v
XITHe 5 3 FEFHO CLDM 1% HAIZ 1 B 1 [B1TC 2 %A L7z, CLDM 1%-BPO 5% %7 /L 0 &4 [
1 ROV 2 BRE#%OT 7 xEEIL. 3 FEEO CLDM 1%4MVHAI & ik L TP b AEICRE <A L
7= (p<0.01, Tukey D HE LT,

CLDM 19%-BP0 5% ILDEMIZKL S E FIZEEERD T 7 REBDFE LD

7%2§%@ GDMl%BHU%E»f P C%?Tfjﬁ%” e
R n=17) (n=20) (n=19) (n=17)
’Qa;;zégy' 632051 6.055061 | 624059 | 6.15+0.64
“@?E%2f§¢ék 2710.63 016041 | 036049 | 047040
(b %) (99.7) (30) (56) (62)
Ziﬂﬁiézzidﬁﬁ 3.08+0.95 1035104 | 091+068 | 1.34:0.64
(R %) (99.9) (89) (88) (94)
TH)EESD

2) XEMmME
BT A
CLDM % EM %0~ 7 17 A RRPFEEK L O CREMENRHRE SN TS, EM 12X DiEFE I
X > TCLDM IZiifEZ R4 Z &b dH D,

3) ABRIEERRUEMBRIER
J\@Hﬁﬂﬁ“\\“/‘/\‘/f L 21) ~24)
TA =7 ADHERIIERMIT T /LIZHB VT, 10%BPO 2 1 H 2 [E[#E 5 A D LY A > C 3 BB AT
5 LT, AEIOBEEZ M GiEOIERITS T 5 MHEERDN ALz, VXD a—1 2 — Lk
AR LT, 5 X 10%BPO 2 1 H 1 [l 5 HREO LY A CT2RMBMAT 52 L1k 0 ., miE
DRE ZERKTR S0%D SET=, FIAF U AT VA Ry 70O BEKRBIERMITT MZBWT,
10%BPO % 1 H 1 FILLEDEET 14~21 HREOBAIC X Y BEICEREOAERBEER RO bl
HiZ, B hOa— ¥ — VRIS LT, 10%BPO @ 1 B 20 6 BMBAICLY ., 8EDMY

FIBELE N e O A O IR (25~50%84) Z27R L7,

AETHEIREIL TV B HEIZCLDM 1%-BPO 3% &L Th 5,




4) RIEMNGIMER R Vi iEER
7 U \/57°7,]) % 25) ~27)
CLDM I invitro T7 2 F BRI T BERR O MIEEYE U S —BREA 2 il L7-, S5 M SIEEE 2 CLDM 1%
% 1R 1A 2 BESMALEE &S, SFEESIEORERISICEGT5EZ2 6TV EIEFD
VBRI 2K T 72, F72. & FEMERD in vitro YA T4 i3 ilEEIC R LT 0.2ug/mL BL_E Tl
HVER %2~ LT,

WE L A L 2 29
=)L T U NKAL —DHEIIZ 10%BPO % 3 HERAT 10 [FEBAAT 25 2 LIk, HAIEA & bl LT
FRRRR O R, PH] F I ¥ AR IR IR R & OV R o B ig iR 3k 2 W I b A EICIK T
872, BPO I in vitro Tt MR AMERD ARV AR— /Lo 2T LRI X 5 IEPERR 35 i % i FE A A7
FIZHHI L, Z D ICso1d 12.7uM Th o 72,

(3) YEFISEIRBSRA - FEIERE
AR L



VI. EMEEICEd 5EE

1. mpREDHR
(1) AE AN L PR
DR L

(%)

VAT A& G
T U FHEEERICHT D MIC 13X 0.02~0.03ug/mL THY W | KT FUEREEERICHT D MIC 1%
0.39ug/mL ThH o7z 9 Fio, AFIOENEMAHRER T, 1RBRILEAMBLEATNERI L 72 O o &
WTe T 7 R ERIR ST BERR 599 BRI ORI 7 B U BREERE IR /3 BERR 361 BRIC KT 2 & M A IE L 7o 51
T U R BERR D MIC O#FiPHIT=0.06~>128ug/mL TH Y, MPER (resistance breakpoint : MIC=
8ug/mL) 1% 93% Th o7z, RELTZ NV EKEEAR D BERD MIC OHiFIEX=0.06~>128ug/mL Th > 7=,

EER Y A v
7 U AREEEERIE N EMEZMEO 7 e B =" 7 U U AEOE K OFRKZ 7 FUEKEIZXT 5 MIC &,
ZHEI 100~800, 64~128 N 512ug/mL & WFNOERICK L CHRRE CTh -7, £72. 77 1@
FEMERRIC R L CL SEETE 2 R T IRE D 1~2 (F CTREIEM AR Lz,

(2) BRERHBRTHRE SN -IPRE
VINZ A= G
A A NIZHUT 5 Al 20
fEEER A B (6 #) OIEHEFEIZ CLDM 1% 7 /L 2g Z HAEAT L7z & & O MFEHREILZE < OfiE ©
EEMRA (132pg/mL) AN CThHo7, F72, CLDM 1% 7L 2g & 12 BRI 9 BISKEERAR LTz & &0
Fith 12 FER] O MAE PR 3 MIBA TIRIE T L 720, REEAEDO Cmax £ 161 3pg/mL TH 7=,

SAE BT D A 3D

FRAERE N S B O SIERE (24 1) OB CLDM 1%-BPO 5% %7 /L® 1g % 1 H 1 [E] & * CLDM
1%w—ar005g % 1 H2EZREN 4 HEFEAMLZ L ZOMEET CLDM K ZOR#EM TH D S-
FE{LAR DS % F2-1 12773, CLDM 1%-BPO 5% % /L D i #k 5 5.4 24 BRI 3517 B R i £ X CLDM K&
O S-BRLIRTENEN 5.8 N 5.4ug/mL & CLDM 1% 11— 3 A & FFEE THh - 72,

=-1 EMHIERFZICCLDM 1%-BP0 5%~ )LD 1gx 1 H1EKRUCLDM 1%90—> 3> 0.5g %
18 2E4:8@%FHALI-&EOMmEEF CLOM R U S-EILKRE

CLDM 1%-BPO 5% CLDM 1%
CLDM S-fa bk CLDM S-figfb ik
(pg/mL) (pg/mL) (pg/mL) (pg/mL)
o . 439.2+5742 93.3+93.1 386.0 - 398.9 774+88.5
¥R ~ Wi
At 1~4 (39) (39) (37) (37)
\ 67.8+223.3 13.4+36.9 73.0£226.2 44.5+513
= z\//\ 24 ;
e AT 2 96 T (35) (36) (30) (30)

T AR R (B0

AHK1ZCLDM 1%-BPO 3%BLA 7 /LT b,




GET ONS e

i L7 & & D CLDM KU S-RALIRDIMBNE /N T A —F 232 |

VI. EMBREICET HEE

JEICAAKIK 4g 2 1 H 18] 5 HIEE

R-2 SEUSEBREICAFN4cZ 1 B1IES BEZRLELED
M3 CLOM B U S-FRIL A DEMHRE/ S A -4

TS (o4 ) iﬁgﬁ
Cmax (pg/mL) 12942+1011.3 220.0+139.1
tmax_(hr) 5.8+2.68 7.9+3.47
AUC (9 (pg-hr/mL) 177863+ 14769.4 3956.5+2860.3
STV B e
T R %

HARNIZIUT D plifk

M SIE R OBEICAAIK 0.7g 2 1 B 2 [\ 7 B MREBRME O MIE 2 EERIRE L 12 64 2 4§
TERERE (& TR :100ng/mL) ThH o7, BARIKOEBMEOMBETHIRBEREIL ThEh
46.7~84.8ng/mL & T 38.2~100.3ng/mL TH > 7=,

(3) thiE
MM ER e L

4) BE - AEOLEY
AR L

2. RYEEMRMI/SSA—4
(1) B
TR L

(2) RARERE TR
TR L

(3) HEEEEY
SRR L

@ HUTFUR
SRR L

(5) NTMEIE
R L

6) Z0th
LR L

| RO ENAR AT A S TH 5,




VI. EMBREICET HEE

3. BRHE (REL—Y3Y) @&
QR Liv
AR L

(2) WS A—BRZEEHER
MM E R L

4. RN
Invitro 38B% : & b BEICAHA] 15.63mg/em? 2 84 L7- & &, ZZBERE. CLDM Y T 27 /L XX CLDM &
L CAT 6 B4 £ TICREFANIC R B 4B L7-725, BPO & L CORJEBBmITHR S o739,
bt NEEIZ “C-BPO D 4556pg Z AN L2 & & D@L 8 REFIZITZEAR L L CEEEN S 1.9% 23X
STz, BIETIITBAMED 2.6% (BPO KUOLZEEFmA BB eAE) 7, KEREIZIE 95.5% (BPO)
NS T2 12,

5 9

(1) Imi%k— R E &
MR L

(2) Imi%k—RBEMEEME
R e e
BRI L

L A
TR L

¥, REMWTd 2 BIREITITNR 15~38.5 HOMIROFAKF NSRS TN D ¥,

(3) Bt~DBHE
AR L

(4) BEEA~OBATIE
AR L

(5) ZDHDMEHm~DBITHE
MM ER e L

(6) MIFEEMFER

VIV A V4
MAEE AFEAER 1 90%H Y



VI. EMBREICET HEE

S 3| ANV %
AR L

ek, R#WTh D HEIRMOBITEEICRIT 2 MIEEAMEGRITI83% ThHo7 ¥,

6. {5
(1) ACHBRR L R UM IE R
ZAUIN e & VS
CLDM V VR AT VI ED V) VFRE ) = AT VK il 3% © CLDM (SHIAK iR S iz 37 39
F2, 7 v Y —2% MW7z in vitro FERICE VT, CLDM X N-F A A F /LK K X CLDM A /LR 3
R s 0,

B A L
R G\ Aith, RREFEBRICDMENTZBITHIETZ Y v U A 22 TRRBOAER LIZ 12,

(2) REIZEAET HEEE CYPZE) OHFE. FH5FHR
VIV s V%4
EWZF R a s (CYP) 3A44Y

W A L
MM ER e L

(3) NEBBHROERRVZOHE
AR L

(4) REMOTHEOERERRVEEL, FELE
VAN &= F G
CLDM U Ul 2T )LIT RN THL/ICIEMER O CLDM IZHIK A RS - 37 39 . CLDM 1R #HC
£V CLDM O N-T A A FIARKL N A VR X RICRE (&SNS ¥, £, invitro RBRICE T, CLDM
IXEIZ CYP3A4 T S-FLIRICIH S O,

WAL
7R OSSR ARTE L S 12,

7. e
(1) HEHERAI R VR B
TV UEwA T
CLDM 1% % /v X1 CLDM 1%-BPO 5% %7 /v Z &4 LT-BS, Mg ~OBITIE < b 0Thv ., BiTL
72 CLDM 1%, FEIZRHFICRE bR E LTS iz 300 30



H AN BT D kg 30
RN (6 f5) DOFFEREZIEIZ CLDM 1% 77 /L 2g Z Him X% 9 BRI EEA L7z & &%, CLDM DJRH
BEE SR T E] R OB O W TIUCEB W THBAED 0.01%LL FTh o7z,

ZANESPNI Té%%“

HEERE S B EE O FESIEBRE (24 6)) OFEMEIZ CLDM 1%-BPO 5% 7 /v dD 1g % 1 H 118, 4 #HE%
ﬁbt%JmMM%BHn%ﬁw@%%&ﬁﬁm%ﬂ B DRTEE T CLDM KO S-B bk TZEhn
Zh 5.8 KON 5.4pg/mL & CLDM 1% 12— a3 VAl L [RRE Th -7,

I [NV %
BPO (3% B &ML % % TR IRIRICAGH S e R ic et S iz,

HARNIZI T 2 AliiE

M SIE R OBMEICAAR 0.7g 2 1 A 2817 BEEAG Lz & & JRPLZEFWBIEEIT 12 44 3 6T
EEARE (E& TR : 100ng/mL) Th Y, BAAATL NKEBA % ORFPIEIRBIEE X, ZEi 36.0~
42 4pg/mL K N 53.7~55.6ug/mL TH - 7=,

(2) etz
BINT
AANCRIT D plig 30
R N B (6 6) DOTFERZEIC CLDM 1% %7 /L 2g & B[E X% 9 [MIEHA L7- & &, CLDM DRH
PEMSR T HE R O EBA O WT BN T HBARD 0.01% L FTh -7,

MW A L
MM ER e L

(3) bt
AR L

8. FTIVARR—A—ICBET 15K
VAINZ A B4
MM ER e L

BRI A L
B R R L

B, REMTH 5% EF/FMITE b organic anion transporter (hOAT) 2 ORE Tlidie o7z 4V 4 [ IRER
zimmn@%ET%ot“kitﬁJﬁyﬂmkyumymniwvcﬁﬁ%f%éﬁﬁé&immm
% . FEJREEIE hOAT14’, hOAT3 %, t | organic anion transporting polypeptide 1B14Y, P-BE&E I+, & b
multidrug resistance associated protein 44 & TNt | breast cancer resistance protein*® Z[HE L2\t Ex Hh
72



9. BINEICLHIREE
DR L

10. HEDEREHTHEE
AR L

1. 20t
AR L

VIL.

EYMYREICET HEE




3.

I. ®£% (ERLOZEES) ICEJI SEE

EARABRETDER
RSN

R

%

ERARLEDER

2. B (ROBHEICEHFEALLGWNI &)
KENDRGY XIF ) v a~A 2 R GUAEWE I LIg#UE OBEERE O & 2 8

(fEER)

I RIS 5 — AR IER & LTRIE LT,

KENDRGT KO > a3~ A 2 2 FRfrEWE T U CRBUEDBERERED & 5 B3 TIE, AAIOFEMICLY, &
(CEBRMBBIEIER 2RI T 2B ENNH D, MZ%HZITV . AR ORI L TREE DBEERE O & %
FE, KAl L2 e (Tv. "ANCES2HA 2. "AOMK OESH),

PREXIHRICEET SEMRLOERE L TDEHA
V. HHCBIT A 2BET L

RERUVAEICEET SEALOZERE L T OEH
V. HHCBITAE L 2BET L

EELGEFKIE L EDEH

8. EELEARNEE

8.1 MWEEICEA LT EREEITIFFESN T, REMMNETBEZNNH LD THERET DL L,

8.2 ARFNDOM HHIZ K RIL, ALBE, R, BRSNS bbb Z &b 5, ALBECIEIR D B 2R
HEBICE TRESIEF], A, OBAERD bbb, BIE(L LIZEM L ME SN TWDHOT, BlgEs+
SFIATV, BENRD DN GEITIIARA OB 2R IR 57 SR 0AEZ1TH 2 &,

8.3 AL MEDIBBISCEE O K FERBIEIR DR NG A IIIARKIOFEREZ T 5 2 &,

8.4 AAKIOMHHITHNA~DIREFEZ F/NRIZE LD, HEET 7 v 7O HSCERIEEITRET 5 Z &,

8.5 AHFNIOMHIZH 7= - Tik, MERE ORI EEL T2, BIR ORI LB 22 i/ NR OB o iz &
EDbHZ k,

(FRER)

8.1 AHFIOELE S ThH D BPO XA EKEFN L ERIEEZE T 5 Z &Moo T3, BNk
BR (STF115287 &BR) Tik. AKI 1 B 1 FEEARICET, 1 B 2 BB LSS IS EA TORIWER
DRBFABRNPEmNEWVIFERNEG S (18, BIER  (3) IE B BIEIEMA R BAEE K O R R 5 — &
DIALR),

AFIZCLDM 1%-BPO 3% LA 7V T %
AR OENARAEZIBER S TH 5,




VI. 2£% (FALOZFES) ICEY51EH

WINADETREE 2% EORIER (ITT £MH) [STF115287 FER]

S AFI1 H 1A AFlI1H 210 CLDM 1%1 H 2 [A]
AP AR (N=204) (N=296) (N=299)
BRI LD H S A EFR 49 (24%) 104 (35%) 27 (9%)
B s 15 (7%) 34 (11%) 6 (2%)
Pl B2 R 2% 11 (5%) 23 (8%) 3 (1%)
HLBE 8 (4%) 21 (7%) 8  (3%)
Z D FEIE 9 (4%) 17 (6%) 6  (2%)
LG 9 (4%) 9 (3%) 4 (%)
LSEAYR 6 (3%) 12 (4%) 4 (1%)
B & I 4 (2%) 25 (8%) 2 (<1%)
I R 4 (2%) 6 (2%) 4 (%)
B & % 3 (1%) 8 (3%) 2 (<1%)

82 AFNOMEMNC LY, FIHEHBREZ I ERIML, ALBE, FIPE, FIESEN S bbb Z &b b,
ALBEC AR S B I AR HEN IS F TRSER], K, OB AEND b, BHiE L LIER b HE ST
WHDT, BIEZTHITATV, BEDNEO ONIGE IR OE A 2 13 5 70 Sl 72 L& 217 9 4
BEWRHDHZ EnbEiE LT,

83 AAKIDME I LV | BB VEDIWBUR IS0 B O K JEFRHIER A FE O b 2356121, AR EZ R I3 244
FENHDHZ EMNBRLE LT,

8.4 EWNE I MERHERICEB VTR, LT LA IR SN2 o7 0D, BPO (2K Y ATk
T HREYENH T RIREME N S D Z L DRtk L7z, ARSI S 125 Z 1T 5 _<HET 2 L 9 I
F~fRETHZ &,

8.5 PIHID M 72 EEMAE & L Citdi L 7=,

6. REDEREHIHBEICHT IR
(1) EHE - BIEEZEDOHLEE

9.1 BHHE - BMEREOHLEE

9.1.1 PrAEWEIZEHEE L2 TR XTI KEROBEEREO & 5 BE

B RIBREDOEE R KIBRRD SN BZRR’H D, [11.1.1 ]
9.12 7 b E—1ERE D

BEIEOHIRFH Y VL X —RIGRH bbb BENRH 5,

(fi#sn)

9.1.1 AFNOEEKTD 1 > TH% CLDM OFIEA E L TRIBRN/H SN TND Z EMHERE Lz, KAl
ANV TH D720, 2 HEGRFNCLE S TREEMEIZIRWEB 2 650, PrAEWEIZEEE L7 TH X
IXRIBRDOBEREIED B 5 BE TIE, BEMERIBRSEOREELRKIBRIS LbNDIBENNSH DD T, Bl%
ZHOIATHOFEELCENT S22 L (18, BWEA (1) BERZRAIEM L PIHER] OESR) |

9.1.2 AAIDBLAE S T % CLDM 1% 7 VI SCEICTREH SN TS Z bR E LT,

(2) BHEEEEEE
REI LTV

(3) FF#eEfEERE
RE I LTV

AFIZCLDM 1%-BPO 3% LA 7V Tib %,
AFNOERNARTEIZI A RS TH 5,




VI. 2£M% (FALOZES) ICHY51EH

(4) £IEREZXET HE
REI LTV

(5) bEi&
9.5 14w

PR SOTEER L TV B A[REMED & 5 Acthicid, 1B EoF SN GERME 2 B S LB SN D581
HERTHZ L,
(F&SR)

CLDM, BPO }; U BPO ODX#IMI TH D L2 EEFBRIIWT N LT EZ RS, EBEAICH L THITEA
CHERAEE NI SN2

TLEMRSNTWD, LIER->T, EIRTOMMICETLIZEIRVWEELLND
HOD, FRPRONTND Z ENHHRE LT,
(6) RELI&

9.6 RELIF

1B EOA IR R ORI R DA M2 B8 L | L Ok 3 1k 2
TATH S,

(&)

AT 52 & BT~ OB

AFNOEHREFRIT DN b OO, SAREO e P ~OBITIIAATH L Z & bRE LT,
(N MR

9.7 R=3L%
IRHARRE R, AR, fLE, SIEIT 12 BRI O/NR 2 %5 & U BRRRBRIT N L Th7eu,
(fE3R)

AR OEERFBR T 12 LA LD BE 2 RIFE R SN2, 12 R O/NERE COMARBRMA N &
LT LT,

(8) =tnE

E S LTV

1. HE%RA

(1) BtHEZEEZFNER
AR




VI &2 (ERALDOIES) 1Y HIER

(2) FRFELZEDERA

HEIE (PFHICREETHZ L)

HEERE BRERIELK - B AL EF - BREF

IYRAXA L UEFEA | ABODENWIFT HAEEERS | 7V v F~A U OEH LT

Do DAREMEN S B,
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TNHHERH) NHLLND I ENRD D, BIEMUIEED FHI, I FF S 2 I IEETRE 23
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B & H 4 (2.0%) 25 (8.4%) 29 (5.8%)
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e 2 15 405 ﬁjj %%iﬁfg
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EEY B Rz, 24 W BPO : 1000 >1000

a:0.5%RAF Y n— RE AR
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— T HEE STV

7w RZ BPO @ 500 & ) 2000mg/kg % 3 » HRBEIRE N 8G L7-#E R, 2000mg/kg BE O£ G- 1L T (T
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BT, WEEWE X D IRIEAZEIC X D EEMLEN & A BRI ST,

Y XORE (IEHFKOYEE) 12 BPO @ 120 K 240mg/kg % 43 H R E L-fE %, 240mg/kg BT
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U o NERZE 2 Yo R B SR Cld 25ug/mL BLEOJRE T 48 REALFEIZ X 0 YRR OB
511, DNA #8475k ¢ BPO X DNA Ul L ONDNA-EFHE 7 n AV V7 5| & Z Lz, —J7. invivo
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BPO @ 1000mg/kg/ H & C&#IET » MIAHL 14 AL Y 2B 28 U C 29 HiE. T~ MIQHE 14 H
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(7 ZnthoiHkEt
J2 JE A EME R
WL A L
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