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1988 =T K [E T ST x19 DA « 2 CHAGR S CTLARE, 5 60 LU oo [E T ik CHAGREUS, B
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728, 2018 4F 3 ARG GEAGEN N T L~ RSt L v <~ VRS S T,
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1. BRE4
(N F4 7
oy 7 285 0.75%

(2) *4%
Rozex®Gel 0.75%

Q) BFRDAK
A ko =X —)L Metronidazole ® T 5 A4

2. —f4
(1) #0% (8848 i%)
A bu=%Y—1 (JAN) [HF]

(2) ¥4 (k)
metronidazole (JAN, INN)

(3) R T L (stem)
-nidazole : HTJ5 A

3. BERAX(T R
0;N

/ N/\/OH

iy

CH:}

4 NFRARUVLFE
45F 2 1 CeHoN3O5
SyE : 171.15

5. t2& (@%iE) XIEXE
2-(2-Methyl-5-nitro-1 H-imidazol-1-yl)ethanol

6. 1BA%A. A&, BS.
W5 : MTZ., MNZ
FENSUIMFZERT =2 — K © CD0036
1RBRI 2 — K GK567

CEES

b=101}
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(2) B

HEfE  (100)

R I

X /= (99.5)

LR IT< W

T~ LLEF T W
7K Iz <
FapAA W5
(3) i
B R L
e (RS . R, BRER
Ml 159~163°C
(5) BRIE R AR R E 3K
MM ER e L
(6) P ERIREL
0.81 [pH7.4, 1-4 2 %/ — )V /%]
(N ZDithd E 42 RE(E
pH=5.5~7.5 (1%/K¥&IR)
2. BB DEREHTIZET5REN
R TRAT A RAFIEBE PRI i 5
. - CEOR)ZFLUBIART T 7 A A "
FEWfr iR | 25°C/60%RH K5 Ml (BlR Y v o) 60 4 A A
- oo CEOR)ZFLUABIART T 7 A 3 "
pI[IBEERN 40°C/75%RH RS AMMCRAE (BB v 7 R 6 %A RN
HEREA - MR, MEREER, RRE, ERPE. Ei
sl o RS ER
70°CHNEN SIRITERD Sl o Tz
SRR SIRIIERD S o T
TRV SHRIIERD Sl o 7

1 mol/L Y&/

D DIRGIRDFED BTz

0.01 mol/L /Kf#{t7~ kU 7 L

D DIRGIRDFED BTz

BT (o S

ik DR DR T

0.1 mol/L /Kfgfb7F N U o A

R EE D SR DR BT
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PR RBRIE
HE TA be=2Y—) OWMEERRER RO T RBOEERIEE, TN AT FAVRIER) 12X 5,

ERE
AR TA Fr=FY—)L] OE®RE (0.1 mol/L MR ETL) ITX D,
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(1) FlFz DX F
IR A7 L F

(2) HENDHNE KR OHEIR
BOA~EHA TR EZ S ERVE—H, M TR ATH S, RERFIC LY B a2y
L2 LB D,

Q) EA—F
FAAOSA

(4) B DY
pH: 5
FEEE - K 35,000 mPa * s

(5) Fnith
FARPSA

2. HEIDHER
(D BRI GEMERS) D EER U HRMNHF

R lg HFE Ablr=FY— 75mg

=7 MNEFT MY U LAKFI ANV ARF L E AR v — e Ly a—)L

:n\ I 0 — ., 1y o= > AN} o o2y
A NIFXRTREERA TV, NTAXREEFHRT 0 e, KT M) UL
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AR L
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6. HHDEEEUTITETLIREMR"Y

B TRAESRME RAFIERE PR A7-251 R i R
*1
EHIRAFAR | 25°C/60%RH S 36 i A B A
HrR] A AR 30°C/75%RH ;??; 12 % A HikEN
i E SR 40°C/75%RH ;??; 6 1% A ik
5 HDPE -
5C Fm 36 i A Bk
1.2
WA T HDPE .
tFOZ( FEEAL)
(BikE)
- P DR O
i RR fYt v (BIkEN)
Arha=FJ—)LD
FAFRJEE 120 5 lux + h e
VEE S F—200W * h/m?
(T RA LT HikEN
)
HDPE
Fm Kk

o EmEERY) = F L

*) . HAEMREEYA 7 VikBR (-18°C. 25°C/60%RH) . @EIINEY 1 7 LRER (5°C. 40°C/75%RH)
RERIEE -

EHIRTERER, PR, IERER MR, MR, k. pH, MERER. MEDRE, T
WEERER (5°C, YA 7 RER) - MRk, MEREEBR, KSEE. pH. MIERER, E&

RS () - MR, HERRERBR, MUERER, B2

1. AEERVBRBEORTEM
AR ONANA

8. fHlE DRALL (MELLHEIL)
TR L

9. A
AL L7

10. /& - A%
(N EEINDELGRS - A, HEIRRGES - BRICET S1FR
AEM LR

(2)a%
Fa—7 :15gX10, 50gX1

Q) FREE
AEM LR
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1.

2.

ARICEAT SIEE

EER LR
OM AR IR DL B - B DB

(figan)
DANERZ TG R & 13, SIS & Lo T2 EIT RN A DR DR AET 2N RRDOZ ETh D, DDA
PR ERG R OFRIKIT, EITEBRAICBIT 2HAMEEOBETH Y . BT, BixMEE IC L - TEAES
D RIWE Th D EMBSARY 7 I BICHERT 2,
A b =Y — L OBRKHERE I T A HIMEITH L SN TEY, A b=y —LOKROEEIC
K DD ANE R VRS R O & B OV RIZITHEEN H D Z E RSN T WD, BRAOEEIZX DHE|
TERZRET D7D, A ba =&Y — VO RFTEGZ L 2 D AR &SR OB FAZ DWW TR 23 T
v, TNHDOT —# K OAFIR BRI D | DAL EEREREZRET 21K E L TA hr=F Y —
IVIRET G- TOANMEITHENL L T\ D,
ARHFIDZNRE « ZhFNL, DA BB S BRREFT2BE 2354 L L Th I EWNETHRBROR
RITHEESE . £72. 2010 4E 12 H OEAZEE D OB EFHEOMNGMH THHHEEDA o=V —)L
SHFED (Metrogel®™ 0.75%) DO#IFE « WA SEIC L THE LT,

O =

()
WX, BEAOICRIE L, ALBE, 5 - B, BMMmE IR, FOEMEIRLE ORER 2 1 5 18 M 2E M
& Tod %, National Rosacea Society Expert Committee (UL T, NRSEC) #A K74 > ITiE, A +nm
=& = WVHANRFNE, EEEE A 3 & OFEEIRIRIE T, SMETI 1988 4 K Vil S ~ D BRARAE I 324K
VY SR

AHARNOE S BE 25 L LT ARB ORI 1T 72 W e SMNERBRZ S Z 12, ENEIHERR A E
i U7 iR AR OFINE KR OB R S 7o, EWNE AR F e MliE B 2 KIEMZE (k
2 - i) BOLORIEEEEE & L CHEB LD, ZALIEENWTN BB OERBRIERTHDL Z L0 b,
ARENDZNRE « I S ERE LT,

SEEX I RIZEET 5T E
BRE I TV

3. RERUVAE

() AZERUVHAEDMES
(DS A R BTN O FR B« B DI
SER K OO IR SR U CHlHE AT 2, EEmAER%E. 1 B 1~2 BT —EB%CoiX LTk
4250, BIICHEBESRA LZ0 Lad T—PE CIR#ET 5,

)
1 H2ME, BER,. B2 BAMT 5.

(2) AR UAEDRERE - IR

(DS A RETE IS DRR T+ R DD

ARFN DD AR IR R 52 B ER BRI I L T, 207z, [EPN S AR O ik -
AL, EETHERZ IS LTV D Metrogel® 0.75%D A3 A R 15 R ORI 45 ik - &
EBEITERE LT,

ENEMAHRBR OFE R, 4~140 cm? DR E S ORJEFERFICH LT 1 H 30 g £ TORAZRE L&
x| DAMEREBBRICKT 2N b, BREEIRGTH-o7z, &b, ENFIHRED
HYEEORP N O EHRBERIIA P =4 Y — )L 250 mg Z#HEROKG LI &2 B2 52 LT
RNT EVRENT, 140 em?> KD b REWKERGEZ AT 2BEFOHEITIE. 1 HIC30g 225
AFN AT DAREMENEZ DNDN, ZOBETH, PRSI RFTEGICL 22 TBERIT, f
JRENTWNDHA b= —/LRRO8AID 1| BRKEGETH S 2250 mg =& 5 LIZBEO LT gk
BAEWBEIADZ VW EEBIOND,

L7223 » T, BEIBIBEAL~OARAI D 1 B 1[853 2 BOFE1Z, 28 AMREEERICHT L TEHT
Y., TOBORFRBEIIA bn=F Y — LRAOTGREOHHENTHY, T L E D) X7 % EF
HZEFWEEZ LN, b, RKFIORAE - AEZHRTE LT,

9



B )

EFEFET —4 2 — b (Company Core Data Sheet: LL T, CCDS) ZE2D < ARANOE S (2xb4 2 ik -
A&, 11 Bito 2 Bl B A2 E%, BICESSBN T2 Tho,

[ PN 25 AR BRBR O A o % - )Eﬁii SAERBRASEIZ 11 A 21 FIROK) . BEER UIANBE
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3 -51%~-75% 3 1 Bepci

4 -76%~-100% 4 2 B Ll btk

IGA
Aa7 I JEIR OFLFE
0 FER 72 L RIEVER B2 L, D ofEEAR L,
1 FIFERA L | NEE - NBEIRIEE A E R, T, WD TRV H 5,
2 R INEIE - NEEN D LB B, T, BWRLBERH B,
3 Hh & T BED/NIN S REID TS - BERD D, Xt 1T-o& 0 & LR
H5D,

4 A NGNS KD 5 - BN S H 5, Xd, BEOABERH 5,
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HEAERE

a7y FE EF%
0 SR e L RLBE72 L
1 B F.&D THRELBED B 5
2 23558 WUELBEDN B 5
3 PR Fo &V & LTEALEER D B
4 HE EEDRLBEN H 5
LS RS
B
A O#RET RIS (FAS)
AKI#E (N=65) 77 2R EE (N=65) 2 (N=130)
n (%) n (%)
PER] % 11 (16.9) 12 (18.5) 23 (17.7)
LS 54 (83.1) 53 (81.5) 107 (82.3)
Fhn (%) S ESD 45.9+10.6 49.8+14.9 47.8+13.0
FEFEEE

Fe 5 12 W% DRIEVERIBEODOZALRA 27 JORBEREIEE DZ(L A 3T E BT 3 LULEOHER

FHOEIE

RHNEED 72.3% (47/65 B)) . 77 BREED 36.9% (24/65 B]) T -7z, BEEZEOHEEMIL 35.4%
(M 95%CI : 17.9%~51.3%) TV . I REEL ls L. AKIBHIREME RS (5 -
) R ORIBLEOM 5 % st ic /A BIcdE Lz (P<0.0001),

Fio, AFBETIE, RIEERBEOEEAR a7 RORBEREEEOZ(LA a7 8 E I3 2Lk
DR OEIE TN L, 77 B ARRE L LT, &5 2 BE LR, #EHPRICHE

WZE LT,

REERBPHBOLECEXAATRVANEEEDEIELRI7NEBLIZIULED

WEREDEIS (WOCF) (FAS)

. WebRE DEIE BRI (vs 7T R) *
i 5 | N n (%) FERIZE (il 95%CD) P
2 H% 65 16 (24.6) 16.9% (-1.0~34.1%) 0.0088
R 4 % 65 31 (47.7) 16.9% (-1.0~34.1%) 0.0482
8 Wk 65 41 (63.1) 30.8% (13.1~47.0%) 0.0004
12 W% 65 47 (72.3) 354% (17.9~51.3%) <0.0001
2 A% 65 5 (1.7) — —
NN 4 8% 65 20 (30.8) — —
TIEREE | m | e 21 (32.3) - -
12 8% 65 24 (36.9) — —

T DA RBE
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REMRBPHOZECERAATRVANEEENDETILRIT7NEBIZIULED
BERE DI S DOREEHEFBR (WOCF) (FAS)

W

100+

60 __,--f% %
-
_--"'-/7
_/'/

~ -~

404 //’ -
/// —
e
20 . ~
.//
p

T T T
Baseline Week 2 Week 4 Week B Week 12

Visit
O-&FF|B (N=65) x-TZtKRE (N=65)

() DHMS el C IR O S MEFr

B REThIE B
D5 12 1% O RIEMEEIBEDZEACER A 27 53 3 LL EO#ERE OFIE
ARHNEEDS 80.0% (52/65 B) . 77 BREED 44.6% (29/65 B) TH -7z, BEEIZEOHEEMIL 35.4%
(M) 95%CT : 17.9%~51.3%) TH Y, 7T BAREEE il LT, AFIFEIIRIEME RIS &2 #iat3
FINCAEICSE L2 (P<0.0001),

2)F - 12 W% ORLEEEAE L DAL A 27 73 3 A EO#ERE OFIE
ARHNEEDS 78.5% (51/65 B) . 77 BHREED 56.9% (37/65 B]) TH -7z, BEEZEDOHEEMIL 21.5%
(MM 95%CI : 3.6%~38.4%) ToH V. 7T HREEL it LT, ARARETALHEEIEE 2 /37
FINCAEICSE L (P=0.0086),

3NFE 12 %D IGA 23 0 XX 1 &g o Tl oEIE
ARFNFHED 38.5% (25/65 B) . 77 B RREN 18.5% (12/65 ) T - 7=, FEEIZEOHETEMIZ 20.0%
(M 95%CT : 2.1%~37.0%) TV, 7T REEL I LT, KARET IGA ZHEHFICH
BElcE L7z (P=0.0115),

B RAENE LB F DIV R D R HERS
AFNRE TIIRIEME RS EDSRIFACIHAD L, 77 B RBEE i LT, &5 2 BH UMK, Hat#
FNCAE B Uiz, &5 12 B%OREMERBEOECRIL, REIRENR-76.42%, 7T v REE
73-27.53%TdH 0, 77 ARREE IR LT, RAIRE CRIEMERZIZE DR FIIC A B LT

(P<0.0001),
RIEMRBHDEILZE (Observed) (FAS)
. . BERERE (vs T BR) *
o B | R RERESE FERIZE (@il 95%CD) PiE
2 W% -41.08+4.66 -22.13%£6.59 (-35.17~-9.08) 0.0010
A B 4 8% -55.91+5.55 -24.66+7.86 (-40.22~-9.10) 0.0021
(N=65) 8 W% -68.12+6.86 -40.83+9.72 (60.09~21.57) <0.0001
12 Wtk 76.42+7.08 -48.89+10.06 (-68.85~-28.94) <0.0001
2 W% -18.95+4.66 — —
7T BREE 4 % -31.25+5.57 — —
(N=65) 8 Wk -27.29+6.89 — —
12 W% -27.53+7.16 — —

* EEZNRE LT Visit, #GHE, Visit<X G, AR L U CIRRMA B ORIEM B E &)
BREDIRANRET v, Visit OB E (B 2{0E,
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RIEMRBHOELEDREHER (R/NZFFHLSE) (Observed) (FAS)

04
\\ AN

T\ \\ \\\
S =¥ \.\\ \\\*x
5 \ S~ I !
i \ 1 1
= b
% H'\_\_\.
g -60 \é_x'%-m_x
: 4
% ““*mx%
~ -80
E{!/)

-100+4

Basell:i.ne Weelk 2 'n‘eelk 4 'v\‘eell-: 8 '.\i'ee}li 12
Visit
O-KFI# (N=65) x-TSEARE (N=65)

SYRLBE B IE I O R REHER
AFIRE CITALHE EIE S DNRIFAOICIAD U, T B ARBEL el LT, %5 8 MBI, #at5n
WCHBIZWD Uiz, #5512 B%EORBEEIEE X, ABREN 1.57, 778 AREEN 2.16 TH Y,
7T RRE L LT, ARBIRECHRIBEEE SRS B L (P=0.0004),

M EE EDRERHER (FAS)

. . BRI (vs 7T ®&R) *
ok i bR SE FERLE (il 95%CD) P
NR—=RAT A 2.96£0.06 — -
peye. 2 ﬁ?& 2.62+0.08 0.05+0.11 (-0.16~0.27) 0.6079
(N=65) 4 #1% 2.25%0.10 -0.20£0.13 (-0.46~0.07) 0.1405
8 % 1.91+0.11 -0.38%0.15 (-0.67~-0.09) 0.0112
12 W% 1.57%£0.11 -0.59%0.16 (-0.90~-0.27) 0.0004
NR—=RF A 2.96+0.06 — —
R 2 % 2.56+0.08 — —
7&;26?)“% 4 ﬁ?& 2.45+0.10 - -
8 Wk 2.29+0.11 — —
12 W% 2.16%£0.11 — -

* BERMGADEEEEHICL DT X MEBROESERER L LTET M, BEHORE
AR A OFEENSEDRFE L EAE S5 EIIEDREIRET L

MREEEDORBEHBE (R/NZFFY+SE) (Observed) (FAS)

4

¥ Ox.

o S

1 o %
B e— ¥ — %
IE —
x ©

1

o —

T T T T
Baseline Week 2 Week 4 Week 8 Week 12

O-K#|7 (N=65)

Visit

x-F5tRE (N=65)

22



Zet

TREREE L B S V) OF EFRORBLE S IIAFIEED 9.2% (6/65 ). 77 BHREEN 6.2% (4/65 1))
Tholo, EIEENEERAERLZIIALNT, RBRIKLEEDH V OPEEOF EFERGUIAFIFED
2 B (BEfbERE 25, £ D FEIE) L7 TR AREEO 2 B (B ER, X)) Tholo, TOMDIER
WEHHEH Y OFFEFRGIIETRE ThH -T2,

BeHPIEICE S 2R L BED ) OFEFRIIAZEL O T T2 REETERZILH] 1 (BEfik
FJER) 1ITH BV, WS HEETHIE Lz, IREICEST-IERIE L BEDH Y OFFEFRIIAA
BEC3 03 1 [EEfip G2 (2 1), WA EZE (U R) ] 77 B AREET L F]2 [ HEBAASR
B QM) ] oAb, BEaEZER (L) IPEE, Z2ofidEc, WIhbBEIE Lz, 15
DOWERIZE ST EFRIIA LN D ST,

2) RE MR
LR L

(5) BFE - fRRERIGER

Metrogel 037 & UEANT—H) 9

RERT VA 0 SRk LR IE B Ik REER

PIES BRI B O ST D3 5oL D B A PE O BB 2 3 % BE 47 fil*

* R D AR SRS (FLS A 13 11, IS A, AR S 2 £ 5 R IECHIIR S A
AINZARDS Av, TEMETEE ., FRAAAE, T3 A M ONERRESRE 2 0F 5 23 A4 1 1) 20 61, FE
LMD T RNEE B 27 4
EL/E S A ha =&Y =5 0.75% (Metrogel®[Bioglan])
AR 715 D IRBRIR A B 54 B BN R JEIRIEENL 2 0.9% A FR AR TR L, A hn=FY —
T 0.75%% < B T BEE - OIEREEMET Y 20 R by o0 I % BOFIRE
NACESEBEHT %, FLy v ZHIE 24 BRI 2 O£ £1C L7z, 14 B OB 51
BHZIOFREEZBEY IR LT,
PR IE H D FEFEEE 2R
3L OFMEE (RBREERN, BRI OWERE) 2k, SEROFA=aT
0 IZBWRRN, 1 I2BWEH B3RP TIERAR W, 2 BRI, 3 PR
PR2TB, 4 IEFITARRIRITEB YY) TR L 7=,
Day0, Day7 & U\ Dayl4 |2 3 4 OFHEFHE RN ZNENICEWEZFMI L, 34065 % NIZksnAx =2
T LT,

BRI REAM A H - BB OBRARFT R *2, ¥ *3, M FrR A

*2 Day0, mw&UDwm %%E%ﬂ%%%ﬂ@%%%ﬁ%ﬂl@%%%&@@m%4&%@
WA T (0: 720, 18R, 2 P 3 BHE) CiliL7-,

*3 Day0, Day7 K&\ Dayl4 |2 W%%ﬂummnwww%mmfrﬁéﬁﬁbm

ﬁ%#%

B2

e z‘ob\

TRERSR I B BHAART ClE, 2D 64%7% 2HREEIZAP/2IC30 ) PLETh o7, [28REEICARP/21T

BW UEoZxa7ix7 BRE5%IC 1%, 14 AFE5%I12 4% F T Lz,

TRBRERNFEAG T, 14 HRE 5% 43 Bl 41 1] (95%) TRZUTKHT HENBO vz, A

PERZ TS BS 2 A9 5 20 Bl Tlix, Dayld OFEM2TiHoiL7z 16 Bl 14 il TUETEBD ST,

BN ORI T R

Day0 (ZHHR A TR0 THT2HBRE 1L 1 BlOHRTH 7243, Day7 (21X 7 i, Dayl4 (Z1% 9 4

Lot

Day0 ([ZBHEA 278 0 THoT-HREIL 3 HlTh 7223, Day7 (21X 5 #i. Dayl4 121X 20 il &

VS

- IR

VAS fiEi % D0~25 mm., @26~50 mm., @51~75 mm. @76~100 mm. YL L4 >DOHT IV —|T5

LTI L7z & 2 A, BRI HIC VAS EOIK T80 HivT-,

- AR RO A

FEAEOWEBREIZHE T, IHERKOMELE LTZ T ABMEE NS T AEEEN R S,

Day0 CHERMERE DS S 7z 25 B (53%) O, 2 BIDNEER 3R 5% OME FHIME 2 £l 25

ANZRRER 2 Wik Uiz, 21 B, 553K 14 H & 5% BRI B OB TR ST, YT o
WCBWHIHA L, 1G5 BEFRMERE O3B i, ICBWIESE L o7z, o
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1 BIIEESPER IR L7223, I8 WIESGE Lo T,
Day0 (ZHERMERE R S 72 hvo 72 1 B CIE B G ITHEEMEE OHFEA GO B, 1B W ie®E

L7227,
et
LEEMERRNT RIS 47 B (DS AR TR FEE 20 B, FEEMEO FRNESESE 27 61) . BIEHI 4
Bl (8.5%) IZRD BT, BIEHOWNUT, RIEHEVE 1 B, APEE 1 F], 1BERHALS O i 2
B CToH -7,
(6) ;AERI(E A

1) ERRETE (—REARERE. HEEARENE. FARELETE) . RERS®RT— 2 A—R
HE. WERSEERRBRONS

il ks A CIRE -

PR DA IR AL ORH - RROBM) (KT)

HE

AHNEAER L BE CTOMAERTICBIT HLERMEROFEREEZERE L, LTFO
FIHAMRT DT DICERT D,

« RENOENER DO FEERDL

* AFIOFERE TSI 2 BIEMFEBURIL (FRIIEGEAL b O i, RAH
REPEE OFEH, U 2 7 EROKE)

c REWSIIAINF IR E A5 L BEZXONHER (Fr2 1 BEME, A
T & 2k & OREEMEIZ DUV O)

Fo. TREkG S HOBE IR T 2 ZeM) IOV TOBMFEZIT O,

Ere U IR

BERFFESNY 27 RSB S O L
HERBER Y R 7 SRR RS

AIEIZ B 2 R A

iR T TOFRME

ELESEN rp gk gy 2

KGR DS ANE R RV O R« BAR OB D 7212, AKZ 9 THEAT 5 AR
B UTEMI 2 RBE S rl e 7R R E

FEHE IR 2016 4E3 /1 15 H~20204E 12 A 25 H

ERETh IS 300 51

BIE ] AFNEE-BRRE S 3 7 A
3 1 A &Bz DRI R G CriZe 2 c B9 2 B 2 ARG b iR E
| FF THEET D,

ESy e 108 fiti

NG TG 304 #i]

B VERRAT R SRR 301 13

B R 6 S 1K 278 15

AT 2k

ARFN O AR O R EMEMATxE 301 flo 55 10 BHZEIERRED 5
. BIERZBEISIX 3.3% (10301 ) Thot-, FIHL-EIVEH @ HEAL
i 6 1, @AW 3 6, A SR L OBHK & 1 flThoTo,
BB ESNTEY 27 L LTRELE HRBWAZ DO I OFHEIESIE
2.0% (6/301 f5l) Tdh-o7z, BERBHENY R 7 L LTRE L TR R REE
DFRBUTZRD LR o 7o, KR E TORWERFEBLRN & T, RHEIS &
CHEEEIZOWTHEHK EOBA L R FEHIT o7,

A 2hE

WZRBWAR a7 (EAHIE) OREBIEREOFEM 10 203wy Xk 11
WCBWEHDDRRTRN) Lo TEROEE (BUTF, NV dkER]) 13X,
AHER], I EBE R OB LA O BE TEREI 80.2% (203/253 #i) . 84.0%
(179/213 #1) KT 60.0% (24/40 ) T 0 | AR F CORKRER (ENEII
FIRER) CTOERHEIEDIZBWSEER 95.2% (2021 ) L VI&-7=28, AH
I CIEENS IARRBRIC S TR AR EEBEO RS VEFANEENTND Z
ENE L EXT,

BACBIER IR A RAER], TR BE L OB O B D QOL tERITEN
FI 73.7% (205/278 B) . 76.1% (178/234 fi]) KX 61.4% (27/44 f5]) To -7z,
TR E COBARRER (EASIAERE) ([ZIXEER TR HAIE LS DN
WBE~OEGIZONTEH, FRCEIME EOMBEITRO bhienoTz,

a8y 7 A5 0.75%FEEREE 20224FE5H6 HEP) XV

D)ARBEHELTERFPENDARXIEER LI-RAE - HABROME

B R L
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1.

VI. EhEIE(ICE9 51EH
EESHICEAEL HILEYXITILEEE
Aho=FJ—)
R B0 LA ORE - RS, BRORN CEEZBRT L L,

2. FEIEER

(D ERERML - 1ERERF

(S AN BT R DR+ R DIERIR)

A R\ =&Y — IR SRR T O UL E RN OBRMEIR T RIC L - TEI &%, = b V{bA
WCBET D, Zo=hu Y{LaWA DNA Lf5E LT DNA & fE L, S s/EH R OBiE/E
RAERT, Fio, ROSOBFTERLIZE Rr¥ LT I KD DNA 55 EEZ T 5 101,
FROERABFICEY, A b=y —d, EEFBLICENTREME (FhLryvr, hax
V) BREAET DERID VT MGIER O T AEEMERRRIER (O U CHUE R 2 9 2851, 2
ANERETRISC A O R E BN 5 12,

(=)

S BE OFREEEE CIIEMERBREAE ML TBY D HSOREA D= LD—>2L LT, KE
BT DIEHRBFEOEINN 7 7T /A FEOHERNLDOY A " IA VRN TEIA DAY
FEL, HRICBARIELFI SR I T EEZLNTWD W X o= — V3R MERR R D
AR EIEIT 5 2 & THRIEERZ7RT 9, £, S BEOREHEE CIXFPERE N~ n 7 7
—VORBEBPEMLTNDEZ & RO INF-oBENTLE L TWA I QRSN TNS 209, X hr=
B — I REIIC K D INF-aD FEASCE B O GEFES 2 Bfl 32 2 & CTREMGIEM 2R
T2, kDL oIz, A he=F Y — )VIZMRIEEHA R OREMGER 2 LT, S DOREZ UGS
THEEZOND,

(2) EERAT 1T HHABRE

(DS AME B GG DRX B+ B4 DI

BESMERR D A b o =& — Uk D sz 1022

Aba=FS—=UE, NI TaAT AT TR TSR T YT LNE, FTLVRTTE, H— K%
LT e RNUF VAR TIFINRFIRE, Hreansl— T g HA ~NJaygF—.nlip
EL RO 7T LRIV ICIETEE 2 R, £, XTI MA RNV T ha vy ARE, Vv
B, ZJOANITPTL T4 T4 INDT T NEVHREIERE S A b o =&Y — VIR AR T,

MIC B Tf MICy (mg/L) DEETRLI-FHEEKRDA FOZF VLR

—~ %Fi:ﬁf—wﬂﬁﬁ MICyo O i
MIC [mg/L]) (mg/L)
AN =i
N7 TuaAF A« 77U A Bacteroides fragilis 0.01~25 0.5~4
Z DD/ T T v A T X Bacteroides J& 0.25~>256 0.5~6.2
777 U 7 A Fusobacterium J& 0.0625~32 0.5~4
T VART T Prevotella J& NA 4
H— X VT « NUF U R Gardnerella vaginalis 1.0~>128 4.0~>128
T 7 F ) INF )V R Actinobacillus J& 10~40 36
Fremasny Z— . 7 4 %A Compylobacter fetus 0.25~>64 NA
~Y any Z— - v’'al Helicobacter pylori 0.5~2 NA
7T LG
N7 hA NV |3y 1A Peptostreptococcus J& <0.06~>8 0.25~>8
7 =)V 2B Clostridium perfringens <0.1~>128 0.5~4
JBARNY VTN T 4T 4 )V Clostridium difficile 0.125~4 2~8

NA : 7 =2 RAF
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)
D REER
A TEBRRAE A& AN & E A

bt NRE ML) & B U 724 18k A Krebs-Ringer U UV EBFEEHRICERE L, 47 Y = Ab¥F A £
L& HIT37°C, 10 BT LA U F a_X— kL7, 2 OMMERERIZ Dimethyl sulfoxide (LA,
DMSO) /T % J —/VIZIEfR L72 1,10 L OV100 pg/mL A b1 =4 ' — )L X TZ i & [F% 8O DMSO/
TH )= VIR R Z RN L2, 100 pg/mL A b =& —) L3 A =W R X B AR
BB D@t AkZE (LLF. HOy) DR Z. 10 KN 100 pg/mL A b =&Y — L3k ¥
ZYHN (LLF, OHY) OAERE ZNENARICHE Lz, i, A hr=4 Y — L3l %
TOEMWBROERICIER L hoTz,

b NP EROTETEREER RIS DA br=4 Y — LOIEH

A =FY— VR PA Y R PERIC KV BEAE SRR SRR
(ug/mL) 0, H,0,” OH- 9 CLY
0 1.56+0.18 2.14+0.14 8.611+0.29 850564365
1 1.59+0.20 1.99+0.22 8.88+0.22 8120216028
10 1.60+0.17 1.76+0.13 6.100.13** 809385191
100 1.60£0.19 1.34£0.04** 5.71+0.30** 827065857

PEME AR RS (n=3)

#%: p<0.05 vs VEBERTIREE (Student @ +-H7E)

a) A—/3—FF% K7 =42 (amol/min/4 X 10° neutrophils)

b) EEE{t/KFE (nmol/min/2.5 X 10° neutrophils)

c) B REFI L7/ (pmol/2 X 10° neutrophils)
d) L2255t (cpm/5 X 10° neutrophils)

R E A ERTFE T TR EREE RH R

A—=R—=FF% T RT7 =42 (LAF, 05) KO H0, DAERICKHT DA ha=4 Y —LoOEHIZS
WU, B RNRRS M S HEEL 724 ERZ 5X 107 mol/L Z b2 —A KON mgmL €7 F 56
Krebs-Ringer V VEEFEEHRICERE L, 47 Y =AW A EYF & L HI237°C, 10 57 LA %
22—k L7z, OH-OARRIZHT 5 A ha =4 —LOERIZOWTIE, b MEFEkZ

5X10° mol/L 7/ 2 — A& 4 Krebs-Ringer U VAR B L, 47 Y =M AEF L &
HIZ37°C, 10 g7 LA v Fa— L7z, ZOMREEKIZ 5. 50 T 100 pg/mL A hr=
2=k 0.05, 0.5 KOVS5 pgmL 7SV b bA VBBEZENENAGDETIRMLZ, A bR
=H—E, UL B LA R (0.05~5 pg/mL) DOF(E FIZBW T, H0,, OH: KO Oy Ak
Z . 5~100 png/mL O TR RTINSO TIICHE Lz, 7ok, A ha=4 Y — /L KU
VXN U A BRI R TOMEMRBRERFEOAERNRIIER Lo 7z,
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E MFREROFMHBERBEERICHTHA FAZE Y —ILRU/NILE b LA VEEOHEFEER

(A)
4
1000 +30
N: (@]
= 1 ) .
= 3 900 _ {25 _
m ) g
w =
2 g g
w = e
S 2
~ 2 5
—-— ~— -~
£ -800 ™ 202
=z Z 2
17 = |5
= o "Um
o = =
I ™ E 4
o 700 15
1.
+600 10
0 0.05 0.5 5
Conc. (pg/ml) of palmitoleic acid
(B)
4
1000 30
z c =
= 3 900" 25
“ g 5
= Z 3
» = =)
=] — =
- g, 2
F E 5
= -r800 m r20 e
= 5 2
o -
E : —
= =S 5
— = =)
[ | E z
=z =z
= 700 — F16 ~—
1
600 +10

0 0.05 0.5 5
Cone. (pg/ml) of palmitoleic acid
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(©)

4 4
11000 L 30
£ 900 125
% z &
® "Uj =
E g 2
E =i S
E 1800 = |20
4 X »
£ = "
| I FUC’: g
o = =
= =
}700 S his
1 4
1600 L10

0 0.05 0.5 =
Cone. (pg/ml) of palmitoleic acid

P AR R (n=3)
ASpgmL A fa =Y —AFE T, B 50 pg/mL A ha =5 — AP
C:100 ug/mL A b =Y —L{FHET
®-©®:0,. O—0O:HO0, X—X:OH-
*p<0.05, Tp<0.01, Ip<0.001vscontrol (A kv =4 — LVHMTFHET)

(Student ® ¢t F7E)

2) SEIGI4ER 2

E R M E LIS S D TNF-ofE & | 45 A
HEEL 72 MR M EEEMAE (BLF, HPBMC) % 10%I03E 344 RPMI 1640 57 (2 R L |
lipopolysaccharide (LA, LPS) #I#{ T C 0.083~83 pg/mL A ha =% — L& LT 37C, 4
REfEA > F 2 _X— h L7z, 41.5 KTV 83 pg/mL A b =4 —/Li%, LPS }i#iZ L% HPBMC 7>
5O TNF-oBEAE 2 A EICHH L-, 728, 0~83 pg/mL A b =% — /LidMifafEEN 2R S 7
Moz,

E b REMEZHED INF-0ELICHT HA FOZF Y —ILDERA

A bhu=%Y— (ng/mL) TNF-a (ng/mL)
0 1.1%0.1
0.083 0.9+0.1
0.83 0.8+0.1
8.3 0.6t0.2
41.5 0.630.1*
83 0.6+0.2%

FRE EAEAERE (n=3)
*p<0.05 vs control (A h =4 —IEFET) (Bonferroni i)

E MEE Y 2/ SBRR I A

s A 2 R —» 5 HiffE L 7= HPBMC % RPMI-1640 57 HUZ SR8 L CTIRA L. 5~200 ug/mL A k
0= — VFEEFT37C, T2 A % 2_X— kL7, 10, 50 X200 pg/mL A b =%
—/LiE, HPBMC D85 % i AR AT 7> A il L7z,
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ENEEYUAREKRRIGIZHTS A O=ZFY—ILDER

2.5 1
*
E 21
c
o ik
E 15
g " s
3 ]
§ =5
2
3 0.5 ; ke
L+ 3'..
0 T T
10 50 200
MTZ ug/mi

FE CAERERZE (n=3)
*p<0.05, **p<0.01 vs control (A b1 =4V —/LIEFTET) (Dunnett %)
MTZ : # hu =4 —)L

IV AEMBROES ) 2/ BRI HNHI4E A
FIEGHAZIL, 7 > Fov S B L 72 Mia %2 25 pg/mL ~4 h~A > ¢ T37C, 1 KfilA v F =
NR—= b FHZ LV ARIE L TR L2, RIGHIEIX, ~ v 2206 B#E L 72 a2 vz,
RGN & BOSHIE 2 5~200 pg/mL A b =& ) —AAFE T T37C. 72 FFfElA v F =2 X—h L
720 50 LR 200 pg/mL A kv =&Y — LX< 7 A I 0O B A A R BEAR AT RO 2D B L
77

Y ORAEBHBEDORES) VINBRGIZHT A A=Y —IILOER

0.6 -

&

:

Absorbance at 570 nm
o a
ha &

**
R
o T L
260

MTZ pg/mi
PRE AR S (n=3)
*p<0.05, **p<0.01 vs control (A hva =4V —/LIEFLET) (Dunnett %)
MTZ : A bu =% —/

YORIYBIT7—D in vitro BRI 1ER
< U ANLEEE LB~ 7 v 77— & Saccharomyces cerevisiae (S. cerevisiae) % 5~200 pg/mL
ARB=F = AFETT37C, 1Kl A v Fax—F L7, 74 bFXAFQREIZIY, BiE~
a7y —VDBREREBIE L, BRSNS cerevisiae DEIGE~ U A~/ 07 7 —V D&
BEEE L THEH L, 5. 10, 50 %0200 pg/mL A hu =4V —)Lit, v~y RAEE~s/ a7 57—
T D in vitro BRERE & IR EERAFHI O/ BTN L7z,
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Y OREETHIO T 7—20 in vitroBBREIZHT A A MOZFY—ILOER

LE

Phagocytic capacity

L S

50 200

FRE EAEAERE (n=3)
*p<0.05, **p<0.01 vs control (A Fh 12 =% —/LIE(F/ET) (Dunnett %)
MTZ: A ba=%>Y—)L

IDARAIY AT 7—Ih 50 INF-ofE &£ I 15 A
VU ANLEEELUEE~ s 0T 7 — T % 5~200 pg/mL A b =%V — )L{E{E R T 37°C, 2 B

A 22—k L7z, 5. 10, 50 BTN 200 pg/mL A hm =4 —iE, <0 A~ a7y
—Uh b O TNF-afE 4 2 PR EKTFRO /A AR L 72,

TORERETI OD7—ho0 INF-oaELEIZT 54 FOZS Y —ILOER
160-

140~

120+

k

200
MTZ pg/mi

PRE AR E (n=3)
*p<0.05, **p<0.01 vs control (A hr =% — LIAF/ET) (Dunnett %)
MTZ : * bu=4>"—

(3) VEFARIRRER - R
B R L
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VIL.

1.

EWEREICET IR

mEEDHR
M BELEADLMbREE
MM E R L

)RR THRRESN-ILTEE
(DS AME B FETRIGERAL DORX B+ B4 DRI
[ PN AR TR B R 3B D 12T, AS AR R RE TS LS ﬁ5%%%ﬁ¢é%ﬁm%ﬁlﬁ%k%&(%
ha=&y—)Lt LT 225 mg) % 7 HMENEEABALICEARH O X i 4 h i 1T 852 ng/mL (%4
PH : 136~2872 ng/mL) T&H V., 14 ¢b77%f($ﬁﬁ+ﬁﬁﬁ%)i&57lﬂﬁﬁ3mi%1
ng/mL, 14 H H T 510%£565ng/mL Th -7z,
A ha =% —)UEE 250 mg AR LS 1 [BIRE O 5 5-4% 0O X i ) i IR EE 7248 ng/mL (GGPH -
4270~13970 ng/mL, AAEANIZL DT —%) LI L, AFIBARFOREITN 85 7D 1 Thoiz,

A RAZEY—IILDOEYFHEE/INT A —2DEH (ERNFEMHERKRER)

IRT A=K ST H N S AR i e/ IMEL dR RAE
Conax (ng/mL) Day7 20 852697 725 136, 2872
Trnax (h) Day7 20 3.7£1.5 3.3 2.0, 7.2
E3 AUC  (ng * h/mL) Day7 20 2955+2641 2313 382, 8373
Curough (ng/mL) Day7 20 380281 375 5. 975
Curough (ng/mL) Dayl4 20 510%+565 303 58, 2410

AUCZEﬁlﬁﬁqJ%E*H#FBﬁHM‘ETﬁ%\ Cmax:%

)

] PN 265 TR e R R 21

HIZA b=y — LRS- A
#% 7 33+22 ng/mL (59 1) .

#5121

%maﬁ EP{)%J;F\ Ctrough:

~Z 71ﬁx Tmax:%

v A 5% v g JEE ) i

TBWT, @é$%wﬁh&az@(%&@&)uLW&%Lt&% k3

B MEET H T 7 CPEMHEARAERZ) 1335 4 8

%T3rﬂ8@mL68ﬁ)T%oto

FEBREHOMEFA FOZF YV —)LRE (BRE MEERRKRHR)

FkwE R | B4 1% | B5RE#%
M 2 h o =2 — Ly (ng/mL)
Bi% (w/N) 59/62 58/62
S - AR 33.018£22.294 30.506=18.105
S UNE - N 5.62 - 115.00 2.34-76.70

T RRAE 2 8 A 7o AR K45 IR AL D R Bk
. RHMEE UTERY B,

WN=IMEF A b o= — VIRENE R
MAER A h v =&Y — VRN ER TR Ch 556
KA ELZRE B L,

(3) hEtE
M ER e L

DESE - HAXOFE
AH = HWTZRKREES N
l/\fcﬁl/\o
(77 V—VONAREE 250 mg) [7 % A b e ® i EER 500 mg) OIRFSER R ha=4Y—1
® CCDS #&EB\Z, Ta—n, U NFeAEHEA (WHIK) ., ALVT 4T 56 7~ Rk
Al (D77 )%, VF UL 5-TNFa T )b TALTyr YIRARY Y 7o /N
NEH =L EEORICEET D L L,

AR TR~ D JR AT 512 & 2 A AR B4 2 s 38k L T
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2. RYMREERIVNS A —F

) 2iiwap:
(DS AAE BTG AL DR R+ S DIEIRD
S ENHE D AT I i;%WT@TmEELH#F'ﬂ%ﬂ%\é & &L, Bl ST LKA T A —X
(Clrough\ F'B B/j AUC Cmax &U\ Tmax) ﬁu+% c]: Ug'f/j L/f\_o

(W X)
b 4 B LEOEES RBEZOMFEFT A b=y — VREORRFEHELEH LT

(2) R U3 FE FE 3
B R L

(3) HREE TR
AR L

DHoIYF7PIR
B R L

) P HRE
B R L

(6) Z0fte
DR L

3. BEH (REaL—Yav) @&

4.

OF v
AR L

(2) 185 A— 8 EHER
LR L

3
NAFT LT ¢
1.CG.03.SUM.0443 iBr <AEANICLBT—% >9
AR AR 12 B2, BERIRIC A b =&Y — L7 0.75% (LG ZERRTRE [HARF L B =R
Jv— (RUEBVER)]) Dlg (A b=V — 1Lt LTHTS5mg) 28 L7, £/2. A hp=F
—/VEE 250 mg (FREAAI) % 200 mL DK E & BIZRF L, RPrEGE LR AR Lo HEMELE
AUC). lZEESWTHREI RS AT XA Z VT 4 ZHH LT,
ZTORER, A bu=F Y — VP NLVOHXINA T XA ZE )T 4 OFEHEIL41.2% TH 7=,
) AFROAKRE - HE - &
(DS AR B2 FE T SR AT DFR T+ R DRI
ﬁﬁ&orﬁwfé USCCHEBEZMHEHT 5, EEmHEIERE, 1 B 1~2 [\ —B%EIZoX LTI 220,
ICHEBESAA LT D LA T—YECRi#ET 5,
<@é>
1 H 2\, EHE2Ee%, HEaErBAT 5,

Rz B 512 i@&ﬁi@%ﬂéhéo

<BE —in vitro F & 1F R IERER >

fbm &/—w#waﬁ%iﬁlm@(%bm:ﬁf—»vﬂgKW%)%7m—zw—@%ﬁﬁw%
‘%Ltt%ﬁﬁ%ﬂ(tw®%ﬁﬁ 1 ecm?) [Z@A L, 16 BEMOFBERMEZRE Lz, ZOREE,

%%m 2= OkEiRE (REERONLE 7 X —igPEIREOAF) ITBMAED 45% ThH -7,
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5. 9%
(1) 57k — A RS P9 @ a8 14
B R L

(2) % — R BEEAFY @ 1t
<HEANZL DT —5 >
SIRBRAE RTINS A b e =4 — LINREE 200 mg & 3 W Z &G LT, R o PR E A2 I
Liz& &, MM LER L TRIZICBITT 2 Z &l bhi,
) AFOER Sk - &
(DS AME B FETE L DR - SR
TER KR OYFRO L SIS CTHEZ AT 5, EEm2ERE, 1| B 1~2 BT —8HOFI LTS
HICEERMA LE O L2 T —BETIRET D,
HE)
1A 20, B E sk, BReB6T 5,

@) EA~DIBITH

<HEANC L DT —H >
RS 22.5 O R L OVER 5 BHOBAEN 10 fila@ 0, BEIC A b e =2 —/LNREE 200 mg
OG- L, 4 R Z &R L TRAFT R OSHAER DM P ~OBITE2E LT, REFLH OFL)R
JEIL 4 BERE 3.4 pg/mL, 8 FE 2.2 pg/mL, 12 B¥RE 1.3 pg/mL CTREBLO ML A & RIFEEICBAT L72As, B
VR oI PR EE I IEBF~0.4 ug/mL LD T E TH - 7= (HITEYL : polarography) ,
) AFIOEKRS I - AR

(AR IR ORE B « RR DB

FER KL QYR O IR SIS C Tl EZE AT 5, MEmAZERE. 1 B 1~2 BV —BHICOX LTS

ERICIEEERAR L2 D Ea T — B THR#ET S,
(6 &)
1 H 2, BEEZHEE, BEEBAT D,

4) R~ DIBITHE
B R L

(5) Z Dt DR~ DIEITHE
BRI L
<HE-F b UHF <wUR>
Abhup=F = %T v bR HF O EHIRNE S L7214, Xiv?x2”&07/l\28> IR
B L2 oM Sk~ O 5 mIiTEehTH Y, PitiE (B \ B R OVEERE) I ONE i
DA BN -T2, 5 24 FEZICERTFIRE DS @ - T2 D1, ﬁw ﬁmﬁﬁomﬁfaoto

C-A O H Y —)LE DY FICHEEIFIRAKS L= & TOMBTRRARERE °

H TETEEREEE (ng ep./mL I g RHA%R I B &)
421l 1.37+0.29
If 5% 1.54+0.23
ik 1.12+0.29
iR 14.84+3.31
P ik 7.35+1.50
B 1.27+0.27
i=3i] 0.70+0.18
N 1.31£0.18
fit 1.78+0.37
o i 1.65+0.19
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= 1.86+0.17
+ —f515 3.43+0.41
5 3.27+0.33
JEE e 10.45+0.46
Rl 1.57%0.22
FRER 1.14+0.12
VA4 it 2.22+0.21
T 3.11%0.64
a: EITFHE AR ZE (n=4), BUNREIRIEIZIA hr =X Y — L REEY E L L THRR,
(6) MTFERMEE R
MR L
6. X3

(1) BB R UM SR B
<HMEANZL DT —% >
RFHERAL - & LTHF
RS - IRkt S e = b e ke B MG, REMDOA hn =Y =L ROZED I VT 1
VEBIIAIRD 30~40%% 56, 1-2-E Re¥ v F)2-t Raf v AF 5= hnf I4Y— LKk
GZD 7NV v A ERIERD FARE T 40~50%% 5 72 2,

Q) BB E5T HEECYPZE) DHhFE. H5E
MM ER e L

@) VERBHNRDAEERVZFNDEA
B R L

G RBMOFEDHERVEL., FELEER
B R L

1. Bt
ZEER e L
<BE-T v b, UHF <wUX>
Abhu=ZY— %7y hBPDROT I INTFHFRNREG Lk, I~ T 2 PROT v bR ARS
L7 D FERPMREIITIR T TH Y . 7 v MTRBWTA b u =2 — b R OGEHY) O 58 B 1335

WZIERE D B e o 72 30,

ROAR. Yy b, DYFITA FOZFY-LEROBREREFHRAIRS L= & EOHRER

BT P58 Beh & PRI PR R FErp PR
~ U A &0 50 mg/kg 24 TREfH 55~65% WL
wao | e om0 | REE
5k e 10 mg/kg 4 A TH 58% 24%
&0 10 mg/kg 4 IR¢ 16% 21%
RN 10 mg/kg 24 FFH 57.6% 14.6%
A FlRAN 10 mg/kg 6 FEfH 44.7% 14.2%
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8. FIURKR—E—IZBHT B1EHR
BRI L

9. BNFICLDBRER
EER R L

10. BEOBEREET 2BE
AR L

1. 01t
AR L
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VI. &£ (ERALOEESF) ICHYT HEE

1.

ZERNREFDER
FEEN TR

2. ZERRBLEEDHEH

2.2 (ROEFIZIFMEALAEWLI L)

2.1 KFN DAk UIBBUE DBEERE D & 5 B

2.2 4, THOCSREWKRBOHDEE (K- FHIESEOBREZERL) [HHRARRIERN D bbb Z
ENRH D, ]

2.3 iR 3 » AU [9.5.1, 16.3.2 &)

(fifan)

2.1 AR ORI L CRBIE DB O & 5 838 Tk, WBUER KB T LB8E00H 5.

2.2 AHFITIIN - TG O BEPEAR L R DAREED &V | FRCETHEAN ABE D 10%LL =T
MEBEZA LTS L SNTWND, LER>T, i FHEGEOBEFEIZB O TH, KA X DBEOL
BEMEREBNEEZ LN D HEITIE, TRARRIER O FBITER Lz ETAFRUER 2 TREL 705 X 9
. - FRIEEOEE L REOEREAT 2EEICHTIEE] OHICREL., 5 OHIZIT
(M, FREICARENRED S 28 (K - FHEZOEFZR) ) L#L, BEEEZRE L,

23 MmO AREGICLY | BEEMEZER L TRIE~SBITT 2 ZEAlE s Tnd, (RIE~DR
BIIARE)

3. MEXITHRICEHET HEEELZDEH

BEEIN TR

4 RERUVAEICEEYT HIBEELZTNOER

'VARE,ROHEICEES SEER] 227524,

5. EELEXHIE L ZDER

8 EELEAMIEE

<hEeE>

8.1 AFIOM T L, AXUIABET T o 7T LD LEINRIRBARET 5 2 L, AFNTLEMNRREIC
KU RIEMERICEIR S S AL, IR BWEITDHZ D D5,

DAMRIEEBEILORE - REROEFD

8.2 AHD K JEIEIHEINL~DBATIC & 0 BH WL NTRD B D T2 BAREALAN LFPH OB A% 121,
O AEEFHEARE ORGIC L VRO SN DEIER GRS, PHpREEE, [ MmER
A R ERE R L) A MHIREO ERIC XV RERT BERH S, [16.1.1 ]

8.3 AFIOEMOME AR IZ WD, AFl 2 EMICHEHT 25810, A O/ 2 EEIHB 2
Z &, (1521 8]

(fi#sh)

8.1 CCDS TliE, /MR FEICBE T AEEZRLE L TRV, FEEOEEME & L, AFI O AL
LCHXIZHBET 7 o T ENEERN SN2 WK ) BEEEET D,
72k, ARNOS L EMRER (A 120 77 Ix - hy JT4AMR 200W - h - m?) TlE, ARbE/ICTE R
WEEDOSRME LT) U THEERN LB, SE(LERD72E, DT DI ofEmeE 2 ha =4~
— VD& EIK T 28D,

8.2 ENFEIMFHFABRIZI VT, BAMBIEBGIZ D R &2 A 2 BH AR Z SKAEEAM LTz & & OAH|
DIMIEF Conax DB OB KA, 22 852 KN 2872 ng/mL Tdb o> 72y AFID Coax 2385 KA %
R LT BRI, DA RGOSR K (140 cm?) Th o7, MAMEREES ORFEO K E N
BETIE, AFOBAEERIREL, BAELEZL 2D 00, WNENSL 20 | miEHREN &
{lgol&BZBZ b, DAMEEIREOR TH M IIM O /UNE & sk U TR & 2R FIEE & AR
THLEINTEY, JREEZ BT DR AMRERGORE IIZONTHESNTNDLIHEDD I b, &K
KiaifElE 323 em? Th o7 Z L B E 2 D & RAIBARHTAE S 2 ARFED B KIGEFZ & 13 6626 ng/mL
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L%, ek, ERBIHHRERIZI VT, AAIOREAA] 250 mg ZHEHRG L7z & & DMIET Cra 1
7248 ng/mL Th o7z, AHOMENERT TIT. XV IRHEHFE RS~ HIC X v & A5k & [
FREE DY 3F8 B AL, AMHAE NS THERR S LTV fR B U R FEEHEA O 512 L 0 3R
HONDEWERNERT RN DD, Zhbaili, AHEEZRE LT,
8.3 AHIDEN TORABR TR IC L 2L OLetidmit S T, Lein-> T, K8
EAREOE FTOREMIIARPATHY . —fRRFEEFESE L TRIE LT,

6. BENERERILBAHICHT IR
(1) EHE - BEERFOHLEE

I BHENERZAHIHBEICHTIER
9.1 BHHE - IEEFDOHLESE
9.1.1 MBERBDHZEE
HIMERIAD . PRI N oo Z L3 %,
9.1.2 fixi - HHEZDEE
HFIXHRGRIER N D B O D Z & D %,
9.1.3 a4 A VEZRBDEE
& 0 ST AR O 52 L0 | BEEOFEEXIEMEITF AR HEL L TICE > T2fE
BIRHRE SN TND,

(fiF75)

9.1.1 CCDS Tit, A bu=FYy —lid=tuA I¥ V= /LREHTH Y MERELOMESCEED H
HRFICH L TCHEEICHEATLIZ L EBHADH Y, ROFORMLETH, MIKKERDOH D B
EN TREOE REZATH2BRFICHATIER] TRESNTWDHEO, FEkICEREZWE Lz, (72
B, AFOENEERRBRICINT, AKAERREGROH D THMEKED ) < TFFEkED ) 135890
SR TVZRN,)

9.12 2. BENR L ZTOHME i 22] OEESMH,

9.13 A VIEFEREDBRE~D A ha =XV — LEHOROK T ERFI O 542, EEONE
PESOTBMEF AR 2B B LT ICE > TEFINRE SN TV D, Ao 2Ea68T 5 2 & RO
FEROEEMEZEEE 2. AHID CCDS IZBWTh b A IEERED BE~OMF I+ 53 E M
ERBRINT, 20D, arZA VEFEROERE Y REOW REAT2REFICHETIER] ©
THIZRE L, EEZME LI,

(2) BHEElEE R E
BRI STV

() FFikaErE=E R
BES N TV

D EFEREEET 5F
REIN TN

(5) bE85

9.5 HE4F

9.5.1 1IR3 n ALLAD L E
R LW &, Mm~0RO#&5I12L 0, HEEMZER L CRE~BITT2 Z EnmESn
TV 2 [23, 1632 BH]

9.5.2 1¥R 3 h A% BE -k
1BE EOFIRMEDEHRMEE BB E W SN IG5 ICORFERTHZ &, (1632 2]

(figin)

AENCBT ORAKGREOT =2 TlE, A e =Y — RN Z@E L, RIE~BITT5 2
ENE STV D P JEEMEE 2808 L7c, BRI o A ~ e =4 —/LNkEE 200 mg
w3 LR E L T, BFE 24 Bloi PR EZRIE Lc & 2 A, HrE R o iR o EIx
0.9ugmL TH Y, MMz L THRIE~BITT 5 Z L@ bhiz, (12, ZRAE L 20
figin 2.31 MO TVIL SN I BE 2 A 5.0 40 (2) ik — Mz BA M@t ) DHES M)
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(6) =215

9.6 RELIF
LU AN LA E LU, IR ~OR OB GIC L0 | AL & FRE ORI
BATTAZ LR HMEINTWA M, [16.3.3 ]

(i 3)

SMENICHT DO EIEOT — 2 TiE, A hu =Y — VIR ~BITT 5 Z LG ST
%W, R AZRE Lz, TEIEHR 22.5 O RBELOER 5 B OFAENR 10 flaBo, B8l
A ho =8 — L NIREE 200 mg ARG L, 4 B 2 LIS L CRALT R OSEHAER ot~
BATZWE Lic, REFLT ORI 4 9] 3.4 ng/mL, 8 F§fi 2.2 pg/mL, 12 i) 1.3 ng/mL CTREH
D & FRRREICBAT LIz 23, FrAEN o i iR B IR ~0.4 pg/mL & 450 THE Th -~ 7o (HIEE
polarography), (TVIL. JEMERRIZBT HIHH 5.0 A ~OBATIE] OHSIK)

(M INR%E
9.7 NREZE
INREE G & U RAREBRI I 50 L T Zeuy,
(figsn)
INREE A5G L U2 RRARBRIIER L TV AR WZ E BT LT,
8) =k E
9.8 SENE
— R A FEREME T LTV D,
(figsn)

[E] PN 26 AR B PR SRR I 30\ T L S AR TR AE O B A2 3 2 85R3 21 B O Je A (FEPH)
1L 65.0 5% (39~8275%k) Tho7o, EEEIFFADRIERANA LN TWRWZ Eh | FiliE ~DH
5ZHTm>TORERLE L TERE L,
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1. HHE{ER

(D HRERETDER
BRE I TV
QHRIELZTDER
10.2 BtREE (BHAICEET S L)
HeFN 4 BRAER - #8715 B - faRIA+
TIva—)v RS, MER MR, i, WIRLDS | AT L 2 — L ORFEHERIZB N T

bobILD Z ENHDHDOT, EHEIM
PHIEE 2T 5 Z &,

TT e RRKRBERZEE L, fh
TR NTATE FREL EASED,

U M ELE A LA
(N HR)

DANT 4T AT a— )L S &
ITBENRDD.

U e ERRA (WK T4
) —VEERTDHOTARFNC XY i
T RNTATE NigELE LR SE5,

AT 4T N

FEER (BEELSE) b bbh b L
BB,

P

7=V v RbrEtin A
TLT Yk

U7 7 U OFUEEILIE 2 #58 L |
HILERH SbID Z LD,

AFNIONLT7 7 ) o OREEBLE L,
ZTomPEEs R XE5,

UF 7L

UFULOMPPENEF L, VFD
@R HEOND ZENDH D,

P

5-7) AT

5-7 A a S Lo EER
H1L.5-714av5 o ) LofERH
MTHZENH D,

FEEREFF DOFEII R TS D5, AH|
N 5-TFursoaoey s )7
FURAERTSHD,

T AT 7

TANT 7 o OERNBERIND Z
EMH A,

AKFNET AN T 7 Ol g% -
%éﬁéo

I uaARY

ruRRY COEMBEBSND
ATREVEDN B D

KFNES 7 0 A K Y o P
LRSS,

Tz )N )VEH—)

AFNOVER ARG 2 WTREMED B D o

7 x ) NV E X — VIR O HIEE SR

EHFEL TOMPREZIEKT SES,

(figan)

CCDS, A hbu=%Y— LM « SEFEHRA ORMSCGEORLHE, W tikE2E L LT, LT

DIEANZOWTHFHEEH L LT, &E LT,

()7 va—u
Abhag=Fy— T ra— ORI LY .
EhTwna 3,

)V FFEeLEaRE (NHIK)

U R FEALEERIA] (WK T=% /) — &2 B%EAa L TEBY., AFlEOffFHICEY, VALY
4 T IMERSERTEBEARD D,

BYPANT 4T A
Abha=F— e VANV T 0T AOFARGICI Y SRS ELIREE DN = B ATEEME
HE XN TWD 32,

@7~V oRpugRnAl AT
Abhp=FZS— U7 7 ) OfFHEEICLD,
PR STV D 3,

GV F UL
Aru=F— eV F T AOHREGICEY VT U LOMPRER EF L OHRENRDH B 343,

(6)5-7vArr T
Ahp=FHy— 5Tt ay T VO AEEIZED 5-T7vdAr T T UL OEMENEEE LT
EDOWENSH D O, K EICLY 5-TAF e S DL E 7 VT I ANE FT A2 LT oS-
INFr YT UNOMPREN ER U, (ERREIET 5 RetEnd 5,

(NTANVT 7~
Abua=ZS =T ANT 7 OB EICE D T AT 7 O EEN B L, R
RO BN & DHENRH 5 3738),

DANT 4T DRERS DN Z B AT REME SR

VT 7 U v Ok h R & #5805 FRE
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®)> 7 AKY v
Ara=FZY =y 7uaZR) COFREEICLY, 7 RR) COMPEEN R LEZE
DWENH D 3,

97 =/ N EH—)L
Abhp=Fy— T ) VX —VOFHEGICLD, A ha=FY — L ofPRENMET
Ll O®ERH D O, FHEGICLVEBEFEE TCHL 72/ S e —A B 7 Y —2A
BERZHE L, ENMEESND ZETA b= Y — L OIMPERENMET D Z 127354,

8. BlIEA
ROBWER DB B oD ZEDH LD T, BBRZ 7TV, REDBRD SN G E I 2 kg
L7 YR E AT T &,

M EXIEER & wHER
BT STV

(2) Z DD EIE A
11.2 2Dt DEI1ERA

5%LL b 5%ATi AR
2 AL D O (9.5%) | BEfil B, wof, = D 8E, | ALBE, BB AP (F2RE1EL
) DL K, FHE R ZIE B, FRJEEE. FZRERE) |
FZ FE RV, R R ., 28 i e
i
TR A RAGARERESE (WO LW

Ao, RETEGHRR, SREETESE) |
IR EE (GRIR)

s L
SBEE HIRS, MG
V) 2 AER RIS DR - R DRI 5 U C BlE S AL A fER
(fr75%)

[ZoogIER] OMEEARIFL LT, CCDS IR IN-BWERTH D B, FERPE (KE
TR, R REESR . FCREHRE) . RS, RE R, BRIEMER, KRR E (U LU, &
R, BEREAE) . WRAE (&BRW%) ) ZREL, 512, SEOTREZBICBWTA ha=4
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Nz &£ 7Ty %Wﬁ%*% Lf_ (B5tE) ‘60)’(3?)6 E%i L, WIETE= e ¥ s ¥ —EoinE
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ICR ¥V A &0 (REY) | 78 M | 75, 150, 600 mg/kg 13

CF1 w7 % B0 QREE) | 92 8M | 75, 150, 600 mg/kg Ror it

BALB/c ¥ 7 A w0 100 HIE | 66 mg/kg [

. . SD 7 » b O GREE) | 7SHEM | 0.135% Rt
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Fi 7 B OV 7R O IR TTHERT AL D3RO LIV TV DA, REEIC K W BEENHER I N TWDS, Fi,
200 } Y400 mg/kg 4 h- L7BR. K EVERAVE L ~DRENHO LT D,
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ST, B, NREMESTOI LML LA N U ARELEEW CRETH 72, SIRD 1
M#I2, 3PEH 1 PEIZRB W Tl & 1T R DB R WMn I Sl

3) 1% & AR A BR 5O
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1.

SEEH

FHSNETORTIRR
(73 AAHE B2 JETE IS D R DR ) DOAGEEH 3 2 DITH[E D Metrogel* DA TH %,
ST T D088 - 2RI, 1988 4 11 AICKETRBINTLR, KE, R4y, 7T A, BFH,
A=A N7 VT HET R 60 DL EOE X T HUE CHARE A BG L T D (54 : Rozex®, Metrogel %),

HENCI T B ARG (2026 4F 9 A KRR

NEE « R

W74 R | A - et
Metrogel® 1994 £ | Aqueous gel for | ZhEE « ZhHE
0.75% wiw Gel cutaneous use. | 4.1 Therapeutic indications
Metronidazole | For the treatment of acute inflammatory exacerbation of rosacea.
0.75%. For the deodorisation of the smell associated with malodorous
fungating tumours.
Wik - &
4.2 Posology and method of administration
For the treatment of rosacea:
Posology
For topical administration only.
The average period of treatment is three to four months. The
recommended duration of treatment should not be exceeded.
However, if a clear benefit has been demonstrated, continued therapy
for a further three to four months period may be considered by the
prescribing physician depending on the severity of the condition. In
clinical studies, topical metronidazole therapy for rosacea has been
continued for up to 2 years. In the absence of a clear clinical
improvement, therapy should be stopped.
Older people: The dosage recommended in the elderly is the same as
that recommended in adults.
Paediatric population: Not recommended. Safety and efficacy have
not been established.
Method of administration
Metrogel should be applied in a thin layer to the affected areas of the
skin twice daily, morning and evening. Areas to be treated should be
washed with a mild cleanser before application. Patients may use
non-comedogenic and non-astringent cosmetics after application of
Metrogel.
For the deodorisation of malodorous fungating tumours:
Adults and elderly: Clean the wound thoroughly. Apply the gel over
the complete area and cover with a non-adherent dressing. Use once
or twice daily as necessary.
Paediatric population: Not recommended
Rozex® 1992 4 | Gel ZhEE « Zh5
0.75% w/w Gel Metronidazole | 4.1 Therapeutic indications
0.75% Rozex Gel is indicated in the treatment of inflammatory papules,

pustules and erythema of rosacea

ik - &

4.2 Posology and method of administration

Posology

For topical administration only.

The average period of treatment is three to four months. The
recommended duration of treatment should not be exceeded.
However, if a clear benefit has been demonstrated, continued therapy
for a further three to four months period may be considered by the
prescribing physician depending on the severity of the condition. In
clinical studies, topical metronidazole therapy for rosacea has been
continued for up to 2 years. In the absence of a clear clinical
improvement, therapy should be stopped.

Older people: The dosage recommended in the elderly is the same as
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that recommended in adults.

Paediatric population: Not recommended. Safety and efficacy have
not been established.

Method of administration

Rozex Gel should be applied in a thin layer to the affected areas of
the skin twice daily, morning and evening. Areas to be treated should
be washed with a mild cleanser before application. Patients may use
non-comedogenic and non-astringent cosmetics after application of

Rozex Gel.
KENZ I D AGRIRDL (2026 4F 9 H )
- ZhHE - B
h7e KR 15 - & o o
74 KR | AV A e

Metronidazole Gel | 1988 4F | Gel e - R

USP (topical), Metronidazole | INDICATIONS AND USAGE:

0.75% 0.75% Metronidazole gel USP (topical), 0.75% is indicated for topical
application in the treatment of inflammatory papules and pustules
of rosacea.

Wik - &

DOSAGE AND ADMINISTRATION:

Apply and rub in a thin film of metronidazole gel USP (topical),
0.75%, twice daily, morning and evening, to entire affected areas
after washing.

Areas to be treated should be cleansed before application of
metronidazole gel USP (topical), 0.75%. Patients may use
cosmetics after application of metronidazole gel USP (topical),
0.75%.

KENZHBWTHRIEERL TH D Metrogel® 0.75%1%, BIEIFREN IS TNWD ZEMND, A hr=FY—
NV 0.75% G AT DBRBERLDOERELIRTT D,

2. BIMNZE T HERRIBFR
() HIHFICET 2iB5MER (FDA, A—RX b3 UTHEH)
FDA CKERASCEOFLH)
Pregnancy:
Teratogenic effects: Pregnancy category B: There has been no experience to date with the use of
metronidazole gel USP (topical), 0.75%, in pregnant patients. Metronidazole crosses the placental barrier and
enters the fetal circulation rapidly. No fetotoxicity was observed after oral metronidazole in rats or mice.
However, because animal reproduction studies are not always predictive of human response and since
oral metronidazole has been shown to be a carcinogen in some rodents, this drug should be used during
pregnancy only if clearly needed.

Nursing mothers:

After oral administration, metronidazole is secreted in breast milk in concentrations similar to those

found in the plasma. Even though metronidazole gel USP (topical), 0.75%, blood levels are significantly lower
than those achieved after oral metronidazole, a decision should be made whether to discontinue nursing or to
discontinue the drug, taking into account the importance of the drug to the mother.

(2026 4= 9 A Hm)

A —A N7 U7 ®4534H : (An Australian categorization of risk of drug use in pregnancy)
B2
Drugs which have been taken by only a limited number of pregnant women and women of childbearing age,
without an increase in the frequency of malformation or other direct or indirect harmful effects on the human
fetus having been observed.
Studies in animals are inadequate or may be lacking, but available data show no evidence of an increased
occurrence of fetal damage.

(2026 £ 9 7 Hipm)

ENOWRAMCET2, 225 KO9.5 4w, 19.6 #HIF ODEOFEITLL FTO LY TH Y | K FDA,
F—ANFZ VT OHEEITRRD,
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2. B2 (ROBHBIZIXMERALLENI L)
2.3 1IR3 » AN O LM [9.5.1, 16.3.2 2]

9.5 1147

9.5.1 13 3 n BLUIND %4

EH LN &, i ~OR D GIZ X0 | BEEM 2@l L CTHRIE~BITT 2 Z L RmE ST
%2, [2.3, 16.3.2 /]

9.5.2 FIR3 n A& BE-&MH
B EORFEMN R Z RS LR S NDGARICORMERTHZ L, [16.3.2 0]

9.6 IR
RALRNWZ EREE L, BAm~OR ARG LY | BRMIET & FREORE TRALPICBAT
T5ZENWESNTND M, [163.3 B3]

INRADFERICET 51EHR

EERAS S O Rk
Paediatric population: Not recommended. Safety and efficacy have not been established.
(2026 4 9 H )
KIETRAS SCE O R
Pediatric use:
Safety and effectiveness in pediatric patients have not been established.
(2026 4 9 H )

EINOUAMCE 197 N OEOFLHIZLLTO LB THY | EEOUFMCE L ITHRLR D,

9.7 INRZE
AN st G & LT IR ER BRI T S i L T 2R,
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