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VN AUC K TR Cmax DZA HMEICRET 5 B2 605, AFIOENENREIL, FORAILY bENLTE
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F hU U L% 114mg (4.96mEq) /A TIVEHRT 5,

Q) #&
A L

RMTERROMMRUVEE
L

palii
L

BAT BETEEMED & 5 3 H# Y
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B, R OREE L LT, B EMERBRORMRFABROMGEE, 12, 24 KT 36 » A D45
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RH) T 24 BT T A4 TV 2 BSLRRE TPORAFE L, MRIR (OMBD . pH. #UEERER CBlWED) . R
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4. ThEEXIEZHER
HEIGEE>
TYAaYA TV AEEOT KU KER, LoV ERER, MRERE, WME, e7 287 (77
UNATZ) s HE TV A A TN YR, LUART =2 —FT 4T, XS FA R
FhavhRgE, FVRTIR, VIITVTR. A 2T TAVR

GEISE>
e RPN SAENESR B

<fiEsn >
AANOEE T FIE, BN NEOF 3 AHRBRIC R T DRI KRS ERE L,

<HE
BRENIIEMER BIZOW T
ERRNRESEE (PIDY)

LTI SR ER

* :PID PeNic Inflammatory Disease

ok VTSI TEARDLEONDOREL WM,
BECHSTENCRYREROY/SARITELERE

BifE . —06 W% (BEMERRFERFBEE AR Gy BT8R

HRNRIEMR B L3, BICTFEHE NS BTV EEAEFRSHRG AN M U TRIET 5 75 Pk
Qe (FENRR, FEBBER) . FEMRGR, BRERS, ¥ 77 2@REG,. XX, FESHS
A IIEDN B e L THEE D FH i iRk & & L NERGYE O#IF Th %, PID NEIELT 5 &
RS, FFEPERGZEEST 2 2L hd D, FTIEERE, TEEER (FE RO AR SR E
A FEE. FEMEERICA, AR ERSCHMEREIE AR EIC XD B s D, SRV
FEBENETL, B TEEREZED IR ESEIEWEREET 250135 D,

V. ImRICET %A 13



2. MEXIHRICHEES HEE

PREZ LTV

1|

3. HERUVAE

(1) RZERUVAEDRESR

6. AERUVHEE
RANZIET VAR~ AL LTH00mg (Fifli) %2 1 H 1E, 2BEM»T CTEREEEFET 5,

< figdn >

TYARBA Y UERFIOENICE T A HER ORI, ENE 1 HRBRTE N TR L OYNE
i ﬂﬂ/ﬁ&@ﬁﬁ%%”%% [mg/mL OIEFHEHEEE T 2 BRI LL B T ssE) CEh L-ENE
SFHRBR (Wids. BARNIEMRE) O RICESERE L,

1) ERE 14858 °

SNEFRBRHER OCHEZSEZIC L CTEFRABEIC T v 2a~ A 20 500mg % 3 FO#K 5 H1EE
BHITIEEE 1. Omg/mL % 3 BRI 2NT CORMEFRE, ST 2 BT CORisd. EEE 2. Omg/nL %
1 RERI2NT CRumERE] 2 AW CHBLGRERE LI Eine, ARMELE WL EZ M Lz, £7-. [
U 3finf b H1ETL H 1E, 5 HREIKE AR L, EpBhie, AAEMELROZeMEE B LT,

O hH-&

EWNE 1 AR CEONTEZR/MENS, HAANIT VAR~ A 2% 500mg O AR CRE#HET D
T ETFRE S L, ARMEICBIL T, BEEZL O HARMEFIRENMEONDLZ END, T
van~A Y UERFIO 1RSI 500mg & L7z,

O i

ENE 1 AHRBRICBWTERH L2 3 FOR G HEOHE CIX. 7YV Ar~ A 2 500mg % 2mg/mL O
VEST R BE C 1 BRI 2T CORTEFE L2 & X102, Img/ml OVESHEHLEE T 2 O3 BRI AT T A &
HELEGA B LT, HEFIERARO b, £, 7Y RAu~A v ORI BEES
% AUC o VI TESHR IR FE R ORI L D TR CTH - 7o, ZOfEFR L 0 | [ENG 3 MR (g,

BAENRIEMERBR) TIE Tmg/mL OVERHRIEE T 2 BrRILL BT TAMERYE) o5 HEE L,

2) MR EEENRE L-ERNE 3 HHABR Y
ENGE 1 B CRIR L =27 D Ar~ A v o ERAOR G &R OB G 5L v, Tl EE %
wg L UTENGE 3 MmBR A Ei L=, AEROHEITX, 7Y Aa~A v A 500mg 2 1 H 1
B, 2~5 HEAEEHER., 702~ A 2488 500mg (250mgXx2) 1 H 1[H., FO¥5~T0 &z,
R &R DA OBEGHIFITEF 7 ~10 B & Lic, EHANOROF~EI 0 F 21k, #iis
DARTE % Z I L E Al 7 12 gdwfﬁbnto&k SREEZOR ORI OBEREIT, HAANE
SEANTT VA~ A 2 OMPYBHREIC AN RN T & R O R K QRS MEICEN & E TR
TRENRN L 7/xav4//@ﬁ@@imum#g%m7 722 L ENSOLE - 15
HA RTA NIREREDNDIZNWZ LR EOBENG, ENICBITAT VA~ A Y OAERD
AEZIEARBAENOHELFAECT S Z LIRS TH L EEZ N2, SNEF 3 HHRER &
[EEEIZ 500mg & L7=,

EWNIZI T 5 ARHF O FER O
FNCIET Y AB~ A v b LC500mg (ffi) Z 1 H 1A, 2 BRI CAMIHES 5.

V. 1BRRICEEd 5 IEA 14



3) BMAREMEEENRE L-ERNE 3IBHE®

FEINGE 1 HRBR CEIR L7727 A a~ A U U ERFIOR G &L OB 5EZ O, BN RIENE
PR E xR E UZENGE 3 MR A I Lz, HE - AR, 17V RAe~A & U EHH 500mg
Z1H 1E, 1~2 HEAREFE L%, 250mg $84 1 H 1], BROBG~T0EZ, EHAERD
FOBEMMITEF 7 B & Lz, EHAIN SR OFI~OY D2 1%, WEREOREEL BB LE
RO FE S W TITh Tz, i, AilEEER O OAORERFHEIZ OV TIL, BARANEAEA
TTrvAR~A v OIPENRBICEN RN T & BNRIEME B O R B O FEE & O MR E
NENETREREN RN L, TR~ A T OFEMEZL PK-PD 225 FRITTRE/ 2 & 72 & 08l
B, HERNICBITZT VAR~ A O RE - HEESMNEAGEHE - HEEFFICRETDHZ L
FZYThDHEBEZ N2, SMEZE 3 tHRER & FHED 250mg & L7,

(2) AERUAEOREREE - RHL
LR L

4. AERUVAECEEYT HIE

1. BERUVRAEICEET 5FE
(GhEEHE)

1.1 RFOEGHIM & LT5 HMABX 2B GRRITD RN &b, #EHN 5 HEEZ2 5
B, sl s+m517o 2 &

1.2 BRRIER O g SRR 0BG ATRE & ERAVHINT L2355, 7V AR~ A Y UBEICEI D B
HIEMTED, KHLST VAR~ v U~ B X, BESHMN 10 HEB X556
X, BRadEsRAE oo 2, [17.1.1-17. 1. 3 ]

(Htize)

1.3 7oARu~A VUERAIND T VAR AV UBEICE) Y B A - AR, ERAR OGS
AR LW L72RER T, 7Y A< A Y UERAIN LT VAR~ A v UBE 500mg (Jiffi) % 1
H 1RSI0 82 AFIOBEGEHMIE 2~5 B, B 58REITEEF 7~10 B K THEl s
. RESHME LT10 2B R5&BIT0 2, [17. 1.1 2]
(BBRRNREMER)

1.4 7oA~ AV AERFINS T VAT~ A BRI B T RRERER L. ERRR O S
FREE T L= T, TYoAu~A VU ERFNO T P Aa~ A 28 250mg (i) % 1
H 1 ARG &2, AFIOBRGEHBIEZ 1~2 O, RESHRIZEEF 7 O TEm I,
REGHR & LCTT7 HMZB 2 28588137, [17.1.3 B

< i >

7.1 miHitiRExSGE LEEENGS SRR YORSE, TYVRn A VUERAFIO S BREGIZL D
ok, et SRAEMEIC O W TIIMER SN, 5 HIM &2 2 CTARID kR 5 S 7= ERNT
2l E7m. SMEREARRBR N OSE TR E RIS O CTHEARBRIZBER LN TEBY ., 5 ARZEL
TeARFNBE G- DOF DR NEEMEIHEE S LTy, 2oz, RFIo 5 3%z x5 kG
ITHELEC & Aoy, [BRIOHIMIC LV, 5 HEZBX TAAOE G NLERGE T Ho o Ria s g
BT HMENRD D,

7.2~T7.4 7oA~ A 2 EFAlE 250mg $EDORREGHIFIZ O\ T

V. 1BRRICEEd 5 IEA 15



fiti %

TR Z x5 & L72ENE 3 FRER VIcBW T, TV Ra~A ¥ UTERFI OB G 3.7
H (#iPH : 1~5 H) Thbv . 250mg $Eb O LR EMENL 7.3 B &P : 1~10 H) Tho
Too ZORBRICEBIT D GB46 15 H B OF LIRS T 84.5% (60/71 i) & &\ AR
ZRLTWD, 7V AR~ A T EFHITS A, BE5HIH T 10 A48 TRG S AEFE
72, AMEE 3 AHRER O T T VA~ A VU TERAIN SR ORS00 B2 K DGR
10 B2 B %< 40.1% (81/202 %) TH V. 10 HEBA TR SINEFIRESATBY, T
2Ar~vA ORI E LTE, At 7~10 HEo&RGRH#EEIN D,

BB, BEEENESWVWIIRBEE T T VA u~v A Y UREGHE LT 10 B2 B2 I8EA2 VT L
THEYRMBAEEINS, ENE SHRARICBWT, 72 ~vA U ERAITS HIEL, Bk
HHAR 10 B A8 2 TG S TIEBFNI 2R 0o T2, JEFIERITIRE STV 503, FME G RER TR
BE5WIMN 10 B (& 16 BHE) 2@ IERINHER I N T\,
INGIEFIZB W TCIIZ e EORMBEITZRD STV W, R—PiE RO EWME 51X, k@
HHL, HRMNEZ ST OBT 52 RN HFELVALEETILERD D,

TYABRTA Y UERFIND 250mg FEA~Y) D B x| G 10 H 2B 2 A5 A T, RiaEgE
+1T O LERD D,

B N IE M R

HMENIIEMERBEE 2R L Uiz, ENE 3 R VIcB\W T, TV Ar~A VU EFAFIOEY
BEHMIZ 1.8 H (#iH : 1~2 H) THV . 250mg $EH SO - LR 5% 6.9 H (% : 2~
TH) Thole, ZORBRITEH T 2504515 H H OFFRITEHANRIEMEE2K T4, 1% (48/51
) LEWESRAERL TS, BB, TYAO~A L UERFIC2 AR, REE5HEc7 BN %
B2 TERE INIERNI > 72,

BRI AIE MR BB 6 LS 500mg 725 250mg SE~EI VD Bz . RIFRGHIMAS 10 A28 25
BaiE, BBl EZ +01T O NERD D,

FORARA D UEASKINGUIYBAREINSGToRAOTA L UEOFIE. BRNVERKRRERICEH
WT., 722874220 250ng ECTHEIMERUVREUAERINATEY., 7PRATYA LU SR (B
EIRE5EEF) ~OYYBZICTDODVTIEREF AT,

(BER

(TR 54 FttEhtseakiE)

ERIZHITETH A5 FitEMRRAORHEEX, FIRARCEREIFZLSHMEBZMEMAET (20085
E) T1.6%EMESATIVS, EREMMRARICANT, FEEL L THARENIERE Sh 1450
NBITIT I BS54 FitEE MIC22ug/mL) ARHEShTz, 7OPRAATA I VITHT HERELEN o1
M. NEIh10F CERESDRTAED LTS, LALERSKRESAEFAEADLEL, 72201
VEREZHEOMRIRE(CH T SERFOEIEIC OO TITBEREICLE > TLVEL,

(/054 FiftElik<4 373 X<7]

ERICHEITETIATS FitETA 3 TS ATOBREEE, DRESAEMFRICEHELTH 32% (30/94 ) &
HFEShTW3., LHL, BEREIEFERICEVT, REEE LTH%TA a5 XI5 Shiz 4 HlE
AEIEZMETHY . TIVASA FREMR TS 2 TS5 XTITHT 2FFOBIEIC OV TIXBAREICE > TLY

LY,

V. 1BRRICEEd 5 IEA 16



5. ERERAUAE

() BET—2N\vHyr—
1) FERES R (Fhiz)
ERNEERAEE—E

R pa s g . " BN OH & TSR IR
%4 RERT A POpS RS 15 50 s
14 HEM [FIE PN 30 AZM 500mg, IV Img/mL- 3h,
Bk HiE &5 HMXE 1mg/mL- 2h,
2mg/mL- 1h
% 3 fH ES e EIN iR figE 102 AZM 500mg, TV, QD, 2 | Img/mL- 2h LAk
e, FEXTHR ~5 HE—AZM 500mg,
PO, QD (§+ 7~10 HF)

AIM: 7oA A T IV HiREHE, PO: &O#E, QD : 1 B 1 [F#EE

SNEERRRER—E - 5 3 EEER (Hdifiz)

WK s N
BT A it Az " ;ﬁﬁf%gi

Sk B g
e 21k HiFPffige |202/201 AZM 500mg. IV, QD, 2~5 HR—AZM
FEEM. 500mg. PO, QD
ES e EIN Bk 7~10 HED)
AATRER. CXM 750mg. IV, TID, 2~7 HRH—CXM-AX
g 500mg, PO, BID (§t7~10 Hf#) @

AIM: 7oA~ A 2y CM: 77X YA, CM-AX : E7 XS AT XEF L,

IV : JSE#RE, PO BOS5, QD : 1 H 1 [EHS, BID: 1 H 2 A% 5,

a) FEERMANEDLNT-HREITITTY 2Au~< A2 500mg % 1 A 4 [BFR 0 %5 X% 500~1000mg 2 1 H 4
BT 2 IR 21 BFIBERTTRE S L=,

2) BRAREMREKE
EREERHBR—E

R pa s g . " BN OHE TSR IR L
%4 REET A PO RS #5 s
%5 3 1A EQiinE:ariN BHENK 609 AZM 500mg. IV, QD. 1 | lmg/mL
IEEM., FEH | EMERE ~2 HR—AZM 250mg. | 2h DL E
PO, QD (G7 A

AIM : 7oA~ A Ty IV miERE, PO RO#S, QD : 1 A 1 [E#&5
a) RERSERFHEES 4 MUBRICHAAN DN 5RE (BWEYE STCUEOREEZRD DL H D iR
HE & L)

V.
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(2) ERPRZFIEEAER

BDAEMRER

1) SESHERGIICH S 2 BAM Y

H A NBERE RN B (20~45 5%, 30 i) 2RI HFEMRTT VA~ A VU ZHEIKO H 1 [H],
5 HMBEREFE LT, 4 101D 3 DORGHIZBWT, TV AR~ A 2 500mg ., 1mg/mL O
VRT3 HERA. Img/ml YR T 2 MR, 2mg/mL OYEEE T 1 BRI N CHETEEE LT-, FORR. 1
SHRIREEDS 2mg/ml 2 5 & SRS 268 FFGR QEH AL & OFESEALS) O
FEBUERE 3 i < 72 DA B LTz,

HEAT—5) "

TYARTA L 500mg & 0. Smg/ml D FERHERE T 2 BEHI T Img/mL OIEFHEIRIET 1 H L <IE
2 W2 CHERE L7z & & ORI 3 2 BAME 2 R LR, Ao 2 2%
PEICRIEIEER S Bl o T,

TRV A L ORI 1000 E 2000mg & U T EEFHEIE O R A T LR, dng/nL B L
OUEFHRIEEE T 1 ReANT CTREFHE L7255, 1~2mg/ml X% 1~2. 5mg/mL DVERHREE DY
B & Hel U CHESALIC B 2 SR O R HUHE R OVEIEE A i < 7220 | TESHEALIC RN - 2 BA M
METT2LEZ BN,

b, 7orue<A O, FERRRE R ORERER 2 28 2 CRIEFHE L2 BN R OSNESE 1
FIRRBRIZ BN T, EFHRIRE R S WIEEIC . ENBALICBET 2 HFEFLN L RO bz,

2mg/mL LUF OPEFHEEE TIITESEALICBIE S 2 A FFR ORI L OHIEL K- T2, F7e,
TEFHEAIZ b9 2 B2 et U723 BROAE R, Amg/mL LA EOTEFHEIEEE C 1 RFRD 2N C i §iE
L= Bis, AR x T 2 ZEEME T2 LB 2 Hiiznd, Omymmﬁﬁﬁﬁffzﬁﬁ
i Img/mL OFEFHERRE T1 S L <X 2 BRI 2T CTHREFE L7258 I XEREAL IS R 5 B
WCRIEITRE O oz,

2) HIEEIZHIT HERMEY

ENFEIHRBRICBW T, 7Y A~ A 2 2500mg% Img/mL X i 2mg/mL O VE SR T, 23X %30
M2 CTHMFE L7 L S IR O N EEROEEEFRIL. TRHEOED (TR HEE) <
HoTo, THRIORBIERE I FIRIRE M OV R ] & O BIEMEIIRE O b e - 70, 2mg/mLE TD
HEREREIZB W T, LB ICHT 2 ARMEIZRHF TH -T2,

HBEAT—%) ?

T AR A 2 EREIO BN EE R~ 2 DB R U AME R RERBR CIE. EE R
DOEROFEBIMEE 34000 mgD HETEN -T2, BRPIEICE A THILE RO FELRITED 5T,
ML IR 2 ERMICIEITRD bR o tz, TUAa~A 2 U ERFIO AE %1000 X%
2000mg & U CHERRIRE OB Z KRG LI2AMEE IR CIX, 77 R itl gL Tryrn~
A UBETTHILE ROERDPBO DN E N Lo Te ., ToAa~A U OFEFHRIEE &4
(LB R DFERDFE O DIV HERF LU 602 BRIFERD b2 o 7o,

(3) AERGIFERHAR
Y L

EWNIZI T 5 AR HF O FER O :
FNCIET Y AB~ A v b LT 500mg (fi) Z 1 H L[, 2 BRI CAIMIHES 5.

V. 1BRRICEEd 5 IEA 18



(4) HRELRIEHER

1) BAPEREEER
BEAT—H) Y

HHY

Rz I K A TR O ABRRE OIREICHT DT VAR~ A 2 2 O SREEN
LR GA~D AL v FPEFOFEIER NLEMEE, &7 0% A0 aEERED
ORAOFBE~D AL v FPERF RO Y 20~ A v & O E T 5,

BT A

DM, WATRER], ME(ER(L, JFEBR, iR

4

BRI S R OV X BRI 3\ TP & 2l (I AR 72 2 O A IEIT R 72 0)
SH. RIEFHES X 2 OIHHBIR O 72D O AR AN B2 16 LA LD B P ix ot
B,

Feh5J71k

TYRuRA U TV A~ A 2 ERHFIB00mg A SHEER LA AT T, 1H 1AL,
2~5 H LR EHE L72tk, 7Y Au~A 217/ 500mg (250mg 1 7L X 2)

ZIHIERROZES L, ERA L OBRGHBOGF2T~100/ & Lz, *HHEEE: &
70y AVERAITS0mg 2 L H3[E (SEERI &) | 2~TH MATHE L2 R/
A - em) . E7rX T AT 2T AEE00mgA 1 H2E] (12 = L) #51.
S & OB G WM OGEZT~10HM & L7z,

~ A AT TR, VIR TET T I VT DI R BN Ee b TR
U Aa~A vy GREEE RS Z2&E21BMOFHT 5 2 & % 6

L7z,

T YA I~ A L OIEFAD SO~ 0 B 2 B K O FRER D VR 7 S 7%
HAI~OEI 0 & 2 R HNE, g8RE ORRIRSIR G | IBBRBEEMOHWTIC L D 6D
E L7,

T ERTHIE H

BEPRZN BN (B 544 T 10~14 H B L O 4~6 38 B OEERFT RAF OUTAER 2> & 274H)

HHR IR B R
I

B GA&T 10~14 B H OBRRSIFHE L, FiRIZ L 2 EARAER & ORI R o
R GTGE (R, BMmERE O, IRIERIER U . 2 IREEOLE, M
X AR ONRIER DML FkE) £ LIC, LUTFIORTERICTER., KELY
N LT, KT 4~6 H B ORI HEIZONT Y, [FAEROERIZT
1R O A LTz,
18 IR ORER K OBUEN ERITIER L, T TO R X BT R OVE R
WENBD N6,
s il g DIEIR B QA D 52272 T RITFRD RN, T TOMHE X Hj
T R OTEIOIE DR FRD b5 5,
B 2 UTOHEDI B, WIS T 556,
1) #5545 3 B B LRSI AR OFER & O O Ffse U3 b
RO LN A
) RYYIEIC K DB RERARIER D5 b= 6
3) A XGRRAT LS AR B L LT
) BRI LR LI=5E
5) AEFRICLVIEBRZE CE WS
ERRAOICHEZh &I S IRBR 2 P Ik L7356, BRRVRIT s & Uiz, [REkIC, %)
BRSO DIRRIELS O EE 2 G S5 0. BRTPIEH 50T
MEECE D 57, BRRZNRITERY S LT,

W

IR

V. ImRICBET 5IHA
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R
BRERZNE
BE#T10~14H HDclinically evaluablefEMICIIT 2 HHE B+ LBEmOEIS) X, 7YV 2~
AU REE KRR CRIRE Ch o7, B HHT4~6 H Dclinically evaluablefEOIBRRIT,
HRETI0~14H BICB T A AR EFERRETH Y | Ky O CEBFAAR TG & HIE S,
BHA&T10~14H B R O4~6H H OIRERIINTNG, TR~ A Ui X RIERE CRIRE ThH -
77

BEERME (clinically evaluable #E[])

FFAM R B 544 T710~14H H BH&TA~6EA

Bt TOARYA LY RHREEY TR~ A Sf B3R

RalilaE 137 131 130 122
1698 61 (44.5) 55 (42.0) 98 (75.4) 87 (71.3)
ot 45 (32.8) 42 (32.1) — —
Fzh B+ k) 106 (77.4) 97 (74.0) — —
423 31 (22.6) 34 (26.0) 32 (24.6) 35 (28.7)

X HRE R (pfiE) 0.359 (0.549) 0.533 (0. 465)

BIEEOZED

95% 12 #E X [i] 6. 85~14. 99

(): %, —: BT
a) B a X AOEHBENOROBE~D AL v FHE, FEERM RN DN HBRE I An~ A, v
OB L AREE LTz,

i

NR— 2T A ATSBERE SN ERRKNEILS. pneumoniae R ONH. influenzae T -1,

Clinically evaluable #EMNIZEIT 25K T10~14H H OJFERERI DA R (58 +E0EIS) 13,
S, pneumoniae TIIT VA~ A S L HE86. 7% (26/30f]) . XTREEKRETA. 1% (20/2740)) . A influenzae
TIXT VA~ A 80, 0% (12/1641) . *TRRIEHES0. 0% (8/10f) Th -7,

BB TA~6 B TlX, S pneumoniae K ONH influenzae MRKE T - T-#RE OIBRRIL. BEK
T10~14H HOFREFBRE TH o7,

Bacteriologically evaluable $E[FIZI51T 2K FERIOME FHINRIZIBNN T, FIHIE (HE+HHEEH
KDOEE) 1X. S, pneumoniae TIXT VA~ A 3 #£96.8% (30/3141]) . *HHREEEI2. 9% (26/28f5]) T
BV H influenzae TIX, 7YV An~A 2 F93.8% (15/16f1), *HRIEET2. 7% (8/114) Th -7,

=z&t

KRR Z T E CERWVEEFZIIT VAr~ A 2 U 1$39/20201 (19.3%) . XFHEFKREEA9/20141 (24. 4%)
(7 2% AREL0/1056] (9.5%) ROV 7uX T A+x U 2~ A 2 L #E39/966] (40.6%) ] I3 5

iz,

TRERE & ORRBIRZ G E TE 2V Sl S EE A EFLUIBBNED Hiv, WaRIFMELREE - T

- FE - R (T RAr~A R . KIBRE (BT e a8 KOVFHILE (B7mr¥s

Lt 2ua~vwA U BE) ThoT,

HEFEZUIERRERFICLVIEREZ T I LIDEFO S B, 7 YVRAa~A ¥ U BEORE K OBRIR 2R

5451051, 6t BRERRE D TFHISHI K OVKGZ . 385 ONTBRIR R BB 45 LI LR BR K & OIK SRR 2 15 7E

TERWE Sz,

ENICBIT D ARF O HEROCHE
BRANZET oA~ AL LTH00mg (Jiffi) % 1 A 1\, 2 KRR CRifirEd 2,

V. 1BRRICEEd 5 IEA 20



2) REMHER

BB AEANT —H O

AL R

OPRARA VU ERBREILLEEDHEILEICHT SR EEZRFT S, AENBEEREHER

H TR, LA L EORKMAELZRET S 720, BEEEN
LB IR T T B RET 5,
BT A | TEHER, 77 BARRE, ATRER R
POE-S RN 18~45 %, IRE 61~91kg CTHMHn & ONH F x5 BARKRE (Metropolitan
Life Insurance Height and Weight Tables, 198312X %) DOEX10%LIND
T B LB
23 i
B b 051k ToARYA VR BIRONT TR ARERE O8G0 5 72 DK T N — T I B W
T, 7205, U7 78R &2 e L,
ToAu~YA T URE
TV Am=A 1000, 2000 X (£4000mg % Img/mLOOVESRIEEE (0. 9% A FL A
WA R LTz) ©, 20T €, Ha S EE L,
7T REE
TVAuYA T ERIAED 0. 9% EBEH KA, 2 FER T T, BRI
F L7,
REMDER

HILEROFERFROBBIBE T, —BRMICE G2 EMET 08, REBRTIIHEEROFEERFLROD
FEHE K, AEFLOVAS 12X 2 A EMEREOTE(LE RO FROFIEE I IREThH 72, %<
RO ONTHEILEROFERIT, B, BB IR L NELTH- T2, KbEHEOT VAR~ A v
4000mg B (NAFT XA FZEV T 4 2RI UM OAMHAED 20 %) 1280V TH, JERF Ik
EAMEBERDOERITRD N o T-, T2~ A 2L 2000mg BE 2 1} TN 4000mg BE 3 {71 |25
OEWENED -, b4 [T Aa~A 0 2000mg B 4 4], 7T AREE (1000mg 57 Lv—7) 1
B AR DA BRI RO DT, FRIC L 2B LE b, BEERAEERZIIRD L

o iz,

ENIZRB T DAK O BiER O E
RANIZIET A~ A2 LT500mg (Jifli) 2 1 B 1A, 2 BRI CAGRimET 5,

V. ImRICBET 5IHA
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QBEERBREICTDAORA VU ERBILI-E ENBRRICREFITIHEREDOTE

E:p] T VA~ AT OEFHRIRE O R KM & A2 BT 2.

BT A | ZHER, 77 AR, TR R

PSES i 18~45 7%, {KEE 61~91kg TR L OB RT3 2 PARKE (Metropolitan
Life Insurance Height and Weight Tables. 1983 2k %) ® :10%LLIN DO
FEWRE 55 MER R
24 14

551k WEFGRIZ IR, %861 (TyRru~A o B6fl, 77 BaRE26]) 5753

DODITN—FIZBNWT, “HERF T YVRa~vA Yo7 TR % Sl
L7z, 2[0 B & 5-REOIRBRIEOFIE L, YIaE GRS EHE S iz 1R
OFEFEN HIRE LT,

TozRu~wA R

aE G, TV Ar~A 2 21000mg% 1, 2X1E5mg/mLOVESRIEKE T, 1
WRERI 2 CRuiERE Lz, 201 H & GRFICIX, WIEEE R Img/mL O VE5HE
TR O R R S AU BRI Eme/mL D T SR FE T AR R L. WE G
IR 5mg/mL 0D VR SR I FE C AL §FE S AU 7o PR 1 Img/mL O Y SR I B C A
TEE L, PR GREZ 2mg/mL oD 73 SRR B C A i S V- B 13,
4mg/mL D R I FE C AR LT,

7T B REE

WIE G R O2E B G E o, 7Y R~ A v LREFARDO. 9% FH
B Z . RN COSE S L=,

BEERFE X, SR AART 2R LA B AT B AR AR LA BIdRE 2 EX B Z &
L L7, FlEE L2 BRIV EHITHRIZET A Z L L LT,

R

AT ASEEAM U 72 VRS O 5 e OEBRE 23 VAS 2 L CH il L 72 EHEM O FZOWTRY
4 O bmg/ml D VEFHRIR B B W CRBUGIE R OVEEE M L7z, LasL, ERASFEMN U 72 S
NEDOHEG L OB 78 VAS 2 F L C H il L 72 S o FLR oW G, BEENEEY OEE
7o e, ERAFHI U 7o EHEBAL O FR Tl JE L ORLBEN 2 < B8 Hiv, #BRE 23 VAS &4
AU THOFHE L2 ERELOFERTIEL, KW, TR, BREOCEZHZBO LT,

BRI DS VAS ZfEH UCH CEHl L7y b RO BEL T, I8, EHIE, ELE OB UL
oo, 77 BAREELEHRL T, ToRa~A VU ECHEHARENTRD S ERE 1L 0>
e, TYAu=A 2 OESHRIREE & IHLE R OFERDFE O O TR E LN b 2 22 BRI D
SNeote, TYVAB~A T2 1000mg & 4 Jo OF 5mg/mL 0D 7RI FE C afilid i S - w1z,

FEE DS AR RISEE OWEILE RO FELN L RBO LT, §HI L7 gBRE b 7e < K

XM LIXTE R0,

TIARTA T OWTIOEFRREICE N TS, Ry 77 —MiifllE OfER» 6, R & o
ZEAGIZE & 032 B AR D B2 o 7,

SRR TEZOMGT T VAR~ A ¥ REL, B2 5 SRR R CIAFICERE LTz,

) VAS L7 C L D E TR, VAS 271D 1~3 2K, 4~6 ZHTiE 7750 ZEEEY L,

EPNIZEB T DAB O BIER OHE
BRAZIET VA~ AL LTH00mg (Jiffi) % 1 A 1\, 2 KRN CRifErET 5,
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@7 2RAATA L2 2000mg ZESTHREEHIE L TRBHFITIRERSHR

E:p] T VA~ AT OEFHRIRE O KM & A2 i 2.
BT A | ZHER, 77 AR, TR R
PSES i 18~45 %, (KTE 61~91kg T K O RT3 5 BARATE (Metropolitan
Life Insurance Height and Weight Tables. 198312k %) ®+10%LIN®D
Tt e B PR
31 4
551k TR AT RS BIRONT T RER2BI OB DI 54D TV —T Tk

WTC, 7oA~ A Vo XUI7 78R & St LT,

TR A R
TVABYA Y UREOERE LT VA n~ A 2 2000mg A PA R ISRV
TRIEFEC, 1FER2NT €. LH1EL 10 H MM EE L=,
T —"TN ¢ 1mg/mL D LS
[T 21~ A3 22000mg (100mg/mL) % 2000mL0D0. 45% A /K IZ MR L7~ ]
7 )—"7B : 2. bmg/mL D R I
[T A~ A3 22000mg (100mg/mL) Z800mL0>0. 45% M K IZ iR L7-]
7 —"7C : bmg/mL D VE R D
[TY2r<A 3 2000mg (100mg/mL) % 400mLo>0. 45% B KIZIEME L7-]
7' )—7D : 10mg/mL 0D I i 1)
[T 2m~A 3 22000mg (100mg/mL) Z200mLoD0. 45% A K IZ R L7-]

7T AREE
TSR REEOWERE L., T A~ A vy ERAED. 45% kA, 1
REM2MFC. 1H1EL 10 B SR ERE L7,

WEERE X, R 5BRLA1 R OO0 B B O S BRAART 1285 DL M ON 3 BR AA 14 4 RS
IR EEZ DL L Lz, HEBMG2~9H B TIXAFEDOHIIRIZARh -7,

WD EFEAICET 2AEERNRBO LN LD, TR A VU HREFEFTHREERD (UT)
EEEEL, 5T AEUEORS 2R L,

H2) Z7—7 CICRD LN EFRBIICE T 2 AFEFRLOZD, 21 dng/mL OIRE TG A AL, 26
DGR T B BB ORG- 2 HIE Lz,

REMDOER

AR Z Ing/mL X 0 EIF A Z L1k 0 SO BT 26 EHRORBUEE K OFEAEE 3
MU, 4% Ung/mLOERREE ClIE R IkIcE o7, BB, BEAKTEROMEEZ0OEERELD
KEMEIL., IR L TT VA a~v A VU HETEN ST, AR & OB EMEITE D
Lo te, Fo, ITEEREMETORBBEL 7 7R LR L TTr v Aa~ A Y URETH
Mo Tei, EFREE & ORHEME IR ST,

ENIZRB T DAK O BiER O E
RANIZIET A~ A2 LT500mg (Jifli) 2 1 B 1A, 2 BRI CAGRiET 5,
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@7 AARA VU ERERBEILLLEZOREUMRVERREZT ) RARAI VS FEXT Y
BMIEZREAERILLLESLUBI IEER., TS5 AB, MTHRHER

B TYAT~YA T 500mg & 1 H 1A, 3 HRBEUSHEEELE & &R RO
REETY) A~ T 7 NEA U 500mg 2 1 H 3B, 3 H AT
Lizd X L7 5%,

BT YA | HER., #BRENT 7 &A% R

POE-S AR 18~45 %, IRE 55~95kg CHEMHn & N B A% 5 BARKRE (Metropolitan
Life Insurance Height and Weight Tables, 1983 2%k %) @ +10%LANOfEEE
EPNEIiR =
24 15

B5 5k ToAu~YA T URE

ToAa~wA 0. 5mg/mlLiE TR a4 22 500mg % 0. bmg/mL D JESK
TR (0. 9% FRAH /K 1000mLICIAfE L7z) T28E2MF T, 1H1EL, 3HM
REERE LT,

TozuwA T ng/mLEE 0 TV A< A 32 500mg & Img/mL D {EH R I FE
(0. 9% EFEHKS00mLICEEME L7) CTLEER 2T T, 1H 1B, 33 R A
L7,

Y Ru~vA U8

Y A< A LT Y hEA U EEES00mg A Ing/mL O VTR IREE (0. 9% A4
AHEKS00mLIZYEAE L72) TR 2N T, 1H3ME, 3HMAmMEE L, =
U 2m~A 2 FRZEIT T ST ) OEBRE AFNZ R RBEARE G E TE 2R
WHERGNZ RO ONZH, =Y Aa~v A U U RBE~OHERE OEIfF T
ZHIEL, =V Aa~A v UBRCERTT S tho8BNC X, 1RERILE A
EFEOUFTIZLDV T VA~ A v oing/nlif s L CigREE2RGET A L L L
776

7T R REE

FES PR K 10303220mL1IZ0. 9% AP IE K A N2 FEE L R & & L b o
%o, RIS & RN, JEE A RO AT L7 & RO oz, 3 H [
TERE LT,

R

TYART AT 500mg 2 1 A 1[EL 3 AMAMEHELC L EOLEER OB EZT ) 2An< A&
VI NeA R 500mg & 1 H 3 [El, 3 HRIAEEE L L & R LI RIBBRORESR., 7V An
~A VRO 2w A 22O EREHEIT DTS EFALIC R L CTEN T AR E R LT,
TR A % 0. 5mg/mL OFEFHERREE T 2 KEF 2 T A ERE L O Ing/mL O VEFHHRIREE T 1 K
M2 TR EOWT N L EN AR Z R L, = Aa~A & Img/ml OVEFREE T
MR Lz & E0, PEEXFEEOREERE B ETERWAFELNL RO LI, 4 6IH 3 #ilix
BBt 3 HBEICHIE LT,

TV AR~ A RO NS, REBRE G E T X WS E O I HERBUE NS b,
WO W TS, ME XIS LERMICEKRIICERO H 5 ZITRO biviero T,

ENIZRB T DAK O BiER O E
RANIZIET A~ A2 LT500mg (Jifli) 2 1 B 1A, 2 BRI CAGRiET 5,
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(5) BE - FEAHR
LR L

(6) JARAIER
1) ERARERE (—REARERE. HEERRERE. CRARBELERE) . HERTERT—%
~N—RFHE. RERTRERABORE
Off F Rl (i X OV RPN RIEVER B O Rl &) *!
AR K OVB RN AREMERR . (BUF . TPID)) (24425 HEBRICE T DIERAI R I A v~ v 7
REFI~DAA v FRRIEEZGD IR EVER A O TRA LT,

i
EEATRIGIEB] 400 B0 5 B BIERIX 39 61 46 1EH W . BHEIEIL9.8% ThHh o712, TDH
B 1%LL EIC3E L ZRITERIZ, T 15 61 (3. 8%) . AFHERERH 7 61 (1. 8%) Th -1z, £i=,
i 4% i T ORRATREGAER] 299 D 5 & BIETIL 28 651 31 > 0 . FBLEIGIL 9. 4%, PID &
FCORITEEIER] 98 Hld 5 B BIEMNIE 11 41 15 fhd 0 . FEEISIX 11.2% Th - 7=, ﬁE
C L7z LREB] (B OFEFNC X 5 PEREE) 2B, 3 CTHEK - BIEIERTH -7,

AhE
B RWERRAT R R O BRIRIR I RIL, TEOLBY Thotz, REKGOBEOHINE
KI5 HAR : Mg 86.2% (50/58 ). PID66. 7% (2/3 f5). 10 H#EE (FiZ) : 91. 7% (11/12
B, 7 B#E (PID) : 91.7% (11/12 ) TdH -7,

WIS IR Bl DER R RH R

BRI (%0 . BHRhEIA* 95% i Al

ik - - R At ;
k) 475 ) EAHE (%) 15 X
Jifigs 232 27 40 299 89. 6 85.2, 93.0
PID 83 8 7 98 91.2 83.4, 96.1

Ko AT, BRI P ok, TAZh), TIERD), THIEARRE) O THYEMIC XY 3l S h i,
* o AEIG (%) =AEGHERHIERREZ R < BRR DA 7T AELE BI%K < 100

A PRI S (2% < 100 311, PID @ 41 f5) (23T, TSR G-BIAGRTIC R E S A7 A
B (Bige : 138 Kk, PID : 56 ¥k) @ 9 LHIEAHE 83 A bR < HHALEIL™ 12, Mi%k 83.6%
(95% (5 #E XM : [71.2,92.2]), PID 85.7% (95%f5#EIX[H : [57.2, 98.2]) THhHotz, F72
JRIRE R OB REIGIL, MR TS  pneumonia 100% (16/16 f4]) . S. aureus 81.8% (9/11
%), Haemophilus influenzae 100.0% (4/4 #). PID C C. trachomatis 100.0% (5/5 ).

N. gonorrhoeae 100.0% (4/4 ) TH o7,

W) HHKEE (%) =R HIEARE A B < [RIEKE X 100

¥ VAu~y 7 i HEHEHFEERSEE CPR 30471 10 A)
http://www. pnda. go. jp/drugs_reexam/2018/P20180830001/671450000_22300AMX00615_A100_1. pdf
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OFrEfMpME (LA T Mik) *!
E N ERAR BRI B W CTEFIDIEE SR> 7o L VAR T RIS 2 EHAl (Y Ar~< v 7§
REFI~DAA v FRRIEEGT) ORENEROHDEIC OV THA LT,

frgecuus

AT T HREMMITRIG: 21 Blo S5 B, BIERIZ 2 6 2 Ed Y . BITEARBIEIGIX 9.5%
(2/2141) Toholo, BUWEHOWFRITIFRERERT K OFREIR & 1 6] (4.8%) ThHY ., HEZRR
TERIZERD bz o7z,

HihE
HINEFRMT S EEE DRI B OB NEIE 1L, 95.2% (20/21 f5i]) Th v . HIE PR RE 21
BT 331T B HERRE 18 e A bR < WS B8 1T, Legionella pneumophila 66.7% (2/3 %) T

ST,

*1: VARV y 7 JUHEHERTEARSEE CE 3047 H 10 B)
http://www. pmda. go. jp/drugs_reexam/2018/P20180830001/671450000_22300AMX00615_A100_L. pdf

@%m@%mmﬁﬁ(% BRI K9 5 AR M)

JRERE, Mik~A 27T X~ 7 RVEKFEB, X7 MNA NI hay WABEKORNI Z7IVT R
TrY VAR~ A ¥ ATKT DIRESZ MEE IR OB E S TS Z & PID OB
WEEWFTZICRE R O T VAR T BN EISHEEE L CGEIMESNZZ &5, 25 OEED A
SR A & T2 L7,

<HHER>
[Z2BARMERBZMEY —_A T 2] OF =205 b, HHEEMMNN T 25k 29 4
6 HE TICAFLIHEE (CERR 23 E~FRL 26 EFM5Y) 75, B CHiZERE 602 £k, WE
103%k, LARTT)B 321 k. 7 FUKREE 1,498 M N7 S IPTR IO T P Au~ A
R DR T — X R LTz, Bik~A a7 I X< KR ORT NA RN LT hay hRAgOT—
RIFTEENRI-T,
PART 2> HARBSZ ME DM 232 H AV TV IR ERE B 7 RV EKE % Tl AMEICB W TS E
HWNEIDAGR I TR 23 D MIC fEIXE o 723, B DAL Z R T AR EI3E S
NWiehole, WMEKONY 7 I VT RIZOWTIE, AR IR CE 7 OIXHEE TORS RO
HTHoTN, EHFNOARBLRTORZ S — A T U AFER L0 | T L2 R TR LI A
Siienotz, Mik~A 2T TAYKORRT R A ML b3y H ABIZOWTIE, SCHRIEH S
BEfLizE 2 A, RERBILIZAONRP>T2b DD, XT RA VLT a3y b AR CTHEEHFA
DARBLAEN S T DS MR T 2 2 STz,

*1 0 VA~ y 7 SEAERA R R EE CFRS04ET A 10 A)
http://www. pmda. go. jp/drugs_reexam/2018/P20180830001/671450000_22300AMX00615_A100_1. pdf

2) RBEHELTERFENDARIIIEREL-HAE - ABOME
AR
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(1) Z0it
FRERZNR

1) FEIR R RERAE (Rfisg)
WENE 3 HRER D 2

B THREE EXB T VAT~ A 2 DR DR R GADAA TR O
ERTD

BT A | SEadA. IEER FEcliih

P THRFIEEAV SRS 95 16 A Eoor il Sior sy
772U, BRI, APFEAA L, SESIOSSIRHI YR 2R [AAN AR e
YYE TR DR A ERORARSIE ) 1 (1997 456 A) ORISR - AOHEOSEEE CHEN
B 1NE N,

B 51k T IATA T AR 1 [B]1500mg % Img/ml, ORI C2 LA EANTC 1 H 18], 2~5 HRER
FRELTRISRIANOI0 R, 7V AR~A AR08 GERD 500mg 21 H 1 [EHG-L, ERFISRE
FRDOBGHRIDERE 7~10 BREE L~ BB SSRIAISOEIN R R I, gEE D8 cEH
B¢ EFEIHAETOEE LA U,

FEFIEE | T—X L a—RERHE L DRI R T (k) B B58HA 15 HBXO29 HE]

REGIR R D H AL L FA 0 TR ZREGWIE 235 1) D HTR BT SO BRRFHEE (28) 1 (1997 4E 6

I E FUE ) ORFHIEESZIHE LT,
o % TEY) HELED 4EAT 3HEBE A LIZEA,
SHEB DA EMIZTHEIL, D 1 DHLEEAED RN H D,
7272 L, EERBODICERREMOTERZ2ERL, b LITFEBEMICES
HZENRARE L EZLNDHE. FFIRIESS CRP 2oV TIE, ZESIERTEIC
WL lZ2boT, AISHCELEZbD LTS, ZOHA1E. MARE
AT O REB 2RI A R+ 2 L,
) TAER OREMERRIIVIEE, T, oS HERREEN R IS A,
B, FOHKOBEH A EFIHR S EICREET D L,
HEARRE : FHEBA P REME LV HES N> T2 58,
[H%h) plE R
AEs
1w <3T°CIZIET
MIER X fRIEE mBk | IR5RTD 10% LU TIZIET
B MmEk %k <9000/mm® IZ{ETF
CRP BERID 0% L TICIET
R
A IES

CPP &M 2 x5 & Lo 554k 16 H B oA (LEMFNT) 25 84.5%, G/ T (k) K
86. 3% K& UM 5-BALA 29 HHIE 82.9%TH Y, WITNOFHERAS 80% 2B 2 AMREL LI,

ENIZRB T DAK O BiER O E
RANIZIET A~ A2 LT500mg (Jifli) 2 1 B 1A, 2 BRI CAGRiET 5,

V. ImRICBET 5IHA
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HMEZEMEE

NR—=AF7 AV CRESNTERRENOT —# L Ea—FRBSHTEIC L 25815150 B OEHE LRI
S. pneumoniae H85. 7% (12/148F). H influenzae 7382.4% (14/17T8k) TohH o7,

BeH-BAA 156 B B CHIE D EN TR Ch > IRINEIX S, pneumoniae D 28k (7Y Au~A >
MPEM ONMIC RBH), A influenzae @ 3 ¥k (Wb T oAn~<A v fismtt) Thotz,

AR CHEREE & U THBERE SN S pneumoniae 13T X TCT VAR~ A A%k B S MK
MoTo/) (MIC=2pg/mL) ., 11 B H B 10 FINH B TH - 7=,

IRBREO7 X074 2 %ZMHA, MC RORKDRE R5RFHKI5EE)
n/NY 0% (%)

sz R

i (MIC=2 pg/mL) 10/11 (90.9)

MIC A<B 2/3 (66.7)
MIC Bl :

MIC=4 pg/mL 1/1 (100)

MIC=8 pg/mL 0/1 (0)

MIC=16 pg/mL 3/3 (100)

MIC>64 pg/mL 6/6 (100)

a) n=AOFE, N=FHHBIEH S HIEARREZ R =615
HNRIE n/NIZERDOF L HEH Lz,

<BE>
<7 a4 REMRERE R N~ a7 1 RiittkE~A 279 X<kt 2 R R
O~7 a7 A Rtz ERE 25T 5 HR R
ERNICBIT S ~7 874 RPEMRERE OB RT3 0] B A LA 55 B sz MR A (2008
FERE) TT9.6% EMESNTND (RAK) . ENE 3 HRER YIck\\ T, FINE & L THi%ERE 2
SBERIE STz 14 B 11 Bl C~27 v 74 RifEE MICZ2pg/mL) BB Ehiz, 7TYVAR~A v
NCT DR ME B IR o 7203, 11 Bl 10 BICERRZVRITA R L il Sz, Lo LA bREtE
WIEBIEE N D7, TV R~ A 3 RIS MED iR ERE 69 D ABN O FMEIZ W CTIXAREC
2o TUNRUY,
RBBEOTOROTAL U ORBEZ MR, MIC BIERR*ER (5B 15 8HE)
n/NY HEhE (%)

B PER - fittE MIC =2pg/mL) 10/11 (90.9)
MIC A<BH 2/3 (66.7)

MIC Bl © MIC =4pg/mL 1/1 (100)
MIC =8ug/mL 0/1 (0)
MIC =16pg/mL 3/3 (100)
MIC >64pg/mL 6/6 (100)

a) n=HOFEIE, N=REHGHEIED S HEAREE BRO T2 FilEk
HNFIE n/NX 100 758 H
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@~ 7 u7A Rilittk~A 277 X< x4 5 AHI DK F
ENIZBIT D~ 074 RNiittE~ A 277 X~ OfHERIE, NRSEGYEEBIZ BV THI 32% (30/94
) LHEOINTND, LovL, BHNE 3SHRBRICBN T, FHHEEE LTligk~A a7 7 X<y
BESNIZABET VA~ VUEZETH Y, v/ u T4 RIMER~ A 27 F <12k 2 A4
DA MEIZ DD TIEIAMEIZ 72 > TR,

(BER)

[v5 054 FittEfmaRE)

ERICH 1579054 FtEmRRAORBET, HIMAXEFREFSSHEARZMERE (200845
E) TN.6%EMESh TN, ERNEMMARICASNT. FEE L L THARENIERAE S h 1460
NPITTI A5 A FiRfEE MIC22ug/mL) ARSIz, FORAATAS D VIZHTHBEZHLEMN 012
A, NFIh10FI CEEDRTEDEFHsh. LHALENASBRHINEFBENADLLEL, 72RO SY
VEBRZHEOMEREICH T AFDOEMEC DOV TIXBEREIZE > TULELY,

(9054 FiftEfik<4 273 X<7]

ENICHTET/ 054 FitEvA 3 TS XTOBRBEE, DREEEEBICHELTH 32% (30/94 #1) &
FEShTLS, LKL, EREIEFRICEVT, REEE LTHiT/a TS5 XI0MShi- 4 M
AF|BRZHTHY ., YV/ATA FRHEMETA 3 TSXTICHT 2EFOFHEIC DOV TIFBAEREIZE > TL
LY,

DY EZER

CPP #£H D56, T—X L Ea—FBRZ IV EGHM 156 H B OBKRENG R EHE S - 15
FHOFEFAFN SR AOF~OY) Bz B, AR, Ak, CRP o] 2% 93.3% (56/60 1) .
[ZOMOEARER (RE, AMmERE, CRP LIAL) Otk 736.7% (4/60 ) Th-oTz,

TeH

RRBIRE TG E TE RVWAEFRGRIT, 2B T 34/102 1 (33.3%) . TSI 541 TIE 26/102
(25.5%) IZ@B» bivTe, MR TEEOBEBRE RS L RRBR 2 GE TE R WA HFERIL M
15 651 (14.7%) . VESHEBATIETE 6 61 (5. 9%) . MEEASPLEL 2 ] (2.0%) . MR 2 651 (2.0%) . s 2 f
(2.0%), ALT (GPT) #ghn 2 f5l (2.0%) KO 2 B (2.0%) Thotz, TDHH, EFHFIHELH
FHZEBL L7 b i, THI 116 (10.8%) . TESHEMAEE 6 51 (5.9%) . MEEAPLE 161 (1.0%) .
fiE5RE 161 (1.0%) . B2 6 (2.0%). ALT (GPT) #4940 1 1] (1.0%) MK OWHES 161 (1.0%) TH Y.

I L ERAR G T, BB L AEER EEBWIBIIAR TH o 72, RERBKREEETERWN
HEOHEFLITRD N7,
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2) BRAREMRKE

W E N 3 R
H HERFNOMEA & 72 2 BBNRIEMRBERE ZR510, 7T VA~ A v U ERAFD
LY VAR A U URAFISOY) Y BR 2L (R A v FHEE) OERDE L 0%
EIEEHERT D,
AT A | ek dEE, JEEM. FERTREUR
PIE S FIER 2 B L T 5N REMNERER E 2B &7 16 Bl B (R 80 7%
i) DL, IBBREREEES 3 I E TIERkiEEL LT 37TCU D3
B\E VZEIEE & L2y, IRBRISMFHEE 4 lRCIX 37T°CLL EOREEZFRD D b
D wEZMEEOVEHEE N LRI L, BINEE BN LT,
#5515 T YRR A T ERA] 500mg & 2 BEREILL BT CL 1 B 1AL 1~2 H A
HELIth, 7oA~ A U U8E250mg (M) % 1 H 1EERG L, HEHHAE o
WO 7T AL Lz, T VAR~ A ¥ U ERFID SR ORI ~0Y) 0 Bz
R, HRBRE ORRBIZE DY T, IRRE(EEMOYHWENIC L2 b0 L L,
FEFMEE | 7 X L a—RERHEIC L DRI (B G&T (k) Wy, BGB4A 15
HE KO 5646 29 HE]
FERIR R O | BERTE OBERT R FEAER, IR, BB, C SRR (C-reactive protein :
) KL HE CRP) 1R % & & ICHIE L7z,
H) : LTOHEE Z2THETHA,
< CEHBNRAEMERE RIS S BRIRER S BE ITHEA L TN D,
EAENAEMER B OB EYED LI T O H [37°CLL Eods#er, [ M EREIE N,
CRP B8N, MRMER TOMRMES W (¥ 7 T AEZRRNIEESE R A I THERR
EEZEE I CERENBE AR 14, BN bz b OIRUGEE X ITHE
LLTWHZ &,
5 LT OHEA OWF 2= 854,
[G5%h) OEMEEG- S 2WGE
BN RINE T, o2 ERIEEN RS SN HE
W, BEMRLF—2 ) UIHFPRMCE D BERNIZR T 280 Fk X
IEEREDRE S5
Wtk O FITEALE G D MR S N A
« RIS L D P
HIERRE : KFHEEPRE/MFICL VHE SN - T5E,
HER
BERZIR

HRENIIEMR B A 65 & U= ENERARRER 51 61 Y GEMRW4 - IFEER, BRIEEg, 477 A &g
B, FENEYE, FEMERR) OFFEIILLTO LB TH D,
BRARRRER T, AHI500mg 2 1 H 1A, 1~2 HREAEFHE L7, 7Y Ar~A 8 250mg () %
1 H1ERRO#E L, HEHEAIEROAORBESHIMIZARH 7 B E ULz, HEHFIN SR OB~ 0 &
Z %, WEERE OARAE TEERTAS I L 7=,
B EBAA 16 B B DAZhRIZ94. 1% (48/51) Thoiz, FHRFENETHDH I F7IVT « hTa~vwT 4 AK
ORI X T D EERZIE (A2Rh3R) R OMIRE PRI (MTERR) X, T2 100% (12/12, 6/6 KX
11/11, 6/6) Th -7,

V. ImRICBET 5IHA
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HFE IR

FebBlA 16 H HOBEEARIT, 7797 - bT7a<w7 4 AT100% (11/114) TH Y | WETIE 100%
6/6 1), S agalactiae TIX71.4% (5/7H). P. anaerobius Ti%83.3% (/6 %)) MNP biviaT

12 77.8% (7/9 %) Th-o7z, NS 4 #) 1Tk 285646 15 H B OME SR G HIEARHE 2 B2 Fx

T ERUIHEEHER L HE S,

DYEZEH

PeGBMG 15 BEOT —% L B 2 —RESHENE R & HE S8R 48 HlCoF708) 0 B 2 FEH XA
IH. AIMERECE O CRP DLkzEDS 19/48 fil (39. 6%) . & DMDERARIER DOUEN 29/48 ] (60.4%) ThHo
77

ReH

KRR EZ B E TR WAESFRORBBAE L 23/76 5] (30.3%) THV ., KREREZEETER2WER
HEFR G EIZROONT-L D) X TFHI9/76 ] (11.8%) 1. 1FEHERALEN R R OVEL (45 4/76
(5.3%) 1 ThHoTz, RERESETERWEEEROEELEIT, WITNOBREVUITEETH -T2,
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. EMREICEHTSER

1.

EEPHICEESH DILEYMRITIL &Y

14 BR~7 074 RRPIEHK

Ty Ru~vAf v, VT RAuvAf vy, ax ARV A VU

16 BEE~7 174 RRIIFEK

TaVtwAT . ITHA VK ax A K YA VUK AT AV UEBET X
TIIVE

ARFRAR A

HE  BEOH 5 A OB IIRFIL, BHOEFRLESRT L L,

2. EBEMA

(1) fEFIERE - JEFISR

ME D 708 YR Y —LD 508 7 2=y hfEa L, MEOERAGKEZEEST S Z LICLViE

TERZRT, ~7 74 FRIEEOHEERITHER E WbiLd 23, in vitro DREEHIFHBWT
ToAawA T NL, 24~T2 BB OFFIER BT, Staphylococcus aureus, Streptococcus
pyogenes e (N Haemophilus influenzae \ZxF3 Bi/NMEBIEERE MIC) &HE/IMEKERE (MBC)
M= U7z, BRI X AN W T, TV Au~A 2L Staphylococcus aureus PT-953
S O Haemophi lus influenzae PT-759 \Zxf L C IMIC JRELL ECREMI/ER LTz, ~27uaZ A K
RPLAEIEMICHB T 22 EZMEIL LS MO TEY, 7YV RAu~vAf bl 2~ A 2 UmtERE

WIZR LT, oo 14 BER~ 7 1 74 RRPUEIE &[RRI MG 2 =,

(2) EERMTDHHABRBAR

1 EN

OFEERIT T 2 B/ NEBPLIERE MIC) (in vitro)
BHREERIGT 27 P An~ A v OR/NEEIERE MIC) ZHELZHER, 7oA~
A 0% Staphylococcus J& (Staphylococcus aureus, Staphylococcus epidermidis) RN
Streptococcus J& (S treptococcus pyogenes, Streptococcus pneumonjae) %@Uﬁ = AF%‘@
DB, 7T AREMEREIE ONCBESUE BE I R SRRV ALY bV &R Lz 12 19
$7-. Chlamydia trachomatis|Zxt LU CHIEIEZR LY,

VI.
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FREERERICHT DHNED

MIC (ug/mL)

BB (BB : 10° CFU/nL) S RS R ARG
Staphylococcus aureus ATCC 25923 0. 39 0. 20 0.10
Staphylococcus aureus Smith 0. 39 0. 20 0. 20
Staphylococcus aureus Neuman 0. 39 0.20 0.20
Staphylococcus aureus 209-P 0. 39 0. 20 0.10
Staphylococcus epidermidis ATCC 12228 =0.05 =0.05 =0.05
Staphylococcus epidermidis No. 26 0.10 0.10 =0.05

7 Staphylococcus epidermidis No. 27 0. 20 0.10 0.10
7 | Wicrococcus luteus ATCC 9341% 0.10 =0.05 =0.05
; Streptococcus pyogenes Cook =0.05 =0.05 =0.05
; Streptococcus pyogenes S8 0.10 =0.05 =0.05
Streptococcus pyogenes T3 =0.05 =0.05 =0.05
Streptococcus pneumoniae Type 1 =0.05 =0.05 =0.05
Streptococcus pneumoniae Type 1l 0.10 =0.05 =0.05
Streptococcus pneumoniae Type Il =0.05 =0.05 =0.05
Bacillus subtilis ATCC 6633* 0.78 0.10 0.10
Corynebacterium diphtheriae A-T* =0.05 =0.05 =0.05
Listeria monocytogenes 41001* 0.78 0. 20 0.10
Escherichia coli ATCC 25922* 1. 56 50 25
Escherichia coli NIH] JC-2* 6. 25 100 50
Klebsiella pneumoniae 11D 979* 12.5 >100 >100
Citrobacter freundii NIH 17* 6. 25 100 50
FEnterobacter cloacae ATCC 13047* 25 >100 >100
Enterobacter aerogenes ATCC 13048* 12.5 >100 100
Serratia marcescens No.10* 100 >100 >100
7\ Proteus vulgaris TAM 1203* 100 >100 >100
5 |Proteus mirabilis 1287* 100 >100 >100
A | Morganella morganii Kono™ 50 >100 >100
F& | Salmonella typhi Tanaka* 1. 56 25 12.5
‘E% Salmonella typhi 0-901* 0.78 12.5 12.5
Shigella flexneri 2a* 1. 56 6. 25 6. 25
Shigella flexneri 2b* 3.13 50 25
Shigella sonnei EW 33* 1. 56 12.5 12.5
Bordetella pertussis No.1* 0. 39 0. 20 0. 39
Pseudomonas aeruginosa 1F0 3445* >100 >100 >100
Acinetobacter calcoaceticus No.1* 1. 56 3.13 3.13
Haemophilus influenzae ATTC 9327** 0.78 3.13 3.13
Haemophilus influenzae ATTC 9334** 1.56 6. 25 12.5

k@ AZM, EM, CAM 3@EFS4t i fE s %k : EM Mo ERE
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BRIAMEERERICHT HIMEN

MIC (pug/mL)

SKEREIME (BEREE & - 10° CFU/mL) TI/X(IZZ;)/]) vl U R l(:]::]\;/]) P A A ?C‘XM’;/I) P
Peptostreptococcus anaerobius ATCC 27337** 1. 56 0.20 0.10
Peptostreptococcus magnus ATCC 29328** 6. 25 6. 25 3.13
Peptostreptococcus micros VP1 5464-1** 1. 56 1.56 0.78
Peptostreptococcus prevotii ATCC 9321%* 1.56 1.56 0.78
Staphylococcus saccharolyticus ATCC 14953* 1. 56 0. 39 0. 39
Streptococcus constellatus ATCC 27823 0. 39 0.10 0. 05

» Streptococcus intermedius ATCC 27735% 0.78 0. 20 0.10
5 Streptococcus parvulus VPI 0546* 0. 39 0.10 =0.025
A | Gemella morbillorum ATCC 27824 0.78 0.20 0.10
1 Propionibacterium acnes ATCC 11828%* 0. 05 0.10 =0.025
‘E% Propionibacterium granulosum ATCC 25564 * 0. 05 0. 05 =0.025
Fubacterium lentum ATCC 25559* 0.78 0.20 =0.025
Mobiluncus mulieris ATCC 35240%* =0.025 =0.025 =0.025
Clostridium difficile GAI 10029* >200 100 200
Clostridium perfringens ATCC 13124* 1. 56 1.56 0.78
Bifidobacterium adolescentis JCM 1275* 0. 20 0.10 0. 05
Lactobacillus acidophilus JCM 1132%* 0.10 0.10 =0.025
Gardnerella vaginalis NCTC 10915* 0.20 0.10 0. 05
Bacteroides fragilis ATCC 25285* 6. 25 3.13 0.78
Bacteroides vulgatus ATCC 8482* 1. 56 0.78 0.20
Bacteroides distasonis ATCC 8503* 1. 56 0.78 0. 20
Bacteroides ovatus ATCC 8483* 25 12.5 6. 25
PBacteroides thetaiotaomicron ATCC 29741%* 25 12.5 6. 25
» Bacteroides uniformis ATCC 8492* 6. 25 3.13 1. 56
5 Bacteroides gracilis GAI 10428* 0.78 3.13 6. 25
I | Bacteroides ureolyticus NCTC 10941°%* 0.39 0.78 1.56
K2 | Prevotella bivia ATCC 29303* 3.13 3.13 0.39
‘E% Prevotella melaninogenica GAI 5490%* 0.78 0.78 0. 39
Porphyromonas asaccharolytica ATCC 25260* 0. 39 0.10 0. 05
Fusobacterium nucleatum ATCC 25586* 3.13 50 50
Bilophila wadsworthia WAL 7959* 3.13 3.13 6. 25
Desulfomonas pigra DSM 749* 0. 39 1. 56 0.78
Veillonella parvula ATCC 10790* 12.5 25 12.5
Capnocytophaga ochracea GAI 5586* % 1. 56 0. 39 =0.025

k 0 AZM, EM. CAM Jj@)i4hpEfE sk sk EM i Ah Rl ® ol
HSEITT - FSATT 4 RIZHT BHEA
MIC (ug/mL)
HERERE (10*TFU/well) ToROYTA T Ty REwA T rsyzp~wAT Y
(AZM) (EM) (caM)
Chlamydia trachomatis D/UW-3/Cx 0.125 0.5 0.015
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@R BERIC KT 288 ) (in vitro)

OERE 3 HEERARTEON-EELRREDBRKIBRIINT 27 oR07 1/ O U OREESE
ENE 3 KRR CELNTERSERICGT 27V 20~A v O/ HIEEE
(Minimum Inhibitory Concentration : MIC) ZZFRIZ/R L7z, FAEZMERIEIL, Clinical and
Laboratory Standards Institute (CLSI) (¥ U7-fMEIRIAFTIRETIT-7,

FEOR AR RERAE  (FifiZe)
ERERAR TR ONEBRIBEKICSH T SREES

ToARTA YRV LaR7aXxv v
i ¥ MIC (pg/mL) MIC (pg/mL) MIC (pg/mL)
P MICsp | MICso i MICsy | MICyo i MICso | MICe

Streptococcus

) 12 4~=64 =64 | =64 | 4~=128 | =128 =128 0.5~1 1 1
pneumoniae
pPSsp? 8 4~=64 — — 4~=128 — — 0.5~1 — —
PISP” 3 16~=64 — — 8~=128 — — 0.5~1 — —
PRSP 1 =64~ =64 — — | 128~=128 | — — 0.5~0.5 — —
Haemophilus

15 0.25~4 1 1 2~8 4 8 =0.03~=0.03 | =0.03|=0.03
influenzae
BLNAS? 8 0.5~1 — | — 2~8 — — | £0.03~=0.03| — —
BLNAT® 3 0.25~1 — — 4~8 — — =0.03~=0.03 — —
BLNAR? 3 0.5~1 _ — 2~8 _ _ [ =0.03~=0.03 _ _
Moraxella =0.03~0. 06 0. 12~0. 25
5 — — — — =0.03~0.06 — —

catarrhalis
Staphylococcus 6 1~=64 0.5~=128 0.25~0.5
aureus
MSSA” 6 1~=64 — — | 0.56~=128| — — 0.25~0.5 — —
Klebsiella

) 2 8~8 — — 128~128 — — =0. 03~0. 06 — —
pneumoniae
Mycoplasma

) 4 0.00025~32 | — — 0. 004~64 — — 0.5~0.5 — —
pneumoniae
* o JEFNC Ko T, 2 FEU FORZSEEL TV D,

) PSSP: S. pneumoniae (+X=3/1 G {Z%3 2 MIC=0.03 pg/mL)
b) PISP: S pneumoniae (0.12 pg/mL=-X=<VY > G (2% 5 MIC=1 pg/mL)
) PRSP: S. pneumoniae (\3=3V > G |ZxI4 % MIC=2 pg/mL)

d) BLNAS: A influenzae (7 > B U AZKkT 25 MICE1 pg/mL, -T2 ¥~—1F (—

f) BLNAR: A influenzae (7 > B U AZKkT 5 MIC=4 pg/mL, -T2 X¥~—1F (—

) )
e) BLNAL: A influenzae (7 > B Y NIk 5 MIC=2 png/mL, B-F 7 ¥~—E€ (=) )
) )
) )

g) BLPAR: A influenzae (7 v BTV %3 5D MIC=4 pg/ml, -7 7 X~<—F (+

h) MSSA: S aureus (A ¥V VU x4 5 MIC=2 pg/mL)
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BRARIENRE

ERNERRFRBRTHEONERDBARICHT SMEEN

TR =l I Qe s S 4 LARZ7axH
B ¥ MIC (ug/mL) MIC (ug/mL) MIC (ug/mL)
f ] MICso | MICg L] MICs | MICq A MICs | MICq
Neisseria
5 10.12 ~ 0.25| — — 0.5 ~ 2 — — 4 ~ 16 — —
gonorrhoeae
Chlamydia 0.015 ~
8 — — 10.03 ~ 0.12| — — 0.12 ~ 0.25 — —
trachomatis 0. 06
Staphylococcus
P 1 0.5 — — 0.5 — — 0.12 — —
haemolyticus
Staphylococcus
) 2 0.5 ~ >64 — — 10.25 ~ >128| — — 0.25 ~ 0.5 — —
aureus *
Coagulase
negative 8 0.5 ~ >64 — — 10.25 ~ >128| — — 0.12 ~ 2 — —
Staphylococcus
Streptococcus
) 10 [ 0.06 ~ >64 | 0.12 >64 |0.06 ~ >128| 0.12 | >128 0.5 ~ 2 0.5 1
agalactiae
Streptococcus
1 0. 06 — — <0. 03 — — 0.5 — —
constellatus
Streptococcus
) 1 >64 — — >128 — — 1 — —
pneumoniae
Haemophilus | A o - g o - <003 - -
influenzae"”
Peptostreptococc
9 1 ~ >64 — — 0.12 ~ 128 — — 0.5 ~ 64 — —
us anaerobius
Micromonas
. 1 0. 25 — — 0.12 — — 1 — —
micros
Escherichia coli| 4 4 ~ 8 — — 64 ~ 128 — — <0.03 ~ 0.06 — —
Prevotella bivia| 11 2 ~ >64 16 >64 4 ~ >128 8 >128 4 ~ >128 8 16
Prevotella amnii 1 0.5 — — 0. 25 — — 16 — —
Enterococcus
) 1 >64 — — >128 — — 1 — —
avium

* L JEFNC Ko Tk, 2FEEU FOEESEEL TV D
a) MSSA (AFH VU NZxfd 5 MIC < 2 pg/mL)

b) BLPAR: A influenzae (7 B U /AZxfd % MIC > 4 pg/mL,

B-7 7 HZ~—FH))

VI.
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TR

YRRV A T

LAR7ax

BAFE A MIC (pg/mL) MIC (ug/mL) MIC (ng/mL)
Al H MICs | MICq P MICs | MICy A MICsy | MICoo
Gardnerella
) ) 27 [<0.03 ~ 16]<0.03| 0.5 [<0.03 ~ 16| <0.03 1 0.26 ~ 8 0.5 4
vaginalis
Klebsiella
) 1 8 — — 128 — — 0. 06 — —
pneumoniae
Fusobacterium
. 1 0.5 — — 4 — — 2 — —
varium
Fusobacterium
1 0.12 — — 4 — — 0.5 — —
nucleatum
Porphyromonas
P 1 >64 — — 64 — — 0.12 — —
gingivalis
Porphyromonas
1 0. 06 — — 0. 06 — — 0.5 — —
asaccharolytica
Bacteroides
1 >64 — — >128 — — 4 — —
ovatus
Sphingomonas
1 1 — — 4 — — 0.5 — —
paucimobilis
*EBNC Lo T, 2 FEEL EOREESBEL TV D
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OBRANFRBELXEOFEFRREORKIDBKICIHT 5722074 LU ORBAFENRE
%3 [0 0 AL FERIE RS B R METR AT (2008 4EEE) A7 B BN RN Sk YuiiE o0 B 72 R
R DR B Z 3t T 2 7 Y2 a~A v OREEES FIOR LT,
ENE 3 MEERRBR CEONT-SHERBICT 27 v Aa~A v OPEEMERR. ATRE T3y
SINEFRERLIFIE L Tz,

AL
BARECFREFEIMERZHEHAE (2008 £E) HEL L DIKRY
o ToARRA T Y 2u~wA v LAR7axH
I e S
5 MIC (pg/mL) MIC (ng/mL) MIC (ng/mL)
%ﬁ MICS() MICE)(D %ﬁ MIC5O MICHU %ﬁ MICEU MICEJ()
Staphylococcu
189 | 0.25~=128 =128 | =128 | 0.125~=256 | =256 | =256| 0.125~=256 8 =256
s aureus
MSSA® 76 0.256~=128 0.5 =128 | 0.125~=256 | 0.25 |=256| 0.125~=256 0. 25 8
MRSA® 113 0.5~=128 =128 | =128 0.25~=256 =256 | =256| 0.25~=256 32 =256
Streptococcus
) 210 | =0.06~=128 | =128 | =128 | =0.06~=256 | =256 | =256 =0.06~16 1 2
pneumoniae
pPSspY 110 | =0.066~=128| =128 | =128 | =0.06~=256 | =256 | =256 =0.06~4 1 2
PISP? 75 | =0.066~=128| =128 | =128 | =0.06~=256 | =256 | =256 0.5~16 1 2
PRSP? 25 | =0.06~=128 | =128 | =128 | =0.06~=256 | =256 | =256 0.5~16 1 2
Streptococc
6 =0.06~8 0.125 8 =0.06~16 =0.06| 16 0.5~2 0.5 2
us pyogenes
Haemophilus
187 0.25~8 1 2 0.5~16 4 8 =0.06~4 =0.06| =0.06
influenzae
BLNAI” 26 0.25~2 1 2 1~8 4 8 =0.06~0.125 | =0.06 | =0. 06
BLNAS? 101 0.25~8 1 2 0.5~16 4 8 =0.06~0.125 | =0.06 | =0. 06
BLNAR 50 0.25~8 2 2 2~8 4 8 =0.06~4 =0.06| =0.06
BLPAR" 10 0.25~2 2 2 1~8 4 8 =0.06~=0.06| =0.06| =0.06
Moraxella
. 106 | =0.06~=0.06| =0.06 | =0.06 | =0.06~0.5 | 0.125 [0.125| =0.06~0.125 [ =0.06| =0.06
catarrhalis
Klebsiella
) 126 0.5~=128 8 16 — — — =0.06~32 =0.06| 0.5
pneumoniae

LEBNC Ko T, 2 U EOEESEEL TV A,

a) MSSA: S. aureus (FFH Y %9 % MIC=2 pg/mL)

b) MRSA: S. aureus (FFH Y %9 % MIC=4 pg/mL)

¢) PSSP: S. pneumoniae (~=<V > G IZx% % MIC=0.06 pg/mL)

d) PISP: S. pneumoniae (0.125 pg/mL=-X=</Y > G |Z%9 5 MIC=Z1 pug/mL)

e) PRSP: S. pneumoniae (=<1 G IZx%F %5 MIC=2 pg/mL)

f) BLNAL: /A influenzae (7> ¥ ) AZ%d 5 MIC=2 pg/mL, -7 7 Z~—F (—

g) BLNAS: /A influenzae (7> ¥ 1) AZ%d 5 MICS1 pg/mL, -7 7 Z~—F (—

h) BLNAR: A influenzae (7 ¥V %42 MIC=4 pg/mL, B-TF 7 Z~—F (—
( Iz

) )
) )
) )
i) BLPAR: / influenzae (7> BV AZKT B MIC=4 pg/ml, B-F 7 X~—TF (+) )
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OBRBAREHEREORARICHTSH7oRAOTA L UONMEER
FENFIEME RO FERFREICGTHT7 VA a~ A ¥ OHEENEIZ DWW T ST R I &
DIRAE LR ERITR LT,

Neisseria gonorrhoeae \Z- DWW TEWNT 2004 FEICHEES N 9 BREZFHW-/ET, 7Yy Ru~
A > ® MIC 13<0. 06~0. 5 1 g/mL (MIC50/MICgo ¢ 0. 25 12 g/mL/0. 5 g/mL) TdH - 7=, EPNT 1999
AN BE S VT2 Chlamydia trachomatisl8 RRIZKTT AT v Am~<A > ® MIC 1% 0.063~
0.25 p g/mL (MICso/MICgo 1 0. 125 11 g/mL/0. 25 u g/mL) T o7=, Mycoplasma genitalium DEGRE
SEERRICRE T AT Y 2w A 2y ® MC IE 0.0002 ~ 2501 g/mL ( MICs,/MICy, 1
0.001 £ g/mL/0.002 ug/ml) &, 7TV AR~A L2y E) OB PLETEMEZ R LT,
Bacteroides fragilis DERRAERIZST ATV Aa~ A MIC 1 0.125~32 1 g/mL
(MICs/MICoo1F 0.5 g/ml/dpg/mL) &, 77V A< RO 2a~A 2 ERZEDH

EIETEE R LT,
ERARXEREREORRBEICHT 2ENEEOREENE
. ToATYA L e - LRk
P e B
" MIC (pg/mL) MIC (ng/mL) MIC (pg/mL)
i MICsy | MICy i MICso | MICso i MICsy | MICeo
Neisseria
49 | <0.06 ~ 0.5 0.25 0.5 — — — <0.06 ~ 16 8 16
gonorrhoeae "
Chlamydia
18 | 0.063 ~ 0.25 | 0.125 0.25 |0.125 ~ 0.25| 0.125 | 0.25 — — —
trachomatis'"™
Peptostreptococ
) 50 <0.06 ~ >64 2 >64 — — — 0.25 ~ >64 4 32
cus spp. ¢
Pacteroides
25 0.125 ~ 32 0.5 4 0.125 ~ 32 1 2 0.063 ~ 8 1 4
fragilis'™
Prevotella
30 0.125 ~ 32 2 4 0.063 ~ 8 1 1 0.032 ~ 8 2 4
bivia'
Porphyromonas
48 — 0.5 8 — 0.25 8 — 0.5 8
gingivalis
Fusobacterium
0 44 0.03 ~ >16 1 8 — — — 0.25 ~ >16 0.5 1
Spp.
Fusobacterium
19) 153 — 2 16 — 16 >64 — 1 4
nucleatum
Mycoplasma
. 13 0.5 ~ 4 2 4 — — — 0.125 ~ 0.5 0. 25 0.5
hominis®’
Mycoplasma
) 23 | 0.0002 ~ 250 | 0.001 | 0.002 — — — 0.125 ~ 2 1 2
genitalium®
Ureaplasma
10 0.5 ~ 4 2 4 — — — 0.5 ~ 2 0.5 1
urealyticum®"

FEGNS Ko TR 2 U EOREZ oL TV D,

VI.
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DFDMDERAHERICHT 52707 A4 L UDIREFEN
ENERRBR CIIBONR o2 OMOREREICXT 5T oA~ A v OhiEEN 2 RITR
7
ToAu~A UL, w7 a T A RESZMO M pneumoniae (%L T MIC #iPHAY 0.00024~
0.00195pg/mL, 7 v 7 A RMED M. pneumoniae \Zxf L Tl 16~>64pg/mL &, =Y 2Am <
ATV RO T ) ArvA v LB L TORER T T A R LTz 1,
Chlamydophila pneumoniae FGRATBERRIZXT L CT YA~ A 2213 0. 126ug/mL TEEDOREEF
I L7 Z 2R HEESNTWS P, ZORBITEETEONZL DO TH S, € pneumoniae
WZOW TR DFBER DI N ENBERNIZAMET 2 Z LR REE B2 b D,
Legionella JB\ZX 27 Y Am~A 22D MIC #iHIZ 0. 004~0. 062pg/mL &, 7 7 U Am~A
R RREN I PUREIEE A R LTz Y,
Flo. AARZETe 13 » [ET 1999 425 2004 FIXT TEE S I ET, 7V A~ A v
X L. pneumophila 1% L C MIC & <0. 06~0. 5ug/mL & . 5 EMIEIE—E L-hiEEEZ TR L
7 25)O
Peptostreptococcus BER/YBERRIZKI T2 T VAR~ A ¥ v OREIEIEL g Z2 "L, 77V
An~vA v EEEREOIEEE R LY,

ZDMDEERDTEEMR ISR T S EREBEEDOMEEM

e w MIC (ug/mL)
kT Fidk HEFH -
HHPH MICso MICop
Mycoplasma pneumoniae '” 61 AZM 0.00024~0. 00195 | 0.000488 | 0.000975
Macroride sensitive CAM 0. 00049~0. 0156 0. 0039 0.0078
Mycoplasma pneumoniae '” 20 AZM 16~>64 32 64
Macroride resistant CAM 16~ >64 64 >64
AZM 0.015~0. 125 0.125 0.125
. . 23) . . . .
10
Chlamydophila pneumoniac CAM 0.015~0. 125 0.06 0.06
; AZM 0. 004~0. 062 0.016 0. 062
Legionell . 29 56
eglroneria Spp CAM 0. 004~0. 5 0.031 0.25
AZM <0.06~>64 2 >64
16) =
50
Peptostreptococcus CAM <0. 06~ > 64 1 <64

AM: 7oA~y CAM: 7TV Ra~vAf v
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@/ NEEMILEE MIC) & A/ MEEIRE (MBC) & DB (in vitro)
BRI BED Staphylococcus aureus, Streptococcus pyogenes, Streptococcus pneumoniae.,
Haemophilus influenzae % FAWCHFEHIE S A2 24~72 BEI/ER &4, MICy/MBCyy DFHETIZ-DUD
TRREFFIICHESRGT LT L 2 A, TVRAR~YA VLT T AR CIIfA] & FIERIC MICh,=
MBCyy Cdb o 7273, Haemophilus influenzae \Z%F LTI MICey=MBCoy TH o7z, F7-. HAIDEK
YERIERIZRBUNT, Staphylococcus aureus, Streptococcus pyogenes\ZxId BTV Aa~xA

> MICyy & MBCoo 1 —F2 L7 1,

MICgo & MBGyo

MICgo/MBCgo (ug/mL)

I " B KRVEH
ARBRER (BR)

(S AZM EM CAM i CCL
it P 24h 2.0/128 1.0/64 0.5/64 4.0/64  4.0/8.0
(‘fg)y ococeus atreds 48h 2.0/8.0 1.0/16 0.5/8.0 4.0/8.0 16/16

72h 2.0/2.0 1.0/1.0 0.5/2.0 4.0/4.0 64/64
Streptococcus pyogenes 24h 0.062/16 0.031/32 0.031/8.0 0.25/>32 0.5/0.5
(20) 48h 0.125/0.125 0.062/0.062 0.031/0.062 0.25/0.25 0.5/0.5
St t > /|
(fgf ococets pneumontac | o4 1.0/2.0 1.0/2.0 0.5/1.0  0.125/0.25  16/64
Haemophilus influenzae 24h 4.0/4.0 8.0/8.0 16/16 64/64 16/32
(18) 48h 4.0/2.0 8.0/8.0 16/16 64/32 64/64

AM: ToAR~A Yy EM: ) RAa~Av 'y CAM: 7TV Aa~Avy M:Yar~Av v

CCL: &7 77w

VI.
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2) BHREANOMEICHT HEENE ©
~ y AfgE~ 7 v 7 7y —NOMBEIKTT S1EH (in vitro)
Staphylococcus aureus 209-P % AV, &5 sub-MICIBEDT Y RAu~A ¥ U AHE FICRBIT 5
~ U AMEE~Y 7 07 7 — VN TORIER A CFBMET CRE LI L A, TYAuRA T
Staphylococcus aureus 2%t LT, sub-MIC (1/2MIC RO 1/4MIC) HIMZEBWTH, =T AD
~ 7 m 7y —HNOMECH T DHEEH R0 b il

OO T77—CHOMAICHRTHT7ORATA L UDREEN

Control (#E#&HN) 1 MIC(0.39ug/mL) 1/2 MIC (0.20ug/mL)

1/4 MIC(0.10pg/mL) 1/8 MIC(0.05ug/mL)
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3) REEMRLETIVIZEITHEKRAE (/n vivo)
OEHERET N (v 7 AERENEREET L) D 0W

~ 7 AGENICRBRE AR L, ~ U ARERNERE T MCxET 27 VA~ A U DK
WA (EDy) &=V Am~vA v 7TV AnsA vy VahsAf v mxa~vA v,
7y run, TEXFVVY VL EEBRE L,
FOHER., Staphylococcus aureus Smith &Y%, Streptococcus pneumoniae TypelllJi&Hk,
Streptococcus pyogenes PT-143 f&Y: M N Streptococcus pneumoniae PT-G94028 R&YLIZ BV
T, 7ToARSA Y AMUO~ 7 v T A4 RRPUEE LD O ERNDIREZ R LT,

R ADERERNBREICHT HEERHHRE (EDs)

Staphylococcus aureus 1.5X10° AZM 7.96  (5.25~12.1)
Smith** 37LDso EM 39.8  (24.3~65.2)
CAM 6.15 (3.72~10.2)
M 87.9 (54.5~142)
RKM 122 (81.4~183)
Streptococcus pneumoniae 2.4X10° AZM 8.31 (5.78~12.1)
Type IM** 100MLD EM 71.9  (42.5~114)
CAM 28.4  (18.7~41.8)
M 111 (70.1~169)
Streptococcus pyogenes 5.1X108 AZM 13.1  (9.44~18.2)
PT-143% 32LDso EM 117 (84.0~183)
CAM 21.6 (15.0~31.6)
M 178  (133~348)
CCL 0.77 (0.48~1.21)
N= U Uitk 2.5X10° AZM 2.79 (0.78~5.98)
Streptococcus pneumoniae 714LDso CAM 56.0 (31.9~96.1)
PT-G 94028™ AMPC 8.06 (4.32~14.2)
cCL 113 (65.8~277)

<A ICRFR (k) HDHWIddy K (k) . 4@l HE. 1 #F 10 41

TRIE Y 2 ERER. 1B RARG

EDso : U ADAEFRERE L L, EDs 23R D72,

LDso : 50% Lethal Dose. 50%E 4t &

MLD : Minimum Lethal Dose. /N3t &

YL & 5] % 13 100MLD 1 MLD @ 100 fE DB &% . 37LDso 1 LDso D 37 [E OB & A 7177,
AM: T7VARr~A Yy M xzYRu~vAfy  CM:Z7T7VRa~vAv

M Pav=ar RKM: a3~ A3 CCL: k7727

AMPC : 7EFT U v
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QRFTEGET IV (= 7 AL TG R O~ 7 AR ZHERYYE T L)

Q—1 T HORETFREEY

< 7 ZADEEE FIZ Streptococcus pyogenes PT-50 ZwHfE L CRLZ N . S, TV A
~A 2 26mg/kg X% 50mg/kg Gt 1 HE KOV 2 HEIWK L H 2EREAO&ES L, AEND)
REr TV A~y EBIRFTLTERER, 7YV Ar~A 20 1[0 50mg/kg, 1 H 2 [Alf 5
BEOAEEBUIHREEOR 1/10Y, 75V 2a~A VU BHREOK 1/10° Tl LT,

YO AR TREIIHT SERAMRR VOCERBITHE

(log CFUIT4R%)
8 MIC (ug /mL)
AZM 0.78
7L CAM 0.10
4
E 6 %k
B
%
5 —
g
5
H 4
®
~ .l
2
o] 25 50 25 50 (mg/kg)
AZM CAM
(Pl = fEHERR % n=5)
5BEBEDT 14 RO NEFERE
A SR fE R
(mg/kg) (ng/T 4 A7)
AZME 25 2453 B 2. 4X 10°CRU/F 4 27
50 57+6 *  CAIM EOMICHEEZEH Y (p<0.05 Dunnett O H ILEHRE)
cAM 25 <5 Kk o AIM & DORENCHEEZEH Y (p<0.01 Dunnett DL HLLENRTE)
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@—2 T )RR KL
BRI fR AL E D JRIK B T D Streptococcus pneumoniae, Haemophilus influenzae\Z X 5~
7 AN B E T LA WT, T 2a~A ¥ OEEN R Z G LT,

O Streptococcus pneumoniae I ™ A FENR 28Rk 20

Streptococcus pneumoniae PT-181 Z~ 7 A& NI HEFE U CIRER 2R E T L 2 /ERL L |
TVARYA VU DIRERE 7 T ) An~v A YU RO T v bl LR
TR A R EREOMNAERERIIR (SR B, 77 ) A~ A o B
OA 7wt UFRGRICHE L THREITIERS . BWERNBIRDBE O b v,

7 ) AR ERREEIIRT DERRNIR

(log CFU/mL)
10
MIC (ug /mL)
AZM 0.20
" CAM <0.025
75L = o * OFLX 1.56
it " *
N 5L
&
]
£
25+
0

poy:ict AZM®  CAM2@ CAMP  OFLX?®
(¥l A=A n=5)

BILE R ¢ 3. 9X10°%CFU/mouse K48 PNHETE
EDS ca) 10mg/kg, JYe 4 Wpfifg, RO&5

b) 5mg/kg. JKYL 4 REMZ KL O 8 Efi#4, 2 BRI A& G-
ko TVAuYA Vo LDORICAEZEDHY (p<0.01 Dunnett DL E LK E)
AN Tozxa~ A CA\M: 7o) Ru~AT
OFLX : A7 ¥t
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OHaemophi lus influenzae <™ AVEIRSER 1) . 29
~ 7 AT Haemophilus influenzae PT-T39 Z KB FIINZHEFE L C R SR 2 BRST S 1,
TOATTA L DRESENEE 7 ) 2w A L L LT RER, T RR YA v
VIEFR G EEEMICHNOAFEEREZ D S, FORDRTI T I Aevlf VoLV EE

IZEN TV,
T )RR BEEIIT HERRNIER
5] P& il AR %K » Jifi PN i et 25 )
(mg/kg) EH{E log CFU/g (HHEUERRZE) (%)
*IHR 6.54 (+0.07)
AZM 400 <2.2 <99.99
(MIC : 0. 78pg/mL) @ 200 <2.2 <99. 99
100 2.83 (=£0.39) 99. 98
50 4.92 (=£0.21) 97.6
25 5.32 (=£0.31) 94. 0
12.5 5.52 (=*£0.31) 90. 5
CAM 400 4.84 (£0.24) ** 98.0
(MIC : 6. 25pg/mL) @ | 200 5.92 (£0.21) ** 76.0
100 6.11 (£0.21) ** 62.9
50 6.45 (£0.15) ** 18.7
25 6.46 (+0.22) ** 16.8
12.5 6.54 (£0.29) * 0

~ X : ICRFH., 4 W, HE 1856

YL & ;2. 8 X 10°CFU/mouse

TR ¢ e 4 ReffE . RRO& G

AEFEERE « YRt 48 e

a) o PEREREE 10°CFU/mL

b) o MEALERE & DL

% CAIMEDOBICAEEZDY (p<0.05 Dunnett DL E R E)
)k AIM EOFICAEEZDHY (p<0.01 Dunnett DL E B E)

(log CFU/g)
8.
——x8
_Z_QZA':\AII < A ICR %, 4 G, He. 1 RE5
7 JRYLEE B - 2. 3 X 10°CFU/mouse
fi 1595 : 50mg/kg, REY: 4 B, RO#G
2] SEHIPLEEAIE ¢ R 8. 28 2 TN 52 W14 oD Miliki ik Py g Br
Ee6r % Micrococcus luteus ATCC9341 ZHiiE
] HETHRAAT v AIEICLHAIE,
&5_ * CAM EDORICEEEDY
(p<0.01 Dunnett MO ELLEHRE)
JL L | (¥l AR A n=5)
-4 0 4 24 48
EEBME G

ANM: 7oALYy CAM: 7TV Ra~vA
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4) PK/PD fi&%t (/n vivo) *¥

TIOABRA LU RERFIE LTHRET S LICL Y, RIS 5 GO LT
EERELZENARRERD, TVATA 2 OIGENE L HEHED PK/PD fiftr THW S
B /RT A—52 L OBIEMEIZ DWW T BB T 7 L2 AW TREF ST Y L AUC/MIC,
Coax/MIC, MIC LA EOFHGEHEIONE CRBMERE o T EME SN TS, ZDZ &b,
TYVAR A Y DIFENFIIL AUC/MIC & & HIT Cu/MIC b EERRNFTHY, 7o
vhue—7 o7 (BEHYMoOERR) | RS KVEWIRESRE LT EEXDL
NHZLnb, 7oA~ A VU ERFIE WAL v FREORERICE T 588K
AR ZEMTORETHL EB 26N,

(3) feFISEHBERT - FRESRY
LR L
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VII. EWEEIcBy H1EH

1. MREDHR

(1) h# LA mRRE
AR L

(2) BRIRGABRTHRE SN -OLPRE
fat sl N B EAS 10 Bl T A r~ A 3 UK 500mg %, Img/mL DYREE T 3 RE & O 2 gl >
JCRTEFREL, BRI H LA, 5 HERERG Lz & & omigHiRELZXIC, HEb5%
DIEMBYIE R T A —H B RITTT,
5 HREIERG Lo &, HEEGHE L L T, Cu 135 8~12% E5-. AUCy o 1359 1.5~1.6
Rz L=,

HERUREERSZOMBFEEHER
(ug/mL)
5 —

—o— Img/mL. 3B (1HE)
-e- Tmg/mL. 3E/E(5HE)
-0-- Tmg/mL. 2B (1HB)
—a— Img/mL. 2K (5HE8)
-2- 2mg/mL. 1EE(1BE)
—a— 2mg/mL. 18 (5HE)

K\ A ON N RIER

&5 RnERERE
PEE AR AE R, n=10

ERNIZB T AR O LR UH &
RMCET VAR~ A 2 & LT 500mg (i) % 1A L], 2 e CRIBHET S,
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HEREROEVFE/NNS A4

Sy o Co s Mo MG AUG
(h) (ng/mL) (h) (ng +h/ml)  (pg+h/mL)  (ng * h/ml)
(h)  (mg/mL)
3 1 3. 00 (2. 00-3. 00) 1.53=%0. 36 65.2+14.9”  6.88+1.23 10.1=%=1.3 10.941. 0
2 1 2. 00 (1. 00-2. 00) 1.99%0. 36 89.71%43.2 7.02+1.41 11.4%£2.5 13.2£3.0
1 2 1. 00(0. 50-1. 00) 4.03=%0. 61 80.6*16. 2 8.10=%1. 08 12.6%x1.8 14.3%£2.0
a) WoufE (EPHE) SERE R 22
b) HEIEHBALA 5 B B LRI T2 - I lRE I DWW IR SN o727z, 9floT—X
REHZRSHES BEDEYEE/ NS A—4
JEIRER TESHR IR ™ Coax AUCq 24 Robs "
(h) (mg/mL) (h) (ug/mL) (ug * h/mL)
39 1 3.00 (1.00 - 3.00) 1.68+0. 39 9.76+1.09 1.49+0. 07
2 1 2.00 (0.50 - 2.00) 2.23+0. 67 11.2+2.6 1.59+0. 18
1 2 1.00 (0.50 - 1.00) 4.3470.57 12.4+1.7 1.54+0. 13
a) HoufE (FEPH) SR R R 2

b) REHEEL (Robs) = (5 HED AUCysy) / (HEIEEH0 AUC).,,)
c) Il T —X%

3) s
LR L

(4) BE - tREDEE
VII-7. #HEA/ERH] OEEMH

2. EMREERII/NS A —5

(1) fErAE
2-a L RX— KAV RNET IV

(2) RAEETE 2K
B LR

(3) HEREETEH
<B#%E T v W
7w b 20mg/kg AR G-« 5 2~6 FEET% : 0.196 h'!
5. 6~48 FEfH)# @ 0. 0215 h!

EPIZI 1T 2 AH O RIER O E

ANZIET oA~ A LTC500mg (Jiffi) 2 1 H 1Al 2 BRI CAEiREd 5,
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4) Y9ITSoR®

H AR O ERERE R (82 1)) W ONC H A K OSME itz B3 (119 B) & RS E RN 5 &
DR AEE LT —% 2 W= RERBITIC X 527 V7 5 0 Z2OHEIL 38.2L/h TH-o 7=,

(5) HEEH

H A K OFMERERE RN (82 ) I N H AL OSMETT IR B (119 ) & R F RN 5 &
O O8E LIz OT7 — 2 % O RHERITIC L 2 MBI T O L B0 ThoTo,

HfX 22 X— R X > N DS AE - 63. 5L

K /=KX bOIARERE 18101

(6) Z it

TR L

3. B&EM (REaL—Y3y) @HF»

(1) ftrA&

RHEM (K= L —v 3 Y) SITICIEREREENT Y 7 b7 =7 (NONMEM, version VI level 1.2,
TCON Development Solutions. Ellicott City. MD) Z V>, REEE[ PK /X T A —%  (SEWJE MK OME
REZESH) KO PK NT A —Z OEARIZEB O ZR & 70 5 B EIZ OV TR LT,

PK &7 /MICIE, 1 IRIRIGEFEZ & 2-a 0 X— R AV NETAEFBH L, kA 4T A 7
U714 (F)  MIHEER (ka) , 7 U7 T2 (CL) , /"= A MEOZ VT T2 (Q
HfX 2 X— K A FOSMER (V2) KOSKRIga /3= M A hOSIERE (V3) % PK /T A
— & L Uie, RMZEENI T R CTHEEGEZEE T VTt L7z, IERIBIRGDRET LV OREHEE X
J_XTC first-order conditional estimation method with n—-e¢ interaction (FOCEI) (2 V4T
VN R, PRI, RE, A ILE RS L,

(2) NI A—2EBHERA

B&EH REaL—L3y) @MICKYHBELE-EMERNBRERESHER

CL BONV2 1Tt T DR DEE RITF A 1. 12 V0. 498 & HEE S v, (REA 40~100 kg T
EaERh L7 & &, (KE 63 kg OPEHRFT L bk LT, CL I 70%, V2 138 30%E &3 5 & HEE S iz,
FTo, FRORBIZOWTIL, AT ITHW RO (16~945%) TEEILZE Z, 41 D
BRBRFE & B L, CL I 40%E 845 L HEE ST,

HEREL L TCET MIEAAE 2o o NFEE ORI O R L HERT 2 HIY T, KRB EUERO
WL EE L, NEEIIHNEZILERE L LTCOL KONV ~DOEEEHEE L=, CL H V2 DIE
NIZXFT 2 HARANDE (95%FHXH) X, F4E4 0.947 (0.903~0.991) KT 0.933 (0. 860~
1.01) EHEE STz, 72, CL LN V2 DBV T 5 2otk D eld, 4041 0. 887 (0. 810~0. 964)
KTN1.20 (0.830~1.57) LH#EEINTZ, ZNOORENL, NFEEXOMERIZT VAR~ A D
HpEhielxt L CTHRREHER TIE N & B2 b,

EWNIZI T 5 ARF O FER O :
FNCIET YA B~ A v L LC500mg (fi) % 1 H 1 [, 2 BRI CABMIHES 5.
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4. RN
NAFTFRASEY T«
<BE L HAEANT—HW
SREERER A BIE 12 il xt@l LT, TUVAR~A 202 500mg RAOEEHL T 20~ A L2
AIEFRERFCR T A MEPEEZRIE L, ROREREO SHEEHERFICT 2 AT X158
T4 EEE LT,
AUCy_ry DI, AIEEES TIE 9. 3990 » h/mL, RO 54% Tl 3. 576ug » h/nl THY | 7T
A< A Y 500mg Zfk OG- LT-REOHaxtt) A 47 XA Z eV 7 ¢ OFHIEIT 38. 0% (i :
27.6~47.9%) ThH-oTz,
EMFEE/INS A — 4
b ToAROwA v ToAORNA TRV
SRR ROs
Mm% 12 12
AUCorz (ug * h/mL) 9.399+1. 166 3.576=x0.970
Crox (ng/mL) 3.241=£0. 359 0.385*0.118
tax (h) 0.8+0.3 2.34+0.9
HTHIASA FT_RAFEY T 42 (%) - 38.0 (27.6~47.9) ¥
a) AUCorz #&H/AUCy 7 ST EMNDREE LT, SERE A (R 2=
b) P
5. 9
(1) % — A BE P& 4
M ERe L
<BE @ T— >
VI-5. (5) %DM~ DOREATIE] DIESMH
(2) mi%—RREEEAPT @B
M ERe L
<BE Ty W
HR6HHEDS v M7 Ar~<A 32 200mg/kg % 10 BREIKERNHE L, E 15 BEHORIR
IR E 2 faat U7 i R ofli% 5 6 BERIZ O FE IR INIRE (10. 4pg/g) IZBHAR O M AE PR EE (1. 43pg/mL)
TR TREEWVEEZR LT,
ENIZF 1T D AR O HE L O &
FNCIET Y AB~ A v b LT 500mg (Jfi) Z 1 H 1A, 2 BRI CAMIHES 5.
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(3) Eit~DBATH

GLEANT—%)

c ABER OB RDBE (34 7% - AALME) ICH LRIEBRICT V2 a~A v 1g 5L,
F7-. BEE%IZ 1 H 500mg & 5 HREE LT,

lg B A8 Wit DFIFH DT oA~ A U PREIX 0. 64ug/mL Th -T2, F7=, 500mg DFIE]
B 1 BER (g %50 60 FEfHE) ORAAHHOT VA~ A 2 U BET 1. 3ug/nl ThH o7,
E 512 500mg @ 3 [FIHFE- 30 B 07 YA~ A 2T 2. 8ug/mL Th 7= %,

« 77U B N0 K Lt 7 o a v A Lo 2g AR OG- L, i3, 6. 14, 28H
BORFIPT AT~ A 2 UYREE AR U 7oA R HEE A A SR A FL IR IR 134, Smg/kg [95%
FHIXE (PI) 0.6~7.0mg/kg] T. FHAHAEDI5. 7% (95%PT 2.0~27.8%) T > 7=°9,

- EYIAE TEL TWDME3B] (77U BRT7T AU ANTH, B A=y 7 %86, HA :
M, TUT R ) AEEAM L, A EDIBALSET. 30401, 60 HIOWNT NI T VAR
A 2 500mg & LIRFfE] 231 THEAIRIN % 5- L3R EhRE 2 514l U 72, LA M8 fi 2> & # 5-12~48KFfH
BRI LB o7 v Rra~ A > U@L, & 5% R T I fE 0 30, TRFRE % ©H e fE
1713ng/mLC, HRIE 5% 48FM & TRt L7z, B L7 MENRE ST 2 — X D 5 LRFFLRBE -
L1, 6hr T o 7o, FIZI2ERFREIC3RIRKER G LIy I aLb—a U Tk, 7YV RAr~<A
VUIRILRICER L3H TEFIRIBICET D & PRSI,

<BE Ty W
iRt 14 HHORILT v M YC-T P Aa~A 22 20mg/kg ZHEEIRAOEE L, HSREO I+
~OBITERRE UT-, IO REE B 13 5 2 % Tl b <« RMEOME (i) FEEo
3~10 fEEVWVETH o 7=, Be5- 168 KEEHE TIXRHMAD ik iR K Ot HIR E X E &R LLT &
ol

[VII-6. (6) ##¥Liw) OHEZHR

(4) BER~DBAITH

FrEANT—%) 2

fEFER N B 9 512 ) B 500mg, 2~5 A H 250mg D7 Y Au~A & 1 3 1 EEA#%KS L, 7
vAnwA UKD 6, 24, 48 XX 12 BRIz ENEI 247> (B 8 ) DIEMEZEH] A
1To7, MEBIRFTOT VAR ~A VU REITK<, 6 BEE# T 0.005~0. 012ug/mL, 24 Kffij#% T
0. 004pg/mL, 48 FEf# T 0~0.005pg/mL TH V| 72 FEfiIt: TlIm S e n-o7z,

(5) ZDHDMBEEADRITHE
1) Fhfh~DBIT

GMEAT—2) 4

BRMG T8 T @& i R (20~70 5%) 29 BIlICT Y A~ A L2 500mg HER S (2 Bl 250mg % 2
[l 5) & FHATCRE OG- L, 8524, 72, 96 J O 120 el o ikl K OV 3 i B 4 Mt
LR, TRREROD LBV MM~ OBATIIRF TH Y | MR EIIFHA THh - 72,

EWNIZI T 5 ARHF O FER O
FNCIET Y AB~ A v X LT 500mg (Jfi) Z 1 H 1A, 2 BRI CAMIHES 5.
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7 SROTA L2 500ng HEE O 5O RS R E

IRE (ng/g. mL)
24hr 72hr 96hr 120hr
Jii®) 3.10+2. 17 2.55+1.36 3.94+2. 40 3.13%0. 50
(51550 (6) (5) (5) (4)
fifi 3.76+2.81 2.22+0. 67 7.4 —
(51550 (5) (3) (1)
A 0.13 N. D. N. D. N.D.©
a) : HPLCI%: (S fif = AR 72)
b) 1 S FT A E
c) :n=1

N.D. <0. 05 u g/mL

2) Ffi~DFBITH

FrEANT—%) W

SENAEBERR N 12 Blic 7 P A~ A 22 500mg 2 1 H 18], 1 KRN C 5 HIBLSREEL, K
BMiNaTEE (BAL) (I X 0 i~OBITEE R Lz, Ki&EE B O ATEBLAR 4. 12 KON 24 B
%I BAL &3 L, 508 BB L Wi~ 07 7 —HhoT7 VAn~< A VU REEZRIEL
Too MEHT7T P2 m~ A 2 U BERIEM O, BAL BIARERT, AFIHEGEAT, %54 0.083, 1 K&
N 2. 75 IRfEL BRI L 72,

ROE ERWREIE R O~ 07 7 = ho TV An v A 2 UBREIEL. WTRORBEIZBNTY
MAFEFRE LY bE<, 5% 24 BERICB T 2508 FREER L O~ 7 27 7 —HO 7T VA
O A UMEEIL, FAEN 2.86+ 1. Toug/mL TN 734. 0+769. 8pg/mL T - 7=,

NEABERAIZZORAOTA200mg =1 B16E., 1EENNTTS BRIAFESIL-LEED
RERER (R5EKRLEAE) ICBT5ME. [RELRBEERRVMETI QDD 7—FDT7 D
AOXAVEE

o R (ug/mL)

PRIGIFEH (®) i Rl AR W~/ 07—
4 0.37%£0.10 1.70*0. 74 649. 9£259. 1
12 0.25%0.04 1.27*0.47 669.4*310.5
24 0.14=£0.04 2.86x1.75 734.0£769. 8

P EARAE R 22, N=4/BRIURFR] - S0B

ARBRIZBWT, 5 HEIRERGHEKZESG BICB T AMER 7P 2aa~A 20D Cp, 1% 2.04+
1. 09ng/mL, “EHIf e A X 0 B U7z AUC, 1% 8. 2ug + h/mL TV . AME AR AICFE U4
T LT XD C,, (2.6410.29ug/mL) TN AUC,,, (6.78%0.75pg « h/ml) LIZITRETH -
7=,

3) BIERPADBITH

(GMEAT—4)

SNENERES Iz, TV AR~ A v UHER A 2¢ ZHEIRAKGZT VA A VU8
500mg & 1 H 1Rl 3 A, XEKOEELG L, ELXOCANEKPOT P2~ A 20 OIEYE)HE
IZOWT R L7z, ARBRICEBWT, 7YV AR~A ¥ U 8E 500mg & KIER O U- ki
LLTFITRd 2,

ENIZRB T DAK O BiER O E
RANIZIZT A~ A2 LTH00mg (Jiffi) 2 1 B 1A, 2 BRI CAGRimET 5,
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NEANBRELIC7ORAOTA DU S500mg %1 B 16, 3 BHE. REZOKRELzEZD
INTA—45 (N=12/BF, HATEHE)

1BBICB AR 7roROT A U DEYERE

. . AUCy-24 Crax
L S 1A R (ug h/nL) (/L)
Mg 2.55 0.38
HRZER 608. 93 48. 78
ZIE% H K 682. 19 39. 70

LI EMER N CHEEERT T A a~< A U UREE, MyEF & ik LT AUC, 5, THY 250 f%, Cpy C
#9100 [ IREEE R LT,

4) wBARHERA~DOBITIE

HANEHIC

FEREHA T ED B ARABEIC
1., = Eh R MM OV P FkeL
BREL L7 %,

BT 5 g

WaMc T Y ra~A 2 U8 500mg & HEHR OS5 L, HERIR

&(?EW% FEE, FESE, RS, IR ONE) &

P55 OFTER AR PR & OF E RIS PR ITOFR b RGN 4 BFEUNICEnEh

BEEE 0.38 wg/ml R L,

61 FEfifZIC

BEEIX 0.81~5.25ug/g THoTz, WTHOREL
L L CEVME A R LT,

0.02p g/mL T T L7z,
LSRR P IR BE 134 5 A 7 RIS e sl S 2. 60~8. 23 g/g AR Ly

#) 61 IFfH 1% D

WZB W T H & Ao VESRHRAR PN I B 1 v v

BARAANFEREFERBICTORAOTA U8 500mg ZHEIRS Lz & E0MEFER UK MIRFE
R 7 o204 L ViRE (EHECREERE)

175 B (ng/mL)

FERRIEE (ug/g)

ﬁ;Q) WEIE | TEBR | TEME  TERE | TEEm  rERE iR T
(N=28) (N=27) (N=27) (N=31) (N=31) (N=28) (N=21) (N=28)
1.3-1.8 0.01 £ 0.01 0.01 £ 0.01 ND ND ND ND ND 0.04
2.1-3.9 0.38 £ 0.22 0.38 £ 0.23|4.07 £ 2.51 3.16 £ 2.50 1.79 £ 1.60 1.89 + 1.50 3.43 + 3.34 1.88 + 1.22
4.0-5.2 0.27 £ 0.10 0.32 £ 0.1314.29 £ 2.62 4.36 £ 2.03 2.40 £+ 1.59 2.37 + 1.31 1.98 =+ 1.87 3.12 + 2.42
6.1-7.3 0.28+£0.09 0.33 £0.19/8.09 £ 3.11 8.23 £1.93 2.60 £ 1.00 3.24 + 1.09 2.68 =+ 2.26 4.97 £+ 3.90
12.7-22.3 0.07 £ 0.04 0.06 = 0.02 4. 45 2.52 £ 2.11 2.49 + 3.06 1.68 = 0.95 1.67 1.52
27.2-34.0 0.04 + 0.03 0. 04 4.72 £ 5.28 2.75 £ 3.28 1.98 + 1.48 1.44 + 1. 36 1.69 2.49 + 3.00
48. 0-51.5 NT NT NT 2.556 1.58 NT NT 1.82
61.2 0.02 0.02 5.25 2.43 1. 26 0.81 0.81 1.71
93.0 0.02 NT 2.03 0. 84 1. 14 1.68 NT 0.98
ND : AR HBRFLLF, NT @ k7 L
ENIZH T 2 AR O HELOHE :

BMACIFZT oA~ A& LT 500mg (Jiffi) 21 H 1[H,

2 B2 THRIMFHES 5,
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SRENBE BT D R

79;:174’ 2 500mg (250mg % 12 BE 2 &1 1 H 2 [\ 500mg 2 1 H 1 [\]) A4 E A Fif
TEBFIROKLG Lz &0 5% 12 Fifil~8 B BB 2HHERNIEE RS T 2 RBHk, Bz
&U%E%ﬂ%ﬁ%ﬁ%f;%ﬁﬁwf\ TYARSYA D 5 HEEAESES (FIHIZ 500mg, EHND
250mg # 1 A 1[\], 4 Af#E) O3 AR A#EL (500mg, 1 H 1[E], 3 HE#EE) %O Rk,
FITSZ R R OV B R PN IR FE P ONZ I TP R ORI EEHER 2. BIE PK ET V2 0E LT &
NEDbEHICLoHEE LY,

WTHIZEWN T, FENEBRE XME T REELZ RS BB, 5 HEIZHZD, 1.0~
2.0 g/mL LA EDJRE 2R LTz,

TOAORA VBRI ANA FT AT EY T 4L 3T% THHZ LMD P, 7YV Ra~w A
> 500mg % SRERE L7 & ETid, RO GREE i L TR 3 (EORENE LD 2 & 23 HEH]
S, 3.0~6.0p g/mL OFEWNAHMEPIREN TS 2 2 LB HIRF SN D,

FOROTA L UE%ES B (RBIZ500mg, 2AAS 250mg 2 1 8 1[E, 4 Bf) &RU3 B
(500mg. 1 B 1[E, 3B BO%5 L& EOMmERCHBR-ALEEEE

— 50 _ S0
> o
S S E#
kS 20,L R Fiiie 2 Lopvd
oo o 0
¥ g # r
- )
= €
S 2fp-- >
2 | 2
w1 1
% o5l LT
h) A)
@ 0.2 »
» 01 4
o
5‘ 0.05
w002
a.o:o

HE%ER (B) BE®REER (B)

EPNZI 1T 2 AH O HIER O

JRANIZIFT VA=A e LT 500mg (Jiff) 2 1 A 1], 2 B2 CTrldiafitd %,
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5) BREMEBNERE
BE ROKGICBIT DT —4% GEAT—x) >0 9
TYABRYA T 500mg (250mg & 12 BE[H 2 &2 2 A1 1% 500mg & 1 [A]) Zf&XO&E 5% 0, &
i, bk, WRER. AR, MRS, B, B, A, B AR OT A a <A v
BT, 1T EAEOMBICE T, MyEFERE & i LT, 10~100 fE@EVMEZ R L, g +H 5
DIHR L7t & AR R IR X m R TR S T,

— 5. HMEARRERACT P Avw A U UERA L 2 RV g & 2 BRI AFE L L&D T Y
A=A DRI VT T AR ODAARERIL. £NEH 10nL/min/kg KT 33. 3L/kg & ik
ENTEBL Y TVROA VONHEBENRRE L HBA~BIT LT W EARENTV D,

FMPEBEICTORAATA L2 500mg (Hil) Z2BOBEZROMERVCHEBRNEE
(ug/g, mL)
10.0

@ Mm%
0 B
B HARHER (FEE/)
& LIRS

O Rk

O #IzkR

¢ B

O HH

A =B

>
b

A Bi:E
LI

1
8(A)

N
[6)]
o
~

LS5 %R
(AR EE « I AR YERZE, n=2~35)
(ME PR« SFEIE. n=10)

ENICBIT 5 ARF O HER CHE
BANZFET oA~ AL LTH00mg (Jiffl) % 1 A 1\, 2 KRR CRifErET 2,
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<BE Ty D
HeZ > b (n=4) IZMC-T VAR~ A T2 20mg/ke & HIBIFFIRNE G- L7z & & O g & O+
B REERE 1%, 12 & AL ORIV TG 0.5 % 2 B ClafEz s L, ATIR. g, &
fige, . B AN M OVFRLR R oD ek RE 8 B 1 f S b O RER R L 0 100 LA @M A R L
7o MR OVEBED ST RERR RS 1T AT X 0 IR o 72, 55 21 H TR, 12& A EDOMFRICBWT
BRHBRFLLT (0. 16pg eq. /g) & 7207, FEHRTIIMMOME L 0 BHAEOHEIERTHD b

DO, R LT,

-7 oAOTA LU EBIRNEURAKRE L1z & E0MPRst

E

1 Cmax, 1\ Cmax, po tmax, 1v C 1pax g
(g eq./g) (Lg eq./g) (h) (1v/po)
4 0.4 0.3 2 13
fiR 5.4 1.6 2 34
SIRIN 103.0 26.3 0.5 3.9
M 7 i 68.8 18.4 6 3.7
i i 14.2 5.5 24 2.6
N 36.9 7.2 0.5 5.1
Jifi 80.5 124 0.5 6.5
I P 86.1 345 2 25
A Rk 80.4 17.8 0.5 45
M 98.9 1244 2 0.8
Il 70.7 21.0 0.5 34
i 85.6 18.2 0.5 4.7
HENh 23 1.5 6 1.5
i1 A 10.8 23 0.5 4.7
R 8.9 3. 6 2.9
fH 29 1.5 72 1.9
GIRYAL 17.3 7.7 24 2.2
GEL 15.6 8.4 2 1.9
H 54.5 16.7 0.5 33
N 333 145.6 0.5 0.2
K 329 19.2 2 1.7
o i 31.7 25.9 24 1.2
il 0.0 0.2 - 0.0
5 il 418 19.5 2.1
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5 BHIRRIC K HRRERE~DERMBT (T7dHA - FTUNY—)

OBEME~DRIT (in vitro) *®
B THLE NEREEAMRE DN~y 2~ 707 7 —VI2C-T Y An~ A v X hc-=
V20 BRMUEEMTCER LT Aa~v A, oIz 2a< A1 2 O
RONIREEZHE L, MRRNRATEL GRARPIRES /MM ED) A FRlemest L 7o fb 2R, B5aEiias
24 BRI O v N AMKICBIT 27 YV 2a~ A v OMBABITHIE 226 THY, =V
Za<A DR 10 fEEV M2 R LT,

FORATALURIFTYRATA O VDE FE BB MER
RUIYDRAIYI AT 7—O~DAT
//. 226

120 chERZEME (AZMe )

A
i 100
A
% /
Esm
% 6ol TYRRYOTF—
| (AZM a)
/
%4L
s o
;l=JE 20 e S RaMmEk (EM__?'_)_ ________ §//
D B P —— o e mT (et

oL ket foreneen S —— rereerssessmmess et e —— % - /_ﬁ

0 025 05 1 2 3 24 (n)
% & KM

(CEH iR R 2%, n=4)
AZM ( 7VRuwAYy EM:xzYRueAf v
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QEYIFERA~DBIT (v R) ¥

~ ORI R KBRS Staphylococcus aureus % FHWNEERE L, H2FE 18 KR (JRPTYRE T
) 7V 2a~A L7 T ) An~ A v r 2 BERR O#G L, B9 M OFER G R
(BEHEFE L T W R KERERAHIA) DOIEAIPREE 2 i L7 R, 7oA u~ A & 0 OREY
BNIEEE TS < . oRktEa R L, 5 145 BRI 00 YL BN R I3 IR AR L v 19
BEWMEZ R LTz,

—F. 7T VAL >GRO YR RN RSN IR L LRI R U CHER
L. #&5% 48 Fe] CIIMHRARLL T & 72 o 7,

BREETIVICEITATORAARA D UERTI Y AAYA D VDEEFEE~ADHET

(1g/g)
100 -

AZM (BEHR o)

10 -

|
T 2
w1 CAM(Bgmgs) e 5.
=
E T
0.1 - CAM (GERRFEREL A)
EHI®E
001 L1 | | | | | | | | | | | | | |
’ 0 20 40 60 80 100 120 140 (h)
B® 5 % B R
(NAZToEAH)
(SE35{f + R 2, n=5)
AZM: 7P RAuwA4Yy CAM: 7Y RuwAf v
<Zj%>50)

T VAR A YU PBAT LT BRI N B GSHAR IS ET D 2 ST R RRYSHERR TIT IR
AN TEWNRENGEOND Z 228 (w7 X) BBRTHRDLLN TN D,
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@rrru~ArOvraTy—nb OISR 5 Staphylococcus aureus D52 (in
vitro) *®

NYUARI BTy —=TERNC-T VAR AV URMEEHIT 24 BEfESE L, TV ARV A TV
B IAFERT-%. Staphylococcus aureus TN XITIERIMNEH TEEE L7-FO TV 2An~ A
VUDWEE AL LR, TV AR A VU ERVATF YT Uk
Staphylococcus aureus YSINEEHCHEFE U7 Wf, FEAEBAA614 1. 5 B O FEEER I T IRINEL ¢
WELEBIVLELS MEZERTAIZLICLV TV R u~ A VOl MEE S D Z &
DRI T,

FORAARA LD AT 7—Uh b DEERIZRT 5
Staphylococcus aureus MEE (1.5 BsRfk)
(%)
100 —

75

25_ B —

S.aureus EFRM  S.aureus FHN

CERIEHENENR 2, n=8)

SFFOEMIGICBIT 2T P Av <A 2 DEUAT L ERED A T3 = X 2

TOAORA IS FRICT R (T2 bUBRBEOT Y I 0TI M) Z2oKFLTC
BO., TR VST TS TR, BT CIREME T OA (f A UR) TIEE
T 5, RN pH X, FIES pHT. 4, FIIEAN pH7. 2, HIlAH D Y V) — AW pH4. 5~6. 0 [TFRT=
NTEY, MRAOSFRIOT VA a~A 2N R EZ @i 5 & APtz
T, R pH MEW =D, MM A U RIOEE NS L 12D, SbIZ, RO T7T v Ae
~ AR Y Y= AEERERT D E, pH RN D, U Y Y —ANTIEZL DT VAR~ A
VUMAFVMTCFET D, A A VROT VA~ A VU ERE S BETX WD, R
ELTHRANLDNY VY —2NIZEREN D, BMIROIEEICLY TV RAe~ A o3&
PIZBUA E 7R BE TRGYR I ~E XN S,
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BHEANDORAH
#HRas (pH 7.4)

#RaMA (pH 7.2)

Y)—L
(pH4.5~6.0)

FOAORALY

FURORALY FORARAY

€ BFE) (HFE)
- st 1 I l I
TFORAARA Y FozOTALT Fozravqot
(A>3

(A7) (AAE)

YR BIC B W TEMI S HIE 2 BR LIoRER, BMRNICT 7 3V —ARERIh, U Y Y
—AEEE LTIV Y=Ll B, 77 A Y —ANO pH [THRMATEERY Y Y Y —
LANTA A TH ST VA~ A TR E 720 . Bflla) 6 Ol MEE S5 b
DEEZLND,

st pH 7.4
HE RS pH 7.4

) —L
pH4.5~6.0

It AZM
#fast pH 7.4

73NV —L
pH6.8 AZM

G

Yy—L

Jy—L N
pH4.5~6.0 \Z7IV/—L4
AZM

AZmM+

#ERaMA pH 7.2

AZM

AZM

AN HFET7OAORAIY
AZN* AAVBTORORAIY

#HRas pH 7.4
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(6) MPFEOHKEEE
1) invitrol2H1+5E FIMFEEAKEER (BEDE) %
bt rEERFAWCT 2wy y, 7T ) Aa~vAY s, ) AuvA Y OEABESRE
in vitro \IZTHGEI LTz, 7Y AR A Y OEAMAEHFEIL 16~17% T, 77V Aa~vA v
67~T1%) kO U z2ua~<A v (T11~78%) & i L TIRVWMEA R L7z,

in vitrob FIBEEBHKEE (%)

m &
A
0.1 pg/mL 0.5 pg/mL 2.0 pg/mL
ToAuwA T 16.8E1.7 15.4+£2.9 17.2=*1.4
gV zxa<wA v 68.8*E2.1 71.3%£9.2 67.3£3.0
)i Q= =g 4 77.6%9.4 71.3x2.1 75.5%14.0

PEEIE AR AER S, n=3

2) invivvlZHI+BHE FMEEBEEE (BEZE) ©
TEFERAN T 3 BIZ T A~ A 2 500mg % 0#%5- L7-RFD Mg % VT in vivo 1T
AEEAMAREBEECE VRS L, 7V~ 0D MUEEEESRIL in vivo
ICBWTH 12.2~20. 3% %7~ L, in vitro DfiEE X< —E L1z,

invivob FNILEEBRHKEEE (%)
15| th 2h 4h
EHERHERS 12.2+6. 4 12.8+5.8 20.3+6.7
T AR R, n=3

6. feisl
(B EOREREOT — 5>

(1) FCHERALI R UM R °Y
PREFEAL -l
FHREE R R A B 6 il 7 P A m~ A 20 500mg & 1 H 18] 3 HEFRE ARG L7-Fo R &L
R OREAAR B ORI OV TGRS L7fER, 3 B B ORI P S L7 R IR K O O
FIEIE, ZEIS. 4% & 0. 66% T, FEFITHEME S 72 R L OMGE OEIG 13, T2 23. 9%
£ 6.3% Thotr, TVARYA VY DREDIEEZ T T, REMAKLE LTE TP ~PEE X
N5z ENRENT,

ENICBIT D ARFORER CHE
BANZIFET oA~ AL LTH00mg (Jiff) % 1 A 1\, 2 KRR CREErET 2,
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BEMABHIZZOROTA42050mg 218103 BEZOHRE L-HORRVEFRD

FoROTA LU RUREY
TARTA v ROEOREMOEIE (B RITHT D %)

1 HE : 0~24h 2 A H :0~24h 3 HH :0~24h

SR o JRH o PR #erh
TYROIA T REUAR) | 5.9+1.0 6.2+7.8 7.6+1.5 27.9+18.9 8.4+1.0 23.9+14. 5
3N A F LR 0. 09+0. 03 1.0+1. 6 0. 13+0. 07 5. 244. 2 0. 15+0. 04 3.240. 6
6-N it 2 TR 0. 060. 04 0. 5+0. 8 0. 080. 05 2.0£1.3 0. 0920. 05 1. 840.3
o =Y —2k 0.23+0. 17 0. 2+0. 3 0. 34+0. 11 1.6+1.4 0. 42+0. 24 1.3+1.4

(HPLC i%, “FIME LARVEMRZE, n=6)

INHORRKIETT v MTBITDHENG, 7¥VArRY A Ok FRTT v ~OREHRREEITLL

TOi@EZ LT,
FOROXA L UDE FRUS Y MBI SHETERBHRE ™ Y

HC. CH

N
Ho 0N

0./
o

//mm

FOAARA O VUREILEK BN FR:9.0% #E:— Sy /K:11.3% #¥:61.3%

4 v \

3’ N AF LK 6-NEi AF LK BRYS5T/—R &k
Ehb/FR:0.06% #:— Er/FR:0.03% #:— E~/FR:0.67% #:.—
Syb/R:0.1% #:12.6% Syb/ R EH #:0.5% Syb/R:31% #:9.4%

R&MEEt

ke fR:0.68% %:— (BEE5%:0~168h)
Swhk--FR:0.66% 2%:6.3% (H[E%x5%:0~168h)

(2) RIS T 28E CYPEH) OnFiE. F5E?
KRBT ABEZEICOWVWTIMR SN TWARWVWR TR~ A LR UAIE (Y I UER)
EATHTY 2o L AZBWTHIBED N- 2 F VRN CYP3A4IZ K W i A F A b S D 2 L vl
EXNTEBY, 7920, 2BV THLT Y I VB EON-AF LI (3 -N AF L) 1%
CYP3AA IZ L WA TF LS D EHEEL S LD,
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() MERBNRDAERVZDEE

PIELEBNE : &Y
B AR L

4) REMOFEOERERVEMSLL, FHELEY

3 NPEAF AR RGN PLA FARITZENEFNT P An~A 2 DO 1/10,1/2 OHETEEE R~
BRAEWERRIH T DT VA~ A VU ROFDOTERBE TH D 3 N LA F AR, 6-N il 2 F /LR
RO Y 52 ) — A KOPETEME A a5 72012, A AL FARRIE S SE AL Z0E - T MIC 2 E
L7,

WMo Z 2 ) —2RKITIT & A EHEERZ R IR 03> 72038, 3 -N A F UKL N 6-N it X F LRI %
NZENT VAR~ A DO 1/10, 1/2 OFIETEEZ R LT,

1. B

(1) BEMERRL R OHERE

TR A AT, HEESWEI LT, RE(MKRE LT e A CERICH SN D,

BB

(7> M)

Z v MZVCHERFRT Y Aa~A v 20mg/kg & HLRIRR OG- U= RE, BG4 168 FEf &£ Cloft b &
D 80. 3% NFEHFZ, 13. 3% MR HEME S v, 754 72 B F TG EO 3. 1% B8R

HEE S a7z,
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(2) HEtHER, HEtRE
1) FRAHE]
<BE L ROFEEROT— 5>
s e B 12 ) (B GRE6 ) [T YA~ A 2 500mg X1 1000mg & BA[EIR O£ 5. L

7-BE DRI FE 2 1IE L7255 5. 500mg DA, 2~4 B Tl b & < Y% 138. 84pg/ml. 1000mg
DA, 4~6 BRI T b < 1 151, 63pg/mL T o7z, 728 168 BFfE F T 500mg & 1000mg
DORFHYRIZTZFNFN9.0% & 9. 4% Th o7,

BEMRABMEIC7ZOROTA 2> 500mg Xk 1000mg %
BO/RELE-BORFEERUVHHE

(ug/mL) (%)
320 ~ - 12
280 |- i
—-10
240 B
200 | 18 %
¢ 160 - 146
] CJ0—0 1000mg - ®
e 120 - CJe—e 500mg | , HE
it
80 — B
40 - |
0~2 ~4 ~6 ~12 ~24 ~36 ~48 ~72 ~96 ~120 ~144 ~156 ~168(h)
5 % M
- P BREPR
JQ(’%—;& SR (ug/mL) R (%)
" 0~2 2~4 4~6 6~12 [12~24|24~36|36~48|48~72[72~96|96~120[120~144|144~156|156~168 (h) [0~48|0~168 (h)
500 47.58 | 138. 84 98.84 | 22.36 | 14.59 6. 86 6. 35 3.61 2.65 2.34 1. 88 1.63 1.44 6.9 9.0
+31.42 [£26.70 [£106.04 | =5.40 |#=5.93 [£2.31 |+2.92 [£1.21 |=0.73 [ £0.79 | *+=1.00| =0.94 +0.53 |#0.8 +1.2
1000 145.02 | 149. 32 151. 63 49.22 1 23.59 | 11.23 | 11.98 7.17 5.76 5.15 4.28 3.75 4. 31 6.6 9.4
+145.73 |=81.78 | £66.03 [£17.29 [£6.98 |==3.96 [£5.53 |=2.72 [£1.59 | =1.30 | *=0.72| =£0.45 +1.04 |=1.1 +1.3
(HPLC &, V¥l HHEHERZE, n=6)
2) FEohki °Y
<BE ROREREOT —4>
AR 6 FllcT VA~ A2 500mg 2 1 H 1103 HEREROKRE Lo EmEE
ERIE LR, &EdhT7ToRu~A D UVREIIHBRERI TR YR REWVR, KERS 3
H1% O#(ERJE X 465~1555ug/g TH Y, EEFHMOZ N ERRBR SNz, 2, &S
BHLE 9 HEH (&b 6 H%) T & A ENPEESNTZ, K% 5 24 BER% F CTOFEBHEFE
YR TS 1 H H T 222, 3ug/g. #5452 HH T 495.5pg/g. #%45-3 HH T 963.9ug/g Th o
72o HEBRFE No. | Tl E% | HHOBREXRR L&, 1925, 0ug/g 2R L7203, gk
FTEEEEGH L LXZORTHOREN R b EN- T2, FO%, #EHRE TR L,
LT 14 HEIZBW TR 16. 6ug/g. 28 H H TIZ W 2. 3pg/g B Sz,
ENIZH 1T D AR A0 HEL O &
RNIZIET VA~ A 08 LC500mg (Jifli) & 1 H 1A, 2 KFE T CREERET 5,
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FOAATAL 0 500mg 1 B 163 BEEARSROEEDRE

(uglg)
1750 —
1500 —
1250
®
B 4000 -
th
® 750 —
E —‘7
500 —
250 T
0 __
1 2 3 4 9 16 30 (A)
5 %A%
e PR (1g/e)
No. mEN | 1A% 2H#% | 3A% | 4H% | 9RA% 16 H% | 30 H#%
1 N. D. 1.1 268.5 1147.5 1925.0 30.3 11.7 1.1
2 N. D. 72.0 535.0 1555.0 501.8 106. 4 13.0 3.4
3 N. D. 390.0 614.0 464. 5 191.5 30. 2 12.5 1.8
4 N. D. 18.6 305.0 596. 5 580.5 96. 0 13.2 2.0
5 N. D. 365.0 410.5 915.0 307.5 893.0 27.3 1.2
6 N. D. 487.0 840. 0 1105.0 271.5 33.0 22.1 4.1
B — 222.3 495. 5 963. 9 629. 6 198. 2 16. 6 2.3
AT UE A 2 — 215.2 214. 2 397. 4 651.3 342. 1 6.5 1.2
N.D. : BRHIBRRLLT CEHIE B HE(F 5. n=6)

<BE Ty W
1) R, Eh#itt (BRAERS)
HEZ > M MC-7 v RAu~A 2 20mg/kg & HBIFARNE G L 72RO IR, FEH G et %
R L 7oA R, B 5% 168 FE[H &£ COJR K O H i sediit =1L, T E i 5 BUREeED 26. 9
K ONB8. 1% Thoie, iz, &G54 72 Rl £ COMKHI b B ISEED 3. 5% 3 4Rt X4,
BL5% T HEDT v NORENSITEGHIRED 6. 1% AR S THY . REOFE PR
LAEDbED L 95 2% EIE LTz,
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2) REitHEitt
JHAEES » b (JE) 12 -7 P Au <A 2 20mg/kg %% 0 HEIFIRNE S L 7= fEy, #
J OGE N DTG RE 2 TR T AE R, 514 48 Il & TUT 17. 6% 23 I gkt 47z,
1= a— L % U724 00 O IR 2 RSB T RRE TREIRINEE G- L TV DI b b 597,
FR OB ENEDICENFNEGHEEED 6.0 L 3. 0% "B ENn-2nt, 7o2n~
AT EIBE ~OBHIC L D PN D Z LRI Sz,

Zv M2 M"C-72R0OT A LU 20mg/ke Z B EIFARAIR 5% DREH B U sh it

REEYEER (%)
REE (h) 0~6 0~24 0~48
RET- 12.244.0 15.5+4. 3 17.6+4.7
# — 1.8+1.1 6.0%+2.7
& N
— — 3.0=1.8
($ 5% 48 B

CEAfE R ZE, n=9)
LLED X HI2T v hOPRIERBROFER N T VA~ A VTR E D bEPA~OPEIN L < |
Z DEP~OYIZIIIGE ~DBH L OO FE AR E W LR STz,

8. FIUARR—A—IZEHT BIEHR
RMEER L

9. BEIZLBBEER
MU EE L
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10. HED

BREAITIHEE

(1) BWeeEEsE >
ZE L ROREROT =45

HARNBBERERZICBWT . Z LT F =027 U T 52 R (Cler) ZE1E L L CHRAERE
<CLer=70mL/min. 60~82 . 4 ff) ., FhitprpEsE

T, FILEH. 4.48%, 4.51% K TN2.87T% Th 1 . %

EHHE (50

(30<CLcr=<50mL/min. 72~83 &%. b f4)
K OEEREERE (CLer=30mL/min, 58~97 %, 8 ) IZHFEL., TV A~ A 2 500mg % HilA|
BHELFEEX, BEICBWTT VR0~ A L OEYBNRE T A —Z ICTHEEREITRD b
Molz, % 72 Rl E CORPEICEIL, SEEER, PEERERL OEERERIZBD

JERETERE & m R HERE ORI ITAEZD

D HNT,
BEHEEETEZFICTORAATA P2 500mg #ROKE L1=FKD
EMBBNRE/INT A —F N AT vtAi%)
e " Cnax e AUCo-co
B i (% {lilpx ’
# () N (h) (12 g-h/nL)
[#E (fRpEpRs) 71.0%£9.0
4 0.56+0.07 34.1%+9.2 5.40+2. 39
50<Cer=70mL/min (60~82)
M (hEEREE 77.4+4. 4
5 0.54+0. 10 33.8+3.8 6. 09+3. 45
30<Cer=50mL/min (72~83)
M (FEREE) 76.9414. 0
8 0.58=+0. 06 29.9+2.6 4,91+0. 55
Cer=30mL/min (58~97)
e 21.0*1.3
[CX9 PN (20~23) 6 0.58+0. 11 30.5+4, 3% 4,230, 41”

GrEANT—%)
faEBERR A 12 . BHEREREEE 30 fillc T YA r~A 2> 1000mg ZHEHRE L, 7V Aa~vA
ERRET LT E T A, Cun AUC TNt 0 IZEFRBD IR0 T,

> OERNENRE

BRXTA—=ZIZONWT— Tl E oo £, AEZE7RL
a) @ 5% 24~72 RER O RFREH, b) - W H5% 72 FF E ComBHIRENORM L
Cer: ZJVT7F=2 2 UT TR

CERfiE = £ e 22)

EWNIZI T 5 ARHF O FER O
FNCIET Y AB~ A v X LT 500mg (Jfi) Z 1 H 1A, 2 BRI CAMIHES 5.

VII. #E@EhreicBlJ 2 IHB
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(2) HHREEEEE

BFRORGRHICBT 5T =% GEAT—%) >

S Ny OV 28 B oD PR RE R 2 FR o (RRN) 16 B S OMEER RN 6 Bl 25t R, TP An~ A 2
250mg 1 7™ & 500mg (M) BRI QG U7-BE, R ISR T, Cou 28N L,

o RS B BATD ST, HEAERD SIAD T, Fio, RIHRIERIC

TR Lo Tz,
F) 7YARu~A T 250mg B 7 IVIZENR K

BEBARUVIHERETERE Y IC720X074 20 500mg 2&01%5 L1-FO
EYMEE/NF A —4 (HPLC %)

bAEAE

A " Tax Chax ti/e AUCop-co HEZE
el @ |7 W |G | | e Y
0% JEE e
GPT (ALT) (U/L)  122.5%78.7 576 110 |2.81.3]0. 390, 2560. 6=19. 2| 4.8+2.0
GOT (AST) (U/L) 121.3+98.6 | *1L.4
T-Bil. (umol/L)  19.8%7.2
A R T R
GPT (ALT) (U/L)  118.2%+60.1
GOT (AST) (U/L)  61.0%45.3 219"07 6 [2.2%1.2(0.50+0.6068. 1513.2 4.0%2.0 | ¢
T-Bil. (u 57.5+31. 1
mol/L)
TR R
GPT (ALT) (U/L) 20.7+6.7
GOT (AST) (U/L) 20.5+9.0 i35"76 6 [3.0%1.1/0.2940.10/53.5+7.1| 4.9%2.4
T-Bil. (u 10.3+4.6
mol/L)
a) : Child Pugh OJEITHE > THREAERE, PEEICS T, CEXfE = AR 22)

b) ¢ RPN F R A TR EE R LR DA/ T A — 2O TH BT THEAT
GPT, GOT:U/L, T-Bil.: umol/L

(ug/1mL)
- o A (n=6)

m g4 o BERE® (n=10)
= E A PEEFER (n=6)
A =
=] L
- L
g 0011

0.001L | I \ I | | | \ |

0 24 48 72 96 120 144 168 192
BE®REM

ENICBIT 5 ARF O RER OCHE
BANZFET oA~ AL LTH00mg (Jiff) % 1 A 1\, 2 KRR CRifEErET 2,
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(3) —%—%% 58), 59)

A E A OVH AR ARG BRI ONE HAR AR OGME AT PR EEICT P Ar~ A v v & FRk
NESEROROBGSHEOEYBEBET — X2 A0V EMEYEE (population
pharmacokinetic : PPK) EHTOFRER NG, FEEIET oA a~ A D7 VT 5 ADIEETH
BHIENRENT, AENTHEERIZEBWT, 80 B BRE TIT 40 MmO BF L ik LT, #5.5
IEH D AUCy 5y (AUC) o4 Dayl) M ON Coe ICIZIF & A ERENBD HNRNE DD, EHIREERFD
AUCygy (AUCopy o) DI LO6MFIC EHT D EHEESNT, LILAENRL, TRUODBREEZE D
BB WTEREAEFL L OBEITROD LN TE LT, BEMICLVBREEN 1.6 [FRE
FCEALEGAICBNTYH, ZRMEOMEITVWEE X LT,

BE - ROB5ROT —4>

HAR NS IE (656~T7 1%) 16 BllCBIT AT A~ A o v Bilalk 58K 4 Bilalfk 0 £ 551
DOIEENREIL, REMEM OEFMEEZRE LR, BARNERERA GEERE) ([T R &
FEETHY ., TVRAB~YA 2 OFEWBHREITINEG O FEITTRD DI T L BRIE Xz,

BARABESHRERVARABERANICTOROTA S VERRSHE 2 &
HBREKELI-EEOTORAOTA D UOFYMETREHE

(ug/mL)
157 —0— ARAREHEEH
—O— BFEARKRA
TME+EORRE
n=12
%
2l
i
]
E
—8
I I I I I I I I I I I I I I I
0 24 48 72 96 120 144 168 ()

BE®RRE

FOROYA L HER S WA 2 BERSHOMBTT SAOTA LU0
PK /S5 4 — S DEFNREBEE & BAARERA GEBRE) LOLB

PK 3T A —%& (Hif7) e FmnE
Conx (1 g/mL) 1.09=0. 33 1.24+0.20
AUCo (u g-h/mL) 23.00+9. 25 17.91%4. 70
AUCo- (1 g+h/mL) 9.67+3. 31 9.39%+1.94
toax (h) @ 3.5 (2.0—6.0) 2.5 (1.0—6.0)
tys (h) 70. 30 11. 80 66. 24 8. 24
a) HgfiE (FEpH) CEAIE S AE AR 22, n=12)

ENIZH T 2 ARA O HEL O E
RANIZIZT A~ A2 LTh500mg (Jiffi) 2 1 H 1A, 2 KR CATRimET 5,
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11. Zoih
BA=N-2 2P
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VIII. &2t (EALDOZESF) ICET HIEE

1. Z2E5RBELZDER
REEN TV

N
L

. ERAR L ZDER

2.

ﬂ

= (ROBHIZIZEBELENI L)
ﬁﬂ@ﬁ@ﬂﬁb%ﬂf@%ﬁ@@%é%ﬁ

< >

— AR EFEEFEHE LTRE LT,

AFN ORI x U CRBUEDOBEERE N H 256, & GIC L 0 IRBUE 2 BT 2 alietER @ &5

zgmé AR O HIZHT= > Tix, Wﬁ% iof ARFNZ K95 MHUE O BEAE IR & S AT e R
LNt DEEICH L TCUIAROREERT D Z L,

3. MEEXRIFBRICEET HFE £ ZDER

4. AERUVAZICEET 5 FELZTDER
V-4, AIEROHEICBEETERE] 28R T52 &,

VIII. Z4ME (B EodrEss) 1+ 4HEAE 72



5. ERELGEAMIE L X DER

8. EELEXRNIE

8.1 RAIDEHIC&H T - T, MEEOFBIEZLL 7o, JRAIE U TS MEZ R L, o
1B LR R/ NEOWIRI O Gz EHH 2 L,

8.2 T7FT 74 7F— L avIiNbbbbdBENNHAHDT, 7 LVX—BEERE, SEYimi
JEZIZOWTCHaM2airH) 2 &, [11 1.1 2]

8.3 AFIDFERIZH > TiL, FRNICEFIIXH LT, WOREFETHZ L, [11.1.2 ]

- PEEESR R RARIE . R RREIREARE R AN SR D IEIR [ Z, R (D&, R,
2T OB AH D WVIIKSS NVEOIER] BdH S b HaIcid, 7272 bIZERMICER
THZL,

cBERTRICBWTY EEERBRSH D bND 2 ERH DD T, ERBS L bi=HAIcidk
FPHICERMOERTHZ &,

8.4 EREESENHOLLNDLZ LN HDOT, AENHEOEIRSE, fEMRA M O B OBIEIZHEE T
HECITEET D X BFICHSICERAT A Z &,

8.5 7VRB=A AT N RNV L BERKTEAZICBW TS EWEH A RH
THRRMENH LD T, B2 +DIATH) R EEET LI &,

< it >

8.1 19934F 1 H 19 HEAE L V| BENEYxR 2 #2720 OFE# Mgk NIEGR G xR 28
FEHENnie CRLHE 5 5), ZoEsHcid, HAEwERA OB EERORIE) & —HE & LK
DIAENTEY, TXTOHREKO EHEOER] ICRTH L&t

8.2 vav s/, TF747F —I%, TVAX—EOFRTHROERZREOT, FRANIFHEALL, &
Gl7pigEn e Sz iud, EEREREZ LV O 2EWERCh D, vavy, TH 74 T7F% v —
PRI D7 DI R R OIE, BEEEOMZ Th D, AFOBRE 21T BRI, BEOT L
JL X — B RPN BBE S I OW TSR 21T 5 LWER S 5,

T VAR YA BB ORI EBIE OB D B D BE S AR LR IEER ) L 725D T,
AR OFGZRETHZ &,
[ TVII-2. 22 NE & ZDHEH | OS]

8.3 hEMFRBEIEMIE (Toxic Epidermal Necrolysis:TEN). FZE#EIRIRIEBERE (Stevens—
Johnson JEMERE) 1%, &, ¥iFEAR CICH LN AEEMOIETHY, FHRARERRILELHDHD
THEBZET S, RHICRAL, BREFBET LI ENEETH DL, —ROROHIER S LT,
FIZITINZ, BE, B, ABEHEDSTRBEICOG A H D2 WIIKSEINMNHELNDLD T, Zb
DIERZ BEITEEBE L, O OIERNALNTHAITIE, TN ERM~#ET 5 L9
WZHRET L2 L, TV A A YV URARGRAOENTIREHRSE TIL, 7YV 2An~v A v rokh
Hox 54T 1 EBIDINICEELL TWHDO T, BEKRTHROBIEL +2I2179 2 L2815
&,

8.4 fElR %k O HEMBRERED ) 2 7 R FEEMEZITH) Z & & Lz,

8.5 TVABYA VAT RN RS . BERTHEABRICORERNRILT 2 /iR S 5
DTEETDHILEBNETH D,

T VAR A Y ERBION PR AR E LZENGE 3 HRR Yk, REBRESET
TR WEHEFRG LD LIV TR OVEFBALAEN R 3. & 5-6046 5 B H £ TIZEO LNz, 728,
B 5B 22 B B DABRICHEL L7 BIVER X722 o 72,

T, TVARYA T UERBIOBBNRIEMERBE G E L-ENGS SRR Y BT, A
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REBRERECTERWVWAEFR RO ONT-EERAIE. TR, EEEAER L NELTHY . &
HEM2 HEH ETIZRD BN, 2B, #EBME 22 B B LURRICRIL L-BWERIZ /2 0» T2,

6. RENEREHIHBEHICHTIIRE

(1) BHHE - IEBRFOHLEE

9.1 AHHE - MEEFOHLEE

9.1.1 D=/ B34 FRXET 54 FRERICH LEBBECBRETEOH L EE

9.1.2 MREDHHESE

QT IER, DEMHAR (Torsade de pointes #FTe) I T BB 5D, [11.1.8 BH]

< figdn >

9.1.1 BWERR (ELEY b, v VA, UHFX) [ZBWT, 7VARYA Y OFREMEITRD Hiv
Tb‘f£b\60>o

RAEMIZE L OHMbFEEE L2 ORI B ETE RV T, FHIEThHL~7 1T 1 RRHEA
XX BT A RRIEHNH UIBBEUE OBEERE O & 5 BEIC OV CTHEEMRE L, 259, i
D~ v T A RREEIULT b7 4 RREANxH U CGREUE OBEEEN H 5 BEITAH &2 &5
T HELAITIE, EQ@ZE%ﬁF@@%LEoTwé#Tb%EE’%M#%&&%’ E%%
BAAE L7251, BBUERORBBUCOWTHER TS 2 L, b L, @BUENREL L5810 13
Ha2MIEL, WY MEEITY 2k,

B, TVARYA VTN BN E N E WO RERH U | RHEREE IR LZRICT L
JU R —IEIR NI B ATREME N & D O T IER OB NS RHEREIL, O RIRIT) 22 %
EBET 5,

9.1.2 ERNICBIT A7 VAR~ A LU AERGRAOTREREICH VT, QT TR, LEMHEIR
(Torsade de pointes : LY — R K R7 V) & LEMHEIROEREIH Y . FHEOTE
ICREHE LIEBMREZ{T> T D 2 20 h, AAICBW T HEEME 21T 72,

ToATwA T 500mg AV ERRIERS 1 mg/mL, 2mg/mL (2T, AR 1, 2. 3EFRIIC LD 1 H
TEHEES LI ERE LTS EOARMEICOWTHET LIZEWNE 1 FHRER 3) 1B\ T,
RHNCRIEO B 5 DEXREFIIR D SN oz, F-RHE 500mg % & iEE (10mg/ml) . 1B
A TG L7 AMESE 1 *B:it%ﬁ 62) IZHB VT, QT JERICEET 2 HFHGIIRD L)
o7, LoaL, AMEICE W THIRICH T 28 &5 512 L 0 IRIMERFEEIRO®E 63) 350 | &R
JE R ATEIC XV QTIER DORBEINEETERNI Lo, WEROH 5 BE T QT IEE %
ERELUEEMR & UCERE LT,

(VII-8. (1) BERZ2ENWEM & FIHER OHS )

BER
ERE 1 AERRRICEVTERRNICHEL G ODERREERHSATOLRVA, BRE. ERERBICEL
YOATERDOEBFEMNBETELN Ehn, RAL FHERE Img/nl, R[HERREIT 2 BEZETI S L.

(2) BHeEESEE
BRE STV

VIII.

et (EA EorEs) (BT 5HEA 74



BRIV GRBICEET S22 SHEICRSG TS 2 L0 2B LS E 28N H 5,

< i >

EWNANDOT VA r~ A 2o AFGRAOTREREIZE T, ITEERESOEERH O, A -
DOEBICTE LIEBEBE AT > T\ 5, £z, FEEREOH ZEBFICE N T, 7Y AR~ A v
VRN B RAEE G X BRSBTS AR ENAH D T L L EERE AT o,

T VAR A Y U ERFIOFEEREREE RE 2 xS L L BB ORFHIFEK S TuhRung, &
BETIZT VAR~ A VR 0BG 8K 2 88 Je OV AR B O TR RE RS 5 AR |2 45 5 L 7= RF O JE i B
RERRFHESRIE, [VI-10. (2) IFRéRERE S B ) OHESH,

(4) KFEREZET HE
BRE STV

(5) WEim

9.5 1E4F
I SOTIEIRE L T B ATHEME D & B LoMEIciE, 1R LB RN G EZ ER 2 Sl s b
el oREETHZ L,

<S5 >

T YA A Y ERFIOBEREER T, EIRTOBEICEE LRI <. eI S
TWRWD T, BEEOFRMENERMEZ EBZ S HIF SN DEAICORBEETE 2 L,

Z v N DO IERE K O A il ER o0 %) Tl 10, 20mg/kg. 30mg/kg Z % O H L7k 5. 20, 30mg/kg
TZMBEROREIC TR LI, RERR ST EBIIFRO bninotz, IBREOCHAR T
WO bR A X D BT b2 o T,

IR VSR B TR HaRBRIC B\ T, SD RETHIE T » b % =~ 7 2 %9 C1E 50, 100, 200mg/kg, v HF Y
TIX 10, 20, 40mg/kg ZRE OG- L7-AER. 7 v N TliX 100mg/kg LA O TR EE 88 1 N4m
il Be R OBEALE LN A b v, EAFMEER X OREBSEERITRO bhienole, v TR
TIEAED 200mg/kg 2BV T HRHMA KR OWE RIS U TP 512 L 2 23RO b T, o
TEEER 72 ERR IR~ DB LTRD DL oTc, U7X Tl 10mg/kg BL EDORE TRMAMRE OB
il BEERD BRSNS, EATEEER R EIRIE~ORBITEO bivieholz, IRIETO
M RITT v b 50mg/kg/ H ., ~ 7 & 200mg/kg/ H . U 40mg/kg/ H & HEE I iz,

Z v kT O EFEM K Oz FLI #5385k @ 12350 T L 50, 100, 200mg/kg Z#% F 5 L 7= 5 5. 100mg/kg
U ETHARICEREOREIREILEN 2 HNTH, BHRICITEDR G L 22T o nzmh ol
MEFEME R IREA 200mg/kg/ H . HIZEIR 50mg/keg/ H & HEE STz,

7 v N CORRYIZFE TR, 8 FE K O LI 5388 ©) i3 50, 200mg/kg 2% M # 5- L 7o f5 5L,
200mg/kg CHRHAKRDERFE 22 RIS MINH], B ERC, HANROAEFRIKT, KERT, RERKEE
BEFEDSGRD BTz, BHA, AR & b HEEEEIL 5omg/kg/ B & HEE S vz,

VITI. &2 (R LorEs) 1+ 5HEE 75



9.6 RELI®
BIR EOARIERORFLRBROARMEZEE L, RAOMEITTE2REd2o2 8. & M
LHIIBATT D 2 ERMEINTND

<fiign >
VI-5. (3) FLH~DOBATHEDOHES

(1) MR

9.7 /pDR

INREZ G L U2 BERRBR 13506 L CTuheuy,

<R >
ToAuwA Y UERBIONRBRE AR E LBRRRIIEES LT L., NIk 5%
AMEIIHEST LT UV,

(8) &inE

9.8 BEE

BEO—IREBICIAE L TRET AL, TURTYA ¥ & ARIO— R RYE O ik R B
D, B EICBWTERD b -EWEH OBE L ORIEARBRRIL, HEERE ERETH-
T, —RICEEE TId, AFEREMET L TR, h - MENEENESL RDZERH 5,

<t >

(s ~OE GBI 2 ER A ERLOFEH EoFEEORHEIz >Ny CEk 94 A 25 H, 3
FH 607 5) 1> TRRE LT,

FEE T DT VAR~ A VU ORAFRGICBIT 2EYBRER T YV Ar <A ¥ U ERAIO %k
Zxtgrl L2 3 HHRBRICEBIT 2RIEARBIRIT, IEEME EREETh o720y, @inE 1B r%RE.
FFRSRE S O ABRRERE MK T L T 5 Z 3% <, EEGORWEANRI LT WERAIRS D, —i%
WCEHEF OB GIZE L TE, B+ RIERPMLETH D,
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[GEEICETHREN (REFHID)]
WP EHEAE (iR 7V Am~ A U ERAOMR x5 & LIZEN YR OSMESE 3 FH5kER ©
IZBR T LRRBEBELGETERVAFFRORBEIIELIL, FFEME TR SRR Rpo7z, &
7. AFEFLORE K OREBMELIL 65 /Ll L& 65 AmOE TRE S R bRhoT,

ERE 3 HHER [FFRGERPE iR JCHTHELRARBEEEETESEL
EHHNEEEROREHEE

AR (%) EEIN 16~44 45~64 65~74 =75
R 102 29 30 27 16
HERERGRELHE (3243) 9 (31.0) 12(40. 0) 9 (33.3) 4(25.0)
HEES
AN R I 2 (2.0) 1 (3.4) 0 1 (3.7 0
iy 2 (2.0) 2 (6.9) 0 0 0
Bk ‘ 15
T (14.7) 5 (17.2) 5 (16.7) 3 (11.1) 2 (12.5)
B 2 (2.0) 1 (3.4) 1 (3.3) 0 0
BHBEERD |
¥ 5 R R TR ERALE T 6 (5.9) 2 (6.9) 3(10.0) 0 1 (6.3)
R R A ALT (GPT) /0 2 (2.0) 0 1 (3.3) 1 (3.7
Fh R EIEb 2 (2.0) 0 2(6.7) 0

SHEE 3 HFHBR[(MFRFERE X)) JICET2ELCERBREEEETELEL
FEMHNBEFROREEE

Fffn (%) EXIN 16~44 45~64 65~74 =175
b 202 51 59 47 45
HEREGRELH (1393) 12(23.5) 11(18.6) 6 (12.8) 10(22. 2)
HEES

A Y/

g 7(3.5) 2(3.9) 3(5.1) 0 2(4. 4)
Sty LS ERAL IS IR 11(5.4) 3(5.9) 2(3.4) 1(2.1) 5(11.3)
- AT S 1(0.5) 1(2.0) 0 0 0

R AOF

i 3(1.5) 1(2.0) 0 1(2.1) 1(2.2)

fE R 2 (1.0) 1 (2.0 (0) 1 (2.1) 0

T 11 (5.4) 5 (9.8) 3(5.1) 2 (4.3) 1(2.2)
WHILE BT 4 (2.0) 1 (2.0) 2 (3.4) 1 (2.1) 0

B ee) =75E 2 (1.0) 0 0 0 2(4.4)

Mg - 0 0 0 0 0
&%'&Fgﬁ 95 2 (1.0) 0 1(1.7) 0 1 (2.2)
JB A
R 45 BRTE BB 2 (1.0) 0 2 (3.4) 0 0
WR - EEgs | R 0 0 0 0 0
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BB AR P RAEME TR A
HAENE TOAEFRIESBE P ER OB EOEIERICEIN LA EFEFRIT R, EofAEF
SOFI S CFEBUHEL IS4 F g TR & S RarbiahoTe,

ENE SHEHRBBRARERREB]IS T 2FHAIOARBREEETELL

FHEEEROXRENEE
EM () SR <20 20~25 26~30 31~35 36~40 >40
Balifak 76 7 13 20 14 7 15
E R SR 23 (30.3) | 2 (28.6) | 1 (7.7) | 8 (40.0) | 4 (28.6) | 3 (42.9) | 5 (33.3)
HERS
H ke E - RE 1(1.3) 0 0 0 0 0 1(6.7)
(A 2(2.6) 0 1(7.7) 1(5.0) 0 0 0
T 9(11.8) 1(14.3) 0 2(10.0) | 2(14.3) 2(28.6) 2(13.3)
BT 4(5.3) 1(14.3) 0 0 1(7.1) 2(28.6) 0
—i% - 2FE S
EN O R 4(5.3) 2(28.6) 0 0 (7.1) 0 1(6.7)
N DIRHE
RYE - FAE W P EEIE
i PRGN 2(2.6) 0 0 1(5.0) 0 0 1(6.7)
B, B RO IS
I O F A
Wy (BN O 2(2.6) 0 0 1(5.0) 0 1(14.3) 0
U—7 %5 10)
R R EE BIEEEA 1(1.3) 0 0 0 1(7.1) 0 0
R - IS 1(1.3) 0 0 0 1(7.1) 0 0
KRS B2 1(1.3) 0 0 1(5.0) 0 0 0
AR 2 (2.6) 0 0 1(5.0) 0 0 1(6.7)
[(BEHEBICBTS5EYHE FOKE)]

W72~ A U REROERS
65 UL Lo E i (67~80 ) KROMEF AL (22~39 %) ZRBOEENICT VAR A L
5 A ERO#ESE (FH 500mg 2 1 H 1[FE, 2~5 HH 250mg %2 1 H 1 EEO#Y5) LD T
VAn AV OMBETEREZHIE L, Sl EREE 656~T4 1%, 75 m~T9 M 08 80 sk LA o> 3 BEIC
Iy, ERENRE N T A—% (51 HHEKOS HEOD Cpy M TNAUCy 2,) % 65 AT DFEAEARE & L
R L7z 7,

EMERUVEEEIC7ORAOTALUES BRIRERDOEE (WAS0MmMg =18 1M,
2~5 HE 250mg % 1 H 1 @REOKE) LI-FOEMEIRE/ NS A—42

. 5 Crx (ng/mL) AUCy 54 (ug *+ h/mL)
e il v
e 1AHE 5 A H 1AHE 5 A H
0.41=%0.12 0.24+0.08
+ +
g |esmans | 12 | 0o~ | o | 205 21w08
0.59) 0. 36) ’ ’ ’ ’
—+ —+
N 0.34%£0. 10 0.25%0. 07 9 840.5 9 640.8
656~T4 1% 8 (0. 22~ (0. 17~ (2. 0~3. 5) (1.8~4. 1)
0.52) 0. 36) ’ ’ ’ ’
e —+ —+
i - 0.46+0. 15 0.29+0. 15 39409 5 8406
T5~T9 % 3 (0. 28~ (0. 16~ (2. 3~4. 0) (2. 4~3. 5)
0.55) 0. 45) ’ ’ ’ ’
80 Ll E 1 0.44 0.27 3.3 3.1
a) 65 AR, 40 LA T oA PHE - EEERZE, () 1XEFE

VIII. Z4ME (B EodrEss) 1+ 4HEAE
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Coax IZDOWTIIEEE & @l E OM THERAITR L, SlE %2 3 BT 258120 Th Nk
&:'fi*ﬁ 5 Cmax miﬁ‘&iéﬁ&) E)hfciﬁ)of:o AUCO*24 &j:\ %ﬁ%%% 3 ﬁi&:ﬁ:}o\j‘ttii I./f:bﬂ‘%/fl\\ I,Ziéj,fﬁyéci
FREOEOEHE EmVMEZ R TEA A bz, Lo, flx OBEITIIT DFH & AUC,,, & D

BAME A MES Lo R Tl s EFITHE Y BEINIRE O iz o Tz,

1. #HEEA

(1) HHEZEREZTOER
FRIEINTWR

(2) HAFELZEDEH

10.2 AR (BFRICEET S &)

W EROBENR DD Y,

FHI4 BRI R - HEE 715 FEFF - fERRIK 1
N7y EEEREL 7o bonr ey | w7 aJ4 RREANIT LT 7V > O

BT EE2@EETCHLITFT N a—
A P450 ZRETHOT, ULT7 7 U OE
FARBBRT D2 ENHDEN, 7oA~ AV
»TOBEFFOFERITIA S T2,

VIBRARY

S rmAEY O LT
W B D bR OV e
W DIER DWENRH D ™,

~7/uJA RREHNI7a AR DE
7=-5REERTHDHTF N7 v—2A P450 A FH
EFTLZOT, Y a AR oM iRERE
HATDZENHDIN, TYVARSA T TD
HEFr OFEAZE & Tl Ze vy,

KT 4 FEN TR A VYO | EFRH
1200mg 5T, 7oA~ A
U OYREE - RERTHh AR T iR
(AUC) e DN f vy i HR R
ED FROBRENDHD T,
vax TVAUTA I EORIC | PREEAEE N LY IR v O
L0, VIR UREORE | EENHZEICLY, VIR U OMTERE
V27 FROBERHD™Y, | B ERTH L ERRLERERD DN, T
vara~wA v TORFOFEMITA ST
ESAAN
RR NI T A RAEKT T ADOHED | FIIARHTHDLIN, XX T T 7 AD
BEST2B8ENRHL0 | MARENMET T2 AREERH D,
T, OFHZBET D Z &N
ZEE LV,
< figdn >

TUAT A Y 250~1, 200mg DFE O HE 512D T, JFF S A5 ATHEMED WA & 3R A

TEHRBR DN Fehits S TN D 23, AF & mildifi e L 72 Rg O S H BL/EH]

DI AAERZONWTE, ERSPROELGRAA LR THL 0D, VAR~ Y 7§
250mg, VA< v ZHIR/INEH 10%, AR RZ A4 vmy 7 2g, YA~y 7 172/
100mg, AR~ 7§ 600mg kN A~y SRIRAH K74 m > 7 2 OUACE A E
DER 3. MHAMFH] OBEELFERRICEEWME T ILERHDLZ LD, &IE LT,
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[(DLT7) 2 EDEYHEEER]

TVOABTA Y URAFETLNT 7 U EOFAICE Y EEMERELT e e B ER L
TR B2, 72720, TYoAa~A U7 7 ) b OFBEEROBFEOFEMITIE S H
12725 TR0,

JEB — 1%

FERIYE D R WIB FEE D= DITENT 2 MiIT LTV D 41 D etk, 7 —F AEERG D 7= D12
77U R, EEREH 2 ha Bk (INR @ International Normalized Ratio) 1% 1.5
~2.TICHERF STV, BHBIEN W25 H29 H~6 H 2 H, 7Y Au~Av %1 HH
500mg, 2 HHA D 250mg/ H % 4 HERROHE L=, 6 A5 H, INN2¥ 4.8 L7, ULT7 7 U D
WhazmIEL7z, 6 H9H, INNIZ L8 EIETFL, VL7 7 U 0REZE L, 06 HE%Y
N7 7 ) ORGRBIIET Lo 7=2, INRIL 1.8~3.4 DfEZER LT,

JiE 31 — 259

SLE ROV EEZ AL, EERELRLZ U, £/, D EICEE D MBI & OV A 2R A T4
OEFEEEL, Uaxvy, L R=y, TJxz=h Yy, 77EF V0, TAEY V2555 AR
FALTWA B3 OB, MEMEBED-H, UL7 71U % 1 H 2. 5~bmg. BFERIRA. INR (T
T8 # AlZT= 2.0~2. 8 IZHERF STV e, ERGERYHEDR SEDbNT-7od, TV Aua~vA v %
1 HH500mg, 2 HHMS 250mg/H% 4 HEROEL- LizE ZA, #5657 Hik, EDOT-D AL (7
o ke Uk 106 8), YvT7 U ook apik L, EifEssingEl 7 0 hFUF A2 1T H
10mg, 4Hﬁ&5btomRi77(AMSHE)~2%(A&4HE)&ﬁTL ZTO%RHIKT %
feld7c, ABT11 HE, BB ARARE &L, Ea TV, EEIBRERLVE RO #5517

STz, 6T, ABERFE VRO SN LAREENSEN L, EEERERPAEL, TuabA 7
%%&ﬁbtoﬁmfﬁ b, EZ NI TRV FudvfLy, TANVAF A, Zra)
SNl EEREBRG LI, ZlEaE el 12 HAIEEL L,

[VHRRR) D EQEMREER V]

fEFERAE 7 GEAN) 12> 7 v 2R > 10mg/ke/ HZBEMBEOHR S, b LIET7 VAR~ A v
500mg/ H Z# PP OELG L, v 7 v AR OEYENEE T XA — X Z LR LT,
TOAOSA Y OMFARAKREICLY ., 7 a AR D Cp M ONAUC, DA ER ER L t,, DF
BRIEENRD LI, 7oA A3 7 u 2R Y OER 2T 4l getE RN R S -,
72720, 7RSI a AR v EOMENER O ORI S TIZ 20,

(o054 FREFIESHVORR) DRUIILI7Y) o EDEMBEERICET 21 F]
ToARYA T EINLOELNEDHEEHAD A=A LE, =) Aa~vA Ui Eitko~
0T RREHDA D= AL ERUETHDLINE I DHBA L T2, —fRIZ, ~7 a7 1 FR¥E
FITIHELLFOFERI LTV D,

—REINC~ 7 2T A RREANL, F M7 a2 —250 P450 TRE SN D5 & YR AR 2R, v 7
274 FRFEANT, BFI 70y —AZbL2FEYEEERET 7 a2 — A P450 I LD | LA F 1k
FOENEZ VR snsg, ZOBERET~7 T4 RRELAITT b7 v—L4 P450 A LEER=
e YT ARETER T D, 2L D F R a— A PAS0 IIARTE L S, T b7 v— A P450 T
Rt SN DO Y O Z LET 5,
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TUASA RRERIZEBF k5 O— L PAS0 MR MBS EEREORE

C—> P450 C|—> P450
S 02,NADPH S

N\\ /N /—x\ " kY ‘ /N
Fe*! Fe®!
N/ i ' N/ ‘ \“‘N
| | =5ns48

F=kOYTILAZ
/ CHs ] etk
9051 K%
B \\\ Ain EH

TozruwA T UE EERICBNTZY 2 <A 2D 0% FRETEN D DI L. £ 30%F
FELMGH ST, 7 7 m—LP450 IZX DN E I DRI TV RN, SHIZ, TV ARY
Atz AL rOF N7 a—APAS0—REHEGIER (= ha Y TR OFERIZE
LTHEL7ZAER, =) 2a <A YU TlE= bR Y T AR ARDEEARD bz, 7V Ar~<
AU TIERD DRI -T2 ™,

[(RILT4FTELEDEYBEER]

R R A 12 ] (SMELA : 18~45 1%) 127 YA a~A 2 1,200mg & B AR 05 LU=k, &
ORIV T 4 F BN A VR 750mg % 8 BEfiIMEIC 11 HRERRA®EG- L, 9 HRILT VA~ A v
1,200mg (K[A]) ZOFAROEE L0 T7 VAo~ VU ROBERFl 2L 4 FENL, FILT
4 T ENLOIEHARE MS (RV 7 ¢ T ENLOKEEE TRZEDH Y A VAR AR T) O3 EhfE
INT A=K G L,

FIT 4T EN AR OAEGIZE D, T2 <A 20D Co KONAUCL. D E 72 EH-HNEE
ohie, Flo, TRV UOHRICED . RV T 4 FELD t,. t, DA ERER & AUC
wDEE IR KON, TEMERGE M8 O AUC., DA E 728D NiRh HivT-,

L, TYAROuSA RV T 4TIV RA DOVERE & O EAEF ORI 52> TIE R,

FORARA LU DEYPHEENRS A —RIZRIFTRILT 4 T EILA D IILEEDHE

e 58 Coax (mg/L) Tuax () i (h) AUC. (mg * h/L)
FOl P 5 @ OSRpEhE T A — & 1.04+0.71 3.0+0.8 52.9+5.7 12.0+3.6
OF 350 © DI ENRE T A — X 2.15+0. 50™* 2.3+0.9 49.8+5.5 24, 844, T

FILT A FELADIIBEDOEMHE/NS A —FICRIFTTEREDEE

58 Coax (mg/L) toax () t1/2(h) AUCo (mg = h/L)
FOm 5 @ O SR EhE T A — X 3.37£0.9 3.240.9 3.84%+1.6 26.8+1.3
OF A G0 © O ENRE T A — X 3.03%0.8 2.6+0. 8" 2.95+0. 5" 19. 2+6. 6™

BB NS DEDFE/NT A —FICRIEFTEFOZE

BeGRE Coax (mg/L) Loy () t1/2(h) AUCo (mg * h/L)
B 5 @ DS ENFE R T A — X 1.29740. 4 3.7+1.4 2.37+0.7 8.08%+2.5
BB G © OIYBNRE R T A — & 1.18+0.4 3.4%+1.0 2.02+0.3 6.22+1. 8%

a) 7T AR~ A (1, 200mg H[A]) BAmE 5
b) X7 4 F BV A OVIERME (T50mg % 8 Wil f) Bk 5
c) FIVT 4 FEIN A OVERYE (T50mg % S BEfEfE) +9 HHICT YA r <A 2 (1, 200mg i [=]) ff
% 1 p<0.05  skk : p<0. 025 #kk : p<0.001 (t—FE)  (CEYEHEYERFZE, n=12)

VITI. &2 (R LorEs) 1+ 5HEE 81




[CTdx U ENEWHEEER ]

Vﬁ#VV%7?2m74V/&W%&5Lt Al VIRV UEPEYE EOFREE LW
Aelt s e, PG L5 /:%//ﬂ@%ﬁmﬁ/xmiﬂm 1D BT & DR
%é:&#%&%%t%btomﬂﬁﬁ®%fi%ﬁfiﬁw# P-HEEAE AN LY A%
ik DOLEN R SN TS,

ERNIZBWT, TVAa~A v eV ax v OMAERICEET 2 BIERRSTERB S
WS, AR ORI . LR =2 ) L SRR TH D T & RS, 1
BWRA21TH) Z L & L,

[RERMISHREDEWBEER]

2019 4E 11 AITRRX NI T 7 A (RRF7 L7 AHEE) NEFTIN, RRMCED HEREE] OHE
T, 7VAR~YAf VUnitifidanzl eaxlf, VAee v JIZBWTHLEBEMELZITHI Z & &
L7,

MR LI AXGEOWRMNCELOEASZBNE LTED, BRREBRIIIEm L T,

(D<o 054 RRERICE T HEMMEE/ER]
D<o B4 FRFEFIZHEWT, TRFEFICLDIHEEERANMRESIN TS,
THE. 7oROIA4L2OF o O—LPAS0 ITEBHREITFEZ INTULVELY,
1) 547400, IEITAL, NITVTITh, AR~ EEy, ZJxz=bAf v
INHOHEFOMPIREN EH L, /ERANEEBINIBEZNDRH 5,
2) LI X I UERH A
W OEIMEZRBZ T2 Endb b,
<>
TR A L DF T a—5P450 (CYP450) 12 X ARBHIMEREN TV ARWR, o~ a5
A RRPUEWE TIE, TRRIEAID CYP450 1Tkt DIEMELFEIC L 2 AEFERANEZ 6N TNLH T2,
AFNZOWTHEEER T2 L & Lz,
mE, TVARYA U URARGRAIE DUT OXEF L OO R ORNENRE & ET Lok, SEE)
HE NG X =R ZEE N 2ol b HESN TS

LiRiES:] O IR O RN B RE

THT 4V TAT 4 U 2D Cu KTNAUC IZZEAE2 L

TINT ) TNT =2 F T OIEHREY D C, KTNAUC 1T 7R L
VAFULW AN D Cpo K OVAUC 2B 7R L

IHET R IHY T LD Cuy SLONAUC (T2 7R L

HNNRw P HANINZBE LD Cpp L OVAUC 1T 72 L

AFNT L R=ymr ™ AFNVT L R=y D C,, KOAIC 1B L
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8. BIEA

11. B4R
WOBIWERMNS LoD Z ENRNH DD T, BELTMITITV., BERED LN EAIITHRS
IR A7 S LEEIT O 2 &,

(1) EXZEIMER & OHER

1.1 EXAEIER

1M1.1.1 avy EEFRH) . 7+H7473F— (EETH)

WPWR RIS, MRS, MERES 2RI T 203D, £io, TUOAR~YA VTR R
BN Enn, 2O ORWEHOIERT ILRICHER T L AREENAH 2O THERETHZ &, [8.2
2]

11.1.2 hEMREIETMAESE (Toxic Epidermal Necrolysis : TEN) (BEEEARHE]) . REFLER
fE{ZEE (Stevens—Johnson SEIEEE) (HHEARH]) . SMARURBSHEREE (GEARH)
FEPRD NG EICT G AR IR L, BIRRERLVE CRORGEOHEY) /2 AEZTTO 2
Lo INHORWERIZT YV Aa~A o OFLF XIIHEGHTH% EBLUNICEBLL TWbH 0
T, BERTHVEBTAZ L, 7, TVRR~YA D UMBERAEN b, =
O ORWEHOIEREF ILZICHER T2 EER S 2O THEET LI L, [8.3 2]

11.1.3 EFIMEBBAEAE R (B RH)

PIESR & UCRB, BN A LIV, BICHFHEEREE, U o EilER, AmEREn, 4Faseki
%, B OSBRI B 2 D RO EEIRBUER NS bbh b Z ERH D, B, B b
AN AT A VA6 (HHV-6) ED T A VADFIEELEED 2 ENE <, EHILE L FRE,
BN FHSREREE S ORI D D VLB LT 5 Z LB IO THERETHZ LY

11.1.4 Brse (BEEARD) | FFHSEERES (BUEAW) | BE (BEART) [ BFfRE (HERH)

11.1.5 ABEEE (BHER)

ZIRFEDIERSLCMA 7 VT F = M LA EOBHEEK T ANRD b GEIciE, #5429
IEL, #@YREZITY Z &,

11.1.6 AEMXER GEERD) | BiEXEx FEEART)

B RIGS . HIMMERIBREOEERKIBRRH oD Z ENb DO T, IEH, HEo T
Fi, MAEZENDH SN GEIIIEbicEs s mi L, BWURLERZITY 2 &,

11.1.7 MIEMME FEERT) | iFEREkMERmAe (B RB)

FEEN Nk, PR RIEE, S X AR IR E . AFEREREN 2R A 1E O M MEMIZE . AFERERMERR 3 B S
PNBZERHDEOT, TOLHIBRIERRSLbNHEEICEESGEIEL, BIBERERLVE
CRIOB GO R AE AT D Z &

11.1.8 QTEER HEAH) . DEE4EIR (Torsade de pointes #&E)  (BEEAH)

T EEZEDOVEBROH L BFIIIRICEETDH L, [9.1.2 28]

11.1.9 BmEED GEHEAH]) | FBREBGED BEEAP) | m/MRED (EEARH)

11.1.10 #&ERRARAE (B AHY)

PR, B, CK BR-. PR ORHh I A vy ER%REH S bR, &E54H
L, @UIRREZITY 2 &, o, FEERAREIC X 2 B EEORIEICEET HZ &,
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<fiRw >

1. 1.1 BRI 27 v An <A v o ARGRAAOTRERSICENT, Yay 7 7T 747

FO—OHENRDHY, M EOEEICHH LESRELZIToTNWD 2 END, TV AR
FEHAN W TS RIS EEREL 217 - 72,
avl, TTT7 4 7% —%, W, REEAERS%, K10 2UNICS RS HEBLT 5 Z &
MENEINTWD, ENICBITSDT VAa~A VR REGERAOFREBIRE TlX, B5E%
2D 24 RELARIZAER A3 BL L 7=,
—RICHIHER & L TIE, REOFRIR - £ 5K, DESCTFREO LU, BLFEITHED . Wik
NiETe & BIAE ., RoEkAE, MR, mETRESENE 2 5, Rl & IIRE S E
HEbld, BEEHSIITY., BREPROONGEICERGERIE L, K[IEMHR, BBRE
5. BIBEERLVE CHIRL, SRS EZIERICE DY CEZRAEZTTY 2 & 5,

1L.1.2 ERICBITLZ T VA~ A o0& 5RAIOTIREHREICIB T, PEah s B ez
JiE (Toxic Epidermal Necrolysis : TEN). JZJEHREIEIRGE(EREE (Stevens—Johnson JEMERE) . AN
FEVERSIBMEEIEIE DR EN S H T2 . TV 2a <A Vo EHFIICB W THHEH ForEicii# L.,
AR R AL 21T > 7,

TYARYA T UoRORGRAIOENTRE®RS TIE, & T 1 ERLNICEE LTIER S &
H70, BHEKTHOLBIEEH2ITITH 2 L,

H 2R R BIAE ERIE (Toxic Epidermal Necrolysis: TEN) . FZJEKEIRARGE AL (Stevens—Johnson
JEMERE) 13, K&, BRI bNABEEMOEZ THY . THRARBRIELHDHDOTHER
BET L, RIS, RREANCRBEREN S 1~3BRICRIET 5 L Wb T g ¥,
SMENFYER SRR (X, BRI T, EICH b EEMOEB THY | —fi
7o MIHEIR & LT AMBIERLBE RIC 23T 5, — IS, JRIESEANCIREE B 467> & BRRR R ~ 4K
HURNIZRIET 258 (T TICEANTS L TRBIES N TV D 5HE) LIRERGD 1~2 MH%IC
FIET D56 (WD CIRALEZSGE) B35 %,

RHZRA, RHRENEE CTH LD, BEVPRO ONTHGE IR G AP L, BB RE RV
EAIDOE G EOBY 2B EIT ) ZERNMETH D, IREPIERRICHRT D RN H 5729,
JEIR DB NG T e IR 5 2 & 39,

11.1.3 7YAu~A ¥ OHREBICEN T, EAMRBUEEEREORE %9 RNH 5720, TV A
0w A Y UERANCBWTHEH EOERICFEE L, FkICEERE 21T -7,
SRAIME S BOEIE R L. SR RS E A - TR ICH LN A EEROEKB CTH Y | hHh
EBRLETL, BERTHETL » AU EORBZET DR LIFLITRD NS, —%IC, R
REESIBE G4 2~6 WRICRIET D E Wb T\ 5, £z, FBIER 2~3 BE#%IZ HHV-6 OFIEME:
fbEfEs Z N,

BEPRDONTLGEICIE, AT A FEFRGZEORUBAELRZITH 2 &,

1. 1.4 ERNIZBT 2T VA~ A ¥ RN EGRAIOTHRGEREICBO T, TR, F#EREE, %
i, HFAREORENRH DD, TVAR~YA VU ERFICBW T O A EOEZICEHE L, ARk
WML 21T o 72,

FEANT & 2 FrieelEE O MER & L Tid, i, B (38~39C) . FBREDT L L F—MHiE
A RINCEIL, LEWIZELS 2 5 2 BRI L ER. T2 E O LEHER S HELT 5, —i%
INZZ < OFEFIT, 2 WRIDINIZHE, ) 3B TRZ. 1 » H CIEbaEk, =EA M
5o JRKFEFOREICEWNTIE, TR S 4 W LNICE G S 7385 %25 9
MHPERIZKONWE S, T CICEGEEZ R IE LZEEZRD, BIERERVE CHOREEDi#EY) 72
B ZITH Z &5,
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11. 1.5 ERICBIT 7 v Ar~ A ¥ kR EGRAIO TR % RS 1IN T, SPEEREE OS2
BHED . T VARYA T ERANCB O T HEH EOEEICEEHE L, FRICEEE 217 > 72,
SPEEEEOBRAER E LT, BRI, WM, TR SR, MR, (KERD. BEEE. BR
B, BN, 2RO, B, KON TZIR, HE, FREOT A, BBRENEZSTWERAT
LHEWbNTWS, BEELZMDIEL LT, P27 L7 F = J=EE, BUN, SRERIKIEE &N %
I STV 5,

HRANME B EE D % < VTFIEPIH OB Y 72 /IS & » T, AR ZREE~DBITEBF S Z LN T
&5, ZIREOIERSC, 7 LT F= 2l EREOBEERIK T RN b Haicix, &
Hadik L, @Uel@Ea=1To 2 L,

11.1.6 ERNICBITLT VAR~ A Vo0& GRAIOTREZRE IS T, ABEEREBR KO
MMERIBROMENDH D=0, TVAT~A VU ERHANICB W T O EoEEICTE L, Rk
WCEEMAL 21T 5 72,

AIENE KRG & 1d, MUEEOMER 2 EIC L > TRIBOMBE BN BID, JaARN) VT L
T4 T 4 OV LT KIS I X A BIEE R T D KIBR TH 5, 1GROJFEH &
LT, BRERS T LHEAIORGZHRIEL, Z7aARNY UL T 47 4 VVEICHT D18
WEBRMT D Y,

FEANHLR S D HMPERIGRIEL, EETR. TH, Fil/e EaMEIEE & U CHBESEEE % o ks
HARNCRAET D FIEREFIZ OV T SN TR0 A, KRIBGHIE#EOEANEIS, 7L A¥F—(C
EB7 LN DD D D, FERIZKR AW S, TCICRGEZHIE L, SHERIE & U CTEIBAIRCH
RO H1TH Z &Y,

11.L.7 ERNICBIT L7V Ar <A ¥ Uk AR GRAIOTIRZREIZIW T, BEMHEMR, aFBeEkE

ik OMENH D720, TVAaYA VERANCE N THHER EoERICTEEHE L, FEICER
M 247 o 7=,
MVEVEMIZ . AFBRERVERT 81X & D OSEMRE T, $AINE S L CORFRMZRFT RIZ2R <, KK D—
D& LTEAANEDND, JERITMER R EE, ek, 588 8¢, i XARe CT ThRRE A
V72RO ERT 5, HAMEOMIRZIL, & OF ) bREER e b o L ilaEEic L b
HDIZZID, REFHIETFIZE D B DI, R I-CRMIM CTHEINT 5 2 L%, 20
FREEDNE LW I ERERMENT 28 & 5, (0% FHIB I K 2861%, DLST (U v Rekeh bk
BR) CHALDORREEAFREMRET S ENTE S, TRITITFERIERI OF I, JFEIZE D [E
BT AN, FECTHHEEFGH D, BEIEG CTIEMFRERL & HICEIBRERNVEVRIEEZIT) 2
k 90)0

11.1.8 7Y Ar <A v rRAEGRAAOENTREREICHB W T, QT IERE, LEMEHR (Torsade

de pointes : ML —R K K7 V) OFRERH Y, FH EOEEICTHE LEEMLEL 21T > T
Do
TYABRTA T 500mg A FERRIRE 1 mg/mL, 2mg/mL (Z°C, SUREREME 1. 2, SKFMICEY 1 H
LEHLES U< ITRKEEE L & 20RO W TR L7-EWNE 1 AARR Y 1280 T, K
FICRIE L 22 5 DER R IIRO Do o7, 72, FHAE (500mg) #EiEE (10mg/mL), 1
WP G L72ANEE 1 ARBR 0 1B 0T, QT ERICEE T 2 A EFZITEO b h
Stz LU AMEICE W THLIRIC KT 28 B4 51 X 0 RAMEAREIROBE 2 6 b 0 | B,
FRFRESTEIC LD QT EREOREANGETERNI ENET VAT~ A VU EHANZB W THE
M EoEEIZRESE L., FARICERERE 21T -7,
QT FEE7ZF Tl T L HIERIZZR WA, D FE WV, B, MR, Bl RAge & 2% 2 7254813,
Torsade de pointes 72 EDREARNAE L TWADRIEEMENRH D, Z DX 5 RIERN A LNTZGE.
I DERICEENBD SN EE 2T IET 5, ERIEERA R < . et NI 5
NHAHREMED B 5,
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B, —RENTERD B B BEITIL, 1BENMThIvA, Torsade de pointes DAMEIEHE L LTI,
ICU @D X5 gk IZ APt L7 E T~ 7 % U b (v 7%V — ) BEGREDANTHL &0
5 {5&%73)&) z) 93), 94)o

BER
ERE 1 HERERICE VLV TERNICHEL T 0BERREEFIRBOHSATLELA, BRE. EREREICE
YOATERDOREBENEETELGV Eh D, RAL ESERER Img/mL, ~HERMIT 2 BEZBTI A&,

11.1.9 ENICBIT 2T VAR~ A ¥ U A& G R-AIOTIREIRE 1BV T, B ek | B ER
B MR DBER B DT, TVAR YA U ERANCB W T B FEoEZICEHE L.
AR B 21T > 7,

KL R ME O [ M BRI  FERIERIB N IFIE N ST, IHEIR & L CEmBh, EEE DRk
BYH VBB A & 723, /OB AIE R & LT, AR L, SEBE BT 5 Z L% <,
S, REInLAASNEZ ELH D,

WHERICE DOV TE T, BEHICH G2 Ik L, @mYR0E 2175 2 &, Bk, ki
kg 0%, PUEERCHREMEIRIORE L BET 5, M/ Mas 05513, RIS U TR
R R v LA O 50 i MR L 24T 5 %0,

11. 110 ERNIZBT L7 VAR~ A U0 EGRAOTIREZ RS ISV C, BT R ARE O E
WDz, ToAa~A VERANCBO T O EOERICEH L, FRICEEMREZ1T -
77
RERCAT BARIE | LB AS D O3St (BfiR) I X v e skoiER (7 L7 F=rFF7—8 K, #
Feli/KEBEESE, AST, ALT, IA 7 v by) NPT 2HETHY . TOHEEIZLY
AMEEREELE O BENH D,

HREERE LT, BICIET A2HAORE (UEOB A, Lo, HRdE, EE) SRl ez
(AT mbEVR) RERDY, BAMERE LT, R, ZRBZMLLIGELH D,
BRAEATR & LT, fd - R I 427 m e oiEns, K (CPK) 72 & O MilEs: D& R EFN
BbBHND T,

RHLFIEIT, FIERIZZRDR DWZRER T, BELICRAZH L, iR FRA - v~ =F—L
ICEVIREOHN, EEEHICLDIROT VA VALEFT D, FHIERIDE T T, MESEHT-CmiE
RFEEATH Z &P,
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(2) ZDHthDEI1ER

11.2 ZthoEIER

1%L E? 0. 1%~ 1% A 0. 1% AHEEREA
& I, B, €9 | 7 R SR AR R, ALBE, KL, RS
FENE HIEE, ZIZHLBE, BT, 2ITE, K
B, REAG, HE
iR WREEREEI | B imEREE ) MRS, GHERER | B, U o BB, ~E S e e
BoEin, FERERERA . | b, B iEkEeEm
A =0 N = I g {15 B
5. /s>
MAEREE fAeMEFARE WAL
TEbRes MR, #hiE, E L5
i ALTHE N ASTHEENN, ALPEEAN, | MR e Vv e
v ~GTPHE/N, LDHHY
YN T
Mk BUNHEIN, RIEABM: | 7 LT F= 800, B, PEmRIE
W RISMBAYE, SEIR
Tl T M, O, WEME, | EERL. DK, ERER, | WE, 05O LUK, BTN
MR, JEENY | BACRIR, SBHUE. 1O | B, DR, MEREIN, BER.
i EBobh, BEE, . | 77 XZMEAORNS, AP, H
wE EE (LEREE, OER
i SER . SO FE U BN, M | Jemh, s IRIR, Bk, MR
RER AR, R SRR, | MG, PR, L, BEIEGE.
ABRYE Y
JEYYE BV HE ENCES BB, WHEEZS R, Ak,
BRI L o Y ERERGE, Ek
53 FERES . IRBRIZAE, Zfl. SO
K. I, BUkEE
EH R P, BEER. B, A
DU, BIERRERR
R WK, LRI, M S, 7L —Eak <L
I T RETE, R
T, R, P AR, RS
WREXE, KT
=R ., ¥HE, Hg, BEET, Ho
(S
B DR ERSENE FiBUR, ASIE -5
v MR U o A, g | ik, R E R R ) v
B U 7 BB I IMLSE
HEAEBL 20 AN, ALBE
Z D, FEL e, R AE, B | R, IEJE, I, IR, I
B, TR Uk, WENEBE SR, JRPTIEAR, RhE
HERERE, R, Y

a) 250mghE, W7 %/v, ARIOAGBIRFOMEARTRER & il O RGN & O O AGRIF O BRTRER 2 4 ot T BRI,

<fRzn>

T VAR A T AERHKGREF E TOBRKRBR KL Y, 250mg §E, 7 b, AIRLO KRR ORI AR

& iRtk O R A 2 A TR

FL. BIVERISE B 2Rl L7z,
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@15 B BIEIVE RS BB K O R R R —

S L LT, AFIKRREE TOEN 102 # & O E 202 2 xf4: & L= 3 #H
BB 2485 LT R L 7V 2~ o O U MERAIARE £ o i B 2 55 & L=EW 102 4
Je OFME 202 1] K OVE RN RIE MR BBRSE 2 Xt & L72[EWN 76 F155 3 MR

E%‘f%ﬂ‘l‘ quﬁ%%uj: k—naﬁ ]\_/71;0

£, MR KL OBBARIEEREEE T 2B HREHRE (T An <A P VRAFR~D AL v F

WikETe) ORIEMIEIBEL 2 85t L7k R 2 L7,

ABRIC

BT 5 RIMEM IS

BIERREBFB/E (7oRO03A4 LU RARETRA) KRR

BT HEIEH*

fiti g% B N ARE P R aEk
SRR AE I3 304 1] 76 Bl 380 4l
BI1E RS DS IRAEFI 73 31 23 131 96 il
BERZE QR IRAERGIZ 24.01% 30. 26% 25.26%
ElERDIESE FIRH1% (%)
HIEES
T 26 (8.55) 9 (11.84) 35 (9.21)
0 6 (1.97) 4 (5.26) 10 (2.63)
JiEr 4 (1.32) 1 (1.32) 5 (1.32)
NEERAS PR 3 (0.99) 3 (0.79)
(A 1 (0.33) 2 (2.63) 3 (0.79)
=, 1 (0.33) 1 (0.26)
RIAD 1 (0.33) 1 (0.26)
S]] 1 (0.33) 1 (0.26)
B 1 (0.33) 1 (0.26)
H 1 (0.33) 1 (0.26)
Al 1 (1.32) 1 (0.26)
SEAERL
IR 14 (4.61) 4 (5.26) 18 (4.74)
MM 3 (0.99) 3 (0.79)
HIBE 2 (0. 66) 2 (0.53)
mEEE
MARPEF RS 7 (2.30) 7 (1.84)
- iER
JENK 4 (1.32) 4 (1.05)
BIE ) 3 (0.99) 1 (1.32) 4 (1.05)
R L E 2 (0.66) 2 (0.53)
BEN 1 (0.33) 1 (0.26)
RERAE
T BhE 3 (0.99) 2 (2.63) 5 (1.32)
ENCES 1 (1.32) 1 (0.26)
VIII. Zatt (A EoEES) B+ 2HEH




(i)
fiti & BN SEPER R &t

El{EFRDELE FIRI% (%)
R 25

WE 7 1 (0.33) 1 (0.26)
KIE

B33 3 (0.99) 2 (2.63) 5 (1.32)

2O FERE 1 (0.33) 2 (2.63) 3 (0.79)

ZEHIS 2 (2.63) 2 (0.53)
KRR

DN B fiE 2 (2.63) 2 (0.53)
ERRIEE

JFpgRetn A S 3 (0.99) 1 (1.32) 4 (1.05)

ALT (GPT) #4im 2 (0. 66) 2 (0.53)

AST (GOT) #4in 2 (0. 66) 2 (0.53)

ALP B8N 1 (0.33) 1 (0.26)

A= N =B =N = 1 (0.33) 1 (0.26)

R

RN e gyl 1 (0.33) 1 (0.26)

U B ER A 0 1 (1.32) 1 (0.26)
ZDith 1 (0.33) 1 (0.26)
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<BE>
BIERRBUEE (7oR034 L oROKREGHHF/250mg . 7 Tw)L, #ih) (KFERE)

(FToREAk - N At
TERER) SRk 15 48 10 A 31 H)
FRATIE Bl 2, 805 3, 745 6, 550
RIVE F % 0 R BUIE B3 368 90 458
RIVE % DR B 495 114 609
BIVEH % ORBUERE (%) 13.12 2.40 6. 99
BIlVE R o fE¥E HHERIEE (%)
JRYLSE K OVE A e 3(0.11) — 3(0. 05)
JEE 3(0.11) — 3(0. 05)
MR N S REE 1(0.04) — 1(0.02)
*HE IR R I BRI 1(0. 04) — 1(0.02)
R O REE 1(0.04) 1(0. 03) 2(0.03)
BAAR 1(0.04) 1(0. 03) 2(0.03)
Rl 1(0.04) — 1(0. 02)
HRAE 1(0. 04) — 1(0.02)
R R 7(0. 25) 2(0.05) 9(0.14)
LU — 1(0.03) 1(0.02)
AR 3(0.11) — 3(0. 05)
HE 3(0.11) — 3(0. 05)
SHR 1(0. 04) 1(0.03) 2(0. 03)
il — 1(0.03) 1(0. 02)
*& — 1(0.03) 1(0. 02)
MR s, B K OVERR R s 1(0.04) 2(0. 05) 3(0.05)
A G A R Je — 1(0.03) 1(0. 02)
Ik 1(0. 04) — 1(0. 02)
% ] 3 1(0. 04) — 1(0.02)
Wi 5 — 1(0.03) 1(0.02)
HGEE 134 (4. 78) 63 (1. 68) 197(3.01)
ETIN 19(0. 68) 6(0.16) 25(0. 38)
*H K — 1(0. 03) 1(0.02)
ERNSR? 6(0.21) 2(0. 05) 8(0.12)
T - R 92 (3. 28) 34(0.91) 126 (1. 92)
AEOOUEIR 1(0. 04) — 1(0.02)
R DS 1(0. 04) — 1(0.02)
HEER 1(0. 04) — 1(0.02)
* T ARIER — 1(0.03) 1(0. 02)
MEL Iy = 1(0. 04) — 1(0.02)
HFR — 1(0.03) 1(0. 02)
HE 1(0. 04) — 1(0.02)
TS — 1(0.03) 1(0.02)
oyt B 1(0. 04) — 1(0.02)
& 22(0.78) 7(0.19) 29 (0. 44)
R AT 6(0.21) 1(0.03) 7(0.11)
{5 2(0.07) — 2(0. 03)
M i 7(0. 25) 15(0. 14) 22(0. 34)
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(#tZ)

BIlVE A o fEdE FHBUEBIES (%)
JHREE R B 5 — 3(0. 08) 3(0. 05)
FFRRHE B R — 3(0. 08) 3(0. 05)
FZRG K OV T gk b 24(0. 86) 8(0.21) 32(0. 49)
& D PEIE 4(0. 14) — 4(0. 06)
7 e E S 1(0. 04) — 1(0.02)
HLEE — 1(0.03) 1(0.02)
B2 14 (0. 50) 6(0. 16) 20(0. 31)
B 5(0. 18) 1(0.03) 6(0. 09)
T E A SR B OV B kLR P 2 1(0. 04) — 1(0.02)
N RS UER 1(0.04) — 1(0.02)
B & ORI P — 1(0.03) 1(0.02)
*AE IR — 1(0.03) 1(0.02)
RS R K VLR e 2(0. 07) — 2(0.03)
ZeMEREERE 5 FEAE 1(0. 04) — 1(0.02)
JEEHL B 1(0.04) — 1(0.02)
A By E K OV B R T AR R 10(0. 36) 3(0. 08) 13(0. 20)
AN 2(0.07) — 2(0.03)
TR 1(0.04) — 1(0.02)
Ja 3 — 1(0. 03) 1(0.02)
T R RS 1(0. 04) 1(0.03) 2(0.03)
) 1(0.04) 1(0.03) 2(0.03)
FEEL 4(0. 14) — 4(0. 06)
RAYPEIRIE 1(0.04) — 1(0.02)
B R AR A 214(7.63) 13(0. 35) 227 (3. 47)
AST (GOT) #8n 40(1. 43) 7(0.19) 47(0. 72)
ALT (GPT) #80 62(2.21) 11 (0. 29) 73(1.11)
7=l N = I = P 1(0. 04) — 1(0.02)
¥ AT RTFE—EEH 1(0.04) — 1(0.02)
B —NTEFNLD Z Aoy =F—P N 1(0. 04) — 1(0.02)
v ~GTP #4711 11 (0. 39) 2(0. 05) 13 (0. 20)
BN 7 el % 1(0. 04) — 1(0.02)
i/ NN 5(0. 18) — 5(0. 08)
ALP #41 13(0. 46) 1(0. 03) 14(0. 21)
M U o Ay 1(0.04) — 1(0.02)
A Y o NEE 1(0.04) — 1(0. 02)
A e VL e 6(0. 21) — 6(0.09)
LDH #41 8(0.29) — 8(0.12)
BUN #411 4(0. 14) — 4(0. 06)
e SRR N 3(0.11) — 3(0. 05)
IR ER A N 75(2. 67) — 75(1. 15)
* PR R I BR G 1(0.04) — 1(0.02)
PR A i 2(0.07) — 2(0.03)
i Bk He 45(1. 60) 1(0.03) 46 (0. 70)
* [ M ERECHE 0 — 2(0. 05) 2(0.03)
FRRIER SR 2(0.07) — 2(0.03)

* o IRASCE TEHEOEER] o PHITERVEITER « BRYE (FAkle 410 HGETORMCEIZES)
MedDRA/J7.0 @ PT THEE L7,
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BIERRFME (PRXO7T v Y [EHET)
(iR O EBAREREEBEICHT SFERABERE
(7OoRAARA D URARINDRA v FEREEZED)]

TR B 15 400 EmEEE
BUWERZ O RBUERIEK (%) 39 (9.75) RURAE 2 (0.50)
HBHEEORE 1 (0.25)
HIfER% 0 MR, Ml KOwRRRESE ]
- @ﬁ%%ﬁ W&ﬁ% 2 (0.50)
REBIEL R JOBCrMmEE ]
(%) HLBE 1 (0.25)
RBYYER LowAE o | L IGALBE 1 (0.25)
IRARN) VYL T 4T 4 VRIS 3 (0.75) Mg LY oRREE
Afes v FHiE 1 (0.25) 25 i, 1 (0.25)
7 R EREMEE 1 (0.25) Hi L Ok s
e Lo | w0 | 1 0z |
meeE s BHFEERS LOBRGEMORE | ]
T 15 (3.75) et spiitivaz 2r 1 (0.25)
AR T 1 (0.25)

JF i AR S 7 (1.75) N Logperms ]
b 2 (0.50) T I 1 (0.25)
BRAMRE .| | OWEREE ]
FF7oRATIF—E LS 1 (0.25) [EPEO R4 1 (0.25)

JFBESR L5 1 (0.25)
4 i Bk L (0. 25) MedDRA/J18.1 @ PT THEF L7z

. BRRBRERRICRETHE

BEINTHZRWN

10. BEERS

13. BERS
13.1 fEIK

AA DM R X D BAREE 2 8 2 A TREMED & 5.

< fian >

FRBEFIIAHTH D05, T An~A ¥ o NFGRFI O R 52 X0 B0 FEOR ) EE %
B HRENDR D D, RENRO DTG EITIE, EIRICIE U THERIES OEY) 2 0LE 217 5 Z

&

B, TYARYA VTR RO LW S KR T 720, SEROBIERIL QN SHER
HIE 22T L 2B ET 22 L.
TVARYA L ORGICEDWENEED S B, BIRABEE SNITIEFNZ BV T SRR AR
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T, ®EEPIET D Z LTI VIERIIEE L ERESNL TS,
1L, TozRa~A Y U ERAN T 2 ENG LA, 438 (k. BRANRIEMEER) KUY
E4 3 MHERER (iZg) TIiE, 1 [E# 58 500mg 82 /-8 EH G- O®EIT /20,

(1) AEERE

SEE 1 FERBRICEBWT, TPV AR <A 2 2,000mg & 2 BE AT CHLE] SRR E L7 6 il 2 {3
WZHRE Y | 4,000mg % 2 BRI CTHIELSHETFHE L2560 5 6 2 HIICHEORE, 3 FIZEED 235
L7z, WIFNRLAA & OREERIZIEETE RNV SN, BEETRETH-7-9, %
2. TRV AT 2,000mg & 1 BRSNS C 10 BRI AR L- L 2 A, 23 it 7 il
TETF, 126NCEEY NFBEH Lz, BEIHME T 760D 6 2 53#E5FIEE Zro7, WI b RE
BRI E TE AW S S U2y, BEAERE 1T P Th -7 2,

(2) ®oh

Wallance & DA 0 TiX, ~A 2327 5 U 7 AEYE  (MAC JRYLE) A 0F% L7- HIV Btk 21
Bllicry2aa~A3 2 500mg/H, 727732 100mg/ H KON #Z 7 —/u 16mg/kg/ H Z 0
BROFBE LA, TVRBYA U HE 30~90 HAICHEREAS 3 6] (14%) IT3BL L, &5 F 1k
#% 2~4 F LA R 3T S LT,

Tseng & DA 1V 1L MAC JBEYWIE 2 0F 58 L7z HIV BB 46 Bl 7 ¥ 2 a <~ A 3o % 15 600mg/
H (300~1500mg/ H) fEO#EH Lzt Z A, &5 4~20 BM% RN 8 1 (17%) ([ZRIBL L, 84l
o6 FlE P G- IR 4.9 LN C~11 BfH) ([CERITHEA L, 2, %Y 2 Bl CIRiER
R R CTH B3, FERITIER LT,

Shiaw-Huei & " X EFEOXEAR A EB L, 72 n~A Lo 2EHR, mHERS S5 EH]
WCBWTIHREZICEET 2 2 LRI TV 5,

RBENTIL, EARFEE M G A AXRIFSTHEE R =1 XL B FUEYEIC B3 5 i
RIFZE] \ZRBWTC, TYAR~A YU HGICL 0 BRENRBE L-mERH 5,

R BB OFEMIZLL T O v,

[FE 5]

TA XEBE (B4, ), ERRI0FE12 A 10 HK Y 7Y 2ue~ A v & 18] 1, 200mg #% 0%
H U7z, VR 1146 A L v SEEN BRI L7270, BRI E2%Z2 U, KRR SRS L 32k
SN, JERDUELARWEH T A BT 2u~w A, oo 5ARIEL, n¥FRaw A
> (600mg/H) \ZZEH L7z, 7 H 26 HXKPilRe, SEROEIEZZBD, TOBRBRITR1 T, B
HIEBOIEREIEICL Y, TV RAa~v A v ERRBERRH D LB 2 b, JFHEEOE G
WIARATHLN, L R=vynay, 7Ihvy, A2v7afyvy, 7ratry—i X7
4T EN, TTVL R ERFFHI TV, RBEFITERK 104 11 HiIzh, 7I D51
LFOVBEHOERTRALN, TIHL U OBEICEVEELTEY, #E2KI LT WEE LR
b=,
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11.

BRAEDIE

14, EHRLDZEFE
14.1 SEAFRREFOER
14.1.1 REFNZFER K 4. 8nL (R L7’ (JREE 100mg/mL) %, 5% 7 R U EERIKE OBl & A
(B2 Z & R ST DR 2 O CHESRTRIEE 1. Omg/nL ([ZHRT 5,

100mg/mL ¥AR 2 B OBRIZ 1, SR KU TORELT — X 137202 &b, EFAAKUS D
WiREM A Lz &,

EINE T ARRER . MEFHEIREDS 2. Omg/mL DA, TES BT OFBISEE N EH L2720,
1.Omg/mL ZH 2 AFEITFAIE LTIThRW &, F72. SESE T 5 Crabhik s B
2.0mg/mL %8B T-5E. HERTENAETRE R OEH A KSORBBEE N ERT5 L OWMERH
%,
RENOERIZH T2 > TE, BRITEM LT E2HERTH Z L,
14.1.2 KHIIAEDBIEIZ > TWDHO T, BHITHERHAKEZEATHZENTE D, T,
BE OBMECIHIRRDBAN SR WIEER, AP ATV B AREERSH DO THEA LN &,
141, 3 IR ITELONTHER T 5 Z &,
14.2 RERIBREBHOIE

AFNL, 2 BEENT CRERET D 2 &, B, SFFHE (R—F ) I frbknz &,

<figsn >
14. 1.1 FEWNE 1HERER Y 280 T, EHEREENEWEEAIC, EREAICBIE T 5 5 ERFRNR

DOENTWAETD (F) . EHERALICBIT 2 FERROBI LT D720, 1.0mg/nL. #2721
BHRIREE COR G- ZRET D L,

EREICEET SERMEREEETCELVAETER

H& 500mg | 500mg | 500mg
TERHR R B Img/mL | 1mg/mL | 2mg/mL
SRR SIRF | 2 WERE | 1 RERE
ERllAEs 10 10 10
TSN ALEE 2 0
SR SN | 0 5
TSN T 0 0 5

Fiz, TUABRYA T2 1, 000mg PAEO R & THE S V2 AMES 1 FERERIZIB VT, 2. 5mg/mL BL
EOPEFHEIRFE CIXESRTALIC BT 5 HGORBIFI N P A B 2 - L ST D, TR
BRALIC IS T B AN A T U7 S E R RBR T, Img/mL O VESEIEE Tl AA M E IR
LIV Mh o T L HME STV,

Jitige B g & U ENE 3 MRER © (2B 2 EFHBALICBE T 2 A EHGIL, 1 EHEAIER
5.9% (6/102 1) K ONESTEALAIEE 1. 0% (1/102 48) ThH Y . Wb BIEEITRE Th -7,
VRS EAIESE W T A T2 DI, 1EEHRIEE T Img/mL., SSEREENT 2 B 2 BT L. TS AR CTH
REAME L CHEH T 2 A 072, Y 72 EHNRIRE CHEAT 57201 E LT,

T, ARBNOMHAIZER L, RN, EFHKZ TR LEREE 100mg/mL IRICHHRLT 5,
OB SRS TORET —Z 0302 & s ERAAUS D, Fl20E, A KA
FAWCHRET 5 2 &R0 K9 EErE L7z,

BER
ERE 1 HERAROBERN 5. 2ng/mL OIHERET. 1RKENTTREFILIIESE, THBMLE
BWORBHEN LRI S LAH S8, RA. FHERED Ing/nL, RBEREE2BREBTFTH_ L,
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14. 1.2 —f%07e A 7 VBIF| O B9 23 FE L U CE LTz,
14. 1.3 AANIARFHR L CHEAT2EATH D720, WIREITEHE L 2K &3 5 5o ]
REMEA B L C, ERICHIR LT 2 & 2R Ltk W ITECICHERT2 2 &,
k. AFNEEE K 4. 8ml \CIEME . =i (30°C/65%RH) T 24 B4 7 A4 7L ZBISTIR
RECIRTE LT & 2 A, R ORMFR OB E O LITERD b, =i T 24 KL ETH
HZENHERSNLTND 19
14.2 EWNE 3 FHFRERICBWT, Tng/ml OIRET 2 K0 CRIEFE) oG HEEZH W=
B MOBEFIEIC XD H MR ORI LT,
ENE 1R (2B 0T, BARAMEFRABIEICT Y An~ A 20 500mg %2, 3 DOFKERET
BRI AES, FCAET L B 1A 5 HBRE RS L 72K OIEMENRE . AN & O 2k
ERRET LTz, 3 DO EROESREE & AER i X =2, Olmg/ml T 3 BffE, @lmg/mL T
2 Fff#, @2mg/ml T 1R TH -7z, ZORE, OXRVO & K L TODOHEITIL, [EHEAE
FEARRD LN, £, 7oA~ A V2 ORI EDH T2 AUCy oy XIS FE K& OV
MICEBTRRChHoTe, TN &b, ENE 3 MHHABRTIE, Tmng/mL OREE T 2 Kf#D»
ORI oG HiEEZHWT, RKFIOG MR OZEMERHER I NIz, Kok 55
EIEL 2RI TR ET 228 & L,
Flo, BEFEOYA ., AR N EE T DA REENR S H DT, ThRnI L,

BER

BERE | HERBBEOHERMN S, 2ng/nl OEHERET. 1 RENMTTREMELIGSE, ZHEM
REORBEHESLRT I ENHH-0. RAL EFHEREL Img/nl, EREREIE 2 BEZETTS
cé&.

NEAE 1 BERARICSVTRENICHBE LGS OBRREFIEO 5N TORNA, mRE. SRR RE
IS&Y T EROEBFEMNBEETELGV E0 D, RAL FHEBRED Ing/mL, RUEEEIL 2 BRI ZBTT
5C ¢,

12. ZOMOEE
(1) ERERERAICE D CER

15. 1 BRERAEFICH S < 1546
FUARTA L L ORBRIRIRAZ R, DT, MR, AL, MBI b
iV L OBEN BB,

<figsn >
SANENCR T DT v Au~A U oRAOBRGRAIOTIRGEAERS E LT, WMETUE, RIS RV MR
K. FEESE, KEMESTEORENDH D Z EnbL# LT,
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(2) FFERIRFAERICE D S 1BHR

15.2 FEBRERERERICE D < IR

15.2.1 T v FOZIGHER O R AR (M2 » A LA E. 2 RILL B4 5) . 20mg/ke #
ORI ZREOR T RRD b,

15.2.2 @) (T v b, A X) 12 20~100mg/kg % 1~6 » HMKIEHRG LI HE 1T~ 7otk (IR
BRAENSE, ATHR. AR, AESE. MR MRNEL URASHE. RAEPRAE) 12V VIRE RV DI
Tt BEPILRIEAT D Z L AMER ST g M sl ) VIREERIET VAR
A=Y VIREEAERERRT 5 2 LI X DG LIRS, ZOEEENERITE,

<S5 >
16.2.1 7R~V A ¥ OEAIRNEEGIZ L 2 A58 E T, BRSO g 3508 R
N, AHEBHRNEG LD HROBEICL D DTN D, BOEEIC L 5 REREE CIH6FTRE
ThHhDHEBEZLNT-Z E0D, FRIRNER 512 X 2 BB AR I L T,
7 v N OZIMRER O AEFHRER O 9 TlX, TV AR~ A % 10, 20, 30mg/kg FEOHEESL
ToRESE, 20, 30mg/kg CTEAREEOEEM T AA LN, REFEZ EITITEETB O bk o
2o BIREOHARTIE, WTFhOBRGHICEWTYH, EMREICX2EBIIA LN -T2,
15.2.2 7 v NEOA X TORERGHEERBRICE N T, FEOZOMONEEEOMILE NI Ky —
U UREHEAGRICL A LA LD Y VIREZERNED v,
DV URREZE & ARSI L o BIEE A T L2 fE R 20 50 10, iDL )
® 7 v b 200mg/kg XiEA X 30mg/kg ® 5 HEEL T, 7 v M TIIH 500ug/g () . 1 X Tix
400 (U 2 78BR) ~470 (FFlED) ne/e EEAREZNERE LZSHAIC, V UIREZERSED S
iz,
ZDV BRI AIIIRER, U BRIV Y UIRE OB TV,
NS OIREZERIIARIEIC KL W ERT DR[O TH -T2,
MY A~ A DA X TORBRBRIZBWT, =V ZAua~<A 2 Tiif, Vo SEk
WEMRENRT A~ X0 BV, U UIBREZERITEED ST,
® b MM R - U SERNO U UIREEICEENT AR <. U U SERNICIRE ZE 3B 6
ot
INHOFEND, Ty b, A XTHELNZY VIEE KL, B P TORREARICEIT /88N
IREIZHEARTH 10 FEWVHNRE CRELT 2 B2 0562 80D, 20U UIREZERA
N CRIT D ATRErEIRIRV S S D, Al U U IREZERIE, o~ 2 v T4 RRpTEEK
RZERPL Y O W A Yoo HUKYE L IR BRI A 0RO & | IS RER G LA
FHHLT D Z ERMEI TV,

® 0O
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IX. FFEREREAERICEE Y HTHE

1. EEHER

(1) EXhFEEHAER
[VI. BB HTHE | OESMR

(2) RELMEEIBRER 15 10
TURATTA OB E~ T A, Ty b BTy b AR, T EER TR LI,
1) PiRHERICHT 1M

HERE A 5k gy | R PR
— IR E2/@n k=378 ~ A g 100mg/kg : fEHI72 L
300mg/kg : BEEET ., HAE
I VS e (1/5 431)
1000mg/kg : fEA7Z2 L
H ¥ 1E ) [ 7y 2k ~ A g 100, 300, 500, 1000mg/kg : YEM7Z L
MERIEE(EH | ~F Y b4 — LR | <=7 % g 100, 300, 1000mg/kg : fE/H7Z2 L
PR EA o i ~ A O 100, 300, 500, 1000mg/kg : YEFH72 L
RUF N T — LR ~ A o 100, 300, 500, 1000mg/kg : YEFH72 L
FRNVESE $:{ ) ~ A £ 100, 300, 500, 1000mg/kg : fEMH72 L
PR IEH Wefe = A v 7k ~ A gl 100, 300, 500mg/kg : fEHZ2 L
1000mg/kg : PRHIEH
o FHIE ) [EILRESR ~ A el 100, 300, 1000mg/kg : 1M7L
IR TERE IR T ~ A g 100, 300, 1000mg/kg : fEFH72 L
IR 1 AR Z vk (gl 100, 300. 500, 1000mg/kg : YEFH72 L
SAFERER S | & — BRI 7> b o 100, 300, 1000mg/kg : fE/H7Z2 L
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2) Mg - EIRBRICHT SR

AERTE H ik i) B 518 IR A
e, D TR A4 X e g 10mg/kg : TEAHZ2 L
EX 80mg/kg : —i@MED IfnF 5
DR
RE I E ER A X +HIBN | 10mg/ke - TEMZR L
DA, LR 40mg/kg : —iwPEORRE M E FF
R IR R (i 3t DFEOR ONL i 5
80mg/kg : —i@ MO E I E 57
DEEE N
IR 5N X s
(% 1/3 f51)
IR BN s
(% 1/3 1))
M E Bz KaSHBEREAZE A4 X RN 10mg/kg : fEF7Z2 L
VAEERZ JNEERTY v A X ERRPY 10mg/kg : B2 L
I E TR TEFLIY A X FERRPY 10mg/kg : TEFZ2 L
VAEERZ b2 A X ERRAY 10mg/kg : TEA7Z L
AV FasFL /) — |fX FrRAN 10mg/kg : TEFZ2 L
IR P0,, PCO,, pH 7w b B 80mg/kg : {EMI7Z2 L
AL E USLHE ) ENEY b | in vitro 108~10"mol/L : fEM7Z2 L
HEh ENEY b | in vitro 108~10"mol/L : fTEA7Z2 L

) 108, 10°mol/L IZZ 441 7.85X 1079, 7.85X 10 %g/mL {ZHH4,

3) BEMRERICHT HIER

BRI H Jiik EUEZ) PGk AR BRAE

B U Bk, BE | 7y b [+ 28BA | 100meg/ke : fEAIZ L
300, 500mg/kg : W& & M U5y Wk Bl )

I [ERR AR JIER =+ Z v b | FZHIBN | 100, 300, 500mg/kg : fEAZ L
JNIGHRERE | BRI <A |#&A 100, 300mg/kg : fEM72 L

500mg/kg : il

4) FHFRBICHT HER

ARTE H ik Gl ey T R AR

i HH R BEDR JIVTZER T Y UHE | BT Y b in vitro |10°~10"mol/L : fEA72 L
i HGE H BE ) AU in vitro [10°~10"mol/L : fEA7Z2 L
105 HH =0 15 T Fa Y UE ELEY b in vitro |10°~10"mol/L : fEM72 L
b2 & I UUHE E/LEY B in vitro |10%~10"mol/L : fEA7Z2 L

o b= R E/LEY in vitro |10°%~10"mol/L : fEfi72 L

YL N ™ AHE E/LE Y B in vitro |10%~10"mol/L : fEA7Z2 L

15 U T Fa ) LTy b in vitro |10%~10"mol/L : fEfH7Z L
e E R ELEY B in vitro |10%~10"mol/L : fEfA72 L

g H s TR T U ULHE EILE Y B in vitro |10%~10"mol/L : fER72 L
i 7= B EhiEE) USLiE ) N in vitro |10°~10"mol/L : fEM72 L
GEEIR R OYHRTE) | DR A 10°~10"mol/L : fEM 72 L

) 107, 108, 107°mol/L IZZFNE4 7.85X 1071, 7.85X 107, 7.85X10°¢/mL |[ZHHH,
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5 itmRRRICHT H1ER

ABRIEH Jiik EUEY) BG-RER AR BRAE

ke — fniE AR HpRE — ERE A 7 vk 1 RIBN 100, 300, 500mg/kg : fEH 72 L

6) KRUERERBIHT SR

Frik [ R BRI
(24?;%@) Z v b i qm| 100, 300, 500mg/kg : fEFAZs L
R EMRE Sk @ 100, 300mg/kg : YEM72 L

(24 P {E) b 500mg/kg : Na™, C1~HEik#4HIEH ]

) mM&RRISHT SR

AERIE H Jik ) B G- AR
IR R S . e = P
e =20 = I o 7wk g 100, 300, 500mg/kg : fEfZ L
[N %A ADP ¥R4E A in vitro |107~10"mol/L : fEf7Z2 L
PSR4 o T — kR Z v b in vitro |10%~10°%mol/L : fEf7Z2 L

) 10°, 107, 10°%, 10°mol/LIZFNFF 7.85X 107, 7.85X108, 7.85X 107, 7.85X 10 %g/mL (ZHHY,

8) MAEMEICRIFTHE

ik Y Be 52 AR
BE 7w b BN 100, 300, 500mg/kg : {EF72 L

ik Yy B HRREE R A
AP EEERE (a. ax B1v B /4 in vitro |ZFEEBEIEETEALERL
Bse RANIUDyy TFIUAL Ta b= | BRI, (IC5>10"mol/L)

5_HT1A\ 5_HT2‘ I:X5 i :/
Hi, 5A2AF YV 2 M, Moy My, Myy Mg,
FEAA K u. GABAY

7E) 10°mol/L X, 7.85X10%/mL |ZFH Y,

(3) ZOMOEBHE
LR L
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2. HMEAER

(1) HEKkEEH

HER (YHR. Sy bk, A X) D19 119

iy B 5051k e 5B PRI R O IS TN HERE LT R E TR
T3 (BRI B 5 1) (mg/kg) —#o | HEIER | BUtE
ELLZEES (mg/kg) (mg/kg)
CD-1 % JERZEN 100, 200, 400, | #E4PE= | 200 400 100~400 : R ()
<A (2% £ FR A K| 600, 800, 1000 200~400 : [EHAT
SEITR) =200 : HFEB) RO,
I 25 0D ki
400 : PARR
=400 : =59, ML, FELCHI
DFHE
=600 : A 10RO 58 E MR
g BRI E K, FE
W [
Sh & RN 500,900, 1200, | /5 Pt 500 900 =500 : AFETEDOWD,
7k (10% 4B R Hhi k| 1500, 2000 FER L DI FIE AT
BZ VIR =900 : FECHIDIELE
1200 : BE 15 Bi7 0D 9 [EL P R At
=1200 : =53
2000 : FE1C Bl 0> 98 E. M KL
4[N < o = N 153
SO, WK R
E—7R | #IRA 0. 10, 20 HfERE 20 >20 AR VAP
(S FHREK) % 3t 20 : W& % VR
a) 100mg/kg #ED I 3 i,
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(2) REEHEESHHR
1 v b1 s AEMEER (O, F#IkA)

7w MZ 5, 10 XUV 20mg/kg/ H % 1 4 AMFIRNEE G U725 R, 10mg/kg/ B LA TR K ONE
BHANLIZ U U BRE 2SRRI RS P D AT, BRI 45 &) BH 0D A SEREME S S PRSI I A2 B 7=
M. T OMOFMRT RITERD b otz EEMERIT 20mg/ke/H & E X bR,

F72. 7> MT50~200mg/kg/ B T 1 » AR OEE LB ClX, 100mg/keg/ B LA_E T SGOT -
SGPT @ 5. MG HARIEEESE, JTHlia - JHAE RS « IR Y > ] HiZe & Ol EN T Y
VRREZERIERA A BTV D, R RIS 50mg/ke/ H & & 2 bz,

2) 41X 15 AEMRE O, #IRW) 1
A X 5, 10 KON 20mg/kg/ H%E 1 » HRHEIRNE G L7255, 10mg/kg/ H L L CTHHAEIZ,
20mg/kg/ H CHHZE « IHRIIEY o 38 « RPkIRIC U B ZE B A 2 HiuT=, 20mg/keg/ H Tifi
EREFE O LANRBO b, BEEMEIT 10mg/kg/ B L& X bV,
F£7-. 25~100mg/kg/ H T 1 » HRERR O #&G U7-iBr i, M@, mget & O SGOT » SGPT + ALP -
y—GTP ® L& HFEEE « IWAREMOBMA AL TRY , B - K - 105 - PR > o8
i - a7 22 IREZERARD BTV D, BRI S0mg/kg/ H & & 2 BTz,

3) MEZ v RO 18 BREEMERER
A% 4 AERD Long—Evans 2shE > v b (MERE) (o7 A~ A 230, 70, 140mg/kg # 1 H
1[E], 18 AR AL L7ofE R, 140mg/kg #f C—HkLAR DA E NICAEE ZZRITE AT O H i
723, 30 HIFRSKIZ X 0 IEMES R Sz, MM EIE 140mg/ke/ B & HEE S iz,

4) HhEA XEO 1 » AEEHRER
Bt 3~5 BIO E— 7 LK (M) o7 YR~ A 2210, 30, 60mg/kg 2 1 H 1@, 1% H
MIFE OB LR, G ToO—MlfkoMENICIREZRAZ b, ERtkaid
60mg/keg/ H & HEE ST,

5) Sw MMEO6 » AEMERER P
8 WA D Long-Evans 27 » ~ (MEHE) o7 2~ A 10, 20 GHA#S) ., 40 (RIX&ESE)
mg/kg Z 1 H 1A, 6 » AMRRAEEG LR, kG ICBEE L2 IR ool
MR 20mg/ke/ B (EHA L), 40mg/kg (HIRIL) SHEES T,

6) 4 X#0O6 »AHMERER ™ 100 W

8 » A v — 7 LK (MERE) o7 Y2 m~A 210, 20, 30mg/kg 2 1 H 18], 6 » AR
PG5 U7, A0mg/kg B CHRAE, NEM2SEEITA S AL, SGPT ORE E5H | Ml ENICAEE 2=
TERDSGRD HALTZA3, 40mg/kg #ET 6 » ARG 2~T7 » AIRE L 72 TiZ 2 b 02 Xz
EAEDRRO LT, FIEMESHER S 1L, 20mg/kg #E TR, MEMEN A Bi, 8 #iH 6 FiliC
— B ERD 720 L 6 A% OV DT R EEK TR bz, HEA RGBT
%R 10mg/keg/ B EHEE SNz, F£7-. 30, 40, 100mg/kg % 6 #» HREIMIX&HG L=
A, 100mg/kg TlE EREOFEEL L ORRIED SR SHEDIR TR A BTz, IR GIZBT 5 EE
PRI 40mg/kg & HEE S A7,
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(3) EizFEMEHAER
A 2 W E IR 2R B BR, ~ v 2 Y VNI &2 W T8 R B, e - Y
VRERE W Qe R B RER L O~ 7 A EBEIE 2 W e e R R R 2T o 7o R R, W
ThbEETT VA~ A U U CERFEMHIIZRD b o7,

4) HATRMEAER
ERFMHBENEEThH -T2 &, KERGEHRBRICS W TETHORTIN ATRE N LT
WRNWT & WONCHEE TIERDAMERBR DN T T W2 & RO @ O R AL FH 1
FEROFO 7 ru—T v 7 2EDTHRE 10 HREIEEMETHE Z L 2EBE LI/ER. BAR
PERBRIIAMEE E W L, SEE L e o7,

(5) AFESE A HIEER
TUARTA LY OROREACR D EARAEREL LT, UTFOMERH 2.
BRIRI 510 5 5 A AR AEARIELT DV T, U RS 75 S IR PO 5 2 0 B
FIRE O T HUICIE O 1510 & 5 BB CREITTAE L B 2 DAV 2 2 40D, BRIRIR 542 & 5 4
56 FEHERIRIA S L7270 2.

1) v 2RV —AREERERER O @
Long—Evans %7 v b (MfHE) 127V 2Am~A 210, 20, 30mg/kg ZRR OS5 L, #HEW., I
WK OV AE I AT TR OV TRRET L72AE R, 20 2O 30mg/kg TZAERDOBEL T4 5
NN, BB ST BIIGRO oo 72, IREEXOHEAR TIIWTN ORI b 3R
Bl X 2EBIAR N>, BEEEIIBEY T lomg/ke/ B, HEEKOH AR CIX
20mg/kg/ H & HEE i,

2) S FZBERU—RATERESEE GEMERER) ©
ZHRROBEKTNERT v hOMIIEEH 5 ~DOEEN ML TWD IOV T Long-Evans &
Zy MIT AR A 2 30mg/keg &, BEIIMED F H IR O S U7 B2 5% T CHuBREt L
RS S, HESUTMED — FIZB G LIREOSZ IR RICEITA BT, Ml e Iz b LTG6 D H
IR OIK TR b,

3) BEDBEMRPZEHKER ™

fe VA B TR 53R I IV T LSRR 7 » b SOV ICR SR AEHR~ w7 A Tl 50, 100, 200mg/ kg,
H AR BB FEATNE 7 2 ClX 10, 20, 40mg/kg &% N5 L72fER. 7 » b Cld 100mg/kg LA o
B CRHARRE OB EEIEININH] . 6 R OBEALEBIEN - DALy, EF IR &K UG R EGEE
XA 6N hotz, ~ 7 ATIHEAED 200mg/kg 2BV T b RHA K OB IBIZ6 L CHp#
HAZ X B BIIRD SN oT-, 7YX TIE 10mg/kg LL_EORE TR o2 Bl
B ERD N SN0, BABER 2 EIRIE~DEEBIIRD o T, BIE Co®mERME
137 v b 50mg/kg/H. ~ 7 & 200mg/kg/ H. 7YX 40mg/kg/ H & A7z &=,

4) Sv FEEHRUEINREHER D
SD RIIRT v MZT YV An~A 2250, 100, 200mg/keg 2R O#&E L, fHAKLOHAIRICRIE
BT OWTHIRT L7 8. 100mg/kg LA ECHAEIRICERE DR FERBENL NN, FHEIZ
LB 512 L D BT b o 7o, BEEMEEIIRHMA 200mg/ke/ B, AR 50mg/kg/ H
L BRI E T,
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5) v FRRBEMBY. FAEHRVBIASIREHE ©
SD AR 7 v MEIRIFE A, 8 EEH & Oz L% 5-508k (ICH Study2) T 50, 200mg/kg
ZREAEG LToRER,. 200mg/kg CRUAROEREEZRARBESININSGI, BEEERD . HAROAFRIK
T RERT, BERBEFIELENGEO bz, B, HANR &b MM 50mg/kg/ H & 72
i,

(6) BFTHIEMEAER 2
NZW 2 7 FHERES 3 Bllc, 7oA~ A 3 OEREEKEK (10mg/mL) % 72 H O B/ 8k
(2 ImL/kg (10mg/kg) . SUREFARNE G- L (G 0. 14~0. 31mL/sec) . [R—AKOLEFDOH
MR I FERR I AE BRI 2 & 5 L, SPEmE RISV TRET L 7R R, — ke R Ot
BoEd, BREWNEERENTNWOABEELHFEEOERIZIZEAEALN ST,
Flo. MO HERMEITEENL LN EIRIT 25T,
AME MRS RERIC BT, T YVRA R A VTR %R S e o T,

(1) Zoto4sHEN
1) HRHE
ELEY NREWET T T 4 TF—RER, v U R IgE RPUAFEARER, BYEY VX MiFic k2
PCA SIS M O\ R MEREREE SRS ATV, T2 u~A > v OFURMEZ I L 72 fE 8. W
DRI HIEMNET, TV Av~A U AZHEMETRD b ho Tz,

2) BEEEN
6 WD Sprague-Dawley ZMfET «~ M7 P2~ A 2 50, 100mg/kg 2 1 H 118, 4 WRKEO
5L, BERICKIZTTREBICOWTRET L2AEE. BERHRE X O B O B AR a0 A2 1 52
HIXFRO NIRRTz,

3) WHESME
Z v MIZ 10~200mg/kg & 1~6 » HHEIRE D& E L7238 TITIRAH2A0 A K OV o 95 B GR =~
HIRA IC REIIZRD DN o T, EREZ XY AKBE— 7V REOF LY MIERIBE—F
IWRIZT VAR~ A 100mg/kg 2 1 » AMBKEO#EG U THREEZ G LR, IRES
Y BESO S E DR TIE XY LSRR SN2 b DT, # XY AREA XOMEE~DFE
BIIAH NI T,

4) KEFMS
T AT A LTINS PR E L < L E. BUEEKIZESIMR G- S5y
RSN s, IREMREBRIIIENE L 2o Tz,

5) FDhnEEHE >
b Mk Ze 5T e ME M MIEE AWz in vitro BERICBWTC, 7V R~ A0l X
DM, Mg &k O E A~ OB ITRD bR o T,
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X. EEMFEICEYSER

1. \HEX
K AR~y 7 AIEFER 500mg AL EEEE ALY
) FEE-IEMEOMSFEICLVFERTHZ L,
RS « TV Aa~A v K

N

. AR
FHEhAR - 3 (REFEH 2 7L - SNFESEIZREE)
(ITv-6. ANDOFFELMETICB T 2 LEM] OHESR)

3. BERETHIE
fr & SR

4. MFWEDEE
A LR

()]

BEMITEM
BEMEELTAR AV
<FvoLEY DL
ZOMOBERITEM « FL

6. R—R% - EXE
[Al—psy © A~ > 7§ 250mg, ARLNEH 10%, 774 R H 100mg, #E 600mg
(FRIRTIER—To D7, BAEIC LV ESITRRD,)
H % 7T 2Ana~fvr, LiRTZadxYyy 2 YA 7 ) UEBE ndAn<w AT,
) 2u~wAfTr, VathvwAr, AT UFIBR AT L

~

EREERR
1991454 H 4 H CKE)
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8. WERFTADFABRVARES. EMEERHEFAR., RETHIKEAR

9. PEEXIIHEEM. AZRUVHAELEFEMEFEOEABRUVZTOARAE
IR REMNAEAH 2012426 H 22 H

UG AR 72 KGR - o 3 7 ; EoYEEPAN
wie | Mgyne | omews | FRGE  NW
vaua<w vy
ST EE TN 20114E7TH1H 22300AMX00615 20114E9H 120 20114E12HTH
500mg

#hie
< 0 o R A >
WME., 7L ART IR
<JEJIE >
B PN E 1 5% R

10. BEEEHRE,. BIMEERAREABRUZDAR
BEAFERBEHNA 201849 A5 H
BEEER . BN, EFEIREONE., AN OVZEMEORERSE BT A EEE 14 455 2 T E
3HAMBADNTIITHEEY LR,
1. BEEIAM
64E :20114E7 H 1 H~20174E6 H30 H (]T)
12. RELRMHIRICEST D158
AN L PRI R OSSR E AIE ONC R R YR |2 5o & A 97 R 2N E oD D s FIESE (PR 18
RIEAGBA SR 107 &) O—HZ2 U L7 Rk 20 FFEA @4 &5 R8 97 B (R 20 4F 3 A
19 BAF) o TERIEHAMIC BRI SN TV A ESKEL | (ZIFEEYS Lz,
13. &£#Ea—F
JEAE S 88 ST
i AR ERKS 2 — K - Lt~ EEALP
-, y i , o
54 %Eg%%%m A 2— 1) HOT (9#7) &= N, e
2w EE
R 614940001021 614940001021 120857301 622085701
#14 FH500mg
14. RIR#EHLDFE
%Y LR
X. BHEFEHEICET 2IHE 105
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DOFENRE (2011 4E 7 A 1 HA&AZR, CTD2.7.2.2.1)
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XII. 8EE&H

1. EGSHETORTRR

TYARTA T OFBNE, RS B 0 R BERL HERIA. R RREAID B |
AT, SRR, T RAAL FERL MRAISBOES T\ D, T Y AR A vk
A, KECIBWT 1997 4 1 H 30 HIZAGE S CTLAKE, 2020 45 6 ABIFE | 5 58 OfFE & Hisk <
WEINTWAE, FEEICBITLT VAR~ A VU ERFIOERRR A 1 ISR LT,

T, TR~ A VUERAIOKE, A XV T O CENSEIIE., AELOHES
PR, —EERLELTER2IRLTE,

K1 7o2O0A D VFSHFOTEEICE T HEEIRE (2020 £ 6 ABRE)

HiIa% E4 KFHEHHR e TG
Itk K[ 1997/01/30 | Zithromax LTS
- BRI RIEMER R
Veboad 1999/04/15 | Zithromax - i ATZE
- RN RIENER R
v el KA 2004/06/16 | Zithromax IV - T AT 2%
- RN RIENER R
AXVT 2001/11/12 | Zitromax - diH g%
- EENIENER
B NH L 2001/01/24 | Zithromax IV - TR Z%
- RN EPER R
AL 2002/06/12 | Zitromax - A%

B BANSIEER R (Lo
—EICER S A HAEY
BOFERAPHELRE S 20
&)

TT rhE#E A RILFIE | 2007/04/27 | Zithromax - T Z%
- RN EPER R
A 2001/07/12 | Zithromax - T g%
- EEENRIEMR A
Fk 1999/11/03 | Zithromax - T g%
- EEENREMR R
UH BRI 2002/08/29 | Zithromax - T g%
- RN RIEMER R
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=£2 KXKE, 12 7IC

BT 5MEEXIIHE. BERUVAE

Legionella Pneumophila 7% F DKL
WIC L DMl OmEEE & L CHE
PR VB L T2 BE OIREICHEIG S

EE4 DS ESIES FER O &

K& | Chlamydia pneumoniae, Haemophilus WIS ERIC X A TR ORI T A ZITHROMAX (7 &
influenzae, Legionella oA UERAD) ORANOHEREH EiX. 500mg 1 H 1Bk
pneumophila, Moraxella NEGZ2HLL EITHY 2 & TH D, BIRNE SR, TUR
catarrhalis, Mycoplasma o<A 3 500mg 1H1EIOR A E 247V (250mgdE & 288%
pneumoniae, Staphylococcus aureus 5) | 2RE5HENT~108B8 725 X O kT 5, &N
XX Streptococcus pneumoniae 12 X B~ B2 ORFHIL, ERSEER ) FA IS & W3
LR O OMIREE LTEHE | 52 &,
FEZ LB LT 5BEOIRRKICHEINS | BIGEREIC X 58BN RIEMES B OIRHRIZIS 1T 5 ZITHROMAX
ns, (T VAR~ A TR O DOHEEA L, 500mg 1
Chlamydia trachomatis , Neisseria | H1RIFFRANE G- Z1H XIX2HMITH 2 & TH D, FhlRiNE
gonorrhoeae X% Mycoplasma hominis | 51412, 7 Aa~A 2 2250mg 1 B1IEIOROHEEZITN
I KD EHBNKIEMR B O OREE | (250mghE) . 2B GHIMATHM L 722 L5 1Tk T 5,
FE L THIERIEEZLELTHBEHED | ROBEGE~OGID B2 ORI, EMSERRDFIC TS &
VRIS SN D, BEAMEESEGE D | W45 Z & B E RO RN E & L Cibil 541,
JREE & L CRDbNDIGEIE. UK | PURKIEEER 2 A T2 E K% ZITHROMAX & OFAT5 2
PEHIEM 2 A+ 2 HURHE 2 ZITHROMAX | &,
LT L,

=4 O E e S FAEAOHE
42U ZITROMAX AHEFFEF  (BRASHLRG) 1%, | ASCEICRE L RREIC L ofid ke Z L

T2 N B OIEFRIZ BT 2 ZTTROMAX i #3: F
(BRASRLERSL) OHESEH &L, 500mg 1 H 1E# R
WNEZ2ALLETH Z & TH D, FIRNE 5%

5, I, 7YV Ar~¥A 2 500mg 1A 1EIOR O %
T, 2B ESHBNT~10H B & 725 X 5 1Tk
5, ROEGE~OY Y Ex ORI, EMAERR
NRIZE ST 52 &,

ARSCECFLHE U2 IR I K 2 B N JE PR TR R
ZHT HRNEE OIRBICEIT S ZITROMAX sUif#f
HH (SRS OHESEA &I, 500mg 1 H 18]
RS2 1 BT 2 BRIFTS 22 TH D, Filk
W EZIC, 7oA~ A2 250mg 1 A 1 [BEOF
A G2170, 258N 7 A& 705 X 51Tk
g b, ROEGE~OG B2 OREIL, ERMER
KN RIZESZ 52 &,

ZITROMAX s EFiE M (AR 13,
B NER T & 2 BN SIEMER B O AT
RIRE L CHERIE 2 LB LT 5BF D
BRICEIS SN D,

ARFRIZIUT 5 4hhE
bHo,

R, MEROHEIZLLTO®EY TH Y | SMETOABAE & B2 5500

(4. ZhEEXIEFHE]

< 3 ot R >

TIOARTA T ATRENEDO T RUKEE, VUV ERER, MREKRE, ME, £ 787 (7o
AT) e HET—=VA A VTNVEYEH, VLIAHXT c=a—F 747, XTMAMLT havh
2@, SVRT IR, VIIVTR. v A 2T T AR

< JBAE >

fifide. BN IAE MR
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(6. AERUAE]
FRAICIET Y An <A 2 & LT 500mg (i) Z 1 H 1AL 2 K20 CHRGREHET 5.

1. BERUVAZEICEET R
(BheEestE)
1.1 AROFGHE E LT5 HRZB A 2B GERIID RN b, BGHIRN 6 H 2
LEAE. BB 01T 2 &
1.2 BRARIER OUEL Rt DG RTRE & RISV EIMT L7283, 7Y An <A U EEICYI Y
RHZEMTED, KFMWBT VAR~ A U UFEND X, BiEHIMS 10 22 55
BliE, el e o175 2 &, (TV-6 RRGE DEEM)

(it 2%

1.3 7oAV UERAINDL T VAR A T UBICH) ) B X T BRI, RN OB
HARe LW LR C, 72~ A Y UERAING T VA A U fE 500mg (M) %
1A L EHGIZE 0 &2, ARG 2~5 A, #&5HFIZAF 7~10 A /RT3
SHL, M GHIE L LT 10 HRZ 82 2 &5 8307y, (TV-5. BRG] OEZH)

(BRBARIEMREE)
1.4 7oA A L ERFNOT VA v A 2 BEITYI Y R Z T BRRERBRIE. ERTANEE 1R
HARe LT LR R C, 72~ A Y UERAING T VA A U fE 250mg (i) &
1 H 1 EEGICE0F 2 AAIORGHIMIX 1~2 B, & 5HRITAF 7 BRI S 4,
G-I L LT 7 HEZBA 285 RBRIE72y,  (( TV-b BRG] DEEM)
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2. BOYIEIT BERRIEER

(1) WFRICBET HBNER (FDA, A—X bS5 7 HEE)
KRBT D EDE R 2 AT HREICETHEE 9.5 (4, 9.6 ) OHEOTHIZIUTO
LBV THY, KE CREWAMNGE) . A=A RNT U THEEITRR D,
O BEDERZFTHEEICEHIT HEE
9.5 1T1%
I SRR L CW D ATREME D & 2 e MEICid, 16 oA RN fEtE % ka2 &l s 55
BICOREESTHZ L,
9.6 RELIF
1B EOREMER ORAREOREMEEZBE L, HALOME X IXT L2528, v M
AT D 2 Ll S hTuna,

Sagiiih N
KEOTRA ST Pregnancy
(2022 41 1) Risk Summary

Available data from published literature and postmarketing experience
over several decades with azithromycin use in pregnant women have not
identified any drug-associated risks for major birth defects
miscarriage, or adverse maternal or fetal outcomes.

Developmental toxicity studies with azithromycin in rats, mice, and
rabbits showed no drug-induced fetal malformations at doses up to 4, 2,
and 2 times, respectively, an adult human daily dose of 500 mg based on
body surface area. Decreased viability and delayed development were
observed in the offspring of pregnant rats administered azithromycin
from day 6 of pregnancy through weaning at a dose equivalent to 4 times
an adult human daily dose of 500 mg based on body surface area

The estimated background risk of major birth defects and miscarriage
for the indicated populations is unknown. All pregnancies have

a background risk of birth defect, loss, or other adverse outcomes. In
the U.S. general population, the estimated background risk of major
birth defects and miscarriage in clinically recognized pregnancies is 2
to 4% and 15 to 20%, respectively

Data

Human Data

Available data from published observational studies, case series, and
case reports over several decades do not suggest an increased risk for
major birth defects, miscarriage, or adverse maternal or fetal outcomes
with azithromycin use in pregnant women. Limitations of these data
include the lack of randomization and inability to control for
confounders such as under|ying maternal disease and maternal use of
concomitant medications.

Lactation

Risk Summary

Azithromycin is present in human milk. Non—serious adverse reactions
have been reported in breastfed infants after maternal administration
of azithromycin (see Clinical Considerations). There are no available
data on the effects of azithromycin on milk production. The
developmental and health benefits of breastfeeding should be considered
along with the mother’ s clinical need for ZITHROMAX and any potential

X1 ZEEE 113



adverse effects on the breastfed infant from ZITHROMAX or from the
underlying maternal condition

Clinical Considerations
Advise women to monitor the breastfed infant for diarrhea, vomiting, or
rash.

Data

Azithromycin breastmilk concentrations were measured in 20 women after
receiving a single 2 g oral dose of azithromycin during labor.
Breastmilk samples collected on days 3 and 6 postpartum as well as 2
and 4 weeks postpartum revealed the presence of azithromycin in
breastmilk up to 4 weeks after dosing. In another study, a single dose
of azithromycin 500 mg was administered intravenously to 8 women prior
to incision for cesarean section. Breastmilk (colostrum) samples
obtained between 12 and 48 hours after dosing revealed that
azithromycin persisted in breastmilk up to 48 hours

F—=A T V7D
¥R

(An Australian
categorisation of

risk of drug use

in pregnancy)

4yJE Bl (201946 H)

<BE : SEOBE>
Bl : 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

X1, BEEE

114




(2) IMNRIZEFT BimotiER
AFIZBIT D 9. HEOEREATHEFICHETHIEE 9.7 /W% OHOFTLEHIILLTO LB
ThU ., KEOUACE LIRS,
(9. FrEDOBE A AT HEBEICHET I ER]
9.7 /NIE&E
ANREEZ b G b U7 BRI T S L Ty,

gt LA

Pediatric Use
Safety and effectiveness of azithromycin for injection in children or
adolescents under 16 years have not been established. In controlled

clinical studies, azithromycin has been administered to pediatric

KE DR SCE
(202241 1)

patients (age 6 months to 16 years) by the oral route. For information
regarding the use of ZITHROMAX (azithromycin for oral suspension) in
the treatment of pediatric patients, of the prescribing information
for ZITHROMAX (azithromycin for oral suspension) 100 mg/5 mL and

200 mg/5 mL bottles.
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2. ZDMDOBSEE
(=g (e
TAR Ty 7 RiRRHEN 500mg & MR SUTES A & ORLEZABICOW TG L2/ R 2 LU TITR T,

1. RITIWH STV Dilgik (16 FiE) 23N L Gl a 580 L 7=,

(GAERAE)

BRI O - 2 a~ w7 SEEEH 500mg A VRS K 4. 8nl TR L TE ST
100mg/mL. DR % 30°CTHI 24 BEEILRAF LT7-t2, SR CT VA~ A &~
VIR Img/mL AR L. AREBRIAR & LT,

B & R OB ABRIARTTRE S L O 30°C T 24 B fES . UTRBRIAIRTIRIE %, 5°C
T 24 KON T2 BERRAF LA T ORBRIER I > B L, 3Hli L7,

OB OB R M. BREE BB OA) . pH, MERER GEgE). ~NA
PERY) R, 7ToAn~<A v a8

(HEBREROBME)

BB B O 15 MORBERII O TR OMB) | M GEBRIWTD | Rty Rt
WL T U7 P Am~ A v G RERBRLIRRRA D RETRB s orz, T D% 30°C
T 24 BHPRAF L2 2R BRIRIC B W T O AR ORI VT 0.2%RETHY . $
TORBREH (BBEEHLARER O RICIMLITIEE A YR HNARDo T,

F72. 5°C T 24 KON 72 BERIRTE L7 2Bk B W T HEITRO b o7z,

REB, TVARYA TV URE Ing/nl A EH T HRBRIEK & BA LR WIKR & ORICBREE R IR %
FEDZEALITFRD bR ARN-T-,

(FHERAER)
LUF ORI,
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T K OY AT 30°C 5C
A, e [UIRENIR (A 24 W% Bl AT 1% 24 BRI 72 W%
(7 i e | TEAEIT A NN
wep orm | vk | CORESES ] ey | WOTE SIS REER S
%‘g&)%&b\ - A %‘g&)%&b\ = Py = s
ety | EVTOTEIER | RIAEE L | EVTOREER | ROER LS | BATER LS
W) R TR TR L W% TR 720 LRI L LRI L
pH 6. 62 6. 63 6.61 6.63 6. 70
VOVT A1 | BRE O <1.5% <1.5% <1.5% <1.5% <1.5%
S E512) BRO HRO BRO HRO
REBRT e g LR LR B BT
&
REEE - %) - 100% - 100% 100%
RF L 1 - 1 - -
BB T e, | medwc ) . j .
‘ N ‘ BES LS| BAOER L
wek v | ewterar | COREEET ] gy | WOTEELS | REEE S
bR IR EELYAN IR IR
ety | EVTCREIER | ROEE Lo | B CREIER | RO LS | RATER & S
> W% R T\ ZE(LE L W% FRD 720 ZELIE L ZELIE L
pH 6. 80 6. 81 6.79 6. 81 6.79
IR
7/%%/1 R E O R <1.5% <1.5% <1.5% <1.5% <1.5%
— H o EIE0) H D B HRBo
e USRI BRI USRI SR PN RS RE PN
)E'L\% — 0, — 0, 0,
(e ;%) 98% 99% 101%
RF L 1 - 1 - -
BB T e, | medwc j . ) .
‘ N ‘ BES LS| BAER L
N I I ey il B R e Ll e
bR IR bz IR IR
iy | EVTOREIER | ROEE Lo | B CREIER | RO L | BRI & S
> W% R T\ ZE(LE L W% FRD 720 ZELIE L ZELIE L
pH 6.79 6.72 6. 77 6.70 6. 78
V%N
//ﬁ?& o R E O R <1.5% <1.5% <1.5% <1.5% <1.5%
B HRO BRO HRO BRRO HRO
e USRI USRI USRI SR PN SR PN
)E'L\% — 0, — 0, 0,
(A - %) 101% 100% 100%
BB 1 - 1 - -
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T S OF BT 30°C 5C
il ed e il & % 24 W15 A% 24 W% 72 W
et 35 W C e | EEEHT I N
Ptk GhE) | rateRmE | Eﬁé’fﬁt e Rmy | Eﬁé’fﬁt i Eﬁé’fﬁt
b7 e b7 o o
rmthay | EOOREMER | RAWH Lo | EOIOREIER | BRI L | AT L
o W %R AR ZAp L W% R 2R ZAp L 2o L
pH 6. 47 6. 46 6.43 6. 45 6. 45
> U%Z;Tl 7| EmEmEORE <1.5% <1.5% <1.5% <1.5% <1.5%
IR(E
P HRD HR® HRD HR® HR®
PR R RDE A RS REDE A R REDE A RS REDE AN LR REDE
G
(P : o) - 101% - 98% 98%
BB I %1 - %1 - -
R IRS e, .| EeEwC , . , .
wik ovg) | ks | CORESET | ey | WOTE SIS ROEE S
BN IR BN IR IR
Tty | EUCREER | R LS | EOICRRIER | RATIR LI | R L
RIS W% R TR ZELaE L W) % TR TR ZELaE L ZELaE L
pH 6.51 6.51 6.53 6.53 6. 55
VY H-T3 &
R HEiaE Ok <1.5% <1.5% <1.5% <1.5% <1.5%
P HRo HR® HRD HR® HR®
PR R RDE A RS REDE A R REDE A RS REDE AN RS REDE N
@%gf. o) - 105% - 102% 103%
BB %1 - %1 - -
R IRS | meswc \ \
\ ‘ BLATH & ‘ BLOERS L | BAHR &
PESR (58D UM % o MR % i e
s AL el AL I L
Tty | EUCREMER | R LS | EICORRIER | RATIR LI | R L
Sl W &R I L W% R 22 I L 2L L
pH 6. 77 6.71 6.76 6.75 6. 74
KN1 5k e O & <1.5% <1.5% <1.5% <1.5% <1.5%
— HRo HR® HRo HRO HRO
PR HURRBE LR PE N RPN LR DE N SRR
(yﬂ;l% %) - 100% - 101% 100%
S - 9
BBIT I %1 - %1 - -
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T S OF BT 30°C 5C
il ed e il & % 24 W[5 1% Bl AT 1% 24 W% 72 W
et 35 W C RS

. ik L Bl A B & e e EL Bl &l | BAER &
PR (OMED Iﬁﬁﬁ%% ey LR ey ey
b 720 R 720
sty | EVCREIER | RGEH o | B CREER | RATHR LIS | RS L
a W% R 2 S A A L W% R 2R S A L ZE{dE L
pH 6. 48 6. 44 6.43 6.43 6. 47
KN3 itk HERE DR <1.5% <1.5% <1.5% <1.5% <1.5%
P EI=1) R0 EI=1) R0 R0
PR R RDE A HUR I A R A RS REDE AN LR REDE
gé — 0, — 0, 0,
(B - %) 100% 102% 99%
BB I %1 - %1 - -
R IRS N e ., . ., .
\ ‘ DAER L ‘ BLAER L~ | BAHS &~
CSINRCIS ) TR % Rtk R % s s
e T4 L il 2 A L 2 A L
cpemy | EOTCORSMER | BATE L | EOICORSIER | RATH L | RATHR L
Sl WA RN LA L W% R 2R 2 L I L
pH 6. 20 6.18 6.19 6. 23 6. 20
V77215 | mgmEoks <1.5% <1.5% <1.5% <1.5% <1.5%
HhiTK
s HRo HR® HRo HRO HRO
ATERRS g ey K AP HLR TP LK A K AP
/g% — 0, — 0, 0,
(e ;%) 105% 100% 99%
BBIT I %1 - %1 - -
[ IRS | meswc \ \
\ BLAE & Hs ‘ BLOERS LA~ | BAHR &
CSINRCIS ) Rt A % i Rtk R % e e
s A AL el AL AL
cpemy | EOTCOREIER | EATE L | BOICOREIER | RATE L | RATE L
TR WA RN 2 L W% R 22 2 L 2 L
pH 5.60 5.61 5. 60 5.61 5.57
77Ty ME BBWE OME <1.5% <1.5% <1.5% <1.5% <1.5%
s HRo HR® HRo HRO HRO
ATERRS e el HLH P L T
/g% — 0, — 0, 0,
(A - %) 100% 102% 104%
BBIT I %1 - %1 - -
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T S OF BT 30°C 5C
i e o & 1% 24 W% Bl A A% 24 W% 72 W 1%
WE T © | EGEUIT B IR
Ptk ovE) | Rz | Eﬁéﬁfh et Rmy | Eﬁéﬁfh i Eﬁéﬁfh
a}r}\&)tﬁb\ - P Efg&b&?b\ - P - P
ey | EOORBIER | R S | OTCRBER | RATE L | RATLH L
o W %R AR S A A L W% R 2R S A L 2o L
pH 5.59 5.58 5. 60 5. 64 5.55
W —y 36k | TERRME O R <1.5% <1.5% <1.5% <1.5% <1.5%
ROk T RO AR 0 ARO B R0 AR o
) BRI SR B FEIE N B N
(%ggf %) - 101% - 101% 105%
BB L %1 - %1 - -
WE T © e e | EEBYT PN
etk ovE) | ruteRmE | f}éﬁfb Ry | f}éﬁfb Al f}éﬁfb
b7 o B e e
by | EICRBIR | RO L | B TREIER | ARG L | RATE L
R W %R AR S {p A L W% R IR SEfpAE L ZEfp o L
pH 5.20 5.19 5.18 5. 18 5.16
7%%; B | mgmEon <1.5% <1.5% <1.5% <1.5% <1.5%
BT A IR0 AR B IR0 AR AR
& ) BRI SR B FEIE N B N
(%ggf %) - 102% - 103% 101%
BB L %1 - w1 - -
WE T © e e | EEBIT PN
PEB VB | R | OREES ebyp | MR LIS R S
b 7 i Bt A i At L
by | EICRBIR | RO L | B TREER | RGT L | RATE L
Sl W %R AR S A L W% R 2R S {pAE L ZE A L
pH 5.23 5.23 5.23 5.22 5.22
N ZV =R | HigwE ok <1.5% <1.5% <1.5% <1.5% <1.5%
it
RO T HE O AR HRBO HR® ARO
’ B HIN BRI BRI BRI BRI
A B
Bt ; %) - 99% ] o7% o7%
BB %1 - %1 - -
XIII. {5 121




T B Y . 30°C 5C
< SBATE
Wi Bl ATt 24 W5 Bl A% 24 W5 72 W 1%
T 5 © (R IERS
" ) Bl A E % & e y BLAER &b | BeAER% &
PEIR (M8 Iﬁﬁﬁ%% AL R % ity oty
R 720 R 7R
rspenyy | EOUTRSIER | EAE S | EUTRAIER | RO L | R L
a W% R 2 S A A L W% R 2R S A L ZE{dE L
pH 5.75 5.75 5.74 5.74 5.72
KNGS Bl | FEREL OF R <1.5% <1.5% <1.5% <1.5% <1.5%
et T IR ® Ao Ao RIR® Ao
AR SR P LRI LR SR P SR P
i - 98% - 98% 98%
(ETFE ; %)
BB %1 - %1 -
o 5] © 1 R TIRS . . . .
wik ovg) | s | CORESET | ey | WOTE SIS ROEE S
RO - RO o o
cvsbbyy | EICREIR | RAWS L | U TRRIER | RAE S | RATH L
AR W% R 2R I bR L W% R TR ZELaE L ZELaE L
pH 6.72 6. 68 6. 69 6.71 6.67
YT LBMG | AEGIE DR <1.5% <1.5% <1.5% <1.5% <1.5%
Witz
e AR AR o HIR D AR AR
ATERRS g ey K AP HLR TP LK A K AP
)g% — 0, — 0, 0,
(A - %) 100% 100% 101%
BB %1 - %1 - -
T 5] © | mEEmc \ \
o s BATH & | BLATE® & | BAHEE LA~
IR OHRD | A | mewl | TEERDE T e Tl
cvsbbsyy | BRI | RATHS L | O TRRIER | R S | RATH &
TR WA RN 2 L W% R 22 2 L 2 L
pH 6.51 6. 45 6. 45 6. 49 6. 44
YUVIATIEG | s o <1.5% <1.5% <1.5% <1.5% <1.5%
i
N HIRO Ao RIRo RIR® RIR®
AEERET | o an KPP Bk KPP KPP
R - 99% - 101% 101%
(ETFE ; %)
BB %1 - %1 - -
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2. WEAMIBWTCLLFOE (3 FEE) 23R L CRlBR & 30 L 7=,
(FRERAZE)
REBERORH . vAv -~y 7 SEiFEM 500mg 234K 4.8nl THAEL TE LT
100mg/mL. DIFIR % 30°C THI 24 WfilfRTF L7k, FHEIIR CT Y AR~ A &
VIERE 0. 5~2. Omg/mL (ZF R L, RERISTE & Lto
) HARTHERINTWD HIEIZEB T 2 A R% OFSERIEEIX Ing/nl TH 5,
Bl & R B ARABRIATGR LB % O 30°C T 24 BEMRAEL . XITRBRIRIG T BB # K OV 5°C
T7 HRERGFZRLUL T oORBRE R I >3 BR L, #Hh L7z,
wOB o\ Bk M), pH, MERER EBEPME). TV AavA VAR
(FREREROME)
ARE L OLFEORBRIRIZ BV THR UMD . #iE EgmE) . KkOT7 Y RAua~A v o F
EERE LR, RALREIIFRO LN o7, FD% 30°C T 24 FERF L7 2R BRiK
WZBWTH, TRTORBRIAR (REBTHAREM) OFERICEMITIZEALERBD LN oT2,
F7-. 5°CTT HIRELEE2RBRIKIZE N TYH, ZRIIRD N> T,
(FRERFER)
PUTORIZIRT,
30°C 5°C
i fiﬁ,,' IE
i A PN 24 W54 RO A%
i . Bl A & ‘ Bl A % L b~
PER (SMED 1035 15 ey 035 B BV L
A FAHE K pH 6. 62 6.63 6.61 6.63
(TFyra~wf
B 2. Omg/mL) i E O i <1.5% <1.5% <1.5% <1.5%
R EAFE; %) - 99. 6% - 99. 5%
i . Bl BB & F - Bl B &
PRtk (SMED) 1235 B ey 1235 B BV L
A PRAEK pH 6. 70 6.70 6. 70 6. 60
(ryra~<wA
V4 1. Omg/mL) HGWE O <1.5% <1.5% <1.5% <1.5%
R EAE; %) - 100% - 98. 0%
. - Bl & B & e . BlA % &
PR (M8 4555 1 c oy 4535 1] c Iy
AEFRRIEK pH 6.70 6. 64 6. 62 6. 60
(ToArRB~A
J4FE 0. 5mg/mL) HRRwE O E <1.5% <1.5% <1.5% <1.5%
R ORIFE; %) - 99. 5% - 98. 7%
" . Fid A IELf% & b . Bl A &
PR (GMED) 123 B BEpE L 110375 B Py
5% 7 R U HEESHK pH 6.95 6. 92 6. 90 6.91
(ToArRB~Af
T 2. Omg/mL) HRRwE O & <1.5% <1.5% <1.5% <1.5%
i RIEE; %) - 99. 4% - 100%
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Kot s e oe
Bl A5 144 24 FE[E# Bl 15 1B 7% 7 H%
. . B A IELf% & b . Bl A &
e Fing i (0 F5
PR (SMED 17,375 H Py {5358 Py
5% 7 R o MEESHK pH 7.00 6. 90 6. 80 6.90
(TFyru~wAf v
TR 1. Omg/mL) R E O & <1.5% <1.5% <1.5% <1.5%
i REE; %) - 96. 0% - 101%
. Bl A B & . Bl & B &
[ia i i {2 5 =
PR (GMED 17,375 H JEPAE L I (0,3%5 B Py
5% 7 N o7 SR pH 6.99 6.93 6.91 6. 89
(TFyru~wAf v
TR 0. 5Smg/mL) i E O i <1.5% <1.5% <1.5% <1.5%
G GRIFE; %) - 99. 9% - 100%
. . LA B & ‘ LA B &
s (0% b3 0
Mk (M) %A JEAPAE L #E(0F L L
Y IR pH 6.50 6. 80 6. 60 6. 60
(FTora~<A v
4 HE 2. Omg/mL) IE I O & <1.5% <1.5% <1.5% <1.5%
G GRIFE; %) - 102% - 98. 0%
. - Bl& B & . Bl B & e
P W25 e "
PRtk (SMED) % ey #E0H ZE (e L
JLEE Y VIR pH 6. 30 6. 60 6. 40 6. 40
(ryra~<wA
W4 0. 5mg/mL) HFWE O <1.5% <1.5% <1.5% <1.5%
G (RIFE %) - 98. 0% - 96. 0%
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3. ARFBTULH SN TV DELASEF R O (13 FiE) 2588 L CilBr 2 it L 7= 19,
(B A%)
Y2~y 7 EHEEER 500mg A A BLAEHE 500mL THAR L2k s L, Zh & BEiAHK
FIfrng 100ml 2 Mz TRA LI=b oz Ay, DUFAMEL pH, FRRME (B8 ROT7 2R

<Ay (MZM) EEOHEBIZOWTHEBREIT -7,
1E) ﬁkﬁﬁéhﬂ\éﬁﬁiﬂ 51T A FRITEEIT . TARRI 2 S K 4. 8mL \CIRfE U 7=k (2B 100mg/mL) %
5% 7 R 7B EFE S OBRAZIER 72V 2 & B HERR STV D8R &2 AW CIERN AR 1. Omg/mL (277
RIs TH2D,
(ABREROME)

ABUZ DWW T, 7SSV SRR 500mg & OFEEREHZB W THEDOILENFBO b, 77
—APMUEFRER g Xy b S ROV ARY UEHER 1g Ny 7 S EoRLAEREHIBWT
BOEALDRFED BTz, pH JIEIZOWTIE, N VATREFERR 500mg X OV 7 7 — A b v
FEM 1g £ b S EORAREHIBW T, BEFIZHOT B E2B 0z, FEIZONT
I, WTNORSFEEHIB W TS, BA 6 FEf% £ TRz o7z, 72, pH £H)
BRI W THEE, 7 VAP EOZITEE O BT, Hf& pH IE 1. 41 T 12. 53
ThHo7,

(FHERAFER)
LIFORIZRT,
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HMEL : IEAIEIH DR
RTFESAEIRSE « 1~30°C (iR

pH : 6. 64

vAuv v 7 i EHER 500mg

AZM & & : 542. 3mg (J71H)

Uk - BNHOLT, AaEit

AA WAl - B SR
= AR
No. S 2 BLE Rl BaR | AR BLOTEH | 1R | 3R | 6 RERIfR
s S8 M | AP | WA | e
e M| RG] oH 7.69 7.69 7.69 7.68
1 A A 100mL | 500mL
% b 0. 5g i - s AZM &8 (mg/mL) 532.9 532.4 530. 7 533. 1
’ S A L% % - 99.9 99. 6 100. 0
g | wemm b= MR | MOV | WAy | R
A Py 5N
, Ji/{ S oot | so0n ol 8. 17 8.16 8.16 8. 13
b4 m m
SIEA 1. 5g i . 65 AZM &8 (mg/mL) 528.0 528.6 526. 2 524.0
LA E% % - 100. 1 99.7 99. 2
g | S8l MR | MOV | AR | EEiER
, | v U pH 6. 65 6. 66 6. 64 6. 61
2. 25g AZM & (mg/mL) 536. 0 538. 4 539. 2 540. 4
pH 5.45
KIBLA E% % - 100. 4 100. 6 100. 8
g | HEE S48 OB | EEEY | OB | EQEY
i el pl 6. 66 6.67 6.66 6.66
4 RAEEHEA 100mL | 500mL
Sy AZM &5 (mg/mL) 537.6 538.5 537.6 539. 0
lg /3> 7 ol 6. 42
SR A TE. 14 Y% - 100. 2 100. 0 100. 3
e B WoRE | MRk | M | pomeR
eyt | R ﬂ*jj’;j;@ HEnl | Hemn | Eer | ges)
> =
P 100nL. | 500mL pH 5.94 5.94 5.94 5.94
500mg/100mL AM &8 (mg/nl) 528.7 531.3 532. 6 531.9
pH 4.80
LA E% % - 100. 5 100. 7 100. 6
o sl MR | MOV | MV | EEER
v7EEY S R | IRGED pl 6.05 6. 06 6.05 6.04
6 FRAEEHEN 100mL | 500mL
AZM &5 (mg/mL) 531.9 533.8 533.8 533.2
200mg ol 4.16
KIBLA E% % - 100. 4 100. 4 100. 2
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B A 3R | . Bl 5 2
— P HERIEH - - - -
No. S 2 L2 R e | BlE BLOTE% | 1R | 3R | 6 RERIfR
\ 4N meEH | EEAEH | Ak | Aok
Ry SN | AT
i pH 5. 70 5.68 5.65 5.48
7 R EER 100mL | 500mL
AZM &8 (mg/mL) *| 531.0 533.6 537.4 537.5
500mg pH 3.30
LA E% % - 100. 5 101. 2 101.2
) 4N M yER | MO | EEEE |
PHAL | A H 6. 65 6. 64 6. 62 6. 62
p . . . .
8 E?T} s 100mL | 500mL
SRR b 1g AZM & & (mg/mL) 533.3 535. 4 533. 1 534. 8
pH 5. 24
LA E% % - 100. 4 100. 0 100.3
. S8l MR | MOV | AR | EEER
PYTAE N B | Mt
Sl pH 6. 64 6. 64 6. 62 6. 60
9 | xv MEEH 100mL | 500mL
lg ' - AZM & & (mg/mL) 546. 4 543.4 544. 7 542. 1
p .1
KIBLA E% % - 99.5 99.7 99. 2
. S8l MR | MOV | AR | A ER
HE | REED H 6.52 6.56 6.56 6.58
S p . . . .
| Erre 100nL | 500mL
T g AZM & & (mg/mL) 548. 1 546.5 546.5 549. 3
pH 6. 79
KA B % - 99. 7 99.7 100. 2
_ S Py e (P 103 <)
| o | BEE e | own | wm | ww
Ty—A R VEHA
11| #EA 1g 100mL. | 500mL pH 7.33 7.39 743 .48
*v kS AZM & B (mg/mL) 541.6 541.6 541.7 541. 6
pH 8.22
LA E% % - 100.0 100. 0 100.0
ot i swen | B0 | S | Tew
2% ‘/X/‘J’f U Nz %Eﬂ‘ mcé(ﬂ_ﬁﬂ A
12 7 F 100aL | 500mL. pH 6. 48 6.47 6.45 6.42
lg /X 7S AZM & 8 (mg/mL) 541. 4 542. 3 542.5 543. 1
pH 6. 25
A EL% % - 100. 2 100. 2 100.3
) ax) MO | EmOEH | EEEE | EOE
SN | AT
. pH 6.67 6.67 6.67 6.67
13 AEFLRIE TR 500mL -
AZM & & (mg/mL) 533.5 533.4 533.5 535. 3
pH 5. 74
LA E% % - 100.0 100. 0 100.3
ko NIV AR 500mg OECE 3 LB O G EIZ, 0.45um DA LT T 7 40 Z— (Millex-LH) TA@LT-

e MW TIE LT,

XL, %
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4. RIFTRA SN TV DELEFA N O (15 FikE) 23R L CRABR & 0 L 7= 1%,
(GRBRA L)
BRAEAZ TR B X VRS L, 48, pH, F8ME (BF) . &8, OHEBEIZHOW CRRER
#iTo77,
A~] . Ru~ w7 SIS ER 500mg 2R A IEANCINZ T LT,
K~M: Rxm~< v 7 miiErEH 500mg 2 A FREHEHR 500ml (2 L2k, BLG3ERIZ 1 47
VINZ T LT,
N, 0: YA~ v 7 Sl 500mg A LA 3RAI OB ANz TE LT,

(GABRBEROBE)
SMEL. pH X OYE EIX, WITNOBRAFEHZRB W TS, Blh 6 FEEE £ TE(LZRB ORI -T2,
(GRERFER)
LLFORITRT,
YAm~ v 7 AHEER 500mg
S8 VB OWE pH : 6. 67 & : 553. 6mg (FI4ii)
frik 0 1~30°C (5E{R)
Ficl - 3K A - i At S
No. i 4 fic A i fic & B 1% 1 RpfH % 3 ReH % 6 FfH 1%
| EE S8 ] 8 5 8519 e 4 1Y) 1]
NAH Y v 27 NC-H oLd! pH 4.60 4.61 4.61 4.62
A o
i (700mL) " Lse L 48 (ng/ml) 522.7 524.9 527.0 531.0
KPLETE% % - 100. 4 100. 8 101.6
ﬂeé i) I 2, VB ] A BRG] $HE£0 TR ]
E—7 ) — Nk MR pli 6.73 6.74 6.72 6.73
b (500mL %%) . - AZM &8 (mg/mL) 525.0 525.7 531.0 529.9
KPLETE% % - 100. 1 101.1 100.9
A iﬁé S8 B0 T VR B (0 V] B0 T
o | A1 S &9 pH 5.63 5.63 5.63 5.63
(1000mL 4%) | ses AZM & B (mg/mL) 532. 1 539.0 539.8 541.6
SHRL AL %0 - 101.3 101.4 101.8
A %@ S8 B0 T VR B (4 V] B0 T
p | A 2 S Y pH 5. 41 5.42 5. 41 5. 40
(1000mL 4%) " o L 4R (mg/nL) 543. 4 532.4 544.2 541.5
KA A% % - 98.0 100. 1 99.7
o ;g.@ ax ) AT WAV P T HA TR
e A r At Y pl 5.09 5.09 5.09 5.11
itz (903mL) " cos LM 4R (mg/nL) 511.5 519. 1 520.5 520.0
KA % % - 101.5 101.8 101.7
s ;5@ s BT B A A TE BT
TAHY vy 2B T pH 5.31 5.30 5.29 5.28
F .
it (1003mL) AZM &5 (mg/nl) 533.2 529.3 530. 1 530.9
N LA % - 99.3 99.4 99.6
s %ﬁ@ Fax:) BT B A T TE BT
TAHY vy 3 W pH 5.50 5.51 5. 46 5.46
G -z
i (1103mL) " s L &R (mg/nl) 527. 1 526. 6 528. 4 527. 1
KPLA T % - 99.9 100. 2 100.0
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il & JEH - B & R
— ABIE
o 4 B A Al [k 1 W§fI % 3 IEf#% 6 Wit
A Hith S8 T VE gk | B (V] BV
TR A ] B el pH 5.15 5.15 5.16 5.14
(1000mL £%) . AZM & B (mg/mL) 521.3 530. 1 530.0 528.6
ol .
KL A B % - 101.7 101.7 101. 4
A Hith S8 wO B (4 ] VR OV
V&H
TR A2 B i ph 5.33 5.33 5.33 5.32
(1000mL 4%) AZM &R (mg/mL) 529.2 528.3 530. 1 530. 4
pH | 5.30 P
KL ETIEL % 7 99.8 100. 2 100. 2
A 142, S £ VB (8 V5 I £ 5 ] 96, V5 A
PR o AT & pll 5.48 5. 48 5. 49 5.47
600mg . AZM &8 (mg/mL) 502. 9 505. 0 504. 2 503. 8
p. .
KL A ELA% % - 100. 4 100. 3 100. 2
. 5 S8 £ VB T (8 V5 I £ B ] 96, Y5 A
NravA s ] pl 6.52 6.52 6. 52 6.51
R SR E A
0.5¢ AZM & (mg/mL) 531.2 535. 2 535. 3 534.7
: pll | 4.44
KL A B % - 100. 8 100.8 100. 7
o 447 Pis=! A (0 VB Bl EREE] A0, Y5 I (5, Y5 B
VMY Sy oLs! pH 6.78 6.77 6.78 6.78
200mg AIM &5 (mg/mL) 528.9 532.0 533.1 531.4
pll | 6.96
KL A B % - 100. 6 100.8 100. 5
g | s o PGB | pokemm | pesemn | #ese s
F o2 B UFHEM e pH 5.99 6. 00 5.99 6.00
350mg o [ &8 (ng/ml) 540. 4 540. 4 541.3 540. 5
p .
KL A ELA% % - 100.0 100. 2 100.0
5 S8 (8 Y5 (8 V5 I £ B ] 96, V5 A
L |
Xl pll 6. 69 6. 67 6. 67 6. 68
AR PRSI (250mL)
AZM &8 (mg/mL) 528. 6 531.7 531.6 532.3
pll | 5.68
KL A ELA% % - 100. 6 100. 6 100. 7
o A 45 Pis:! A (0 VB Bl EREE] A0, Y5 I (2, Y5
VRS 2RI s ph 7.12 7.13 7.13 7.12
(500mL) . AZM &8 (mg/mL) 530. 2 535.0 530.8 530.3
ol .
KL A B % - 100.9 100. 1 100.0

e
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