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pH7.0 ® 0.1mol/L, V > ERYEARMEI K IZIR T 5.
(3) ®RiEtE
B R e L
(4) MR (2R, BR. RER
MM ERR L
(5) BRIEEMBHTER
MR L
(6) HEREK
B R e L
(7) 20D E4RHEE
fexE [al i @ —58~—66° (0.25g, pH7.0 ® 0.1mol/L V EHE#ZE#%, 25mL, 100mm)

2. BHRSOEBEHTISHTERER
ARk L

3. AMESOREERRE. EEX
(1) HeRakBRiL
1) SRAN AT B E v
KB O 7 V= AR O ) L FREERRETRIA RIS D E W AT MVERE L, RO A7 |k
Nl TV BRSO AR MV EREST S L& WEH DALY MVEREREO L Z AR
DIRFEDWIN ZFBD 5,
2) FRIMBIL AT S VRIE K
NR—Z MEIZE VRBREITVD, KD ZALT hL L7 V= BRSO AL MV E T D & &
W DAY VLRI D & Z AIZ[RERORE ORI Z 7B 5.,
3) BRI A7 FVRIETE
KD EKRFILT AT VA NLERT R, BAKRERICOE HEZJETHEE, §5.0~6.1ppm K}
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1. #IR
(1) FEOREZ
T h 7 LF
(2) HEDNBREUHEIR
WA ETYEATEL LIV ANTEL
50mg [HI[ET | 100mg HET )
AP Wi~ LA
538 A7/ YR AN B
NEY . A~ EEBDOHmE
P (@ Joseo) (@ [0200)
K& 5N TN I
Afk=— K o305 o306
CE @oz0s @o306

(3) #Aa—F
(Mv. 1. (2) WH OB ONEIR) DEHSM)

(4) HADOWHE
(MV. 6. WHIOAFEIET TR BLEN] OESR)
(5) Tt
M L
2. HAEADHEK
(1) F%ES GEMRS) OEERUFEMA
i, vV TR TN TR
e 50mg [ FIE T 100mg [ FE T ]
147t 17k
Shieb 24N
G 7 Y=/l 50mg (JIfff) 7 Y=/ 100mg (J1ff)

foEna TS I AT —ARNT T A RBRREEI VY T A T
o TUNRREET N UL ATT Y VB IR UL BRI A

HTRNVEKEK BT TF o, BbTF . = egk, W= gk, T v
UABiEET Y o L

(2) ERBEFSORE
Y ERa L
(3) &=
BN e P
3. B BERBROHERRUVEE
%Y LR
4. Hff
RAND S E, FIEFEAERC L0 RERE Bacillus subtilis ATCC6633 % W CHIET 5,
7=/ (CaH13N50532) & L CoOEZXZEHE (Jiffi) TxrT,
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5. JBAT HREIED 5 K#Y

DR L

6. HADEEEHTICBTIRER"

(1) RHIRA R

AR S S 2006/10/27~2008/10/30

Ob7v= 7N 50mg THET] EHEGFHE  25°C - 60%RH [Fi&aliEEE (PTP @) |
BRTE H 7k PRt
<FRHE> T B bR EF 6 4 A 12 » A 24 » H
Mk n=3
Bt _ CEFZ0O2-A
e Sy | CEFZOZB| ity o o o
BOMKTHD > CEFZ02-C
M n=3 CEFZ02-A : . \ :
e CEFZO0O2-B e ik Likex Bk
A THIOCENESE) | CRpros- a e e e
B 2SS (0 _ CEFZO2-A 1.9~3.4 2.6~4.6
ﬁiﬁf‘fgﬁuﬁl n=3 | CEFZO2-B| 2.6~3.6 — — 2.9~3.8
’ CEFZ02-C| 26~3.1 2.4~3.8
i (o _ CEFZO2-A| 89.3~99.2 89.7~ 97.1 87.4~97.6 88.8~98.3
{fg(j)r/%\ (gé(y un Llf CEFZO2-B| 88.9~99.1 90.1~101.4 87.6~97.5 88.7~97.5
S ? CEFZO2-C| 87.9~98.9 89.6~ 99.0 89.5~97.8 87.6~98.6
S8 (%) ¥ n=s CEFZO2-A| 98.5~101.3 | 99.4~100.1 98.3~99.7 98.8~99.7
ii o~011o 0% CEFZO2-B| 99.5~100.2 | 98.8~ 99.9 98.6~99.7 98.9~99.5
: e CEFZ02-C| 99.6~100.3 | 99.2~100.0 98.3~99.8 98.7~99.2

X FREISHTOEAR (%)

AR IR 0 2001/12/15~2003/12/24

O 7 V=h 7 100mg [ HIET

EMRfFRABR  25°C - 60%RH [ i&aldt

BE (PTP a2k

)]

ABRIE H =RV PRAFHA T
<JHHE > 5 BH 4 1Re 61 H 12 » A 24 » A
PR n=3 A
<BEHR. ARESHIC R IR AN ORE 7 Sam A N AL A NN
TFRAKITHY . NEWILA G~ ]é’ LE Ha e LE
BOMKTHD >
HelilE n=3 A
(SRS AT S BE B E A B AR bk Bk iR
2AR) C
mwgz 00 w0 | 8 | Sash | ooy | shss | focis
1%L > ) ) ) ) ) ) ) )
C 1.7~3.1 3.6~4.0 3.6~3.9 3.8~4.2
. A 84.8~94.1 83.9~93.8 84.5~93.7 84.2~93.9
PR HH 0 =
f:uf’.f,% (/;)50/ Lj Llf B 84.7~94.5 83.0~94.3 85.9~94.4 84.9~94.3
7T ’ C 85.5~94.2 83.4~94.6 85.4~93.2 85.3~94.0
S (%) ¥ ne3 A 99.6~ 99.9 | 98.9~99.5 98.7~99.0 98.4~99.0
= 90.0~110.0%> B 99.3~100.0 | 99.0~99.9 99.1~99.6 99.1~99.5
: e C 98.6~100.8 | 99.2~99.6 99.1~99.3 98.4~99.3

X FRRISHTOEAE (%)




(2) FERIREOLENE

O 7v=rh 7R 50mg THET] HEOEE 40°C LY, KBRS
PBRIE B 7 hk PRAFHIA
< HHE > &5 BrAGEE 1% H 25 A 3» A
PR UBO1 AR D RIREED WIREL D RIREELD
<IKIRDFE T 7' > i 7L iy 7L Wh e iy 7L
wHE (%)
<30 4. T5%LLE> UBO1 97.5 98.1 97.7 99.5
a8 (%) *
<90.0~110.0%> UBO1 100.7 98.1 99.3 99.8
¥ ForEICKTAEAR (%)
OvT7V= AN TRV 50mg THIET) ik 300C - 75%RH Y, Bk
RERTEH =BV PRAF AR
<FRHE> T BH A RE 1% H 25 H 3% A
PR UBOL RIRED AR D AR D AR D
<RIRDFE S 7 L > Wh 7L W 7L A i 7L
M (%)
<30 4. TE%LL L > UBO1 97.5 97.3 94.7 97.1
4B (o RS
a8 (%)
<90.0~110.0%> UBO1 100.7 98.6 97.6 98.2
X BREICHTIHIEEER (%)
Ov 7= AN 50mg THET] MEAME SR, By [KEAHR]
BRIE H 7y KA R
< B> T B AR 80 7 Lix-hr 120 5 Lx-hr
PR UBO1 WAREL D WAREL D WARED
<IREDME T 7L > i 7L Wh e i 7L
BEHYE (%)
<30 4. TE%LLE > UBO1 97.5 98.6 98.6
a8 (%) *
<90.0~110.0%> UBO1 100.7 100.4 100.0

% RRRICKT A AR (%)




OkB7V=1F 71 100mg THIET )

TEpdt

40°C [,

S
AERIE B =y bk PRAF IR
< B> & BAR 1% A 2 4 3 4 /1
PER ooy | HREO PR PR D TR0
<WAREDEN 7L > 5 7k L fifi 7 7k L fifi 71 7" L W 7L
wHM (%)
<454y, %L > ucCo1 95.7 95.3 97.7 93.0
&8 (%) X
<90.0~120.0% > uco1 99.8 99.4 98.0 97.1
% RARICHT B EHE (%)
Ov7Y=A4h 7 100mg THIEL] #EA13E 30°C - T5%RH [, Bk
RERTHA w b FRAEIAR
<Ktk > &5 B LA 14 A 2 5 /] 3% A
PEAR UCco1 RARED WA D WARED WARED
<YRIREDWE S 7L > T YT Ay BT
wWHE (%)
<454y, TE%LI L > uco1 95.7 97.2 97.1 99.2
G (%) *
<90.0~120.0% > uco1 99.8 100.9 98.3 97.5
N BRBICHT 2 EHE (%)
O T V= A TN 100mg TAET) WAk e [KERE]
AERTE B [FIEVIIN AN B
<> HH B IR Ry 80 5 Lx*hr 120 J7 Lx hr
PR uco1 YARAD YD YA D
<PREOBRY T2/ > WA 7 WA 7 W7
wHME (%)
<454y, TB%LL I > Uco1 95.7 94.2 046
e (%) *
<90.0~120.0% > uco1 99.8 99.7 98.2
% FRRITET 2 A HE (%)
7. RABMERUVBREDOREY
RN
8

AR

. feF L DREELE (MEBEFHEL)




9. Bt

(1) BB
7= H TN B0mg [HET] KOt 7 V=17 €/ 100mg [HET] 1. HAERHEK
B RICED NI 7 V=V TRV OEHBMICHEEG LTS Z DR INTWND,
GRERI Vs HRBUBRES 2 9 900mL Z vy, /S R/WEIZ LY | 50rpm THRERZAT 9 ,)

Vs R A
FORE i B [ TR
S 7 50mg (1) 30 47 80%LL I
717w 100mg  (FI1fh) 45 5y 75%LL I

(2) WHiFER®
(E7V=h T 100mg TRETD)
I Fdn DM F IR BRI A BT A O —FUIEIC DWW T CFRK 18 4E 5 11 81 H EEHH
% 786 5)
RERS
EE . AARERS  wEHEBRE S RE
[R5 &% OVFRBRIE © 50rpm (pH1.2, pH4.0, pH5.5, pH6.8, pH7.5, /K). 100rpm (pH4.0)

CHIE]

- pH1.2 (50rpm) Ci, FEUERIK| O FIJE TR 40% M O 85% (T D 2 B I BV T, A DY)
R SR TR VE R O S PR R £ 15% D FEPAI & - T2,

- pH4.0 (50rpm) TiE. HEUERIFID AR 40% M Y 85% 1T D 2 i SIZ BN T, AL
T R AT YRR O SRR M £ 15% DOFPHIZ B o 72,

- pH5.5 (50rpm) Clx, FEHERIK| O FIEHZR D 60% K O 85% L D 2 B fIZ BT, ARfhD Y
T H R I IAE AR OO PR =R = 16% D FEPHIZ B > T2,

- pH6.8 (50rpm) TiE, FEAERIHFI K ORI E HIC 15 23 BANIC Y 85%LL EiEH L=,

- pH7.5 (50rpm) Tid, FEAERHFIKROARMITE I 15 23 PANIZ Y] 85%LL EiEH L=,

- 7K (50rpm) TiE, HEHERIFINS 360 /712351 5 REEE RO 1/2 O 3 2 7R 70 24 72 RS %
OV 360 43T HN T AL O SR H SR A HE R O SEEJEE 3R = 8% K DN 15% D &R 8 > 72,

- pH4.0 (100rpm) ~ClE, HEHERIAIL OARGITE HIZ 15 LN 85%LL By L7z,

PLE, KE O EE) 2 RE] (£ 7Y 0 70 100me) & Bl L2 R, S ToRBRIKIC W
T BB ERLOEYFNIRIEERBR T A FT74 ) OPERECHEE Lz,



(¥ tH i)

BHE (%)

pH1.2 (50rpm)

BHE (%)

pH4.0 (50rpm)

(3) GENEL DO EFERA O ALY R SRR )
(2= )LAhT+E)L50mg THEID

v 7=V a7 50mg THIE T (X, [EENRZR D80 ERRA O LWL REERBR T A K Z
A2 (CFR% 184511 A 24 B AR 1124004 =) | (23 7 V=15 7/ 100mg [ H

100 | 100 }
80 80 |
60 60 |
40 40 -
20 | —— 7Y ATEI100mg THET 20 | —— 7LD 7 EI100mg THET)
- & — 7T E)I100mg - » =t 77 1)L100mg
0 ‘ ‘ ‘ o o ) A
0 15 30 45 60 75 0 0 60 %0
B (43) B ()
BHE (%) pH5.5 (50rpm) EHE (%) pHB6.8 (50rpm)
100 100 |
80 80 |
60 60 |
40 40 -
20 —e— 7 LN FEI100mg THET ] 20 | —e— YL T 100mg THET]
- = = 7% 171)1100mg - = =+ 7/ HFIL100mg
0 : ‘ 0 ¥ : :
0 10 20 30 0 10 15
BFfE] (53) BRfE] (53
FHE (%] pH7.5 (50rpm) FEHE (% 7. (50rpm)
100 | 100
80 80
60 | 60
40 40
20 | —_— 72 LT EI100mg THET ] 20 —— 17 2L I 100mg TEEDL
o b - = = £ UNIEIL100mg 0 - = —E7JrhJeEl100mg
0 10 15 0 %0 180 270 360
BFE (49) BEfE (53
EHE (%) pH4.0 (100rpm)
—e— 1t 7 )L FEIL100mg THETY
- -7 ‘J"/?j?’t)lfmomg
10 15
BFE (49)

(n=12)

L AR ERGR L Lo L&, WHEINE L EMFPIcRE & RS,

BRI

HiE . AARIEF S

Vs BRI

[RIH %N ORI 50rpm (pH6.8)

HIEfE]

pH6.8 (50rpm) Ti&, HEUERF K OARMITE BT 15 43 LAINIZ ) 85%LL B L7z,
F o, B EEEES (15 4) ISR DRSO 2 OVEHRIT, A5 O R £ 15% D FiHH %

2N RLE

BADHON 12T 1T T, £26%DHPAZEZ D b DR o 7,




(¥ HH AR

BHE %) pH6. 8 (50rpm)
100
80
60

40 —— 7T LA T50ng THET]
22 —o0— £ T TZ L h FEIL100mg THET )
0 5 10 15
BERE (99)

(n=12)

Uk, 87 Y=1071/150mg THEL] ORHEEZEERE (t7 =15 7k/1 100mg [H
BEL)) &g LR, TE &R 28 A EERA O LY R SRR T A R T4 ) OHIEL
WG L2 Z &b, AWFRICRSE & i &,

10. B - A%
(1) FENRELRSR - BF. NEFRBRLEERR - AEICET H1HFR

Y L7R0
(2) A&

(£22=)h 7)) 50mg THEI])

100 7 7&/v [10 1 7E/LX10 ; PTP]

(2= )LAhFEI100mg THETI])

100 # 7V [10 1 7 E=Z/1X10 ; PTP]

500 1 7 &/v [10 57 7/ X 50 ; PTP]
(3) PHBEE

Y LW
(4) BROME

o4 PTP f14&

v TR
50mg [H[E T |
R AN Wi i PTP RV E= LT 4V A TIAI=ULE
100mg HET Fa— 7= h RV F LT IH—RT 4 )LA

PTP : RUB{bLE = LT 4 b, TIAI=7 L0

1. ARSI HEME
MR L

12. Z0th
AT & D

10



V. ARICEYSEE

1. PREXETHR
GHEIGETE)
AFNCEMED 7 FUKEE, Lo ERERE, MRKE, M, £72787 (700 A2F) - 4
F—U A, KEHE, ZV7YxIE, 7uaTvR - I53 R, FubFry TR, ATV
PH, XTI RSV hay AR, T RHE
CERGAE )
RACME L R EYE . TRIEVER IRGE, U N - U Rk, IBYEIREUE, SME - Y5 K OVl
Al O PGy, AR, LM EPERRE ., WHER - MeEAs, Rbkd, SMERAE Sk, ik, Bk,
BERER, RER, VMY UK FENEG, FEMERRg. ZORE, Bk, ShER. T
H, mlbedk, weEmiikoe, soeE R, sk

2. DERXEIHRIEHETHIE

5.BENIZRICEIET HEE

(IEEE - MREES . Wbkd. [UREX L. hE k. BIRER)

(P AE S EE O TS &) ¥ 2R L, JUEEE G OB ZHWT L7z BT REIOFLH
WE LR SN DG EICRE T L,

(fizas)

PUs AR O E A OHEEZ BEY & LT, TRk 29 48 6 H 1 BICIEAE S EE R RS YiE R
L0 THMAeEYREEEROFII XS My ¥ ZEHEShZ, ZhaeZid, Flk 3043 A 27 H
i CIEA B 3K - AR R IR AR R R A (FUMAEwIEO EH EoEE] O%ETIc
DNT) BFEH ST, WHEA - MEEAK . RkR. SMERE KR, GG R U TR SR D
FTHOOBRE T B A G T AP AEWIRIC SN T, HM/EYEE EFEROF X | (2%
RN ZND LD, TSI RICEET 2R QAR L, FEMET L & & L,

3. RZERUVHE

(1) AERUVAEDMER
Wi, E7 Y=L LTHRA 1E 100mg (Offh) % 1 H 3 [EfEO#ESET5,
PR, AR L OVERICIE UGl a5,

(2) AERUVHAEBORERE - B0
MR L

4. AZERUVAERICEET 5IE

1.RERUVBAEICEET 3R
MEEHTEE TIZ 1 H 100mgl [H#EE2RZEE Ly, [9.2.1, 16.6.2 &[]

5. ERERAUR

(1) BET—41R\vr—
B UP

(2) EREREESER
L E R L

(3) AERGERRAR
BRI L

11




(4) WEERAER
1) BUMRIEEER
1711 BEAZEETRLEEHER
CEEMRERR GREMUEMERR) B\ TE 7 V= A OF IMERRD b TN D

YR B4 A HE 5 RS (%)
AT B i R E 26/29 89.7
EBE (1) K 17/20 85.0
fRYVE RS 9/9 100
GRAENE B2 i YR 39/41 95.1
- o, oMEE, L5
PRREIE | o s, Ox 5o, (LRSMETUR (F) 21722 905>
% 18/19 94.7
VPR - IR iE/ 3 9/9 100
TEYENREE (2 TR, TFIRSE . BRI E 07/34 0.4
TEVENR B IE)
aEl 101/113 89.4

BIVERIE 142 Bl 9 61 (6.3%) IZi® bz, EREWEAIL. HERRE 46 TH- 72,
7 Y=/ 300mg (/i) /H%Z 7T~10 HH#E 5
17.1.2 EA-EERLEHER
CTHEBRILERR (L) BTt 7 =0 AERRD bR TN S,
PR BA A BIEBIE HhE (%)
PR S R E |HM<< 64/72 88.9
RIMERIE 102 Bl 5 651 (4.9%) 23R B ALz, BUWEHOWNFUL, KIER 2 6, 8B, BHEAPLEL,
TH K 1pBITH T,
7Y=L 300mg (/iffi) /H% 14 AL,
17.1.3 BN - EERLLERR
THEERERR (EMENRBIRYE) 2B TR 7Y A0 AR b TWS T,

BB HRBISEFE HINE (%)
‘ BEtse (75).
PR IS R GE BEES (20) 78/95 82.1

() PUITERI
RIVERNZ 147 Bl 7 61 (4.8%) 12RO Bz, EWERONTIZ, THi 5 #l, EK 2 Fl%E Th o7,
7Y=L 600mg ™ (i) /H% 5 ARG,
) AKIOERS-RE - AEE, TW@E., E7Y=1E LTHRA 11 100mg (Iffi) %1 H 3E
RO#ET 5, B, FEIEOERIZS U CEEEBT 5, ) Tho,
2) ReMHER
FMER e L
(5) BE - RBAFER
MR L
(6) ammfEm
1) EARERE (—REARKRAE. BEEARKRE. EARBLERE) . HERTERT—2A
—RRE. HERTREBRABROAR
MR L
2) RBEHL L TEBEFEOABRRIIREL-FAE - HBROME
YL
12




(7) it
A% LR

13



VI. EHEBICEYTSEE

1. EEPFMICEHEHSLEYMXIELEYE
7 = LRHUEWE
R BEEOH LG OREE « IRFEL, RIOBFIRXZZMT 5 &,

2. XB{EH
(1) YERERLL - 1R
TEFRE P IR IR BE D B RS TH Y . ZOEHAITEEIC IV B 203, X=v U UEER
(PBP) @1 (la, 1bs), 2 KO3 IZHFMEAENS 9,
(2) EDZEEMITHEBREE
18.2 fiE/EH
18.2.1 7T AGVER K Q&R ICISHIPH R HIE A~ MV a2 f L, FH27 T AR O 7 B D KR
B, VI EREESICR L CRWE AR L, ZOERIIRFENTH SO 1Y (in vitro) .
18.2.2 KFEME DFEAT S B -lactamase ICZE T, B -lactamase FEARE I HENT-HIHE 12 ~T
8)=12) (in vitro),
(3) YERZTIRFME - FrifeER
Y ERR L

14



VI. EHEBRICEYSEE

1. mMPREOHTRE
(1) ARLAEDLGOLHRE
MR L
(2) BRABRTHESA-IfRE
16.1.1 fEEERLA 6 BlC 50, 100, 200mg ™) (Jfl) Z ZEfgRF AR 592 LK) 4 Befffg iz
2 0.64, 1.11, 1.74 u g/mL Ofe i mAEHRENE D, ZOWHI RN 1.6~1.8 Rifii TH -
7L:15)O
E 1) AFOEBINHE - HEF. B, 7Y=L LTaA 1E 100mg (F1ffi) % 1 H
SEEOEEET %, Zed, Fln L OYERICIS U CHEEHEET 5, THD,
16.1.2 EMEHNRFEHAR
(2= LA FEIL100mg THET])
B IR EH L DLW FHR SRR A BT A VSO —EUWIEIZOWT (CERE 1346 5 H 31 HIEHKHE
K 786 )
7= 7N 100mg THEL] RO 7Y 780 100mg 2, 7 2 A4 —"—EIC 8D
ENENL B TENL (BET7V=LE LT 100mg (Jif) fEREERA S IR ERE Q&5 L i
b7 Vo VIREAZRE L, SOy ERE T A —% (AUC, Cmax) (22T 90%/5 HEHX
RIS CRERHIIT 24T > 7255 5. log (0.8) ~log (1.25) DOHEFANTH Y |, WAl D AW 0 RS
PR S,
HpEhE T A — X

HIENRT A =X BENTGA—H
AUCOﬂIO Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)

w7 T'L

+ + + +
100mg [HIET 4864.821+582.85 | 984.11113.494 3.970.30779 | 2.07516%0.5044

= Xey
LT BT 4664.29*776.308| 976.4*X111.155 3.910.44721 [1.96841+0.50031

100mg
(1 75, Mean*+S.D., n=20)
(ng/mL)
1,200 - —o— b7V AT RIL100mg TAET ]
- - 27U 2 H T 2I100mg
1,000 1 14 7+ 3845, Mean£S.D., n=20
m
£ 800 ‘
ch /) !
t /" ?
7 /
5 600 / \
i/
B 400 - i
200
3
0 T T - 1
0 2 4 6 8 10
BEfE Chr)

1 5% F A It JEE HERS

3P RN NS AUC, Cmax FFD/NT A —2 (3, HERE OZIR, AR OBREEIEL - R 55 O 55k
FIFICE > TR D AREMERD 5,

15



(7P =NA T+ 50mg THEI])
GRS DR 0 ERRAO LW FINRENRBRT A T4 CER 18411 A 24 B HEAFKE
55 1124004 &)
w7 V=N B0meg THIET] 1, 7Y=Lk 7 /L 100mg [HET] ZHEgERHF L Lz
EE L IEHEENNES S HE S, EWFEIICES LA SR,
(3) HhiFE
ME R L
(4) BE - BtREOTE
(TVIL 4. Wy, VL 7. MREVER ) OEBER)

2. EMEERN/NSA—4
(1) A
AN 2P
(2) RUGEREEH
AR L
(3) HEAEEEH
R L
(4) VUYFPS VR
AN 2P
(5) PHER
AR L
(6) Tt
AR L

3. BEMA (REaL—>3Y) &#F
(1) BiAE

RHERR L

(2) IRSA—SZEHER
HEERR L

4. TR

R A 6 BliC 100mg (Jl) ZZEMERE R OVEZICHRBIR OGS Lz & &, ReEiiErhREITo 4
B2 IC N FN 1.25, 0.79u g/mL TH Y | BHHEEG TITRIARRLE T L7,

5. 9
(1) mik-HEIFPEEY
BRI L
(2) mi#&-paiRRIFIEBEME
(IViIl. 6. (5) iltm) DIESM)
(3) Bit~nBiTHE
(IVI. 5. (5) ZDOMOMEE~DOBATIE, VI 6. (6) #=ILiF OHEBM)
(4) fEHE~DBITHE
BRI L

16



(5) ZofaniER~DBITHE
16.3.1 #EANBIT
BEVEG P R, ERRIR AR, P H . RS, DEEERRE~OBITRR O b
Too 728, HIHTASOBATIIRRD BTN "2,
(6) MPFELAHKEE
MR L

6.
(1) REEERURBHER
LR L
(2) R#MIcBE5T 5B% (CYPE) OHFiE. F5F
AR L
(3) MEEBHRODEERUVEFDES
AR L
(4) REMOTFEDEERVEML, FELE
b R OMmsE, PR EOFEE I PTETE RS E IR0 DTNt )

7. et
16.51 & L TBLVHPEEESh 52,
16.5.2 fERERLA 6 5 (Z2fER5) (2351525 50, 100, 200mg ™ (Jfli) &1 #G-Reo RS (0
~24 W) 1359 26~33% T, IR TIERE L 4~6 B TZN TN 44.3, 81.5, 132 g/mL TH
o719,

E 1) AR OKREINHE - HEE, @y, 7= LTl 1[E 100mg (i) 2 1 H
3EFEOFGT 5, ok, Fl M OYERIZG L CGEEHEET 2,1 THD,

8. FIVARKR—E—(ZEET B1EH
MR L

9. BNEIZLZKRER
(IVIL 10. HEOHEREZHFTLHHEE] OHBM)

10. HEDEREZFITHBE
16.6.1 BHeEEERE
(1) BHEREREEEHEIC 100mg (Ofl) ZHERE A£G Uiz s & Mg oML EiE, B
BEDIE FICHEWNERE B SN2, [9.2.1 ]

Cer (mL/min) Bl tuz (h) AUC (p g+ h/mL)
=100 3 1.66 2.76
51~170 1 2.41 10.74
31~50 3 2.92 7.48
=30 2 4.06 16.94

(2) ERERERE T B2 100mg (i) ZHERE O #G Lz & & BEREOR T IS PR OB IE )
BoHNTZY, [9.2.1 BH]

17



16.6.2 MEEHEE

MEENT B 6 Hl 100mg (JIffi) ZRBICHEREOKG Uiz & & A R o7 5 -0 1
FERRA DK 11 512N L7z, [F UEAFEIC 100mg (Ufl) ZB%ZICHEBRROEL L, 12X 5K I

7K
PRI LR L 0 4 BEREENT &2 T L7 & & BT O X FEENT B 0F 1/6 [Z/EME L.
BT L DBRERIZ61% TH-7-27, [1. ]

1.

Cmax Tmax tie AUCo- PRz
(u g/mL) (h) (h) (u g+ h/mL) (%)
AT H 2.36 9.00 16.95 69.05
ZHT A 2.03 — 2.76 2 30.18 61
H2) BT O R
T Dt
MR L

18




W ZeH4 ERLOEESE) (BT 5EE

—
]

ERARTEZTDER
RE I TN

W

®

2. BERABRLTDER
2EE (ROBHIZEBELLGLI L)
AFND RSk LIRBUE OB ERED &S 5 83 [9.1.1 &MR]

(figt)
B-T 7 X LREME fROEFRFHTHY . AAOHRIIZLD v 2 v 7 OBERDO H 25 BHIC
ARPHFRESNZSGE, v a v 7 FOHERBEREWEN 2B 5 Al m,

3. BWREXIIFRICEHET HEE L EDEH
(TV. 2. BEESUIRICBEEST HERE) 2RI 52 L)

4. AERUVHAEICEET ST L EDOER
(TV. 4. FEROHEICEETSER) 22552 L,)

5. EEGEFNIER L ENER

SEELERMIE

8.1 AFNDEEMITH T T, THEEORBELL 72D, JFHAIE UTERZML R L, SN OIRE
B R NEOPMOFRSIZE EDDH T L,

82 L avINbLLbNAIBENRHLOT, +ol2airH> 2 &, [11.1.1 ]

8.3 JLMERED . MERERIERAE, M/, WA S b d Z EB3H 50T, EHICHRAE
EATH R EBEE 3T 2 L, [11.1.4 ]

8.4 SMEREELOEELRBRENS LONDL ZENHDHOT, EYMICHRELITH 2 CBEE 50
2175 2 &, [11.1.7 ]

8.5 BIEAT RS DEEEZR TR, F L\ AST, ALT, Al-P & EF4%0E 5 AFHERERE, HENDH S b
NHZENHDHDT, EFMHNRAELIT O e EBIEEZ 712179 2 L, [11.1.8 ]

(fi#Esi)

8.1 M MERIIE 2 2h6E « 2R & T2 HIE MY E A — R DIEEFHTH 5,
M PERHYE ICHURA A 2 T 258120, BREEZFRE L, £ ORSMEEIC L0 HUEHl 4 28I~
L. BREZIRICE Y, &Gk, BEHkE, SUHRAIOLEEZIET D 2 ENFEAITH S, Ll
NG, EEOBKOFIZIB W T, AMEEIYE CIL, BREORE, BRI HEA
DG HBME L 2T IUZR 5202 e UIELIES D | SR O O MBS % R YSIE O 28 B &
BE L, {BEZHL (empiric therapy) L72THIER O 8L, ZOHAITIE, EBR
L7 Al 2@k Eikkc it 592 O Tid7e <, 1) BEEZHRBROBRICE ST, iEAlOLT %
BRET DM, 2) IR LPEAIOA R Z 72 RFFRRE T, %3, BiMmEkE, CRP HoHEREIZ
L VHEL, OBENE LN TOIITIRRZ L, @UEEN G bV TR IT AU 2 3 OHEE
oD WIIIRE LIS, B OIRTE, RO & - I TEFIC O S HRET 21TV, HA Ok
fot, BHEEZRET DMEND D, £, FEHOPIERHT ERLFT A otEL2 b > TIRET D5 2 &
MDD X 5 TH 5,

19



82 B-T U/ X ARPUEME - BOFEFHTHY | FRHOEFNC LD a v 77 EOWRBUERH
ZHEME SN TEY . AANCBWTHIBBUERORBUCKEET D UENH D,
TF747F% = a vy &I C0HETLRBUEIRZIMIC T2 FIEEBED & 2 AT
SINTHELT, RLEERZLIEIMBZICLDTHTH L, b, @EUERRE L5512,
BeGixpik U, MBS URHERIEEITY Z &,

6. RENEREATIBEICHT IER
(1) AHHE - BEBRFOHLHEBE

9.1 SHHE - IEEFEDHHEE
911 £ T LARXER=V ) DRINEVEICH LABEOREEDHIEE (f-F2L. FHFIHL

BREOCBREEOHSBEICEBELENI L)

[2. ]

9.1.2 FAXITHF. RBICKEXME. RP. ERPEFO7 LILX—EREEC LOTVVHREEZS

TEHESE

9.1.3 BOEMOFERLRENIIFEOREDORSE,. 2ERBOEVEE

BEET5IITY 28, EXIVRKRZIERDS DD ZENH D,

(fiFah)

9.1.1,9.1.2 B-T 7 ¥ LRPUEME MEOEEFHTH Y, BT = ARPUEWEIZ L 5 IBBUE D3
BAEENE 7 2 AR UIN=2 ) T LAX—DOBFREROH 5 BETEWETIHERDHY . >~
3y 7 HEOERBERANEAZEL2BTNN DD, EILARNUIEOFEICEKAT LLX—E, 7
VX —RER ENRHLEBE T, ENOORREZFZRVEFITHARB-F 7 2 LFHNZHT 5
WEGEROFBBENEB N ENE, TLAX—E, TULX—FRROH 5 BEIITEEICES
TRETHD,

9.1.3 fiEWE XOIEEFETHY , PUEMEOBRGIC L VIBNMEZENEE LE X 2 K DA
HEEN AT RO E X I > K OB A R BE CIIHmEEn 7 & oFEESSE T
Hb,

(2) BRERERS

9.2 BirEESRE
921 EENEEEOHSHE
BEEOREIE U TRFREZHEL, B5OMBEH T CTHERT2Z &0 MARENFHT 2.
[7.. 16.6.1 &]
(fiFah)
BEEREREE DO S D B TR, BEEORE IS U T e = 2N TR U, R s &
RefRFE T 2 2 E M DIEEICE T RETH D,
(3) HHREEERE
BE STV
(4) £HEEEHTHE
BE S VTR0
(5) MR
9.5 1R

PRI SUTIEIR L TS ATEEMED & 2 2RI, i oA ElRE 2 ER S L Hlrsh 556
WCORBESDH &,

20



(6

(7

) BELE
BE ATV
) MNRF

9.7 MNE%

INRFE RS L UTeAIME R O R et 2 el & L2 BRRERBRII T L Ty,

(8

) BEmE

9.8 BiNE

ROFUERE L, HET R GHBICEET 22 EBEOREZBIE L 206, HEICERET 5

ek
N o

AP T L TWD 2 EREL, BRI LT,
- B IV KRZIZEDHIERA D 5bid Z &b %,

7.

(1

(2

HEEHA

) BEtREER L FDEA
PRE I LTV
) BEREE L FDER

10.2 BiFERE (FRAISEET S S

&)

HKHA4 %

BRAEAR - HE T iR

B - fabRIN T

SRl

AHNIOWLIL %K) 10 730 1 % TR
EI 20T OFHITEETHZ &N
EE LW, RO ESTIFHT 8
BT ARAN OB 1% 3 BRI LL k-
MbE % &1 TR 53 5,

IGEWNICBWTEA A 21T L
o EWIN E N7 W EE R E TR RS
60

B S IND /R RN

UN77 U LAOEHN
HmInsB8FENNHD, 277
L. ARFNBT DIRERIRE 1T
,

BNRIEIC LA X v K OfE
EEMEIT DR D,

HIERHI (T = AT~ 7 X
VU LER)

AANOWILAMET L 2RSS
SNLHBLENNEH D DT, AHO
Feh% 2 BERILL BRI Z & C
#5495,

HeFE R

(fgst)
Al

b CORBEEICRBW T, #F5 L ORBARFIC L 0 ARFOWRINAK 105D 1 EFTIKRTT5 2
L. AHlDERE 3 BFRZICEA 2B S L5610, RRFARFERZ LB TRINOIR T 2358 75%
FCRIET 2 2 ENRESNTND S,

FI 2 B IND /BBy N

7 2 LRPUEME TE X I KRZICEHDHMAA L bbb Z LMo Tnd, —J7,

U7 7 YA I K ISP L ChigrEER 2RI HAITH Y, FHL-HE.

AR ISNLDBENNH D,
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(

—

. El{EA

1.84EH
ROBWERBRH 5O ZENHLOT, BlEZ TFITATV, RENBEO NG EICI3&kE 2T

1B 270 EWE REZAT D Z &,

) EXLEIER &R

1.1 EXLEIEA
1111 a3 vy (0.1%A0)
AP, AIPVERFR, W, e, EE, BN, BITFERS b HGA TRk EE I L, i)
RAEZITH 2 &, [8.2 ]
1.1.2 7+ 274 3F>— (0.1%AKiii)
TFT7 4 T7F— (MREEE, SHWAL, MEMRE, SRE%E) 2Hobhd I Lnd b,
11.1.3 REEE (HEAH)
WM R B ST R#RIE (Toxic Epidermal Necrolysis : TEN) | B2 & fEEARE =R (Stevens-Johnson
JEMERE) (45 0.1%A0H) b LbnbZ ERnBDHOT, A, §HFE, BIERE, BECRBEOME -
KA, B8 DBERARIK « IEVE - RS DR DN HA ISR G AT L, AR AE AT 2 &,
11.1.4 MEREE (FHEARH)
DL BRI | SRR ERE (IR « SN, WHSEYE . PR, MERURSE) . M s (RIHTER
SR AL, SRBESE) | WRMMEE (RIEER - BB ~ES r VR, BMAERSE) (% 0.1%ATH)
NHLOLNDZ ENRH D, [8.3 &)
11.1.5 Ka# (0.1%AKI)
AIEYERG RS OMAEZ LD BEERKBRB S LoD Z EnH 5, BiF, HEElO RS Sbh
EBRAIITE IR G2 R U, EEURLEEZITY 2L,
11.1.6 RAZMEMi#. PIE SEERE (455 0.1%A0H)
FEEN, NEWR, PR IREE, MO X MRERE . AFRRERIE S A0k O B MM R . PIE SERRESE N H H bl
LZENHDHDT, ZDOXHRIERNS SbESHAICITREE T L, BIERERLVE L FIOR
HEDOMYIRIE LTS Z &,
1.1.7 BREEF (0.1%KI)
AMBEESOBEERBEEND DN Z LB 5, (8.4 BH]
11.1.8 RUGERFJ, FFREREREE, BE (75 0.1%A)
BUERF RSO EE/RNTHR, Z L\ AST, ALT. Al-P © LF5 %05 iFHREREE, #ENH bbh

LT ENRHDH, [8.5 2]
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(2) XnthnEI{ER

11.2 EDHDEMER

0.1~5% A1 0.1%A i S

W ABURE % HIRE, £ 98, HE\ |FLBE

A
I1IR73 I FRERIE 2 ek B ek
R ik BUN L&
Hib#R T, M. BRI LD, EM, e, B

BRI, A
P ASRIE 0N N VHE, BEE
v X2 URZIE EH v K RZIER (K

o ko r e UmE,
Mmm%), 4 B
FERZIER (GBFR, AN
K, BACRIR, PR )
Z D, DEV, B, MR LT

Ji

FEHBHAE T, 7KEERT E T ORI KL O R A R R ISR S VT D,

9. BERERRICRIZIZE

12.BRBRERBRICRIZTEER

121 T AT — TS EBRLS X2 T 4 7 MK, 7= — VU U 7RI L D IRBERAE CIIBEEE 21
HZENHLHOTHEETDHZ L,
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e CEFDINIR capsule
K - Bk | Capsules : 300 mg
INDICATIONS AND USAGE

To reduce the development of drug-resistant bacteria and maintain the effectiveness of cefdinir and
other antibacterial drugs, cefdinir should be used only to treat or prevent infections that are proven
or strongly suspected to be caused by susceptible bacteria. When culture and susceptibility
information are available, they should be considered in selecting or modifying antibacterial therapy.
In the absence of such data, local epidemiology and susceptibility patterns may contribute to the
empiric selection of therapy.

Cefdinir capsules are indicated for the treatment of patients with mild to moderate infections
caused by susceptible strains of the designated microorganisms in the conditions listed below.

Adults and Adolescents

Community-Acquired Pneumonia

Caused by Haemophilus influenzae (including B-lactamase producing strains), Haemophilus
parainfluenzae (including B-lactamase producing strains), Streptococcus pneumoniae
(penicillin-susceptible strains only), and Moraxella catarrhalis (including B-lactamase producing
strains).

Acute Exacerbations of Chronic Bronchitis

Caused by Haemophilus influenzae (including B-lactamase producing strains), Haemophilus
parainfluenzae (including B-lactamase producing strains), Streptococcus pneumoniae
(penicillin-susceptible strains only), and Moraxella catarrhalis (including B-lactamase producing

strains).
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Acute Maxillary Sinusitis

Caused by Haemophilus influenzae (including B-lactamase producing strains), Streptococcus
pneumoniae (penicillin-susceptible strains only), and Moraxella catarrhalis (including B-lactamase
producing strains).

NOTE: For information on use in pediatric patients, see DOSAGE AND ADMINISTRATION.

Pharyngitis/Tonsillitis
Caused by Streptococcus pyogenes.

NOTE: Cefdinir is effective in the eradication of S. pyogenes from the oropharynx. Cefdinir has not,
however, been studied for the prevention of rheumatic fever following S. pyogenes
pharyngitis/tonsillitis. Only intramuscular penicillin has been demonstrated to be effective for the
prevention of rheumatic fever.

Uncomplicated Skin and Skin Structure Infections
Caused by Staphylococcus aureus (including B-lactamase producing strains) and Streptococcus

pyogenes.
Pediatric Patients

Acute Bacterial Otitis Media

Caused by Haemophilus influenzae (including B-lactamase producing strains), Streptococcus
pneumoniae (penicillin-susceptible strains only), and Moraxella catarrhalis (including B-lactamase
producing strains).

Pharyngitis/Tonsillitis
Caused by Streptococcus pyogenes.

NOTE: Cefdinir is effective in the eradication of S. pyogenes from the oropharynx. Cefdinir has not,
however, been studied for the prevention of rheumatic fever following S. pyogenes
pharyngitis/tonsillitis. Only intramuscular penicillin has been demonstrated to be effective for the
prevention of rheumatic fever.

Uncomplicated Skin and Skin Structure Infections
Caused by Staphylococcus aureus (including B-lactamase producing strains) and Streptococcus
pyogenes.

DOSAGE AND ADMINISTRATION
(see INDICATIONS AND USAGE for Indicated Pathogens)

The recommended dosage and duration of treatment for infections in adults and adolescents are
described in the following chart; the total daily dose for all infections is 600 mg. Once-daily dosing
for 10 days is as effective as b.1.d. dosing. Once-daily dosing has not been studied in pneumonia or
skin infections; therefore, cefdinir capsules should be administered twice daily in these infections.
Cefdinir capsules may be taken without regard to meals.
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Adults and Adolescents (Age 13 Years and Older)

Type of Infection Dosage Duration
Community-Acquired Pneumonia 300 mg q12h 10 days
Acute Exacerbations of Chronic Bronchitis 300 mg q12h 5 to 10 days

or 10 days
600 mg q24h
Acute Maxillary Sinusitis 300 mg q12h 10 days
or 10 days
600 mg q24h
Pharyngitis/Tonsillitis 300 mg q12h 5 to 10 days
or 10 days
600 mg q24h
Uncomplicated Skin and Skin Structure 300 mg q12h 10 days
Infections

Patients with Renal Insufficiency

For adult patients with creatinine clearance < 30 mL/min, the dose of cefdinir should be 300 mg
given once daily.

Creatinine clearance is difficult to measure in outpatients. However, the following formula may be
used to estimate creatinine clearance (CLcr) in adult patients. For estimates to be valid, serum
creatinine levels should reflect steady-state levels of renal function.

Males: CLcr = (weight) (140 — age)
(72) (serum creatinine)
Females: CLer = 0.85 x above value

where creatinine clearance is in mI/min, age is in years, weight is in kilograms, and serum
creatinine is in mg/dL.

The following formula may be used to estimate creatinine clearance in pediatric patients:

Cler =Kx body length or height

serum creatinine

where K=0.55 for pediatric patients older than 1 year and 0.45 for infants (up to 1 year).

In the above equation, creatinine clearance is in mIl/min/1.73 m2, body length or height is in
centimeters, and serum creatinine is in mg/dL.

For pediatric patients with a creatinine clearance of < 30 mL/min/1.73 m2, the dose of cefdinir
should be 7 mg/kg (up to 300 mg) given once daily.
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Patients on Hemodialysis

Hemodialysis removes cefdinir from the body. In patients maintained on chronic hemodialysis, the
recommended initial dosage regimen is a 300 mg or 7 mg/kg dose every other day. At the conclusion
of each hemodialysis session, 300 mg (or 7 mg/kg) should be given. Subsequent doses (300 mg or 7
mg/kg) are then administered every other day.
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