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DORFEN 72 STz, FOEFEIZIG U T, RFOIEYENRESR® in vitro KON in vivo iREER, FFHICP
KEDHTA RTAVHEOERE S EIZ, RIE, XA N, abTJ 7t TRERTQADREEINIC
DWTHFEZITV, 20023 H6 HIZ 2T RXA R RIE, 7B TRE, QY ITXH3 25068 -
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SR GNZ =7 Efcd) \ 103
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. JBFEICE T A2 TEH 11



VI. RHZEBICEEI SIRE

1. REZHICEEH S LEYMRITILEHE
T RIY A7) CRUVEWE

2. FEIEER

(1) YERRERL - /ERAHERE
VEREAL - 72 7 73 /L tRNA
VEFER: - N O & A& RER ORLE

(2) EMEZEMITHHABRAE
R oA 7 U ARRREKFIMIL. in vitro T 7 LBMHE., 77 AEMEEKOZ 79I VTR K
QB F7 (ar2xT « TARXT 4) IS UENHEAZRLY - ~9 | ZOEMIZ
MEOERGRHEIC XD,
R Yo 7 U R K OMRE AT SVIMOT T3 A 7 ) U RHAEWE & 2IE R
THDHN, PLENIEAT FUKREEEL 7 7 ABMERE I LT, K VBAcEfT 5 9,
BhEIT. IR CIIHERY. SIERE (2~4MIC) TIFREMERZRT WY,

PLE A~ hv MIC (g g/mL) : 10°CFU/mL
B T NS ZOLY, B T NS ZPLY,

(TC) (DOXY) (TC) (DOXY)

S. epidermidis ATCC 12228 >100 6. 25 S. boydii EW-29 *1. 56 0.78

S. aureus Terajima 0. 40 0.10 S. sonnel EW-35 *0. 78 0.78

S. aureus ATCC 25923 0. 40 0.05= | K. pneumoniae PCI 602 0.78 0. 20

E. coli NIHJ JC-2 3.13 1.56 K. pneumoniae Denken 0.40 0.40

E. coli BHN 0.78 0. 40 Bacillus anthracis 0. 06 =0.03

E. coli Kp 0.78 0. 20 Vibrio cholerae 0.5 0.25

E. coli ATCC 25922 1. 56 0.78 Yersinia pestis 4 1

S. dysenteriae EW-3 *0. 78 0. 40 Brucella melitensis 1 0. 25

S. flexneri 2a EW-10 *0. 78 0. 40 Coxiella Burrnetii — 1~2

S. flexneri 3a EW-14 *0. 78 0.78

kT RIFHA 7V, FEIHA 27U v @GS ER

(3) EFRIERER - iR
MM E R L

VI. FEhEREICEE9 2 E B 12



VII. EWEREICEY A

1. MmREDHR - BIEE

(1) BELAEDLMDRE
MM ER e L

(2) JBmARERERR 'Y

ZEfEIRE K202 A 7 U L BE 200mg B2 5- DA, 3 IRHAIC 4. 27 p g/ml D EEIZE LT,

(3) ERRRGAER CHER SNz iRE

1) BEEEkE

T H A% A AT ASA 200mg % O e 5% . T ML 2~4 BRFIZ IS S L. 89 3 1 g/mL DfEIZ 72
%W FE R 11~ 13 BRI T H D P,

<BEZESENT—H >

200mg 77 7 L A 5.1 (n=9)
Kh& T.. (hr) C,e (1 g/mL) AUC,y .. (u g-hr/mL) ty, (hr)
200mg 2.97+0.8 5.0+1.9 99.5+30.5 15.2+3.0
Mean=S. D.

2) BHREEEREICBTSEDERE
T RIHA 7V %, B ERE ICEEHEZ VD &R RIS ER U, A
IV ERRNICEREL CEERMELZR -T2 08B0, XU 7 U UGB KfwiEZ o
BB ICEE L GA THOMPRE LA AERICIERE T 5 2 L2 <, @ AR ZER& S
LCHBRIERAX-SF, £7-. BWDO FHZBDALNVERESN TS P19,

<HBE-HNEANT—H >
Fabre & 'V | ZEHERETE H8E (Cor: 131+ 19ml/min) 6 5] & BHERERE = B EHE (Cor : 2~33mL/min)
8D 2 FEIZEBWNT, REI VA2V 257 B/ 200mg H[EIFE 544 o i A BE K O B -

W (t,,) [COWT B 21T > 7=,

Cer t AR (1 g/nl)
(mL/min) (hr) 6hr 24hr 48hr 72hr
131+19 20.4+1.8 2.43+0. 44 1.45+0. 38 0.45+0. 35 0.07=£0. 05
2 FRESYIE 17.5+15.5 20.9+7.3 2.556+1.16 1.46+0.73 0.48=+0. 25 0.23=*0. 16

MeansS. E.

UEOFERIXY, BEOBBERENH->TH, ZIROZVHLDITIRF UV A 7Y oolfff
T B R OV FP A I B A AT & A I LT B,

VII.

FEWENREICBI T A E

13



F 72, Mannhart & 9 [ ZERIEBRE (BEBAEEE) 86 (Cer : 0~5mL/min) IZBWT, K
XA 7Y A7 L 200mg BRI 514 O i FR R BE K OV A i B2 20 (t,.) 18DV TR

2iTo7,
Cer i, M PREE (1 g/ml)
(mL/min) (hr) 4hr 6hr 12hr 24hr
R AR 0~5 22.1 2.75 2.56 1.93 1. 40
CE¥IiE % Fo#R)

EDHREIY FERIH 4 7 U T ERIEREICBW TS Fabre 5 'V OMEHI BT 5 IEHEE
EEDVELS . BEEORAE T HLIENIENERE LTV,

(4) thiEs
MM E R L

(%) BE - HRAROEZR

R YA 7 ) AGERE KL IV 70BY EORIFFERICL Y MPREEOE—7NEND L
DOOWINBIHT S b Z Lixpn ',

6) BEH (REalL—3r) @BNICKVHBALEENERRDEEHER

MM ER e L

(1) BBA7 %
AR L

(2) RULEEEL
MM ER e L

) RAFTRAFEYT 1
DR L

(4) HEEEEH
AR L

G VIVFIURA
MM ER e L

VII.

FEWENREICBI T A E

14



(6) NHEE
MM ER e L

() MFEAKARD
0.36pug/mL Db MIET94.4% TH D,

3' u))um 21)
B. WE Frlot+ %)
JEEERE <, BB LV Ei, B N T 28 3412 50%., 1 IREfEIfZIC 80% I & b,

4. 5

(1) & — AP @sdfE »
4 i 97 B P oD gt P (A 7

(2) Mmik—REEEAM @A »©
EH 5386 3 BN A3 il 100mg~200mg % 1 [AI#E 10 $5 5- UM Vi H 1B 44 L JHy 1. & REOR I oD 35 FE % )
ELTZE ZA, Hh#% 1R 45 505 6 R ORI T 525, A7 i B V3700 & REAR I
HFIEED 1/2~1/3 DIEZ R LTz,

(3) At ~DFITHD
B L 3 BBl 200mg % 5% 2 WERE, 4 RERE, 8 IRfffl CTE N ZE N 0. 14w g/mL, 0. 30 u g/mlL,
0.24pg/mlL ThH D,

(4) BEEA~OHBT
MR L

VII. EWEhfeicfe+ 5 HHE 15



(5) ZDMDMBEE~DBITH
<BE-BT—H >

FRIZ KXV A 7 VU AR OG- H O ligds N E

10mg/ kg% 5-
1IREf % 3MRFfI 5IREfHI % TR
liks 0.9ug/g 5.7 0.2 0
i 0.55 2.9 0.2 0
B 15.2 7.5 3.3 3.1
fif 3.5 4.1 0.6 2.8
i 0.4 0.4
i 0.3 0.4
T 0.1
B 2.5 g/mL 1.5 1.6 1.5
HEE 0.07
Z v MT REF YA 7 U RGO fga e E
10mg/ kg% 5-
1IREfE % 2MRF[E] 4 AT 6IRF )% IRFH] 4
liks 1.051 g/¢g 0.70 1.7 0.75 1.25
i 0.38 0.29 0.35 0.24 0.38
B 1.65 0. 50 1.27 0.42 0.72
it 0.35 0.48 0. 30 <0.1 0.18
i 0.16 0.22 0.29 <0.1 <0.1
% 0 0.18 0 0 0
(i 0 0 0 0 <0.1
N / / 245 250 92
3% 0.20 1 g/mL 1.6 0.18 0.14 0.18
<~ A RF YA 7Y OG- EO g P
10mg/kgf 5 (lfasic X 290 %5 AN)
1IREfH 3MREfHI SIkEfH) %
lils 4.9ug/g 2.8 1.5
i 2.7 2.5 1.1
B 9.7 8.6 8.2
fif 2.5 2.8 1.0
it 3.2 2.2 1.4
RN 82 238 713
3% 1.2u g/mL 0. 96 0.30
. EEhRelC BT A THA 16




5. X

(1) FCHIER L R MRS RR ™
PRy BEER~NFEAERBEND Z L RSPHES D,
(FEFEP~D FXRTH A7) CESERE LTSN D)
K7 7 A F— tHNEE

() RHISE5T 2R (CYPIS0 %) DHTFE
AR L

(3) PEBBHROEERRUZOHE
DR L

(4) RBMOFOH TR ULE
BB L

(5) FHRBYDEERN/NTA—4
MM ER e L

6. BEit

(1) HEtARAL R U#ERE »
T (BREERICIIRERICEE TP S D)

<BE-SEANT—H >%
7S~ A I 100mg $ G
SR 55.4% (0~72 FefE])  ZEfEY 31.5% (0~72 IREfE)

(2) $hiits=
i T 72 BERILAPNIC R HIT 55. 4%, #AHEHIZ 31. 5% HR S5 2
AF 200mg B O 515 OFR PRI R IX, 5% 24 FELIN T 15~30% T 5 12,

(3) Ptk
DR L

1. b5 URKE—5—(ET B1EH
LR L

VII. EWEhfeicfe+ 5 HHE 17



8. BNFICKDBRER

AHNIEAREEENENTZD, BITIZ L DRETHD TR,

(1) REREEAT

UE R L

(2) MREH

MM ER e L

<BE-HNENT—H >

Mannhart & ' [ ZIERIERE (EEBREEE) 56 (Cer : 0~5mL/min) (ZFBWT, RF 17
U > h 7L 200mg BRI G54, DA AR O (t,,) (25 2 5 SN OISOV TR
AT o T2, BT FER T O3 A AE 1T 1. 250, 37L/ke, HRUIZ ) 24. 9+5. 3hr T
BV 12 BEE O MR BT AT D 4545 2588 1. 170, 54L/ kg I 1T 21. 6+7. 6hr & K=<,
F 72 Fabre & 7 ORFHIBIT D EHFHEE LDV ELS | BEEORE 2T 2 LB THNERE LT
W2,

(3) EREmEER

TR L

VII.

HEyEhaelc B+ 5 A 18



VIII. 21 (EFRLOIESF) ICEIHRE

1 =

EARBEZTDER
ARV
2. 232

BRI TOEE (RAEEEEE)
(%

B (ROBHEICEEBEELGEWVWIE)]

AFNDRGTXIET b T YA 7 U 2R EM BT LsBUEDBEERE D & % &

3. MEERIFHRICEET HEALDIE L TDEMH
(V. IBRICET2HE) 22528,

4 RERUVHAEICEEYT SEALOIEEZTNOEH
(V. WBRICET2HA) 2252 L,

5. EERSAB L ZDHEH

RERE (ROBEICFEEICRETSHI L)

(1) MEEOH L EE [FEELELSEIBTNRH D, ]

(2) REWBFEEOHDEE [(REIERL, FET L, FNCREEELZEZTIL0HD
DT, ZOOKTRASE, FHIRBEATORMETITEET D2 &, ]

(3) BAMMOARRZREE LR ARBOBE, EHREOENESE [

HIEE 23S S b Z XD DHD THEZ 512479 2 &y ]
(4) mnE [TEmE~0kh) OESH]

X IKRZIZED
<fiEsn >

TNDDH D,

(1) 7 b 7% A7V RGUEME O RER G L0 EERIT., BEFEOREANEIH LW D
Wi W R ENTEY, FAREATHD RFHA 7 U BN THRENEBT 55

BERLGEFMIRETOEHRVLETA
A% LR

VITL. et (B EoEES%) (B4 55HA 19




. HE%RA
(1) HREESLZDER

A LR

(2) HAZELZDEH

HREE (BRISEET S L)

EHHF

ERERAEIR - HE A

HE - EREF

AN T B YT R TN
TN =T A #AL EAT
M

ARANOPMLAMET L, DR
[ EE AR SR WAL X

BEAA LT ITV A2
YRFL—hEERT DL
(2L E D B ORI HIBAE
sNno,

PugtmAl (V77 ) %)

Mg~ m b a s v o fErEA
flsndZ endbsb,

7u ka U EOERE O
HEND D,

HEFFITRHTH 58 TC Rt
EWEIZ LY 2 I K pEE
PEDORGNMEELZ IR L, &
FIVKRZEFIERHZFTZ
CIWERT D EEZ LD,

IR Tx= A
. UT7rreEY Y e
Y — VIEREER

AT 0D i F e EE =Tl 23 Je
THILEDD D,

Z B OFEH g O ZE A
WEEFEOFEEHE AT L2
Lizk s,

A VTR = VR TR MU T 3K

MAERE MR 2SR5 2 &
N5,

FTXTT NI AT U UnA
VA O A R LT
D, =37 U UOEMAZEL
EGAZLIZED, AR
COEREHEET AT LB
ZHITWA,

FloA RV KT B g
D GO BN K 2 1B
DIKTFHLRBEIN TN D,

06 1 JREAT B

108 FREAE K DN R 2 55 S
HBRTNNRHD W0,

ARANI G N A E % %2 21k s
. R OEHEIE OIS ER I
X BN 25 & & 2
LD,

VITL. et (B EoEES%) (B4 55HA 20




8. BIEMA
(1) BHERDBE >

WEFn 44 4£ 9 A 25 H~BFF0 48 46 A 30 HIZIEWN 437 g% T L7 %% 9, 505 iz ks 1 D EIfE
FAFEBENT 1,077 #F (11.33%) THY . TOREBAITELD « [EH, BRRIES ., MLEREE
1,039 (10.93%) Toholz, TOMOEWEHE LCidB, HEER ERREINTWD,

(2) EXLEIER EDHER

BEXRGEMEA (ARSI OHEARY)

) 2avd . 7Fr7475F%F>— (FREH. OEHEHZEES) . a2y, . 7770 7F0— (W
W R, A ARRRMETREIES) 2R T ENRH DO T, BIEE TV, ERN D S b
Lalix s ek L, #E R 0@EE21To 2 L&,

2) REMREIEFERARE (Toxic Epidermal Necrolysis: TEN) . R EALIZERfE 1% 2 (Stevens—Johnson
FEIREE) . RIRRMERRIE 2% « PRl R BB SRR ARIE . B R ARIE e, FIBMEE R H B b
LT ENHHDT, BEEHIIITV., BENBEOONTZHGAICEIREEZPIEL, @Y 0E
ITH L,

3) EFIMBBAEEZE 2 IHER & L CRB, BEDRA LI, FIChHMEERE, U o EiER,
M ERBE N, GFEaEkig 2, HALY L SERIMBLSE 2 01 © B MO EEREUER N & bbb 2
ERBHDHOT, BEEZFHIATV., ZOXIRERDRS b -GEIC3 &G 2L L, @)
RAEZATO Z &, BEHRIERLIE, FBE, FREREETFEOIERS RS 2 WIEE LT 2
EMBHIDOTHEETDHZ &,

4) BIEMKEZR - BEERIGREOMIEZ LD HERRKBRN O LMD ZENHDHD T, I,
BAEID THN o o HEICIF &G 2RI L, @URAEEZITY 2 &,

5) BF#. FFHEEEREE. #E : TR, H¥RES, WERLLbNLZ RS HD T, BlEE 57
ATV, BEPFRO NG AT G2 IE L, EERAEEITH Z &,

VITL. et (B EoEES%) (B4 55HA 21



(3) ZDithDEI1EH

WD X 5 RBIER NGRS BN HEATE, MBI U i, 5P IOy 2 E %175 2 &)
1%Ll E 1% K5 SEEARBETY
BT B AST (GOT). ALT (GPT) o k5
Wy s BRI, B | MW, TR, DR, EEE. SiER, WENEE,
O - AR, R (ERE, Bk, HLPE PR
o % RERIERISD | /NG P e
! I FRERIE
IR
B2 B BUN |- 5
W% (BLK 2 | FEL, SME . YeRBmUE (T R EkEE
B & ET PRGBS, ALBEME | 2 & Te) . ZIALEE
BB hEie)
i I LA
- BB R BAfIE. A PAE
SHENE EH (EH-, 8%, B, 5 -
MgLEa, KRRPMESE) (2fE SR, ©
X I UVKRZER (K7e brreri
z O b fiE, A . B I UBRERZAEIR
(FER, ONK, BRI, MRRR%E) .
eyt ) 7~ h—F ADHEAL, &
. H
1 BEHRIE UIIMNE T OHAE D 7= O B E A
E2BEALEGAIIREEFIET D2 L,
3 B 5T 538,

(4) IEEANEMERAAREERVEBRREBEEE—E
MM ER e L

(5) EHEB. BHHE. BEERVFHOAESERIONEARTEE
LR L

(6) TWT LAX—ITHT BTRRUHBE
TR L

9. SE~DERE

AT, RORICERL, HET IR GHBICEET 20 EBFEORELZBE LN
HHICEETLZ L,

(1) ElE I RAICAEFSEME T LTWA Z E NS L BIERANREE LT,

(2) BEETIIE X I VK RZICEAHMERESH SLILDZ ENH D,

VITI. 24t (A EoEEs) 1T 5HEE 22



10. 4EiR. ER. RIABRFAOES

11.

(1) HREEHORGICL Y, BRI BEOEREAE, BFOER - =7 A VERRA 2%
BT ZEndY, £z, B ER CHRTFEMENE w%ﬂfw6®f I h SRR LTy
HAEEMED & Bim AL, B EoBFRMEN Gt E EE b s L s 255100 B2
R R

(2) BT A~BITTHZERMESNTVELDT, HBAT O AITITHG LAV EAEE LW

N, BHETLIHEACERALE T IESED Z L,

NEREADEES

NS (R RN 5 5 8 AR O /NESE) (2R E- L7chHe, A OE6 - =7 AVE
%WT . ETZ *Lﬁ@@% AT EDH LD T, MOFEFIDEH TE 220D,
DG EIZOREHEEET D L,

12. RREERICRIFIEE
T hRIIA ) CREANIHEOCIEC L DR AT a— AT I UAIEICTH T2 2 e nmbonT
Wb, - T, EELY LEAMREMN EEEEZ2ET52 80855,
13. BEEE
ARV
14. BELDIE
(1) ZEHRIZ{THF: HP& EOIANLPTP > — F OBV HE L CARMAT A L 98+ 5 2 & (PTP &~
— b DK OSSN EE R AR L, ISR LA B S L CHERRIR RS D&
%&éﬁf%ﬁ%#é%##iémrwé)
(2) IRFAEF : REIIEE L, BEET D &, FNICEBEBREZREITIENHDIDT, LHDOKT
A S, FICHEEIORAEIIZEETSZ &,
VIII. Z&tt (A EorES) (BT %A 23




15, Z0MDEE

(1) \EVPEMICOI 256, EWRICITERE, BKE, MRFEOMAZITO ZLPEEL

Wy,
(2) 77 I VT RIMEICH T O ARAORGHIEITERIE LT 14 B E L, REIS CHEICEE
WMz ER T %,

(3) BT I~A T rORIUIARMLI N ERIFHCERL THMHPRED EHENOSOERITR
DE—IREBNDLOD, WINZITEELZZIT 2, o TET I~ IIBFELE LB
BHEFTHZENMTEB 9,

(4) AFNIEBEEAREESRNE WD, BITICL 2BREITHED TR,

16. ZDfth
ARV

VITI. 24t (A EoEEs) 1T 5HEE 24



IX. JFERERAERICRE T STHE

1. FEIEAER

(1) EEEHER (VI ENEE(CEYHEB] 3R)

(2) BIRIEERR
KR L

(3) BetEEHE
SRR L

(4) ZOMOEBHE
TR L

2. AR

(1) EEESEHER
(LD5o1ﬁ mg/kg)

% 0 5- RN B G- BTG
<A 2,020 232 800
7 v b >2,000 210 —
A X >500 >100 —

(2) REHREGSMHRAR
Wistar 27 v MZ R¥F 44 7 U 2 50, 200, 400, 800mg/kg & 1 #» H 5 L7-fk 5, & fEkhE
BAEIZEFHANTH Y, WEFRAE TS, FFL T _XEBEFTRIEGERD bhehro T,
F£7-. Wistar 587 v M RF 94 27 U 50, 200, 400, 800mg/kg & 6 » H#hH Li-fERE, 200
mg/kg LA F O GHECIIFFL T & EEITRD b2 o7,
400mg/kg LA LD GBI TR, LB, SEROPEMA A v, BRILFEARA, JRELER
BRI b KEAR G X DT RSN A RG] & R ABI OB R BN b D TH D &
EXND,

(3) EMERESMHHREBRN
iR~ 22 R %A 27 V20, 20, 80, 150, 300mg/kg, iFR 7 H 2 REF %10 7 U 0, 20,
100mg/kg ZEAVENEG LSRR, REE G CAEEHEREORD DA L NTIE0, EaIER
T7enbotEZ LN,
X7 7 AP —rNEE

) ZOloBHEE
MR L

IX. FERRARRERIZBET 2 HH 25



X.

EFEMERICEKAT SHE

. RERES

] K BT 5~ A T bE 50mg + BE 100mg WL EEE IR LT
) EE-EMESEONLFEICXVERTEZ &
B BR RE 04 7 U UHEEsE KT

BHHAR X E AR
IR « 34 (RHFH 2% 2R

- BTE - RESH

HIRRAF, R B

RHRFE N EDFER

(1) ERTOMYHFEWLEDBESIZDOINT
PPN

(2) ZEFIRZMAEHOERFEWIZIDONWT (BEHICEEITRNETNWEFTES)
MVII-14. #M/H EOEE] OHESMR
<TFholLBY :FY

(3) FFFHEOBEEAIZONT
BRI

ABEHE
M LA

@’:I:i:

ax<
7 I <A 8 50mg : 100 82 (PTP)
75 <A 3 8 100mg: 100 £ (PTP)

BHROME
PTP : R UL =/ (PVC), TI/VI{A

EHIAEIE IR A EH 26



8. R—mH - RZhE
Rl—pks : 72 L
b %0 37 TV A7) CRAEYE

9. EfREFAR
1967 4 5 f

10. HERTRBEABRVERES

W4 BN AR T R
I~ AU 50mg 21900AMX01457
| A (A 100mg 2007 ﬂi 97 14 1 21900AMX01507
(BT I~ U8
PN 1975 4 25 15000EMZ00312
2008 fE8 A 31 0 Eumtsmmme ) | (197426 R) ( )

() PIXIRRZEA

1. EMELENSEFEAE
2007 4 12 A 21 A
(FEIET T~ v obt (IHIRGE4)  19764E9 A 1 B BB HRK T 200848 A 31 H

12. $hEEXIIHEEM., AERVHEEZEEENEOEABRVZTORNE
HEE - R B M aLT, XA, R, TETEE, QEA
ZhEE - ZhEBHINAEH B : 2002453 A 6 A

13. BEEHE. BiMEHEELAREABRUVZTOAR
THEEAAS SEo@n B : 2004 £ 9 H 30 H

14. BEEHM
PAAOANA

15, HEHMGIREERICET H1FER
ARFNL, PR AR OSREIR BN NSRBI S X E A DB R N E O D R FIHSE (AL 18
IRAETBE ERE 107 5) O—HAWIE LRk 20 FREAT A SR 97 5 (CFak 20 4 3 A
19 BAH) @ TESEMIBIC BRI LTS IESS ) IIEEES L,

X, EHRFHICET 5HA 21



16. £f#Ea—F

- JE AR S {4 A L v . - .

5B HOT (9 = g . L NEREa—R

W7e4 (9 #71) &5 IR E R o — R R R
V7T <A v 8E 50mg 111235101 6152004F1074 620006083
v T~ A 8 100mg 111237501 6152004F2089 620006084

17. REFBHLOER
Y LR

X, EHRFHICET 5HA 28



XI. 3CER

1. SIAHE
1) JEA G E)E R RS R YRR - PSR R B o Fh| = [L20180313010]
2) CDC : MMWR Morb Mortal Wkly Rep 50 (41) : 889, 2001 [L20011109014]
3) CDC : MMWR Morb Mortal Wkly Rep 50 (42) : 909, 2001 [L20011101027]
4) FENEERL : 7 T DT IRYEIC T D B R BR R [L20041115148]
5) FHEE #1 : HAANRESMES 86 (11) @ 2052, 1997 [L20011101002]

6) Smith, M. D. et al. : Antimicrob Agents Chemother 39 (9) : 2153, 1995 [L20011030343]
7) Trujillano-Martin, I. et al. : Antimicrob Agents Chemother 43 (1) : 194, 1999

[L20011030119]
8) Hall, W. H. et al. : Appl Microbiol 20 (4) : 600, 1970 [L20011227034]
9) Gikas, A. et al. : Antimicrob Agents Chemother 45 (11) : 3276, 2001 [L20011204016]
10) H9R BE=1%E7)> : Chemotherapy (Tokyo) 17 (2) : 123, 1969 [L19970410012]
11) BHR Je#iZ2s : Jpn J Antibiot 28 (4) : 600, 1975 [L19970409017]
12) ¥4 —AK :Jpn J Antibiot 30 (8) : 619, 1977 [L19970409023]
13) EM  ZiE»> : Chemotherapy (Tokyo) 17 (2) : 177, 1969 [L19970409026]
14) Meyer, F.P. et al. : Infection 17 (4) : 245, 1989 [L19970807040]
15) Klinger, W. et al. : Progress in Antimicrobial and Anticancer Chemotherapy
Vol. I : 605 1970 [L19970410007]
16) [LUfE FEZEfiEns : ia¥ 55 (7) @ 1543, 1973 [L19970410002]
17) Fabre, J. et al. : Schweiz Med Wochenschr 97 (28) : 915, 1967 [L19970807042]
18) Mannhart, M. et al. : Schweiz Med Wochenschr 101 (4) : 123, 1971 [L19970807044 ]
19) KA IFAH : Chemotherapy (Tokyo) 17 (2) : 216, 1969 [L19970410010]
20) TBE  TERIEA> : Chemotherapy (Tokyo) 17 (2) : 185, 1969 [L19970409029]
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« Chlamydia trachomatis \ZFC2IRIT B YRR Y o /P 2R
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« Escherichia coll

« Enterobacter aerogenes

- Shigella species

« Acinetobacter species

« Haemophilus influenzae \ZiEKd 2 W 2n YL e

- Klebsiella JEIZHLKI 5 WFIR 2R K OVR B B ILIE

30




AE IR T R U 7 U st Ll e @2 2 m 3735 5100%, LT 77 AR
VLR % BYME DIRIICE A S v 5 -
« Streptococcus pneumoniae \ZHEEIKY 5 508 YE
« Bacillus anthracisv \Z X B RIE. WAREZ &1y (BFE%) : =7 0 Wb Li=Bacillus
anthracis \ZWEHE SN T2 DI E TR R OMET 2B S8 2

R=V Y UPRETHLEE, R4 7 U %, DT OBYUERRORBIRRIETH D -
« Neisseria gonorrhoeae \ZHEIK3 % BAMPEHE

« Treponema pallidum \ZHCR$ A HEE:

« Treponema pallidum subspecies pertenue |\ZHEIK9 2B A F I)E

« Listeria monocytogenes \ZX 5V ATV THE

« Fusobacterium fusiforme \ZHEKRT A 7 7 oW & YWE (Vincent’ s infection)

« Actinomyces israelii \ZHEIK9 2 HORREEE

* Clostridium J&I\ZHEIR T 5 EYE

AMIBNT A — NEIZBWT, REIHA 27 0 AT A — 304 e miBh3E & 72 5 alhght
N D,

BEOIETIE., RE¥IH 47 U ATFRARMERE S R D aleetEnd 5,

FB5

RE¥EIHA 27D 0F, 72eaFr RO/ I Y A X I -2V T 7 REV UMMM~ Z U 7 AT
Hils~D BRI TE (45 AR DPlasmodium falciparum \Z X 5~7 V7 OFHICHEE S
éo

& - &

REHA 7Y O@BFRGELOREGRBIT, o7 b7 ) R D,
HRMBEZBZ D & BIERORERPEEINT 2 TREMR 5,

A

BHE. OBORI U A 27U 03, IBEOX B I2200mg (12FFRI /12 100mg 2 £ 5-) . LA 100mg/
HOMFRE2HE5T5, &0 EEORKYIE FHIBMREEYYE) 126 LT, 1218 100mg%
G x5,

NRBE

EEIIAMESG P TRYE (FlZE, RE, vy % —[HIEEEE) %2 1E 9 ke RO T TD
/NI LT, HERE R 12 R A2 2. 2mg/ ket 5 B, (R EASkgPL oo/ RIE. BRAH
BERETHLERD S,

HEE DKV (8Ll ECTIRE4kg R D) D HEFITR LT, R E 27 o — L, 18
ﬁ@ﬁ&4mym%ﬂjﬁﬁﬁfﬁﬁb\ﬁﬁ&ﬁg&bfZMﬂ@%&ﬁTé(Mﬂ@&ﬁﬂ
IX1H2ENC BB, (REA5kgll EO/NRBFIZH LT, RAHERZEETHILERD D,
TR MG P HURETE ML, @, SR 512 240 F MR 5,

HEHER B AT 2854, 1BERIZ1I0H BT A L ERH 5,

WhABEWIE L, EEREOUNBE ORISR IRV T 5720, T 8T A4 7V U REPIEME O
TR ORI+ BOKTERET B Z LRI,

HARPESE Z 28561%, XA 270 U 2BY S UIFATERET 2 Z RIS, R
A7V DOWRIIE, B XITEI E DORIBHERIC L > TE L ITEEI N,

INETOMRICENT, BEOHEAETO R I A4 7 U R, BlEREREICES
T2 R H A7) OBRREEL DL SRV EPRRIATND

RIS T B BRI EE (B E DRSS EIGEYLE 2 R <) : 100mgZ 1 H 2[0]7 B [E#E 0k 59
5, RO RO IR &E LT, AEIZ300mga 35 L~ 1EERILLPNIZ2[E H 0 300mg %
BhES 5, BREISCUTEY., S UTRBREE L 552 LN TX 5,

31




AL - A& |Chlamydia trachomatis \ZHEIK T 2 A O HMERIE, THEE. BEBEYYE : 100mg% 1 H2[H
(e x) THRREOEST 5,
C. trachomatis XI\XU. urealyticum \Z X BIFWREMEIRIE S (NGU) : 100mg% 1 H 2[H]7 H [E#E M
BET 25,
ME—FH . X= VT VAR —OH L BHITIE, FX U127 Y 2 100mg% 1 H 2[A12)8 ]
BOCTHRETHZNERD D,
VEMU EDOHETE : X=3 ) AT LAX—DH 2 BEITIE, FXv ¥4 27U 2 100mg% 1 H 2[E]4
RO EGTOLERD D,
N. gonorrhoeae \ZHCIRT 2 ZAVERSEE FMAREERA - 100mg&z 1 H 2], D7 EH10H., & O,
C. trachomatis \ZHENT 2 SRR LA « 100mgZ 1 H2[E, D7a< & H10HM., & O,
< F VT T8 RADEE. HSEAEIZIA100mgTH 5, 8kl EO/NEOEEA . HESE A IR
ANE% ERE L Cmg/kgZ1HLIEIRGTH D, TIHIL, =7V 7 iATHIR~DIRITO1~2H A
WZBMET DHEN D D, PRIFEGIE. ~ 7 U TIRATHIESRITH R O~ 7 U 7 54T e & fiE 7=
BN, AR T OLERD D,
W NIE (BgEEfR) -
A RE¥I%A 2 U 100mgZ 1 H2R60 H R 0#5-4 5,
/N R EABkg R O ;2. 2mg/kgZ 1 H 2[A160 H #0545, RE45kglL LD/ NRIE,
BMAREZEGTHVLERD S,
(2018 4% 8 H 2kiT)
EERIXEDOHE

[ 4 H[E]

2444 Pfizer Limited

oe4 Vibramycin-D Dispersible Tablets 100mg

IRE - Bk

AFNE, 7T ZGHE, 7T SRR OBISE L 0% OO BEMIZIERN 9 2 S REGE O
BRI B W THIRINCA 225380 BTV %,

PRI SRR YLGE  AFNC M D Streptococcus pneumoniae . Haemophilus influenzae,
Klebsiella pneumoniae N OMBLOTEAMIZ X 2 Hide K OMb oD & &,
Mycoplasma pneumoniae, 1BMERE XK., RISIELR DIER,

RBRBRYE  AANRZMED Klebsiella J& Enterobacter J& . Escherichia coli, Streptococcus
faecalis B OMBOAZYNTIE R 3 5 JR & BYLIE,

MERYLAE BRI, RS UL ERERYYE & &3 Chlamydia trachomatis\Z X % FEYYE,
Ureaplasma urealyticum (T — A 277 X<) |2 X DIEMEMIRIER, AFNIL., &M T,
BN, BV v REEEIC b S5, AANL, R L OHER ORI T 5 R
REHETH D,

RIGRERGHE  FUEMBERIENRE LB Z DN D56 O H S,

AFENIT F 79 A 27 ) U RHERMETH BT, DT v IV A7 ) U THROHBLLTORK
YEBRICHER ThH D Z LNl sn % .

R AANEZMEOME, 7 RUVREROA 7= o PEIZ L DIREGWE, F T =2—
~ (722U, FRREFREEOEEIC L > THREMICHRR S 2 LIRS 220, BARPERE RS
IARAN O A $5 5B ST RARA & OB TS 2 Z L3 TE 2,

Voo FT7REGE vy X— A, F7 2MRE, QB 227 =T DNREZKR O X =4,

FOMDORBYSE AV 2HE, TVETIE (R NVT h~A v EOPAERE), 2L T, g2
b F B EENREL, U COoNEIRER RS, FHEIA, 7 r e X UWHEEE R T U 7 R OVENE
W& T A—NGE (7 A —7NMEDOMBIERA & L),

32




AFNE, VI PAYTRE, HABHE N OWHERORFRICE T 2 RRERETH 5,
KENIUUTOFHCEM END - VY H AR, FKITE TRIE GGEREMEKBE), L7 hAE
FIEXL N~ T VT, MEEFICE (LT A2HETHH7=0, BEOTA RTA4 AE->T~T U
T OTEEHTNETH D,

ik - &

A&

BARN 12 @D 18 R D/

AN 12 3D 18w O /NI BT 2 AMEGUEIRE O ARA| 0@ E 5 8iX, 1A
200mg (HE[E X3y EIResE) TH Y. 100mg/ B OMERFBE G B2k T 5, X 0 BHEOKYYEDE
HTIE, A 200mg ZIRRHFICHRGTRETH D,

SR D 12 RO/

8D 12 AT O/NEIZE T 5
A&, RN TRV T
60

- 45 kgL FO/NR—W)al$e 58 : 4. dmg/ke (HRIUT 2 [ENZaEHRE) | HEFFRE G- & : 2. 2mg/
ke (HEIX(E 2 ENZyEREE), L0 BEORIYEDOE I TIL, 4 4mg/kg £ T, BFRHFICEE T
RXThbH,

c 45 keLh EO/NRE =R AN G EEFERTH Z &,

HAED S 8 BRm D /NN
RESHY A7V VW EDFERDOY 27128V, SERmo/NEITHER LN &y

ERBRYIE BT HRHE .
SEMESE BH 50mg 2 &M XITIAKSY &I 6~12 B ET 5,

MRYYE DL T OEYYE Tl 100mg % 1 H 2 [8] 7 B MG 08HELE S5 BPERREE RYYE (5
MO ENGRYIE 2R <), Chlamydia trachomatis (ZHERd 2 BEMMERIE . 5 SHE UL I
Y Ureaplasma urealyticum (22K J 2 FEWREMEIRIE S, Chlamydia trachomatis | Neisseria
gonorrhea (HA) IZHR T 5 MR RARREKIE, 100mg 2 1 H 2[H 10 RS T 5, FREE
MR O Va7« JRRE M T BRI L T DR L T ARN_=2 Y U7 L ¥
—EBEFE, UTOLV VAV THREETHIENTED : RV Y UREOREE LT, Py
PA 7Y 200mg & 1 H 2ME2EEEOEETS,

T I RS =S ERR EERE IS U C 100 X% 200mg o H[E £ 5,

s nak ERER<Z ) 7 OWBK DLy T HH, BH 200 mg ZH5T 5, EEOE
FEHEICE 2T, WICET I~ A LV AL THF=— 3D & 5 R~ 7 U 7 e 5+
DREND D, F=—F ORI LY B D,

~F VT OFRE ARG 12 5L EO/NRICK LfEH 100mg 24572, ~ 7 U 7 A7~

DOFATO 1-2 BRI TG 2HGET 22N TE D, ~7 U T HITHIBE~ORITH R O~ 7
U7 WATHURZ BT D 4 I3 E ARG E2/ET 2 LENH 5, HBERIMME 2 — 2 KT

WEN AL HRIERNC L 2 TRHIZET 25D T RS RZOW TR, BIEDOTA KT A > &

Malaria Reference Laboratory Z XA MLENH Y . T DML British National Formulary
(BNF) (ZRi#kEnTW5b,

IYHLIRDOFEE 200mg & AR5 5,

BADOKITE THRIED T  HATOM AIZ 200mg (HEH#E XL 100mg % 12 FHfmEE) . W
EHE 100mg 5 BS54 5, 21 BEBZAAFNO T HHERICEET 5T —Z 13720,

V7 FRAEFIEDOTRS  HUSIHIET L 200mg & 8 1 BH%5-. FRITH TRIZIE 200mg % %54
%, 21 BB A5AFOTHEEICET ST —Z i3,

BBRE~OER b7 I~A 3, Bl THHEEZHET D 2 Ea@BEOHE THRREIC
WMFT B LN TED, BEEREND D56 CTHREERBEOLE LR, ABNIEER K
O & BT A AT REMEDMEV O T, EE ok LEIYD b b,

BMEEIYEIRR D X1 7 U o E, Mo 3EHI723F)
S THDLHEREORPITIE U T, EEIHW T 5 0ER S

33




JVE - & |FFREERE~DFER v o~A Ut THEREEEL AT 5BE INEELHT 53K
(i) HaEHEENTWABEFIIIEE L THRETRETH S,

IFSRERE T ENICHME SN TBY . RXIH A2V E2E0LT NIV A4 2V U RHVEMED
BROREEOEER5OmEFELFRKE 72> T3,

BHREEERE~OMEHN X TOMEICRNT, BEOHBHETOL T I~ A v o
ik, BEEREREICAFOEEEZ L6 IRV ERNRBIN TN D,

7y & — [ URLBEEA

N 100mg &4 H 12 Byl 2 & &5,
NV REE 45 ke LAF ¢ 2. 2mg/keZ 1 B 2 [8l, {KHE 45 kelk RIZRAN OB G EZHEHTHZ &,

FEREE L, HOBKREROUGEDFHLN A b=tk V< &b 3 BRNTIEFET 2 0EN
HD, BERITKES—T7T BRIT .

BhHIiE

AENIR ARG OB TH D,

AFNL. BERIOBREBIE 2V EOKTIRATZ Z LItk v En5, AFIEL, EE-CRE
OGRS 720, AL UINIANL T, BRERNCIRAT 2 L8R H 5, BREERS L Z 5
BARIE., BT I VAT B IR R ET D ERHER SN D, FETIE. BT T
<A ORINBEY X IO RBHEROEE L FHIZ T RN LR EN TN S,
HEREREAZ B2 2560, RIERAORAERRBINT 5 aTRetEn 5, 1B, JEIR & RN
b L=, D7 &b 24~48 BRRIkmE T D LB H 5,

BRI T 256, VU~ FEUREKEBTROREL TT 272012, BT 10
H ks 9 2 L EBH 5,

(2018 & 9 H 3T

AIRIZBT DX TR, HIELVCHZEIZL TOHY Th S,

[GhEE IT%hR ]

< B A >

REvH A7 0 ANCBMEDT RUEBKRER., LoV ERER, MRERE, Wi, RIEE. K@, 7RF
. MREE, XA NH, 2V IE, A TR, QR ryTFT (2T s TART 4),
TIVTR

<JESSIE >

RACVER JERGLE . RAEVER G IEGIE, U VN8 - U UoREik, BYEREE, SME - BVE K OFHif
Al D “REGs . FLRAE, Bk, WHEH - MEEAZR. WPk, QMERE SR, MR, BPERER AR A
O ZWIEYe, BEES. BEmBL. BRI CRMEE, BME) . RER. WEERYYE, EYE 2.
a7, FENEE, FEfEaRR. IRBIRE., RIER, R, AL (ABRGELE G, B H
K. mlEpESR, RbE AR, (LIRMEMER IR, JALEN, IRIE, VB TRE, XA N, Q B\, AU A
]

(RERUAE]

WHERANIE RE9 0 27 U UHREKT I E LT 1 BH&E 200mg (J4f) % 1 [E1300F 2 [IS53)
TRAFKEG L 2AA XY FEoha0 27 U UHEREKRf I E LT 1 H&E 100mg (i) % 1 [BENZREA
P59 %, 728, RYLEOFE &K OVERIC £ 0 @B 5,

. ZEEE 34



BIMNCE T HERRIRIF®R

(1) EF~DHTEIZEAT H1ER
AINCBT AR EoEE TEE., ER., BHLESE~0%E ] OEORTHIZLL FO@Y Th 5,

(A EoERE]  Hhhm, Elm, RIEE~OERSG

(D) R ORI XD | RIRIC—®BEOBRET RS, HFOKE - =7 AVERRA2Z
BT ZERHY, o, BWFERTIHRIFFENRO LN TND DT, i SUTIER L T
L AREMED & D0 AT, G EOFRIEDERIEEZ EE DD LHl SN 5B I 0REKE

THZ L,

(2) BFFA~BATT 2 ZENWESNTHLOT, BATOWANTITHRE LN EREELW
N, BETAEBICIRALEPIESES 2 L,

Hist R
KIEOIRASSCE | WARNINGS
(2018 £ 8 H) The use of drugs of the tetracycline class during tooth development (last half of

pregnancy, infancy and childhood to the age of 8 years) may cause permanent
discoloration of the teeth (yellow-gray-brown). This adverse reaction is more common
during long—term use of the drugs, but it has been observed following repeated
short—term courses.

Results of animal studies indicate that tetracyclines cross the placenta, are found
in fetal tissues, and can have toxic effects on the developing fetus (often related
to retardation of skeletal development). Evidence of embryotoxicity has also been
noted in animals treated early in pregnancy. If any tetracycline is used during
pregnancy or if the patient becomes pregnant while taking this drug, the patient should
be apprised of the potential hazard to the fetus.

Pregnancy:
Teratogenic Effects

There are no adequate and well-controlled studies on the use of doxycycline in pregnant
women. The vast majority of reported experience with doxycycline during human
pregnancy is short—term, first trimester exposure. There are no human data available
to assess the effects of long—term therapy of doxycycline in pregnant women, such as
that proposed for treatment of anthrax exposure. An expert review of published data
on experiences with doxycycline use during pregnancy by TERIS - the Teratogen
Information System - concluded that therapeutic doses during pregnancy are unlikely
to pose a substantial teratogenic risk (the quantity and quality of data were assessed
as limited to fair), but the data are insufficient to state that there is no risk.8
A case—control study (18,515 mothers of infants with congenital anomalies and 32, 804
mothers of infants with no congenital anomalies) shows a weak but marginally
statistically significant association with total malformations and use of doxycycline
anytime during pregnancy. Sixty—three (0.19%) of the controls and fifty-six (0. 30%)
of the cases were treated with doxycycline. This association was not seen when the
analysis was confined to maternal treatment during the period of organogenesis (i.e.,
in the second and third months of gestation) with the exception of a marginal
relationship with neural tube defect based on only two exposed cases.

A small prospective study of 81 pregnancies describes 43 pregnant women treated for
10 days with doxycycline during early first trimester. All mothers reported their
exposed infants were normal at 1 year of age.
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Labor and Delivery
The effect of tetracyclines on labor and delivery is unknown.

Nursing Mothers

Tetracyclines are excreted in human milk; however, the extent of absorption of
tetracyclines, including doxycycline, by the breastfed infant is not known. Short—term
use by lactating women is not necessarily contraindicated; however, the effects of
prolonged exposure to doxycycline in breast milk are unknown. Because of the potential
for serious adverse reactions in nursing infants from doxycycline, a decision should
be made whether to discontinue nursing or to discontinue the drug, taking into account
the importance of the drug to the mother

categorisation of
risk of drug use
in pregnancy)

F—=ANZ7 V7T 7D (201846 H)
D5YFE
(An Australian

<B% : SFOWE>

F—=A NZ U T D5

D : Drugs which have caused, are suspected to have caused or may be expected to cause,
an increased incidence of human fetal malformations or irreversible damage. These

drugs may also have adverse pharmacological effects
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KE DU CE  |WARNINGS

(201848 H) Use doxycycline in pediatric patients 8 years of age or less only when the potential
benefits are expected to outweigh the risks in severe or life—threatening conditions
(e.g., anthrax, Rocky Mountain spotted fever), particularly when there are no
alternative therapies

Pediatric Use

Because of the effects of drugs of the tetracycline—class on tooth development and
growth, use doxycycline in pediatric patients 8 years of age or less only when the
potential benefits are expected to outweigh the risks in severe or life—threatening
conditions (e.g., anthrax, Rocky Mountain spotted fever), particularly when there are
no alternative therapies

FEOHATLE  |Special warnings and precautions for use

(2018 429 H) Paediatric population The use of drugs of the tetracycline class during tooth
development (last half of pregnancy, infancy and childhood to the age of 8 years) may
cause permanent discolouration of the teeth (yellow—grey—brown). This adverse
reaction is more common during long—term use of the drugs but has been observed
following repeated short—term courses. Enamel hypoplasia has also been reported. Use
doxycycline in paediatric patients aged younger than 8 years only when the potential
benefits are expected to outweigh the risks in severe or life-threatening conditions
(e.g. Rocky Mountain spotted fever), only when there are no adequate alternative
therapies

Although the risk of permanent teeth staining is rare in children aged 8 years to less
than 12 years, the use of doxycycline should be carefully justified in situations where
other drugs are not available, are not likely to be effective or are contraindicated
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