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(IUPAC)
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2-carboxylic acid trihydrate (IUPAC)

6. EER4A. Al4a. BE.
W% . CVA/AMPC
TEBRE 2 - BRL25000 ES-600

&S

1. CAS BHES
75T UMW) v A 61177-45-5
TEFTVY KT - 61336-70-7



1. HEEFHER

(1)

(2)

(3)

(4)

(9)

(6)

(7

SR - 1R

VavAvavd 5 B Ry NNE

TEXTVY KW

AR
7T Y TN

TEXTVY IKFIY)

i
75T 5 U ) TN

TEXTVY KW

II. A3A5ICEY SEE

HE~RHEAOREEDOR R TH D,
DTINRRRTBVR DY . DT NRERRH D,
H e~ B EORE UL IEOM R TH 5.

DRI TR <, AZ ) —CoRvE T Red <, =& 7 — (95) 1T

(<0,
KRXNTA S ) —=/AZEIFIZLS K< =& =1 (95) (ZHRD TERITIZ< v,

: 30°C, AHXHESE 30%LL L TUHE LR 5.

MR L

s (OER). BR. BER

Bl (UfER) 77T UMmA Y UL
TEXVY K

FhiE E AR B E 2

Vavavavavd 5B RyNNE
TEXTVY IKFIY)

SRR
KR L

Z DD ELREE

1) BEftE

DI TTUh ) A
TEXFTVY KW

2) BHBRURAAY BV

5T A T A

TEXTVY KW

3) pH

5T H ) TN

TEXFTVY KW

1 167°C (53fiR)
#195°C (43 fE)

pKa=J 2.4
pKai’=2.6, pKay’=7.3, pKaz’=9.7

la) 3 @ +53~63" (BiABICHFE L7=H D 0.5g, 7k 50mL, 100mm)
(o) § : +290~315" (BAKPICHE L6 D 0.1g, 7K 100mL, 100mm)
: 230nm

254nm

D AL 0.1g & 7K 10mL AZEED L2 D pH 1L 6.0~8.0 TH 5,

B



M. ARSI Y HEB

2. FAESOEBEHTICETIREMS
95 TSUBAYDL, TEFVLY UKIPORE

3.

4.

757UV T A

TEXVU KW

FHIRAFIZIT DL ENE

B (BN T ANRL) H,
C. =R 30°CT 27 » A RMRE
X, 3 EAEEITRRO NS

K[ERH, BHEEO 200C0T 24 7 A
i, 30°CT 12 » HIEMRIFT % & &, 1%
ENEBNEROTEETH T,
40°CT 6 » AR FT DL &, 3 UH
WA E o cm L., g a
<~ T T T 4 —TR=vaf@Enibhdmn
WG 528, FOMIZITITEAEE
{LEBOTLETH T,

ST B T

BRE EAFHOT T AA) i,
Az EINEH AL T 15 AR O=EN
BOLTF 3 » ARG D& &, 1FEALE
EATRO LNTEETH -T2,

)

KERGT, ENEOLT 3 » AR, EH
HRIET 7 KERGFTLEE, VTR
ORBICEBNTHITE A EEEZRD
TRETH -T2,

BT D e

R[ERE BOOTTATVA) 1,
50°CT 3 » A& 40°CT 9 » HIFIR
oo eE, MLPEAKZHODMH
LML, € OMOEEIZB W TIXIE L

h EZALITRO bNTRETH Tz,

BHARSET, 75CT 30 AMRTET % &
=, MERRRB & EBIThTICER
L, 3 URBRINE., AW A
Ry M, g u~ NI T T 4
WZHOTNICERRBO LN EF LW
THEDOIE T ITERD b ivZe o Tz,

AU 9% ek

Kz 30°C, FHXHRE 75%. BHE T
3 AMRTTET D L&, 1 » HERERICE
WTHRIRANE L <. 1B ORFE 220k
Lot

H T ARZFEE T, 35°C. fHXHZE
75% 7T 3 » ARG T L=, 1ZEA
EENEROTEETH- T,

AHES OMERHRIE
93T BNY DL

AR 12577 AV TN IZXD,

(1)
(2)

FRAN ARG RE i
IRAPAL AT S IVRIE i

3) BV AEOEMERE (1)

TEXDY) UKHY

HRE 7 ok 2k 5,
PRAMNRUL A~ S VHIEED R U o AEERITE

AR OERE
93T UBHY I L

HR 12577 )TN IZXD,
Wik~ 777 4—

TEXDY UKW

HE 72 KMW) 2L 5,
Wik~ N7T 74—




IV. ®%|ICB89 518H

1. #lf
(1) FIRORA., SEREUHERK
Al IE MERE L TSy 7HAl (R4 vm v )

YRS AE~FHABOHMRT, A b)) =7 ) —LORFEEHT 5,
MR 5 & &, AEa~FHAAORBIKRCH D,

(2) WHROME
KR L

() #Aa—F
A% LR

(4) pH, ZBEEL, #HE, LE. EREOERUVRER pH 5HE
pH : 5.0~6.6

2. A DAL

() B#ES GEHERSD) DEE
101g . HRZ 277 AV 7 429mg (ff) KOHRTEX U K 600mg (i) %5
ﬁj—éo

(2) FHm4y
WL L CiREmAr A, HARXIAFALEAR—RAF N DA, TASNT—h (L-7 == LT
T= e . XV U UT A KRBT AE, BRI EERET D,

(3) it

A% LR

3. BAA. AADHRIEICHT HEE
(AR hAVBAN] (EHRE, T0ICIRVIEE S 2 &,




V. HEZEAd 5IEH

4. BADESEEFUHTISEITHIREMR

OB | RS | RGERE BRI EOR
£ #* -
i 77 25C N7 A .
= 60%RH R v 3,6,12,18,24 % A ZeAbr L
B (Ff2)
st | ¢ | HDPE
R B 603(30§H R Rt 9,12 » A Bl L
£§ (BHe)
5 HDPE
7540(}?{}1 A bt 1,3,6 # A el L
PN ’ (Bfe)
R 3
- 40°C 2y 135 A Bk L
75%RH e ’
& HDPE HAGICE R
60°C AN 1% A 77T T UMY T NHRD SR DK
54 (BEHe) 8%IE NN CHRKEAE L)
RS2 (RS
S 30°C sl 7575 RIIIDK 18%8  (BIA& L)
” 75%RH (B 2 24 [RE[H 2575 AU T INHED SRR
i E ? 60%FEAN (IS A1)
Ai'; KGRI 2% 800 CRFEAE L)
B . AfGELT 7
Y| GREE < 30000ux) B L
(L) ° | (mastE: 120 77 lux - hr)
b/ 25C +
s | IFRNMOET T
GEES) 4 (B8 : 5W/m?) Zfeie L
(FRSTE: : 200W + h/m?)
1. HDPER "V BEERYZF LR MYRY b L Xy v/
2. Bl NERBIR%E Vv — LITIAT T,
3. BB NEMEKE Y v — LITET, BRIk =Y F o 87 L A ThH A=,
4. X NBEHRE L v — LIRS, RUE e = F 7 L A ThHNR—L, BIZT VI =T LRA L THR—

L7,
BIEDEH « O, MR, pH. K53, SEAMRIRIN AR hv, #ifE (7777 VA ~—)

5. ARERUVBHBEROREM
[ b8l
IRVEBTIR 0D 22 1 MR
(4. R OBFEENE TICHBT DLEM] (R LTc RIS, 95U & OINERER CRFE L 724
R MR E ML TEBIEEHAM L, 4CT 10 AfMREELZE &, 2797 T BA U ¥ A0 I3 S
WRBE % & bele U TR 10%3804 L7 b O D Ran IMIITxE LT 100%EL o Il & #fEHF L Tuvie,

6. fhFl L DEEEIL (PMEILFEHWEL)
[XT. f#%& FOMOBEESE OE1. 773ty 7 Z/NHEAE RT7 4 v u v TR A LR BRGES R



V. HEZEAd 5IEH

1. BHY
(FiE) BlR WHEBRE, SRk
M BlEE 5y 75 [BlER
ABRIE 7K 900mL
R 7977

100 /f S
80 /
60

T G ORIl %)

0 I I
10 15 20 25 30
] (43

<o
ol

TEXYI Y

100

= 80

=

§ 60

= L/
£40

M),
s 20

0 ¢ -
0 5 10 15 20 25 30

] (43

8. AWPREERE
PR L

9. HAPDELR S DOHERBHERE
D5TSUBh)IL
(1) WAL NY 7= T IV VL EDKIG
IREDILEELEL 5,
(2) A4 IF =& DU DERIMFUL AT B
B 311~315nm ([ZWIN DR K A2 7B 5,



V. ®H|IEY HEE

10.

11.

12.

13.

14.

TEXRDDY DK -
(1) = RU DO a0 Z 215,
2) Ko7 EXRT VY KD EARIG
T x— VU U TRIREDRIE  REAERT D,
() REFOTEXT U L OENRIN AT bV ORETIT
UL AT BV R 270~274nm (2N ORK % 5860 5,

D3TS5 VBNIILRUVTEFI V) KN -
(1) @EEru~ 7771k
WHEET EX v ) RO AREREY 777 VO REEDOZNZNI—ET 2,

HAIhDHI S DEEE
T T U AR OTERVY KM ARBER I~ N T T 4 —

ki
DS5TSVBNYDL
7577 B (CsHoNOs : 199.16) & LTCHOEAZEERE (Jiffi) TRI,

TEXLDY VKW

TEFXTI UV (CgHN:OsS : 365.40) & LCoEAZEE (O Trit,

BAY HRIHEMED H 5K MM
TROKIZ, 7577 A Y 7 LD SR ORENTERSNS,

777 AR ~v—, DE)p-t kaXxv 7=y 67 I X=VT U BTEXRV VY AN
=y UEE, LH)-TEX VUV, o-TEX VY o _R=v e R, N-@G-8 Refxo7==17 Y )T
EXTUY L, TEFVVI o= m BRI 1, TEXFI VI U g UBREMEK 2, TEFT VYV
P RMERTVU TEFVVI UAFAR=va Ui, TEXF VUV BIK O-m bR VLR = L

TEXVVI

ERLVDELGES - B RKRCESRICET OER
RO

T D fth
A% LR



1.

2.

V. ARICET SRR

PRER [IZR

CEETE)

AFCBEOMAHRE (K= G ITHT 3 MCS2ug/ml). E59€5 (FS5UnA3) - HE5—1 R,
AVINIVTHE., TEOKER. KBEE. VLIVISE. 7RATORE. N9 TAATAE. FLKRT
SB (FLRTS - EET7#KL)

CGRENGIE )

RUEMRERLAE., FEMERBREME. U/NE - JUNER, BHEKRIE. WEE - MREEX. Rk, A

[EXK. BRX. BEEX. WEX. BISERX

5. MBERIEHRICEET 5FE

(IHEE - MEBER. Rkk. SHKEXX. FEE. ISR

(P EEAO TS &) Y 2B L, PIERESOMLEMEZ W L BT, AFIO# 5235

lLHkrEn258ICHEETHT &,

(fRF%)
2015 4 5 H ORISR S TR W TERIR S W2 AIMMMEICBE T 5 7 a— L « T 7 v a v « T 0 %%,
JEASHE AMER « E LT=T 7 a7 T ZiE, TEEENC I 2 HUi /s sk o IE 6 o #edE (1
M 4.1) ) OUOEDE LT HMAEYIERORMN LEOTLHEE (EH LOERS) ORFORILIZESS A
EL ICHEY T Z EABE I, 2017 4 6 HICHER LY MiMeEwEEEEROTI&] Y A% HE
. 20194 12 AlcdrT sz,
AR OB A RS & WIEHHAN 2SN D X ) EEBE 21T 9 72 0ICit# Lz, CFRk 304E 3 H 27 H
FHEEAEZE3E 0327 S 1 5. 2429 A 8 HATEEAZZ2 % 0908 25 2 )

AERUHAE
WE, NRIZE, 79y 7 AL LT 1 HE 964mg (i) kg (7775 kAU 7 5E LT 64mg (JI1fh)
kg, TEFTVY KT E LT 90mg (Fifl) /kg) A 2 IS T 12 FEE & ICRER NI AR 5T 5,

1. AERUVAEICEET HIE
(ra®#D)
1.1 WROEEMAIC L DMHEZ AL L L, JERIDIS U CHEHERGREZRDD Z &,

1HE (R7A4 v
oL L) 1.01g 2.02g 3.03g 4.04g 5.05g 6.06g
hE 6~10kg 11~16kg 17~23kg 24~30kg 31~36kg 37~39%g
(R R ILELEDD
7.2 1HE (GIRIAZREITE LT 230.75mLkgic 225 K o5 2 &, [14.1.12H]
(fRER)

1.1 (REHFEIC L 20 ERAORMNEOMAEREZERT DIhz > Tid, ARME (1HH7= Y 96.4mg/kg)
DD DFRENR/NE 72D X9 KB Z R E LT,

S ElH A2 0256 OMEIRA &L, Wb & b e RETHAE COR G5 (48.2mg/kg/H
~153.0mg/kg/H) OFHNTH V , ARMME, ZEMEICRBEITRWE B BT,



V. AEICEAY 5EH

1.2 KFOENES THDH 2 T 7T VWA ) T LANEEOREEZZ T 520, BREANIEARGT 5,
(TVIL SEmyBhfeicBId A 1. MFREOCHER - WiEik  (5) &% - fiHEEOZE) OESR)

Paa

3. ERPRALHE

(1) BBERT—2/1\vH5r—

D)

BIRRERLNMCANDESEES

%4 L2V (2009 4F 3 A LLaiAqS S H)
2) BISREXICAWNSIES
##H | RpEs | x4 | RBTFFA | P55k BT
MRl < [EPN R AR
CVA6.4mg (711ff) /kg
e e e I (KE) KO
AUGI117150 | S SR S PSR B fii 53¢ 3 [ |
cvamee g AL k| b e | AMPCme (S |
(GBETTAR) | A P N4 Koy,
1 H2H7HM
SEEE - WS G R AER
<BIME>
CVA/AMPC (116 RIA)) |4 — 7 A > F
125/2000mg  (#E#I, 1 | SR :
% 1 2 2 7] L A2E) EOVARTE (179 4
%t;ﬁé” D S| FPY T IR | LR Tk
EziAﬁfy,yiﬁ &, 1 [ 1]a]) D
SS0 PR | RPEREIREREH | 5 D | X 184 f31
(EIIAE) |18 mkLA 1 %‘ ﬁ7vv&¢V$7D%#VVwO<§é@>
;; A 4T R R mg (BTN, 1R A —T XA F
Pelg PHED RO —Z A F | v SR :
SR TR G, (214 4
1 H 2[=) LA 7 u X%
O, 10 HE D
CVA/AMPC 218
(1:16) CVA/AMPC (1:16 $45))
551 #ABR %ﬁ%@%%%%ﬁr@%%iﬁ\%fmmmmélanj7&W
(BEIIFE) |16 MLl B BiR, FExHR e h-
FERI, RO, 10 HIE
CVA/JAMPC  (1:16 H74)
592 3Bk | DS R s B | iR IEE, FE | 1252000mg & 1 H 2[A] 1682 14
(BEIIFE) |16 MLl B BiR, FExHR e h-
FERI, RO, 10 HIE
CVA/AMPC  (1:16 %)
553 KB . HER. T 4 |1252000mg
(ﬁ$@$2 @%j\\ A {E[: . 7 0z %@%ﬁﬁ/mﬁa\%ﬁg\ﬁ? 27@”
= PEE AR B R AR
H.&n, HEE

57T Y TN (CVA), TEXT VU RFI (AMPC)
¥) CVA/AMPC (1:16 A 1%, 188, 7T 708 A Y ULAE LT 625mg, 7EXT VU L KFI & LT 1000mg
GH L, KAl EHERPER D, KAOMEROHET HEE, NAUSE, 7938y 27 2E LT 1 HiE 96.4mg
i) /kg (77 Z @AY ULELT 64mg (UMM kg, TEXFT Y KRR E LT 90mg (Jifl) /kg)
Z 2ENCA T T 12 Z & ICRERNICR AR ET D, Th D,




(2) &

PIES
PLTIZ, ARFIOARF K OUFEINC TR S - BRSE 2 R, B, PHE,
VWTIE, CVA/AMPC (CVA : AMPC=1 : 2) BERIFI COERFEETH 5,

1) RIBICTERE S N-ERRHERAAE

a)

Hx?

EINEE AR e, FEE BB (654 FlER)

V. AEICEAI BIER

Bl Bl 2 LIS DS IE LS

3 A~BONRFPEREEZNRE L, 7 T/3FE v 7 A (CVA/AMPC=6.4/90mg/kg/ H) % 12 B¢
TEi 7 RO Lz &0, REBREE 6~8 HOBRME (UL EEHE S NT=A%%)

R ORI ZRNR (HHRR) 2L TR,

ERARZIR (FHLLEHESNI-FHE)

AT n/N %
fiR T £ [FH 42 51 72177 94
TR TOMREREE 16/16 100
PSSP : fifikEkE ~<=31U > G MIC=0.063ug/mL 8/8 100
PISP : Jili Bk ~<=3 U > G MIC=0.125pg/mL~ = 1nug/mL 5/5 100
PRSP : filikERE <=3 U > G MIC=2ug/mL 3/3 100
AN VHE 29/31 94
ETIRT (TTUNAT) - WHT—U R 4/5 80
T N 3/4 75
fLHE L oY ERE 1/1 100
XIS TR
HMEFHHRE (BHEKE)
S n/N %
T RTOMIEREA 16/16 100
PSSP : filiZcBkE = U > G MIC=0.063ug/mL 8/8 100
PISP : ifiRERE <=3 U > G MIC=0.125pg/mL~ = 1nug/mL 5/5 100
PRSP : ifikERE ~<=3U > G MIC=2ug/mL 3/3 100
A= | 30/30 ™ 100
ETIERT (TTNRAT) ~WHT—UR 4141 100
W7 R ERE 2/4 50
LI L R 1/1 100

PR ANE
) CHE NS ZRERNIER D B RV,

AFIT 1% 2B ORARTHATLAFERZU TR, 2B, ZJIORTAFERIT, &2TH

VER*ThDH I EEEHR LR,

EIWEM - EREGEAEFEFRLOMIC, P EHRRBEROWMEERH D bDEWV I,

il



V. AEICEAY 5EH

BEER >1%)

AEFS N=107
T 37 (35%)
M - 4 (4%)
L/ 2 (2%)
ERBA S 5 (5%)
LT UH 4 (4%)
ME IR H 3 (3%)
v ES 2 (2%)
5 2 (2%)
Pkt R R 2% 2 (2%)
FEEN 2 (2%)

MELERRFBRIZ I8 1T 5 TH « #EICxr T 2L, BFEHGAEH L [N RHEIHT B SRR BRI
BUDHERERNE Y 2BBICHEEZITo T, TORE. TR 35% (37/107 #1) ., #KEA 2% (2/107
B IZHR BNz, L, ZRbD 39 BloRaicid, BAGER & OEFIERICHEL KT+ X 5
PRIEBNT A BT, KERIIERE Qo f)) /TS E (176 Thoiz,

B, ZTHBIEFID D B, AFHRE A TR« SEREE Lo TEFOES Y 13D 1% (12/107
) THO, I RBITTHRELGETH S AR E TICHEZA TN 5,

F7-. TOREFEHROEEZENO T 0 b a— L THEINZTFH (PDD* : Protocol Defined Diarrhea)
D FHEITHERL SRR L2 T, ARFIOWESN C OB S LI L 8% (9107 41) Toh-o7e,

T4 - BUEDEE
AR G- HINZ T - SR EIE L 72 o 72515k 12/107 1l (11%)
PDD* #5514k 9/107 i (8%)

*PDD : 1 A 3[ELLEO/KEEME, £7-13 2 ARERE L7 1 A 2 BOKEE, F7-03. BBREMEBROFILICE -7
TH, HAHWVITEERAEFEGIIEET D ML,

BIVER S BIEE 1L 38% (41/107 ) Tdh o7z, FABIWERIXTH 34% (36/107 #) . W& 3% (3/107
B) . #KfE, 2% 2% (2/1074)) Thoiz,
2) MHEEHIE) - FEEEERKR. 2005 5 54 (9) : 1056-1072.
3) BEFEELENIZA> : JpnJ Antibiot. 1998 ; 51 : 709-719.
4) WIBEIMED - ALFREOEEL. 1998 ; 14 : 1000-1007.

b) ElSpE >
- EWNEE ISR GER, JEERE) (AUG117150 55k)
3p A~14EO/NERIBERBE ZXIRE L, 7T 3F v 7 A (CVA/AMPC=6.4/90mg/kg/H) % 12 ¥
Ml 7 BfRROKEE L&, K THR 7T~14 B OEKRDIE (B 13 88.5% (23/26 1)
Tholz, Flo, 1HEKE TRIAED FRIED THER] (TSN HBRE OEISIE 100% (24/24
) Tholz, i, WERE Z & IHE LIcMAED TR R cix, MEK), HEEEK). [BF) ©
PEAETRT NWER) I LT, Eo. IREETROMAEM TR (BEHESR) 2L TICRT,



V. AEICEAY 5EH

WEMZHIR (BHKE)

AR n/N %
T RTOfRERA 8/9 | 88.9
PSSP : ifikERFH =2V > G MIC=2pg/mL 7/8 87.5
PISP : fili %R EKFEH ==V > G MIC=4ug/mL 1/1 100
FTRTDA 7L PH 8/14 | 57.1
BLNAS : A/ > 7NV U HHE 7oy Uy MIC=2ug/mL 8/10 | 80.0
BLNAR : A 7NV HH B-TF74~—F () 7noO7 vV MICZ4ug/mL | 0/3 0
BLPAR: A > 7N W BT/ 4~—F (+) »O7 U MICZ4ugmL | 0/1* 0
ETI®T (TTUNAT) - HhEFET—UR 6/6 100
WA T RO ERE 5/5 100
LR L o ER 1/1 100

1 oA
*CVAIAMPC  MIC=8pg/mL T - 7=7-th, p-7 7 4 ~—F 4 AMPC + CVA itk (BLPACR) DA > 7Ly
PHETH -7,

BITER R BMEE L 18.5% (5R7H1) Thol-, T2EBIWERITI TR 11.1% GR7H). BR, Bl 3.7%
(12761) TH-o7=,
5) KGRERLME R  HIAREEARER (EN. AUGL117150 3RBR)

2) BHVERIREAER (FE%) ©
- BRAGNIR., M PRI IR R O e & it L7z IRt JEE B (536 #BR)
3~50 » HO/NREVEFHRBHE 521 NS, 7 73F v 7 A2 (CVA/AMPC=6.4/90mg/kg/ H) % 12 Kfi]
TLIC 10 AR OE G Lz & & OBERGE 12~14 BICBT DEEDE (Go%  iBmR+ & ER)
LU ISRT,

RERR (AZE)

LA n/N % 95% CI*
FTRTONRERH 122/137 89.1 (82.6, 93.7)
PRSP : itiZ¢ K ~<=3 U > G MIC=2pg/mL 1720 85.0 (62.1, 96.8)
PRSP : iREKE <=2V > G MIC=4ug/mL 11/14 78.6 (49.2, 95.3)
A 7N W 141/162 87.0 (80.9, 91.8)
EFETIRT (TTFTNAT) - HEZT—U X 22/26 84.6 (65.1, 95.6)

*CI=(EHEXE 5 95%ZHEH X 1T 2 EMEOFEEITIT > TV,

E7o, IR 4~6 H OMBEFRINE (A « BIHRR+EZRER) 2 TITRT,

MEFHIMR (BRE)

LA n/N % 95% C1*
TR T OREKEE 121/123 98.4 (94.3, 99.8)
PRSP : ilfiRERE <=2V > G MIC=2ug/mL 19/19 100 (82.4, 100.0)
PRSP : fiRERE <=2V > G MIC=4ug/mL 12/14 85.7 (572, 982)
A 7N o YHE 75/81 92.6 (84.6, 97.2)
TTIRT (TTUNAT)  hET—V A 11/11 100 (71.5, 100.0)

FCI=EHIXH 5 95 % FHEX T L EIEOFHEII T > Ty,



. JARICEY S1RE

T FEREGT, W (6.9%). BE (6.1%). ik (M) RER (BeoRER) (6.1%), EXGERK
o (4.0%). THI* (3.8%) Tholr, 70 ha—LICHESN/-TH (PDD: 1 H 3 [BLL EOKEEE,
FT2 HFERE L7z 1 A 2 [BIOKEEME) 1, 129%DEFITHALNT,

IR FROT-DIIEBREDOER G R IESD 2 WVITIRRZ Ik LI2GA . S EERAFEREROTERIC
HTITEDTHRNRBE LB ELZHAEEER L Lo,
6) FEPNER : BEIRRER (MEFL. 536 ER)

3) EMERERELER (CVA/ANPC FEHIFI D — AXERERFHERBIE V

)

(4)

CREMERMARE, FRSFRPE, RBBRPE. FERX)

/NRIZ CVA/AMPC (CVA : AMPC=1 : 2) HURiAI 30~60mg/kg/H (CVA : 10~20mg/kg/H. AMPC : 20~
40mg/kg/H) & 1 H 3~4 [FIZH T TROBE Lz L & DR E., MEFFEE NSV EE2 B L
FERTER, FEFERBBRORAE 2 L FITRT,

R4, &E‘l\i’ﬂﬁﬂ%‘l\iﬁ;%’ IR B R G i s ) %) E%?H» &
vl [ k& | W] R |a| g ~ ~ |
vl | ® e e B
Wl | < PE e | o | 2T m | om
w | B SE O x %
i g% w2 | x| x| x5 |® = T g |#

EEEEIE &7 | 99 | I8 | 77 | 775 | 6668 | 156/166 | 3743 | 7579 (41/45) 2727\ | 810 |442472
B (%) 857 | 1000| 875 | 1000 | 47 | 971 | %40 | 80 | H9 91.1 1000/ | 800 | 936

HOPEVEREEE| 44 | 33 | 55 | 77 | 5962 | 4446 | 92100 | 2428 | 6165 (33/33 2323\ | 10 |307330

HhE (%) 1000 | 1000 | 952 | 957 | 920 | 87 | 938 892/ \1000/| 800 | 930
BRI 33 | W 66 | 5053 | I8 | MO | 24 | 2416 (1%14) (9@ 22 102113
HhE (%) 1000 | 43 | 875 | 700 03 857/ \100 903

MER : 74 A7 (=, =), MICZ50ug/mL (72721, A > 7V U P REMICZ1.56ug/mL) . B-7 7 ¥ ~—F AR
) BRI SUIERE R S T RE T d o T2 FE B

BITER BB T 5.4% (34/625 f5]) Tho7c, ERBIWERIETH - #8 4.3% (27/625 #). &M 0.8%

(5/625 ) Th -7,
7) £ FEZIEH> : Jpn ] Antibiot. 1985 ; 38 : 253-262. MO
=HfEE] SR L ERPR. 19855 19 1 1074-1080. KX
FRE Th o EpE L EEIR. 19855 19 : 1215-1223. K OY
RE =0T - RS L HEER. 1985 ; 19 @ 1835-1843. % .l tEEF

W) AAIX CVA/AMPC (1: 14) ®AITHY . AFORELORHEE, H@EE, DRIE, 27 3Fy 7 2E LT 1
H& 96.4mg (Jiffi) /kg (/77T AV e LT 64mg (JIf) kg, 7EF VY KFE LT 90mg
UIf) /kg) % 2 BN/ T 12 B Z L ICRERNICRNES T 5, TH D,

R RIEAER

U L

BRI
LR L



V. AEICEAY 5EH

(5) MIEMHER
FEAE B 1L TR B RISHER
LR L

D)

2) HEEEER

a)

b)
<% HNEANT—H >

3)

4)

(6)

i)

BI2EELLSZALSIES
B E L

BIRERICANDESS

BY E M AHERREER (550 3XBR) ©
18 7% LA _E oA s gl B e g BB 2 b4 12, CVAIAMPC=125/2000mg (1:16 B4#)) % 1 H 28] 10 H Ri#&
5 U TEBR O FHIA IER OLZBPEZHOW T, LA 7 X 500mg (LT, LARZ7rFH
») ® 18 118 10 B Gk D IELMEAREE LT=, Z OFEH, 15HH E R O R K OV R
RIZREAN TN TiBRE] T - 7-E O%EIE 1%, Clinical PP Test of Cure Tl CVA/AMPC (1:16
) FEDS 83 7% KNV ART v x4 N 84.3%, ITT Tik, CVA/AMPC (1:16 #) #E2Y 76.4% &
DL AR7 X% BN 83.0% CTh o7, IRMHIER ORI &K OISR 2 E G0 R (FERHM
JHH) TlX. CVAIAMPC (L:16 8% D LR 7 a4 ot T B IELMEN TR ENT-,
BIWER OREBEERIT, CVAIAMPC (1:16 &) BT 37.7%., LARTZ7 XYL UBET 204% Th o7, &
LEHETHo - FRIT, WAL D FRAIT. CVAIAMPC (1:16 BHI) BTV A7V UL
RTCEHETH -T2, LA L, TROBEEEX, KESPRESD L WTHEE T, BRBRPikicEs7
T, PR EE B U THRIAED LI gBRE 1B F Th - 72,

8) PR HIHEGRRBR (MESh, 550 #BR)

) CVAIAMPC (1:16 A 13, 18EH, 777 Z @AY v A& LT 626mg, 7EXT Y LkKFIE LT 1000mg
GAEL, REILEHEENRRAL D, AROMELRCHER, HEE., DNRICE, 798y 72 LT 1ARE
96.4mg (J1fli) /kg (7 7T WAV vae LT 64mg (Fifli) kg, 7EXT TV kR E LT 90mg (F
) /kg) % 2[ENZ3T T 12 B L ICRER IR OEET 5, | THD,

TR
HEERR L

BE - HEHR
LR L

ARHER

1) ERAMERE - FEEABREHRAE (BRHAE) - RERFTRERAER (TREEKRFER)
a) NRPEREFZFRE LI-HEERABERE Y

I SERE T2 T 2 L e L A MMEICBE i B ER A INE, M52 2 s LT, /hNE
R EE G & LT RrE i I s i A 2 S0 L 72,
AFNT, dRE O ERER FICBWTH/AEPERIS L TERIAMER S NS Ze 2R LT,



V. AEICEAY 5EH

i) REMH

1.

3.

4.

LR VEMRAT R SERE] 455 B2 31T D BIVEHEBLEIL 23.3% (106/455 f5) TH v . EIVEH OFELE K
OB BUE A 1T AR £ TOBRKRR LR TH 722 206, KR ZEMEICHOW TR &
eI R SR o Tz,

ERAWERE TRF) . TREE RF0BBEETCHY., TH (BREELZET) ORIEMHREE
FIT 22.6% (103/455 fil) Tho7m, ZNHIHIFEAENIEEELRFLTHY, WIFN [RH] 72
FELrREWIRe TEE] & LT Tk LTni,

R OZAVEC DWW TR, 23BN FORWEA BN 35k LL L X TEWER ThH > 7225, 7@
ODONTEFERIFIEAENTH (REFELET) Thol,

PDD (Protocol Defined Diarrhea) ZE1Z1% 8.4% (38/455 ) TH V. HEKiBEFE TORKRBRD 8.4%
(91107 f5l) LIZIERFOFRERTH T,

W

i) At

1.

4.

HINERAT R RIER] 433 BIICI 1T DAL 95.2% (412/433 ) TH V. T H R ORI D H %)
FCIX, TAMALIRM:) 95.5% (400/419 f) . TEMALMRME] 100.0% (272 ) . [
88.9% (16/18 f5) T -7z,

EREBOFRhRIE,  THiRERE] 97.7% (85/87 #) . A 7= VE] 94.6% (70/74 )
(€T 7%87 (T AZ) « AHXF7—VUA] 100.0% (43/43%1) Th-o7z,

C MRERE ORI OFERIL, [ N= U s M4 ERE 0 PSSP (Penicillin susceptible

S.pneumoniae) | 96.9% (31/32 i) | (= U HEREMPERZERE : PISP (Penicillin intermediate
Spneumoniae) | 1000% (20/20 i) . = U it ZEREE : PRSP (Penicillin resistant S.pneumoniae) |
952% (2021 5) TH Y, MHEFEZE D TOTILE 95%LL EOZEBFED B iz,
HHRGER Ch 2 B, B, BB RE OB OUGERIT, WIhd 5% EThoTz,

9) KZMEIZA : Jpn J Antibiot. 2007 ; 60 : 221-241.

b) INRREREFEEREEZNRE LI EFEAMBERE Y
FEHERETICB T LML O MEICE T 2 EEAEREZIUE, FHMIT5Z 2 M E LT, /N
IR SR GE FRE 2 2 e e & L 7= e o AR TR A 2 0t L 7=,
AFNL, TR O HFERE TIZBW T H /N OREERERYLE B8 RYE & OVR B GIE LS % LT
T=HIMER b N E R R LT,

i) REMH

1.
2.

LARVEFRAT R SAER] 337 B I51T D RBIVE I BLHIL 12.8% (43/337 #) Th -7z,

BIWER 436105 6, 416 (12.2%) 28 THIBMEE] THY . £OWNFTUL T 11.9% (40/337 f1) |
g 0.3% (/337 #) Th o7z, [HBEE) DA TIE, [REB IO THEBES) 0RZBE
F OB A% 0.3% (1337 f31]) (23R8 T,

BIWERIZ T R CIHEETH Y . ARG 72388587 - ki X v A8 £ 72 i3 Uz,



2)

V. AEICEAY 5EH

i) Azt

1. A RWEREAT R GER] 308 B8 HARIRIL 95.1% (293/308 ) T -7-, WHIHIE. MEEHZS. J
Ph2e 6 L ORISR X RICkT 2 A %h31T 92.9~97.1% T, FEREMRYWE 2L T, 95.4% (267/280
Bl) Tholz, FKEERYE (RIEMEERYUE, WRIEMEERERS VY Vo - U U RHiR)
WK DEZNEIT 96.6% (28/29 ) Th - 7o, IREGEGE DBEMERIZ R 2 H2HIX 12 FIT
o,

2. FAEHBEROLHFRETHHMERKE, A > 7L FHE, LIV YRS, HEe7 FUER
HBLOETZ7k®T (T RAT) « X 7= RIxT 2R IREBAZRIT 91.7~100% T
Hol,

PN ANE L

10) BRA—E1E0 : HA LT MRS, 2009 ; 57 @ 438-452.

ARBZHLE L TERFEORNERITER L-HBOBRE
BRI L



VI. EFEEICEY SHEE

1. EBEPNICEEHSLEMITILEYME
BAR=VY VRM OO 7 = 2R5U4EME

2. EIBEMR

(1) ¥EREMLL - ERKF
AMPC 1%, G~_=v U T, 77 LBMERE, EtEE OMInEES k2 E LEREN R 2nd W,
CVAILB-T 7 4 ~—BERAWHNCIET S Z LIk V. AMPC OIUKSRZRG < 2 13
L7273> T, CVAIAMPC X AMPC &S PERICINZ C, B-7 7 #~—E & FEAET H AMPC (iR 25t LT
%)mjjzi’ﬂf\”?— 14) , 15) o

1) BIEZERRICHT DMEEE (/n vitro) ®
A FEFEYERERRIZ A5 CVA/AMPC (1 :2), AMPC KT8 CVA @ MIC % 2R ABREZ AV CHIE LT,
77 DGR K OFRPERE 19 BRH 18 BRI LT, CVA/AMPC i% 0.01~4.0pg/mL @ MIC %= L7z,
ZOHT, AMPC Tk L TREZMEDIR B-T 7 X ~—VBREAR 5 #d D VITFEAER & HEH X2 iR AR
1128k, KIGE ATCC3S218 kLT e T o A « 7L U A T510 #kiZxt LT 0.25~4.0ug/mL & MIC
ZRLTZ, CVA BhEIZ WI T A IB-TF 7 F~—F (k770 AR F—8) EARNEE ATCC27853
FRIZ%E L CTiE AMPC }2 (8 CVA/AMPC (X W3 U b L TEIE 2 R S 2o 7z,
F7o. CVAIZHM THETEMEZ R L7223, £ D% 711X CVA/AMPC LV 55702572,

SRFEERRICHT SMEEN

5 MIC (pg/mL)
CVA/AMPC? | AMPC CVA
7T LEMEE | E AT R ERE ATCC25923 0.12 0.12 16
7 N ERE ATCC292137 0.25 8.0 16
a7 K ERE NCTC115617 1.0 256 16
FR 7 K7 EKE 8107 1.0 128 8.0
JEA T R ERH 685 0.25 0.5 16
LB L o EREE 1953 0.01 0.01 8.0
Jli R EKES 1760 0.01 0.01 16
B R L Y ERE 2787% 0.03 0.06 32
RFRNAYHA T HFITRE 47 290.5% 0.03 0.06 8.0
JBaARNY DT T 4T 4L 25665 0.5 0.5 128
7T MEVEE | A v 7L U Ql 0.5 0.5 128
A 7= YE NEMCI# 0.5 64 32
TTIR®T (TTUNAT) - BHT—T R 1502 0.01 0.01 8.0
TTI8T (FTTnAT) « hHT—1 Z2001E* 0.25 16 8.0
Jiti ZE FRER 1112 2.0 64 32
R L2444 0.5 0.5 2.0
FEEEE ATCC27853% 512 >512 128
KHIFE ATCC35218 4.0 >512 16
FaF A - TIH Y A T510 2.0 512 32

a) CVA/AMPC (1 :2). MIC % AMPC & L TOHfE
# BT 4~—YELH
PRIy 4Y L



VI. EFREICEY HEE

2) ERERD RIS T BB N (/n vitro) ?
a) NEFEXDEER

HARNNE G FRESE 3 5 ABLE 12 5Km) 81 flbi Sy 10 EfED > &, PHEDOFER
EXRETHD, MRKE, A>TV VHE, €778 T (TT70nRAT) - hXxT—IJAD 3 EHEIC
DN, BFREHIEIKICT 2 MIC ZHIE L7,
MIC O#|7E % CLSI [Clinical and Laboratory Standards Institute (IH NCCLS) ] {EICHE S5 MEIRIA S
PRIEICHE U CIEhE L7z, 7038, iREREICIVT PSSP 1T PCG 12495 MIC 28 =0.063ug/mL D EE,
PISP [Z[AI#RIZ 0.125~1ug/mL OFE L, PRSP IL=2ug/mL OEKKE Lz, £/, A 7V HFEDH L
BLNAR (% B-7 7 # ~—BIEPEA D> ABPC IZ%IT % MIC 78 = 4pg/mL OEREE Lz,
7 F8F w7 AD MICso BTN MICo 1&, FiREKE T 0.031pg/mL KO lpg/mL, A >~ 7L HFET
2ug/mL LY l6pg/mL, €727 €8T (FTT7 A7)« AKX T —1U AT 025ug/mL LT 0.25ug/mL Th -7z,

PEXOEGERBICHT HBEZMESM (n=81)

. y I MIC (pg/mL)
R B K LA 3E range MICoq MICe
Jiti o BR 1A 23 CVA/AMPC | =0.016~1 0.031 1
1:14
CVA/AMPC | =0.016~1 0.031 1
1:2
AMPC =0.016~1 0.031 1
CVA 8~ >128 16 >128
CDTR <0.016~1 0.25 1
CAM <0.016~>32 4 >32
NFLX 2~16 8 8
PCG =0.063~2 =0.063 2
A I Nx P 37 CVA/AMPC 0.125~32 2 16
1:14
CVA/AMPC 0.125~32 2 16
1:2
AMPC 0.25~32 2 16
CVA 16~128 64 128
CDTR <0.016~0.5 0.031 0.25
CAM 0.25~32 8 16
NFLX 0.063~0.125 0.125 0.125
ABPC 0.25~16 1 8
ETIET (TTUnNAT) 7 CVA/AMPC | 0.063~0.25 0.25 0.25
NHET—1 A 1:14
CVA/AMPC | 0.031~0.25 0.125 0.25
1:2
AMPC 0.25~8 2 8
CVA =4~16 8 16
CDTR 0.031~0.5 0.5 0.5
CAM 0.063~0.25 0.125 0.25
NFLX 0.125~0.25 0.25 0.25




VI

REHEREICEHT HEE

b) /NREEEESBEE 'V
15 AR O B A N/NRIEYSEBE 2 DB &7 10 BRE 282 BRICHkT L T, BREHLEIRICH T 5 MIC &
HE L7, CVA/AMPC (1:14) O 7 7 ABGYEREICxTT 5 MICy 1, MiZREKE 1pg/mL, ¥~ N v EKE
(AF LV R EF A7 RO ERE - MSSA) 2pg/mL. LB L U HERE™ <0.06pug/mL TH Y . (it
RERFEDO_=VY > G PEEMMEMAERE (PISP), <=3V > G MEMi%EkE (PRSP) (5L TH
0.5 XN lug/mL Tho7o, 7T KEEREIZHT D MICo IZET 7 |®T (TTUnAT) « BFT—V A
025ug/mL TH o=, A v 7NV o FRHEDOZDOMOEIZK LTI 8~16pug/mL Th -7z,

NEREEDQREE IS HREZMEL M

e N e MIC (ug/mL)
Fii B %% EANEE S range MICo MICoo
Jii 2% BR A 60 CVA/AMPC* | =0.06~2 0.125 1
CDTR <0.06~4 0.25 0.5
CFPN <0.06~4 0.5 1
CFDN <0.06~16 0.5 4
PCG =0.06~2 0.125 2
PSSP 29 CVA/AMPC* <0.06 <0.06 <0.06
CDTR <0.06~0.5 0.125 0.25
CFPN <0.06~0.5 0.25 0.5
CFDN <0.06~1 0.25 0.5
PISP 20 CVA/AMPC* 0.125~1 0.25 0.5
CDTR 0.125~0.5 0.5 0.5
CFPN 0.125~1 0.5 0.5
CFDN 0.25~4 2 4
PRSP 11 CVA/AMPC* 1~2 1 1
CDTR 0.5~4 0.5 1
CFPN 0.5~4 1 1
CFDN 4~16 4 8
T R ERE 46 CVA/AMPC* 0.25~2 1 2
(MSSA) CDTR 0.5~1 1 1
CFPN 1~2 1 2
CFDN 0.25~0.5 0.25 0.5
(ML o Bk 30 CVA/AMPC* <0.06 <0.06 <0.06
CDTR <0.06 <0.06 <0.06
CFPN <0.06 <0.06 <0.06
CFDN <0.06 <0.06 <0.06
ABPC <0.06 <0.06 =0.06
PN 50 CVA/AMPC* 0.125~8 0.5 8
CDTR <0.06~0.5 <0.06 0.25
CFPN <0.06~4 0.125 2
CFDN 0.25~16 1 8
ABPC 0.125~=>128 1 8
TTIRT (TTUNRAT) 20 CVA/AMPC* | 0.125~0.5 0.25 0.25
HHT—Y A CDTR <0.06~1 0.5 1
CFPN 0.125~1 0.5 1
CFDN 0.125~0.25 0.125 0.25
i S K EA 30 CVA/AMPC* 1~16 4 8
CDTR <0.06~0.5 0.25 0.25
CFPN 0.125~1 0.5 1
CFDN <0.06~0.5 0.125 0.25




VI. EFREICEY HEE

KNGH 30 CVA/AMPC* 2~32 4 16
CDTR 0.125~0.5 0.25 0.5
CFPN 0.25~1 0.5 1
CFDN 0.125~1 0.25 0.5
TuFA - ITLY R 10 CVA/AMPC* 0.5~32 1 8
CDTR <0.06~64 0.125 0.25
CFPN <0.06~64 <0.06 0.125
CFDN <0.06~32 <0.06 0.25
NI TuaALT AR 4 CVA/AMPC* 0.5~64 — —
CDTR 4~=128 — —
CFPN 16~=128 — —
CFDN 8~=>128 — —
TVRT TR 2 CVA/AMPC* 4~64 — —
CDTR 32~64 — —
CFPN 16~=128 — —
CFDN 16~=128 — —

) EISAERE
¥ : CVA/AMPC=1: 14

[ £ 2008 4 1~8 HIZAE O —REFRMEIICIN T 15 AR O/NEO R, IR, W, HEENR DR S
SyBlES - BERR (10 R 282 BK) 12OV T, AFEHIE N T2 MIC Z#lE L7z, MIC OJIEIX CLSI [Clinical
and Laboratory Standards Institute (IH NCCLS) ] EIZHUE S 4L DMK IRAIIEIZHE U TER L 7=,

(2) EEEMFTHRBAE
1) /n vivo TOMEEM
a) RZI UMMM RIRE I & ZFRBERLES Y MIBITHEEDNR

CD 7 v b D&/E XA PRSP 6logiocfu Z44FE L, 24 FE# 755 CVA O AMPC % 2.5 H ¥kt s#lkN
5 Uz, FrltdfRNEEGICBE L Tk, ~ A a2 dilililo A v 7 a—Ya R 72Hns 281k,
7w MZEBIF5H CVA & AMPC D i HREHERE S, /NEEBFIZ CVA/AMPC (1 : 14) 6.4/90mg/kg/H £ 7=
I¥ CVA/AMPC (1 :7) 6.4/45mg/kg/H% 1 H 2 [l 5 L7=WeD MR EHER & FL 95 K 5 ICHd s
LT,

AMPC @ MIC 728 2 & 5N 4pg/mL @ PRSP3 #RIC L AR ZRIEYE T » MZB W T, B b~
CVA/AMPC (1 : 14) $5H0F & [RERO M RERER %17 L 912 CVA LN AMPC Z Rifichit 32 Z L1
£V, MAOAREEIIAEREICHE D Lz, WTHOREKIZ K 59T » M2\ Th, CVA/AMPC (1 :
14) 5o M RBEHS Z FHR L ESA O EBEER X, CVA/AMPC (1:7) @t i
EHEEBB LIS A XV ARSI 5T,

AMPC @ MIC 73 8ug/mL T 5 RSIFRIC L DY T » MZBWTIE, WTho®F o kiR EHERS
ZHEL LI GE b AREERAMERITR O iz o Tz,

PRSP I & HFFIRZRRRE S v ~Ixtg % CVA/AMPC DEHR

MIC (pg/mL) EEEL (logiocfullifi, F-¥%)fE+SD, n=8)
i A R CVA/AMPC Fifi ¥ 1ERE 1| CVAIAMPC Bt id it 2
PCG |CVA/AMPC? (5 ﬁi%wz&“ 5) [CVA/IAMPC (1:7) ®| [CVA/AMPC (1:14)
- I R R & ] D . R A FEL]
N1387 | 2 2 6.97+0.30 4.37+0.93* 2.62+0.85™ *
14319 | 8 4 6.80+0.62 6.26+0.47 4.28+0.82* *
410101 | 4 4 7.11+0.45 6.14+0.6* 3.91+0.81* *
RS1 16 8 6.03+0.61 6.11+0.73 5.94+0.72

a) : CVA/AMPC (1:2) . #f#iX AMPC & L T®» MIC
IR L OHEET p<0.01,  ** o XTHRRE. CVAJAMPC EREERERE 1 & O Rl T4Z p<0.01 (Scheffe’s test)



VI

REHEREICEHT HEE

b) 41 VIIWITUHHIZKDFRB/BRELS v MMIHITEBEHE

CD 7 v FOKEXNIT, B-T 7 Z~—BREAA 7L HHE HI28 Kk (CVA/AMPC @ MIC0.5/1.0pg/mL)
& 5L BLNAR DA > 7 L= Y Chesterfield %k (AMPC @ MIC4.0pg/mL) #J Slogjocfu Z4%FE L, CVA
&Y AMPC % 3 HIRFHE RN S Uiz, FRorliRNEG-ICBR L Tld, 7 > MZEBIT 5 CVA & AMPC
O ARERER A, /INRBFIZ CVA/AMPC (1 :16) 125/2,000mg & % ME CVA/AMPC (1 :7) 125/875mg
Z 1 B 2[A$E Uk PR EEHERS & FHEl9 5 & 512 CVA L TN AMPC # #¢5- L7,

CVA/AMPC (1 :16) Zt ML LIERFOMmMPIREHERZ T v MNIHEL S E 72 CVA/AMPC R ERE
1 & CVA/AMPC (1:7) %t MG LIRomPREHREZ 7 v MBS S E72 CVA/AMPC £tk
HERE 21, WIhvd HI28 RO AW B A R ITIN T S/,

Chesterfield BJEG T » MIBWTIL, WINOFEEFERECOLINAEREZABEIVERTIEZHDD, AMPC
HEOBOEHGFER | COPEEMT, AEOROERGEFER 2 1 bARICH) -T2,

HIRERRLES v FOMRNA > 7L oHFEITHT S CVA/ANPC DIEE M

JliNA > 7 v o B EARES (logwcfulfifi) | FHIfEXSD (n=5~7)
H128 8k (B-7 7 # ~—EREHE) Chesterfield #& (BLNAR)
(MIC : CVA/IAMPC ; 0.5/1.0pug/mL)| (MIC : CVA/AMPC ; 4.0pg/mL)
RTPREE (EFRRMRERS) 6.4+0.6 6.7+0.6
CVA/AMPC Fifge it 1
[CVA/AMPC (1 : 16) 2.0£0.7** 3.1+0.9** a
125/2,000mg > IfiL 13 % FEER ]
CVA/AMPC Fifgi LRt 2
[CVA/AMPC (1:7) 2.0+0.8%* 5.1+0.9%*
125/875mg O IfiL FF i FE A FEL]

R SPBREE & O iR T p<0.05, p<0.01
a : CVA/AMPC FRGEEHERE 2 & DL T p<0.01 (Student’s t-test)

2) IORERENBRRIEICH T HABRME Y

TEXTUY UIEDOKEE  (E.coli ML5005) . FliRARE (K pneumoniae ML5006), 7'RT 7 A « I 7 &

U A (Pmirabilis ML5007), 707 7 A « 7L H U A (Pvulgaris ML5008) , #{0~7 K VEKE  (S.aureus ML5009)
BHERE L 7-~ 7 APEENIEYLIEIZ RS LT, CVA/AMPC (1:2) X7 EXT U X0 A LMMCENT

TR RE R LT,

AMPC Tt R PR T/ NECTE B EDso (mg/kg) *
cells/mouse cells/mouse AMPC CVA/AMPC (1:2)
E.coli ML5005 2x107 2.0x107 >1,280 87
K. pneumoniae ML5006 5%107 4.5x107 >320 92
P.mirabilis ML5007 1x107 1.0x107 >320 93
Pvulgaris ML5008 1x107 1.0x107 >640 78
S.aureus ML5009 1x108 1.0x10% >320 37

FERE AT - ICR ~ 7 A 1 AR Y- 0 15 20 PBA& A,
FEERTE - RRE 2~ 7 AP S, BRI L OV 4 R B ISR R G Liz,
SRYL 7 B DATFRD S EDsofli % Litchfield-Wilcoxon {2 HE-S X B H,



VI. EEE(ICEY HIER

a) YORBREICHT HAEDRY

B-7 7 A ~—EEATEX Y VIPEORME (T39R+) Z#ME L7~ U ABLRBRICK L T,

CVA/AMPC (1:2) (150mgkg) Z#&N#45- L, BGOSR L BNMEHZZ T EX U (600mgkg) .
7777 W (50mg/kg) BB R & iR LT,

- ZORER, CVA/AMPC (1 :2) HERHIRBBEOEEA A LT, EENOEED 10%cel/mL BLTIC
WAL TWBEDIZ L, TEXT VY VRO 777 U EMIBERIIIEIRER & O£ 2RO TS
ThH-o7T,

CTEFVUY VRO KRR (T39R—) 12OV CREED EBR A 1T - =558, CVA/AMPC (1:2) |
TEXFVV VERIZEOHRER LT,

TEXL L CTMEXBE (JT39R+)

(%) IR TR = (cells/mL) R NAE N
100+ — o 10% 4 g
® o &
80 ' : o)
107 7| ) QO
@ s % o
# 607 1]
2 £ o
T 10°
40
| 4 o !
207 10° !
| ez oMe!
o
o @
U W
W g (LS w&g -W®@ ¢§ N
S\ @@q % o O @ <& S @6‘ %
W W
TEXFD V) CBESMERBE (UT39R—)
(%) EIRET R E (cells/mL) B
100 10° 4
\ 80
l 107 7 C% @) |
| 601 ~ @ © © i
174 N ®1 & 1 o) |
= ] ol
40 : o
e | 8
20 | 10? o o 8
.l | ~ L oommmarfhn oo 0
O O
f ,\352 S W N
N % S
\\?lﬁv- S ‘?-Q,“' % \\\*\u- Q R\ 2
! O c})“\g \!‘ o t@& 5° N ;g@q \t‘\ Q“‘C’ 69 P
. W w

b) RKIBE—/1\VTAATR - ISV RICKBIIVARTREEREICHT HEEDRY
B-7 7 Z~—VIEEADKMH (Ecoli Nol), p-7 7 X ~—BEADNNITuAT A+ 7T U R
(B.fragilis GAI—0544) ZHFE LT-~ U A FIREBYYEIZRT LT, CVA/AMPC (1 :2) OIEEIR%,
TEXTV I (AMPC), B7 7Y U (CEZ) ZNEIDOIERRNE & HhRat L7z,
- 1REEBAAE 7 B B OAEFEIX, CVA/AMPC (1 :2) 1.6mg/H, 0.3mg/H&EGETZENEI 90%., 80% &
BT, TEX VIV Img BEEGHE, B7 7Y ) v dmg AR GEEL D EPICENL TV,
ZOfERIT, BRABYPBEICBNT, RKFEATEXL V) vHI NI 7 7V ) VCEZETH - T
b, TETHITaAT R TITPVRABELETD B7 7 4~v—BICLoTTEFT VIV, 77
VU PR STIBFRDIR Z R LBV L 2R L TN D,



VI. EEB(ICEHT 5EHE

3) BRAHIEZE~ADORED

CVA/AMPC (1:2) BUPAMPC 2~ 2 (n=5) |C2mg/H. 7 AMMREEG L, BHAZ A b Y Po A
T4 T4 VIVOREREIREGREL R LTz, ZORE, BEEREROFRKREISNDE 7 a A MY D0 A -
T AT A VORIER G0N RNZ ERFEO LT NS, ZHUX, JRARNI DT LT 4T 40
W2 PE S (MIC) 2% 0.01pg/mL T#H Y . AMPC @ MIC0.39ug/mL (2T, FHF LM EN72H
WCHEOHBIAHIE SN b D EBZZ HRD,

HSORRMYDOL T4 74V IILOHIR

sl ¥ U % No. 1 2 3 4 5
AMPC 3+ 3+ 3+ 3+ 3+
CVA/AMPC (1 :2) + — — — —
IR R — R — -
3+ : =10%cfu/g, 2+ : 6~<10°cfu/g, + :1~5cfu/g, —:0
(3) YEFARIIFFR - iR
TVIL SEpshfelc B3 2HE 1. MPREOHR - WIEE) OHBMR



1.

(1)

(2)

(3)

(4)

(5)

VI. EMEEICEY 51EE

meRED#RS - BEE

AREEDLGMGERE
JRYLEAL, R EH ORI L B D,

B I R B E 2 R
[ (3) ERAREER CHERE SRz DESM

BREREAER CHERR SR E
AARNDNEGERERESE (3 » AL E 12 AR, FHARE 17.3516.50kg) (227 7 NF v 7 X
(CVA/IAMPC=3.2/45mg/kg/la]) ZH[EIRE D5 L, #&5% 1.5 KO 4 eI ER M2 %5 L, g AMPC
KO} CVA BEEZRIE LIz, ZO/%E., AMPC, CVA & &L/ S, fem bl o5 L
Bz LD BG4 15 R O MAE PR X2 2 16.8 TN 2.1pg/mL Th o 7=, F7-, MiEH AMPC
BEET, % AFFICBWL T 6.9ug/mL 277 L, MIC=4pg/imL DL EZH#ERF L T D Z R Sz 2
WK AN YE R (3 4 A DAL 12 3R, RHE 5~40kg) (27 7/3F v 7 2 (CVAIAMPC=3.2/45mg/kg/
M) Z8FLE L HIC12EMMBFECTLE 2, 10 BRIChZ> TRROBSE L, s AMPC & TN CVA EE
ZRET D LRI, SEYEIHE L O AMPC OJREDHIE O MIC % L[R2 FREH (T>MIC) Z#Et L, £
DOFER., AMPC & CVA OISR ~D BT 0.5 Kefi] & F.< . £ D% AMPC IXIZ & A EDOPIREIZIHB W T
BG4 12 RIZ BT H M S 41, CVAIIRE S O#ERE T 5-1% 6 I £ TR S 47,

FRERE E 71T A 7NV PR EZRERE E T 5P HREHICBWT, T>MIC & 5[ED 40% % # 2
L85, 80~85% DMIEFIINENGLND Z LS Tng 2 8, 7 I 3% v 7 A, 12 B0
P HHRTiE. AMPC ® MIC=4pgimL DA, £ D 46%I2d7- % 55 B:iich 720 MIC % L% 2

BRARANDNRRBRRFEEZ(CE T2 AWIPC R U CVA DEMENRE/NS A —5 (FHEXID)

)35 g g | Cmax Tmax AUCy_, Tis CL/F T>MIC | T>MIC
(ug/mL) (h) * (h + pg/mL) (h) (L/h/kg) (h) ** (%) **

AMPC 16.5+7.1 |2.00 (1.00—4.02) | 62.6£16.3 | 1.36+0.35 | 0.77+0.26 | 5.5+1.25 46+10
CVA 1.73+0.87 |1.07 (0.98—4.00) | 4.13£1.86 |1.10+£0.29* |1.11£1.09* | a%4€9 | i%4E¢

n=18, * :n=17, ** : MIC=4pg/mL
FoomoRfE (REDH)

hEE
UERR L

BE - ftRAXOFE

1) BEOE

<HNEANT—H >

CVA/AMPC (1 : 14) ANz OV, HEYENEIC KT TR FEOREIIMREF L Ty, CVA/AMPC (1 : 7
AL O 116 A ORFOEOFBRKAEIILL FOEY TH 5,

SAENEERERN 1240 (B4 6 40 FHFEE 30 7%) Zx%RIZ, CVA/AMPC=125/875mg (1 : 7 54l %=
ZEREIE B D I E ARG A BMAERT, BIAATE 30 3. 150 327 o A4 — "—iEIZ Xk D &5 L, AMPC & CVA
DIPENHEIZ KITT AFEORELBEF LR, AMPC ORMEIREICKITTREFOEEIL bFMnT
Holz, —JF. CVA OMXHIR AL AT ATV T (1%, ZEERR S L i LT, SRR EER LA

) AFORMERLOCHEZ., @, NI, 298y 27 2 & LTLIHE9%.4mg (i) kg (7575 Y
7 AELT64Amg (M) kg, 7EFT U KT E LC0mg (o) /kg) Z2[ENZ53i TL2IER 2 & IC A E
AR O&E35, | Thod,



VI

EMEEICEHT SIRE

30 43, 150 ZpCH G35 LB Licy, mIEMIRB I AR (RERD (532 & HEREH
EEhb /&<, BAFRRINZ R LT 2,

SAENERERCN 2740 (53 1161, 2 16 451 SRR 35 5%) OZERERE R OVE RN & & 5 W ISR E B %
IZB1T 5. CVA/AMPC=125/2000mg (1:16 #Hl) O EGHNENZH&EG#% 025, 050, 0.75, 1, 1.5, 2, 2.5,
3, 35, 4, 45,5, 6, 7. 8, 10 XU 12 FFfE]DRF L CO R ENRE A M5 L 72, CVA/AMPC=125/2000mg (1:16
BUA) SRR ERE CIT R FHEIREAA 30 0tk IRERRE CIT R FHEIBIAIHCIR G LT,

TEXVVY CORHEHER (AUC) (XRIEMROEBIBAME 30 kb Lichid . SRS &
TE< . EHEREEE G- CIx, BRI G L WX TR o 72, BIERBEREZOT7TEX v I O
EHRGEEIIEERBIBGR ISR G L2 GG L X ThThicEnoTe, 777 7 VRO EHIRHE R
(AUC K Of Cmax) (&N & OB 30 DICBeE U a, ZefE e 5 K OVE Y A48 B B hh 45
B L HARTIRD o 723, ZEER G & IR ME R I AR 5 D Ll CIERIRE Th o 7o,

LLEXY, CVA/AMPC (1:14) ®ANL, BRFEOEANIRATL2ZENEELNEB XY,

2) HREDZE

(6)

VI Zeett (R LoEEs) (B 2HE 7. MAER OESMR

BEE (KEal—>3>) BAICE Y4 L EDEADREDER
BL AR L

2. RMEERB/NT A—4

(1)

(2)

(3)

(4)

(9)

(6)

(N

fRt A&

R L

IR R 3EE FE 7E 3

M. MmHREOHER - JEE (3) BRARER CHRE ST iRE] DESM
NAXTTRASE) T«

M. MmHREOHER - JWEE  (3) BRARER THERE ST iRE ] DHESM
HEREER

M. MmREOHER - JEE  (3) BRARER THRE ST iRE] DESM
DUTS VA

1. MhREOHER - MIETE  (3) KRB CHERR Sz b | OES M

/

PTERE
BRI L

mFEAZEE
In vitro TOMIEE BRES =1L, AMPC 28 10.6~30.0%, CVA 2% 13.0% CTdh > 7=,

) AANICVAIAMPC (1:14) BAITHY , AFOELROHEIZ, W, NRIZE, 798y 7 2L LTIHE

96.4mg (i) kg (7 7 F LAY UAE LT6Amg (Jif) kg, 7EFT U kF e LTomg (Jiff) /kg)
Z2ENIA T CL2IH Z L IR ERNICR A #ET 5, | Th b,



3. R
1. i PR OHERS - HIE T

4. 7%

VI

EMEREIZET HIRE

(3) ERAGAER CHEE S iR E ) DOHEMR

(M

(2)

)

(4)

()

5 — BB P B
KR L

I % — ia A5 B P @ad 1%
[ (5) ZOMOMEE~DOBATIE) OEHSM

A~ OB
[ (5) ZOMORBA~DOBTE OHEBH
BB~ OB

U L

Z DDA DB T

1) RESMETRE?
AARNNRAERERES G » HUE 12 ki) (27 7/3F v 7 2 (CVA/AMPC=3.2/45mg/kg/[F]) % Hi.
MR AFE L, 5% 1.75~7.67 RFEOEE ORI B Wik 2z Bkl L, 1 E ik AMPC &KUY CVA

) AANICVAIAMPC (1:14) BAITH Y | AFOELOHEIL,

TR & E LT,

AMPC [ZOWTIE, 18 IKICBWTHIERTRETH Y . HEHAWKRT AMPC 2 IE 1.03~18.45ug/mL Th

D PHSUWIRA~D BRI R2BATHRED b,

CVA IZOW T, BRETHERGETH D . FHWIEF CVA 21T 0.10~2.83ug/mL TH - 7=,

BANNRHERBEICE TSP ESBHER AWPCRE (n=18)

(pg/mL)
20
°
%;; 151 °
b
bl
EA’ 10F
M ) o
(F; °
= 5f ° ®
& o °® : ¢ °
o ®
D 1 1 1 1 ]
0 2 4 6 8 10
SRR (BFFRED)

LGEs, DRI, 792y 7 AL LTCIHE

96.4mg (i) kg (7 Z7 7@l Vwas LT6amg (i) kg, TEFT Y KR & LT0Omg (i) /kg)

22N CLBE T L ICRERNCROH 5T 5, | THD,



VI

EMEEICEHT SIRE

BANDRBEREZICE T HRES &P CVARE (n=13)

10

(pg/mL)

5r

4+
th
H
a2
’% 3r O
h
C
Voo2r
£
= O O
= -

e]®} O
O
O 1 @) % © 1 O ]
0 2 6
5 R REE (BERD)

Wk ANRHFERBEIZZ T3 v 7 A (CVA/JAMPC=32/45mglkg) %##EA&KE Lzt &, RESWET O
AMPC JBEIX TRO L 21 5% 1, 2 KON 3K CENZ T 32, 33 KO 5.8ugmL Th o7z, IMmAEH
TR & OHITZENZEI 032, 021 X053 TH Y, AMPC (ZH B/ WNE T ~O BIF 2 BATHEZ R LT,

AMPC
B A1 B M R R R B WA TR R o B R/ S R o
(ug/mL) (ug/mL) BT
| FH 7.7 3.2 0.32
P (%) 1.5-14.0 (5) 0.2-5.5 (4) 0.08-0.59 (4)
2 R FH 15.7 33 0.21
FpH (%0 11.0-25.0 (7) 1.9-6.0 (5) 0.08-0.35 (5)
3 1R Y 13.0 5.8 0.53
HapH (%) 5.5-21.0 (5) 3.9-74 (5) 0.32-0.71 (5)

2) g

PR S REGSIE D RN B 7 BT

CVA DOVEEK T,

ThH-oT,

3) mUEERTRE D

H- S A BEEL R GUE O BN B 3 BT

CVA/AMPC (1

:2) HHKI375mg £7-21% 750mg & 1 MR OK G- L=,

1 BICiEmt Shd . %0 6 BlOWUEMIX, 375mg 5 6 Fifil# £ TT<0.06~
0.11pg/mL, 750mg % 5- 6 IffH]#4 £ T T <0.06~0.28ug/mL TH -7z,
AMPC DOVEHEHIREEIL, 375mg #%5-. 750mg % 5- WU\ T h i 6 K% £ T T <0.06~0.25ug/mL

CVA/AMPC (1 :2) H%]750mg % 1 [BIFE O$EH- Uiz,

CVA O R HGRRE NI EE 13 0.47pg/g. AMPC O X RHKFAR PN IR EIX 1.01ug/g ThH - 72,

4) FEHBNRE™

FEEORRNBE T, HM = 2RI T T ES 10 412, CVA/AMPC (1

:2) HHKI 750mg % 1 [EFE A

e Uiz, ek PR EIL, CVA0.78~3.20ug/mL, AMPCO0.86~4.05ug/mL (2534 L1z, 1 &% &6
A7, MHEBZREMMEICIZ. CVA0.13~1.35ug/g. AMPC0.43~2.64pug/g DIEFENE S T-, IRE, P& hjE s

E) AHFNIZCVAIAMPC (1: 14) BFITH Y | KEIORELOHET,

RGN

PNRIZIE, 77y 7 AL LTLH

£96.4mg (JIf) kg (7 7T BEA YU v E LT6AmMg (JIff) kg, 7EF T2 U vkFmE LT0mMg ()
fil) /kg) Z2[ENI43 T TI2MM 2 & ICRERNICR NS T 5%, | Tho,



VI. EMENEICEET HIER

FIFFRBREOWRE AR LT, FEAMMTIX, 75 PRI EE T ORI H -~ TARME A 7R L7228,
OWHM@N%@MMHGM%QW%@@%fﬁﬁ%ﬂto%E%%Q¢T1¥EW%#W%WWT
CVA0.20~1.35ug/g. AMPCO0.62~2.64ug/g DIEE NGBz,

5) ARtenilE 2

SMEETERR DR BE 6 B, CVA/AMPC (1 :2) 5| 375mg & 5\ & 750mg & 1 [RIFR O %5 L7z,
375mg #5504 FITIEL, BEITHFIRED ©— 7 I35 4 Fr#&IC&H Y . CVA0.1~0.3pg/mL, AMPCO0.8~
1.9pg/mL T o7z, 750mg #5-0 2 FlClE, JEHHHREO E— 7 EIXZh 1 2 R L O 4 FE#TZ IS
HY. CVA0.4 K Tr03pg/mL, AMPC1.4 } X 1.3ug/mL T -7,

6) EPINIRE >

B R PR DR B 12 #1112 CVA/AMPC (1 :2) #K|% 375mg 7213 750mg % 1 [BIf& 05 L7,
CVA OHAINIREIL SHICRIERALL T THY | 750 THIORIEMEIL, 375mg 5 60 531% T 0.03~0.15pg/g,
90 /3% T 0.87~1.18ug/g. 750mg $¢5- 60 431% T 0.19~0.61pg/g. 90 437% T 1.28ug/g TH 72, AMPC DH
WL 375mg % 5- 60 731% T 0.06~1.21pg/g, 90 531 T 0.29~1.59ug/g. 750mg #£5- 60 43 T 0.23~
0.39ug/g. 90 737% T 0.37~1.78ug/g TH > 7,

7) LEERME. LERNEFRRPIRE

E%W%ﬂﬁﬁﬁ%f@ﬁA$%2W’C%MMm(10)@%3&@%1@@D&5Lt0&ﬁuo
IRRNTIRIRZ BRI L 72 13Tl _EBAIRKEEEIZ I CVA0.28ug/g. AMPCO.66pg/g, ESRIRNETRRIZIL CVA
<0.08ug/mL, AMPCO0.06ug/mL OATIRENBD HiLlz, 5 100 5 %ICHIEZERILL7- 1 #ICld, B
TR 13 CVAO0.83ug/g, AMPC2.66pg/g, LEEIFPEFREHEIZIZ CVAO.11ug/mL, AMPCO.19ug/mL D47
BENZED b,

8) FE®IM., FK. EAhiRE® ¥

I WRRIPENT 28 51 e 023U 3 1112 CVA/AMPC (1 : 2) $UAI 375mg % 1 [k 05 L=, &5 20 59»
D 14 FE[H 36 53 F T O LIRE ] 00 27 i £ 13 CVA0.23~0.68pug/mL, AMPCO0.09~1.58ug/mL T &
0. FEARHFEET 0.12~0.4ug/mL, AMPCO0.51~1.22ug/mL CToh -7, £7o. FLIFH»5I1E CVA I3
ST, AMPC (% 0.08ug/mL LA T CTh - 7=,

5.

M

(2)

(3)

(4)

RBHER L B UM SR B
MG R L

R#IZEAE5I HEER (CYP450 %) DHFiE
MG R L

VEEESNREDEERVZDES
MG R L

REYDOEFEOFERULLE
AMPC |3 STk, —EITEMEREIED =2 RIS S D08, REDIIRE RO £ %
PR R OB A it S Az,

) AANICVAIAMPC (1:14) BAITHY , AFOELROHEIZ, W, NRIZE, 798y 7 2L LTIHE
96.4mg (Jiff) kg (7 777 Wk V) vk LT6amg OU) kg, 7EFT U LKFImE LT0mg (i) /kg)
22N CLBE T L ICRERNCROH 5T 5, | THD,



VI. EMEREICEY SEEB

(5) FERHHYORERI/NZ A —4F
UERR L

6. Hkith
(1) HERHEBLLR VR
AMPC, CVA & {1z, E& LTRPICHEIS AL, —EBITAR okt < 5 20 3

(2) Bt
[ (3) PebdEE] DEHSM

(3) HEithEmE ™ ~40
NRBEIZ CVAIAMPC (1:2) /NEMERIZ RO # 5 (7.5mg/kg. 10.0mg/kg. 15.0mg/kg. 20.0mg/kg) L
72 & &D AMPC, CVA OFHJRFIREDOHREIID LB THY . TNENEEED 42~61%, 16~29%
DRI S 7z, 228 e MRTIZIE AMPC, CVA LSO FLETEMEREITERD B TR0,

—OCVA/AMPC(1 & 2) /NEMEER 7.5mgkg (n=18) #5HF
—— @ CVAAMPC(1 : 2) /JNEHFEKI10.0mgkg (n=22) #%5kF
------- OCVAAMPC(1 : 2) /NEFAFEX15.0mgkg (n=24) 58
—————— COCVAAMPC(1 @ 2) /NEFFE20.0mgkg (n=31) 3%58F
(ug/mL) (AMPC) (xg/mL) (CVA)
1,500 A 300
1266.12 (%6) o303 20092 %)
R 100 TN - 100
Tyo004 7 essoz 80 = B2004 T T
= =N -80 @ IR -80 g
NN 4655 - 60 :}# SO L 80 H
5004 43554 19274 2L a0 x 100 1 A\ |40 =
2428
0~2 2~4 4~86 0~6 (B[ 0~2 2~4 4~6 0~6 (BERD)

1. b3 VRAR—E—IZET HER
<BE>
TEXT Y NET v b peptide transporter 1 (rPepT1). rPepT2 & T¥7 v b multidrug resistance-associated protein
2 (tMrp2) OIETH D 29 F72, in vitro \IZFBWTE b organic anion transporter 1 (hOAT1), hPepT1 &
@h%ﬂ?%ﬁbtpT\/%W%XﬁgMMmmmm%%%m%byw@%ﬂ%hlm\%Q&UQBmM
ThHhol=¥,

8. BREICKBAKRESE
MEEHT 4 12XV, AMPC, CVA & bICETHRESND,

1) AANICVAIAMPC (1:14) BRAITHY . AFIOHELOHEZ, TEy, NRIE, 7938y 7 AL LTLEE
96.4mg (Jiff) kg (7 27 F A AL LT64mg (Il kg, 7EFT U L KFE LT0OmMg () /kg)
22N CLBE T L ICRERNCROH 5T 5, | THD,
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=Ju
X

. ®£% (ERLOZEES) (CBEJISEE

EARABRETDER
EEN TV

. BRRE L EDER

2. B (ROBHIZIFEE LGN L)

2.1 AFIORA R UBEUE OB O H 2 B (82, 9.1.1, 11.1.1-11.1.3 BH]

2. 2 HIED B 2 BE [BEORBBEZ®mDLIBLTNNH D, ]

2. 3 RFND R X DI IR REREE OB O & 2 B3 [HRT LI BThRH 5, ]

(
2

fi#E%)

A ERLEEICKTT S - RNRIEERFEERTH D,

AFN DR 3t U CGREUE OBEERE O & 5 B#H Tk, AFIOBGICX Y EERBBUEERZBIT 2
BENRH D, Lo T, AFOFGITEE L IR EZITV AFIO AT U CREUE o BEE
Wb DGEITIE, RAOREZ{TDRNT &,

(AHN DRSS

AFN X, AR R ORI & L CTRORS M E EN TN D,

By |BRZ 727708 oA, BR7TEXV VY VKM

Y %E%K74@\ﬁWﬁ%V}%%ﬁWijfﬁuvA\?XNW?%A(b7i:
NT T = AbBW), SV F T h, GK_BIbr A%, FF

2 ABYEE IR I~V R A A VA D—FETH %S EB (Epstein-Barr) 7 A /L AT K- T, JEE, WHBHRE
K. U UHIENR, 325, R . HFMIE, KM Y o ekigin, 2R 2 SEREEINE O JEIR 2 25
LIEYYETH D, (RYMERIEDEE D ABPC ZiIRHT 5 &, EB VA VR X - TEMH b7z o
HRICEVPUREADTTHE L, ZD7DT LAX—RINI L DIERERBICHLDLND Z ENMLNTEH
0 ACYNEHIE D BE ~D ABPC O 51322 L 72> T 5, ABPC OIFEIEEAKITH D AMPC % 5 i
KA e AR Yt AZIE O BRI 5 L1281 1E, FRRICEBORBBE L BDLBENRNH LD T, Z
NHDOBEITH LTI, ARG LN &,

3 AMEIZEB W T, CVA/AMPC BFI OB L0 3H, SRR SN A LN BFIC, BiE%R, BiE L
e Z A, FEEDIERDER LI EORERH D 0, TO-H, AN X DIE, FFHEERE OB O
BEERED & 5 BE~DOF G132 L LT,



VI. &ttt (EALOIEF) Y HEB

(3%) CVA/AMPC A OB 52 & 0 BYE, IFHREREN S D, Bk, RG-S K0 AR LIER] +

i% gﬁﬁ% RIVER O - AL
F 1.5~2gx 14 H# #e5-pAME A 2 B JE M i R R TEAL DR E D 1= . CVA/AMPC
66 | M5 24g (F20) (BAaH) % 14 BM#5-845,

(PEHZE . AF LT L R=Yar, 474U V)
WeHBHAG 28 A% | EHEERAAI O - MMEIE 2 R H,

AL AMTERA & B O PR R Tkt
10 H % FIEIH S,

20 X H A PR HBIMA R | CVA/AMPC Ok DA, FEEE] % P4 5B kA,

GRem) (A . T F 74V - AT HEE—L, AF)L
6g X7 HH 7L R=vnry)

(F#E) F GBIA 6 1% | MR LT,

7 B E R SR TH R,

MAEHE ALT | AST | AI-P | y-GTP | 4FFRER weyrer
wIEEh- - w1 GERE ERRAE) | 3.26% | 1.21f% | 1.76% | 2.56% | 891/mL |22.9mg/dL (68% [E)
PG - sl CESME ERRAE) | 6.314% | 5.94% | 4.114% | 25.61% |1,026/mL | 15.8mg/mL (79 % E#%)

3. MEXEFDRICEET HFELTDER
V. {BEICET2HE )] oSk

4. RZERURERICEEYT 5IB L EDEH
(V. IBRICEET 2 | OESMR

5. BEELRAXRKIE L TDER

8. EELEAXRMIE

8.1 RANIOHERNZHT=»> TIE, MHEEOHEEZ <720, AL U TUESZHEE2 MR L, FIROTER Lo
T/ NROBM O Gl E EHDH b,

8.2 avy, T 7 4F%—, T ULAX—USITEE D APEREMRE ., EANC L v FR SN D B BRIE
EREDFE LRI T TE 2 HIEFRVR, FRNCSZFROEEREEC O W T2 %217
Lo BB, PUAYEICE DT VAR THRT A2 L [2.1, 9.1.1, 11.1.1-11.1.3 & ]

8. 3 MEMERIERAE, TERIERIRAD . M/ MR 0N B s Z ENHDHOT, MIRREZITH 7 EBE%2+50
WZiTo Z L, [11.1.5%#]

8.4 AR EESEDEERZREENL SOLND I ENHLOT, EMINTHREEZIT O 72 EBIRZ 451247
922 &, [92.1, 11.1.6 ]

-
—




VI &ttt (EFALOIEF) Y HEEB

(figE5%)

8.1 MIAEMERMRIZK T2 —RNREERFHETH D,

JEYYERIROFANI R FH 2 FE L, B2 MR Lz EClu w2 LEHRR G5 Z Licdh
%o MUEMEOBZMERMER, BEYICb-2#&5, LVEEM EORE, BISIMEE~OER 5% MRSA
(AF U VtER AT R ERE) 21300 & T 2B /EMER 2 MBS 2 /R & 5, AFIOFEHIC
Hizo>TE, MHEEORBREZP 20, JRANE U CTRZMEZ2 MR L, IR O EL B2 i/ R o [
OFREIZEEDDH T L,

8.2 "=V USRI, BT = LRHED BT X LRGVEWETIIa vy TFI7 4 7F - T
DHIGITND, 7o, 7 LAX—RISITHE S S rbEE R O E N & OMESME G 2 570 L 72 /55, ARH &
T L X = RS O BMEEAEBERE & OREBERO G E TE RWISMEF N ERH I, EANZ LV FH
I XD BIFIIEMEREDEN K OVEIME G & 370 L7258, CVA/AMPC #4| & ORREBIFRITZ Y &5 2
776
TEXU VAR ERMAIOFERICHT- o T, RANCEAD L IFo T LA X—03H 555121%,
vav s, TFT74 7% — T UAX KNI BMEEGEREO BB N E < 7D 0T, BAESL
JE. 7LV, BEUERE, ANEICET B E ST 2 &,

8.3 TI8. EIEAH (1) ERZEIWEM EWHER] oF (fFR) 11.1.5 538K

8.4 8. EIEAM (1) EXRZFENWER & FMIRER] OE (i) 11.1.6 2

6. RENERZEITHEBICHITHIE
(1) &8HE - BEEZEOHLIEE
9.1 &6HE - MEEZEOHIESE
9.1.1 R=ZV Y URXIFE I LRMEDEICH LABEDBREEOSHZEE (L. AFIZH LB
BUEDOBREROH D BEICITB/RE LGNNI L)

(2.1, 8.2, 11.1.1-11.1.3 ]

9.1.2 KAXIEHEH. ABICREXmME. HP. ERPEOT7LUILF—RIEZEI LOTIMAEZET
HEE
9.1.3 ROEMOARLEEXIIFEROXRBEDNEE. 2HKREOEVEE
B2 134T 2, EEAIVKRZIERDR S DONDLZ ENH 5D,

9.1.4 27 FUREDESR
BHEICB LTI HOEETA -, AFNET AL T—A (L-7 == AT =1t %2E4 LT
B, AFL101gH IMgD 7 == AT F=0 2 EHT 5,

(fgE%)

9,11 vavy, 774 7% — T VAT BMHEIEFEENH b b BZN1HH DT,
Tl Etr) 28 (15, BERMAMEE L Z0HEM] OE () 82 2M) , ~=v VR
T 7 2 AR FFH A BRI EETLN, BT 7 X L% E LT HILBEDOBRIRCFREET SR H 0 |
WHEUEIZR L CREKEZREZTHERH 5,

B, AREORIH LIBBEOBEERO & 5 BE” 13, AN OFE G2 X0 FEREUEZ BT 5
AREMEN D D720, BHEERLE LTS (12, ZRoNEEZOHEKB OFE () 2128)

9.1.2 BENT LAX—(KEOEEIL. KHFKGH%OBBUEDRBUIEER L, BELZ FOIITWV RN S
HEIZEEGTHZ &, £z, MBOHBEN, TLAXF—REOHEICH, RAZHLT LALFXF—DFEEND
LAREMERH D . BEUENEBLLSLTWEB I OND, Lo T, BHOBICIE, mgl, npicxE
THpE. BB, MHBEDOT LR -SRI LT WEEZAT 5 DNRNE0E 5 4572 R02
ATV, 20X RNEEHTHFBEN L BEITEGT AT, B2+l TV e HEEICH
5952 &,




VI

Ze% (FRALDOIES) ICEHISIEE

(2)

9.1.3 MiKEEEROEERK T THHEH I KITENTIHEKRTE T, ROBIL URNME OEAIZ
FoTHimESND, ROBIARR, FERORE, 2HRRREBOERE TIL, BENICEX I KKRZRK
RRICHY, 2O LD RBFIZRIEANRY N7 AOFAEMESEZFHT 5 EIBNMEED > bEX I K
EHEATLOIELIBD L, XV KRZERDBHODONDZERHDH, LIEB-T, ZTRHDOEHFICK
Kl 59 2B%, MkEEEFREEIC L2 MmER O rTREtE2 B E L, EEICKET 52 &,

91.4 7=/ FREOBEZFIL, 72V T 520 52Fas N IEWT A7 =1 T T = Kb
FNLERICKBLTWHWDEZ LD, BMNICBT BRI 7 2= T 721X 5BEEZ ST,
Tz VT 7= OERERIREIT O MEND D,

AENL, HWREIE LT L-7 2= T 7= b TH LT AT — L Eiei-h, 7x=)7 bR
SEDBEFIAKN 25T 2R, HEICKRETHZ &,

BHAEEEEE
9.2 BHRelEEESE
9.2.1 BEDBEEFENHLBHE
FEREEZ O THEMNT L Z &, MPRENRRT 5, [8.4, 11.1.6 2]
(f#E5)

AKENIDOH RS TS AMPC, CVA I, LIZEYEMAOER TH 5, BEi¥EEEFEREEIC CVA 25 L
BRI HYRIE~DEEITDT N TH D23, AMPC [XEHEEEN @ I E STV A B ISR WO TR,
B, MPREOSENERRR S AlseEnH 25, Lizn-o T, BEOBERELRF I, REMEEZ HIT
THEICERGTDLZ L,

(BE) ERANROEEOBBERFICBITS, TEX LV VRO 575 U ERO LR 4

1. fEF RSB D ik

J7¥E) fEFRR N 10 BlicA— 27 A o F U ELAEE 250RS (77X 2 U K Fl) 250mg, 7 77 BT
U 125mg) 1EER G- L, ZOBOTEX LY L 7T 7T UERO MR Z BRI E
L7z,

(FEF) 7TEFXF VU o OFEMAPREIL, B5%0 15 FFRIC Y — 7 fH 4.88ug/mL 27~ L, 8 K11
i3 01lpg/mL IZHEA Lz, 7 T 7 7 RO RE & 5%K 1.5 R e — 27 |
2.86pug/mL Zr~ L, 8FRFMZICITMMIEALL T & 72 o7,

2. FEOBREEBEICTBT D E

(k) MEENT DL ERERREE 4 FllIcA—7 A F UEAEE 12558 (7 EX v U v KFIY
125mg, 7 777 UEEH Y U A 625mg) 2EEEEG L, TO®BROTEXFV VI I TT T
P D I R BE A RIS ROICIE L7z, 7235, 4 filrh 2 BliXie 5-Bhs 3 WRefilf2 1 fikvs{b % BR LA
L. 5FEMIT - 72,

FEF) 7TEX VU COMAPIRE TR 145p0/mL 12 F CEL (MR b iR, B5% 4880) |
ALt 24 FE% S lugiml DL EDORENRE LTz, 7 77 7 VRO TE 3.10ug/mL
(MIEHEALIEFEREE]) TV . 10 RIS R CE 21T o 72 2 1 (kv LI ESEha 1))
EH LOugML LT & 700 | 24 BRI ICIT 4 01 & bR S pino Tz,




(3)

(4)

(9)

(6)

(N

(8)

VI &ttt (EFALOIEF) Y HEEB

AriRElEE B8

9.3 FrikrelEEEE

N RERRE N E LT D B2 b %,
(f#E5R)

SMENZIBWT, CVAIAMPC BUAIDF: 512 X 0 3yH, IFEREREE N A D BE IS, Bk, JEbGLie
5, [FREDIEIRDHFIR LTI DMENH 1= 2 L6, KANC X D EE, FFHEREREE DR OB D
HHBE~ORGIIHRE L TCWD (12, BENELZOHB ] OE (M) 23 2R) , 7. F#E
EEBE~OARFOEGIZEIY, FHEEENE(LT2BEZ01H D,

KTEREE BT HE
BEEN TV

bR

9.5 114w
R SRR LT D aTREME D & 2 e PEIid, tnR EOA RN ERMEZ B D LW S D580
A5 H L, [1561Z5H]

(FRER)
IR O 5B T 22 BRI L Tuh7Zeuy,
(VI SyEhRelcfI32THE 4. 048 (B) ZOMOMEE~DOBITH] OEBR

RELIR

9.6 RILIR
1B EOFRMER R REOARIEELZE L, RAOMBSUT P IEZBETT 5 2 &

(fZE5)
(X, FEERRRBRICBI A 2. miliR  (3) At omES M

INR

9.7 NRZ

9.7.1 {RHAEMKER, FHAER, 351 ARMOILIE 235 L UK RBR I I05 L TV 7w,

9.7.2 {KHE 40kg LA ED/NRZE G L LT AER ONZ R fRIE L Ui/ N OHESE B 2 iR 9 2 R
FRBRITENE LTV,

SkE
BEINTW2WN




VI. &ttt (EALOIEF) Y HEB

1. tBE{EH
(1) HREZEREZFNDER
RESH TV
(2) BtREFEEZFDER
10.2 BtFEE (BHRICEET DS L)
SRHIA AR SE R - HE s W - faRRIR 1
AR SN TEXFTVU COPERIHI S, T | ek LRSS A LET S

XV ORI ME PR R T
Mg (AUC) 2% 89%HEIN4 % & D
EnbbH, 7777 8D AUC 1T
LT I AT

72, TEXRTUU OBPEI I HH]
Sh., TEXFTTU O AUC 238800
THEDOWRENHD W,

A AN /)|
Ly AVN

u e UoREEEE (INR 5
NEINTND, TL7 7 o Eh
AR % B 5-BRAAE X 38 5 Ik T %
B i, ik e [ se AR A E 55 1SV
L. VLV77 U v OEEEZRET S
7 CWUIRAEEITH T L,

AFNTIBNHEIC L AEZ I KD
PEAZIIHI L, U757 U OERAMN
HERESNDAREMER S D EEZ BN T
WAHN, BEFIIARIATH D,

18 1 REAT 3K

6 FREESR OB R GG D BT
b5,

NP 5 2 28 S E L B H R O
WERTPE BRI X 2 Iz 31l 4% & &
AbhTW5,

a7 = /) — Vi
ET =T

Rav ) —)VEEE T = FILOREN
HHEITLIBZENNH D,

PERICEY, S 72— BET =
FILOEERBIH THHIaT = ) —
WED N T 7EPHK) 50%EK T L&
ORENRHD ¥, AKANE, 2a27=
J =R DO IGIFEER (2 & D PRI % 41
HITDAREMERH D EEZ HILD,

AR FLxs—Fk

ARNRLFP—FD7 )T T2 AN
PELBENDRD D,

AN R L — N ORME S UWHEE
S, AL OERPEBLEL, A b
b Lt — b OGRS S A REME
7j§3?)z)o

(fiE5%)
1) AR K

TaREXY R GHEEXITE . X=v U v RTT YU FARBOMPRERERE, WE) X, BE
FIHETUERIC Lo T B-T7 7 & L RPUEME DO IRAE ~DOHEM 2 I+ 21/EHR 2, AF L 7 rx
VREHHALESGA., B-7 7 X 2 R5UEWETHLTEX VY COPEERENTT EX 2 ) ol
HEENEREIChI DRSNS 4, LR T, AFIE X2y REEHT A%, 7EFS
VU COmMPREE FRICEETLZE, —FH, TR RO, P TT T URREEA~OEBIT N,



VI &ttt (EFALOIEF) Y HEEB

(BE) Ta_pxy REAEOTEX VU U RONY 77 T VERIENERET — & 47
(J7#5) CVAIAMPC750mg (7 Ex U > 500mg+2 775 el ) 7 250mg) % & Eevait 4 IR
. 7z ROFARET CVAIAMPC R @ 12 BRI A O 1 EERRTIC 220 19 2 IR A,

(R (B4 : mg/L)
20min | 40min | 1h 1.5h 2h 4h 6h gh

e en 337 | 919 | 1301 | 13.00 | 1110 | 460 | 221 | 1.20

axsoys| JOTFYEWE L Jag | s201 | s333 | 1295 | +167 | 078 | 039 | 2022
i o X 299 | 703 | 855 | 809 | 645 | 1.65 | 056 | 0.24

- F % RIEGEA

+119 | 4215 | +2.46 | +1.86 | +1.09 | +058 | +0.26 | +0.13

e 204 | 518 | 799 | 659 | 591 | 153 | 067 | 022

y5 75 TEASTYRON o7 | w227 | s252 | +200 | £176 | 062 | 034 | %011
e g s g | 230 | 542 | 822 | 627 | 552 | 143 | 057 | 017
+124 | 254 | +335 | +1.87 | +1.73 | 053 | 025 | +0.07

TEXTY 7577
a3y REGFR| ez MR | 7 ex s REGFR| e MR
AUC (mg - h/L) 23.67£3.48 44.81+5.26 20.20%5.11 21.04+5.53
Fe LR (mgl/L) 8.93+2.30 13.793.22 8.44+3.05 8.27+2.40
4 (h) 1.26+0.21 1.87+0.23 1.23+0.21 1.3240.17
W7 U752 (mdmin) 189+30 9326 8821 68+16

(s 72y ROJHICE Y, TEXF TV COMPREN EF Lz, —FH, 7%y RO,
M2 777 VRIRE~DRET o T,

2) INTFIVUAYDL

II3TTZUBAV TN TEXT U KD EOFAEWME L UL T 7 U o7l <) VRbiEEHE
WEOHHICE Y, HILO U A7 BN EFT 5L ORERHD ©, FT77 Y « AI AT T4 4T TH
FHUTRER, TEX U KT E A RA L GUREIE L OFRE SN 7 e b e v B URBSER . INR
FHRICBEET B REEENE X BT,
ZOMHEERADOHEFICOWTIFIAEHEOEAICLY B4 2 K OMETRE 720 5 2 IR A3
LC7ua be Ui/ INR EREZHE L WIFUZO VTR UT-HRENH D —F T, JiEmEN
BRNAEZR L CEX IV KRZEZLTZHT EWIRFITAY THY EFLOE X I K RZEITF
FELRNE W) BERIIRES TWD L OB LR SN TG 9 8D



VI. &ttt (EALOIEF) Y HEB

3)

4)

9)

(%) CVAIAMPCHIKI L UL T7 7 U o oftEICEY . U7 7 U o OFEAN R X 7= JE 5] 52

wn | I 68 - A

F 625mg ODEAE, miE, EEY veF. FERMEOBETES Y,
58 (CVA/AMPC DHEMBEIOBEIEN & 2 72O T V7 7 U v (7.5mg/
125mg/500mg) H) 21 &G STz,

LH3SEXT B | w5pith R | B OREEDRE D5, CVAIAMPC i 5 Bib,

BHH& TG |CVAIAMPC SEOFEBRIAK) 3 HEATIZIX 3.2 TH 72 INR
2 R | 28 6.212 EH UAPBE, ABERF INR8S.7, BAFSERNY MR 23 fERE &
Nz, 77U 03— BRERIES, FEEeRsmE 2 H
i, B I KIomg (KX F) ™5 Sz,

FEFEH  |INRIX 343 F TR T L7223, BEMMEEAMRITZRD e ho
77

v & 3 K2.5mg 235% H % 5 S FLIRPE,

F D% FO®%INRIZI9FETIKET L, VL 77U o ORGENEBS
ni-,

[ HeEMER)

INR (international normalized ratio)

AP ILAEEICR T 57 r hr eV (PT) BIEEELDOT-O, hrrRT T AT Al IEORE
WLERE L, INEHEARL L TERIEOEE % International Sensitivity Index (ISI) TH/R$ 25 ([EE
EAES O 1S1E 1.0) . 2O ISHIFREICTHH I ND L) ITRh-oTETEBY, PTOFH LWE#HIELE LT
INR2SHVWSR D, INRIZTE vt (PR) O ISIETRD S, FH¥EIT 1.0 TPTMEET 5
WZONTHEIZRE L 2D,

INR=PRS'= (FBF I iE0 PT/IER Mg PT) 'S

EOETEE

RRGBEHEIRIC S EN DA T v A4 RIIHECREH - abE2=, mBlaesEe 2 0IE7 Vs o gBias
RE LT~ S5, & L TIHENMEIC LK E ST, AT a4 e 5O
BrXomnsns (BIFER) . —F5, PUERERIFH SRS &, IBNEENEL T 2 &Itk 2
DOIKZIAEDBAFE S NS T2, BEPOLOBFBRNAMETT 5, 20k, P OMHATa A RL~Ln
BEHEDREOMIKT HEICE TR T L, ROBHIEROMENBT T 28EhnH25 %% 0 Lo,
AH) &R TGRSR A OF 9 D BRICIE, VBRI B BT 570 F, BEICEYIREE21T) 2 &,

SaJz/—IEBEIIFIL

WANCBNWT, BBHEBEF ICI a7z ) —ABETcF L ET T T30 TEXFII U v (BAHD
ORNOFEEEZHBLI-EZA, [Radx) —NBET7 2F NV OERREM THHIa 7= ) —LiE
DT 7ENE A% 50%IE T Lz OMbEnd s ® £, 8WERICBWNC, 7797787
EXTUU 2 (BEAD) BNIaTx ) —VBORBEIERICE D2 HRINEZIEIT SRS 5 2 & 2R
LT MERHD ¥, DL, KFEOHHICEY, Ra7x /) —NVEBET =TV OHEN
BIHTOIBZENRH D EbEEMEIT LI L & L,

AhRLFH—F

CVA/AMPC #45], AMPC #A| & Ak kLSt — | & O THEWM AN O fTREtE 2 R S 2 EME
Bl ke Y AMPC A& A b b LY — FOMEERICET AR L L &b, A MY
Y — P ORMESWHSAEF S, FRNOOHKRBEIEL, A b L — FOmIERERT 5 A



VI &ttt (EFALOIEF) Y HEEB

REMED D 5 B il LIEEMUEE 35 Z & & L, #MEF ORI L OVARITER NS, ARAIE A b b
L& — b & OMICEEWM AN OSBRI TREMEN H D L B A, EEMESTHZ & L L,

8. El{EA

11. Bl¥EAE
WOEWERNSL SbONDZ ENRH DD T, BEEZ DTV, BERRO LN GEEICITE S 2 ik
T 57 PR EEITY L,

(1) EXLGEIER & DHER

1.1 EX%HEIER
M1 23wy, 7r7453F 20— (T BERH)

AP, OB, WS, BZa, (EE, FiS, BT, BEmEE, RBZESELRH b zha 12X
bk U, @URREEZITS 28, [21, 82, 9.115H]
1.2 7 UK —REIZHES 2EEEREE (FEA)

(2.1, 8.2, 9.1.1&M]
11.1.3 FRIZKVUFERSINDLBHEREREE (HEARH)

B 575 D ELRFREI LA O RO IR M 2 Bk & U, R, REAR, B A A, IRmE, RS, A ek
A, RMEAFEEEBRICELU LET LALX—Mo BB (Drug-induced enterocolitis
syndrome) 23d bbb ZENbHD, EIMNETHRESNLTWD, [21, 82, 9.1.15/H]
11.1. 4 thEMRKRIEFERAEE (Toxic Epidermal Necrolysis : TEN) . REFLIERRAEIEREE (Stevens—Johnson
FEIREY) . SWA. DHARMERTHERBEE. IRE GIRRMERER) (WOT s HEARH)

FEEL, SRR, BAEE. FRESCRIEOALBE - AQE, BBE. KOS ORI - BV - BRSO BE R
LNTHAICIT G 2L L, @YRAEEITH 2k,
11.1.5 |EFRERAE. FRIBREAD . /DRI (W30 s BEAR)

(8.3 5]
11.1.6 2HEESE HERH)

[8.4, 9.2.1 &)
11.1.7 BEEXBX, HIEXRBE O3 b HEERH)

BIEPERIG25 . MM KIGRGEOMAEZ 5 EELRKBARH Sbhb 2R3 5, 8. EElo T
FINR D SN GEEITELICE S 2RI L, @YRL@Ez21TH 2 &,
11.1.8 FFIEE

JFde. JE, E72. AST. ALT. AI-P D L& (WFHbHEARY]) FOMEEND LoD Z Lib
Bo VI TUBHY UL TEXRTUY VKIHRANZS O THFES X, EICHME L mmRE Tl
HEINTEY, 2, BYRSG LBET ARt H 5, JRESERT, @%., B5F U E5ER
WCHRBLT D0, BT, FCAMBHR LUARWAREELH D, 2o OIERITERE TR THh 553,
HEEICRDIAEEL DV, O TENRRT TR HEIN TN D,

INRIZBIT D 2D OIEROHMEIXEFICENTH D,
11.1.9 FEEMM. IFEERMERA ()3 b HE AR

MK, R R REEVESER S DL EAITIE, T X AR, B CT SomE % 45 2
& TVEMERZE . FRRERMEI R N @O - a3k G2 ik U, BB RE RV E o Hl O 5.5 0
U7 IE AT Z &,
11.1.10 EREHEEX BHEAR)

TEERAEE, FEEL, BRI, TED - S D WX 2 O WA N D Db b Z End b,




. Ret (ERLOEESF) ICEYHEE

(FEER)
AH| (7T R3%y 7 Z/NERBA K74 e v 7)) OENBEKRRBRICBW T, EXRREWERICREEOS 5
BIVEH O ILR2,

11.1.1 ERMZEBWT, CVAIAMPCHBIFNZ LB T F 7 4 % v —FHERENRESI N TV S
ARG 3 v 7 ARG, ORI, W, e, R, B, BT, BAmieE, RigriEs
N LONTEEAICIERG 2RI L, EYRMEZITY &

(%) CVAIAMPC JUFIDOF 52X 0. T 7 4 T X% —NH b T JEH] 5

P BhH& ~ -
Enlﬂ:% %E‘Eqﬁﬁﬁ Bilj'ﬁz)zﬁ @ﬁ]@ %%
M 500mg X 2 [a] HFEZIZ% L, CVA/AMPC 1 [7] 500mg 235 7z,
47 PIERA®% | WIERA %, SRS, 7 5%, MREEN R L
2N E BRI EE,
2B DR,
2 EARA | S 6 KM%, RO EA NS, & iR
MNH6EER% [HbHV., k7L, [UEREOWNELEZZ T, BEL. Kbd
D, ICU ~EIZND@d, RFEBEEHR, U707
= A UERE, BN TS, T4 X — b R
BIERB O hue—/LHII mﬂu%vA%&ﬁ IV e
DIFPE & HEREN RIS S iz,
3HH 9HED CT IE%,
7HB BFSER, IgE. 19G. IgM K& TN IgA B EE 1T IE
13HH BHilkd ., SEHICKS, 247 a—X 2Dk,
35 HH JEREIE, BEikbEIE LBMTRIEE & 22 5,
[ HaEfER]
T T 4T —RIER
TFT 4 TFXVRRIER &R, RN, 2SR, VR (BEmTEAE, REEERESE) | FERIZ O 9

%@ﬁwﬁﬁ%%bﬁf%ﬁLké@%?i%@ﬁ%ﬂﬁ?vw?—ﬁk%z%hé%ﬁfi%ﬁ@%
WD > B, MERTZEDRNGEZWN D,

BEABREGRZEREEN P46 A 290 FZE 805

RS ORIWER O BB EIEMEIC OV T Kb
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VI &ttt (EFALOIEF) Y HEEB

1.2 ¥ T BV T, CVAIAMPC BIAIIC X A 7 LIV —ROSICE 9 AMEEEEEES S ST 5,

T LR —ROSIC A D BMTEEGERE (70— = REBEEY ) 1200 T

(1) FEHEME
T — = REGERE S X, RIS ENIET LV =S X 0 IR HAE s S S s e O AT 4
TV R EERERICRIFE A ORENS TREIINDIERLEINTNET,
== ZEEREL 3 DD F A FITHEHEN, 24 7 1IEh &b EAERAEN RV EBIIRICENEE X 72
THO, XATNIEL ED EHFEL TCOWEHEBRT 7 — 7 BSIEE LA EEGER 2 & -3 b0, ¥4
TITEEBNRA T > MEBEIEFICB VT AT v NNIRIEEZ X 72T D L STV ET,

(2) ¥+
T — = ZSEEREO SCERIC I T 2 S FUIRER T3, a2 — = AR O ER G 278 E N
BMLBRNIE L —HEBIZONTWET, 774 7F L —RalfdiE Gl L 2rshcb oo a—
= ZIEERE & 1T W SR o TERIN N D Z E T S, EBED o — = AEGEREO BE BT S
SNTIEFEE D L ZWATREMERH D EE X LN T ET,

(3) JRKA
TUAX—KEDFRRER DO THIIINT NG a—=AEEHEZAECLAEERS L LB DR
THRY., EHEGE UTIPUAAL EEAL Jui/MiFl, JiRAKIZIZCS, TLAX—KISE 2
TWTHOERLGFHINWE &R MRV, ERLUMCLEMT LA~ &B7T LV
¥—, BMEORE, KGR E, a—=AREBEHOFRK & 720 5 2 ECRDUTIEIA S FFET 5 &
INTHWET,

(4) 2
O = ASEERE DML L =B R L EE A, BRSO A RT A b5 F 3 4 10 ARE
Ta—= ZEEREICBT 2RI T A, BRIERSCIIERE., BGMAE 7 SISV
AR DECRME D ZE L 7 LV X USRI SNl o — = ZIERREO Al fEME 2 & 2
HZELITRVET, TF 74 9% —h 0T LR — S ad T DEAIC W CAMERERERE 2 &
T DAMREMERH 5 Z & F - BMEIEFEREOIEFIZB N TT LIV — UMK & 7> T 5 Al g
HRH D EESIFICELS LERH Y 7,

(5) In¥E
T — = RFEEREOTERIL T LV X — UGSk 21698 & Akl i 12 59 2 169 & RIRELCAT 5 &
RV ET, BEARIZE > TUIT LA —RISITH T DI SR 2 B S 556
X0, BMEREGERECKTT AIREN T LAX — S EHE ST L2580 0 70T, ORI
EENLIETY,

?ﬂ‘i .

11

(Hih  ESE, - EE S22 oS No. 387 (20214E 1 H 9 H) L0 —iik%)

DB, A= AEEREIIENANDO T A RTA VETOERBDHERTE RN &, ENICB W TRAE
DELIRWEHIB L2 Ens . [7 LA —RISICEE 5 A et L3 L,

1.3 EWAOER] 2 AT L 72/ R, CVAJAMPC S5 & O RIRBIfRIT R Y L B2 EEWMEST 228 & L
Too B OHEFRILIN O AR 2 ek & U, T, IR, BEma e, Kt B, ahekig
MExE4HES, BYEABEMEEBRICEM LT LA =M H 4% (Drug-induced enterocolitis
syndrome) LoD Z ENDHDH, BN THRESN TS, BTFITRHTH DM, KA OIS
R F 72133 A- 2 7 EEARN, B FRIRIGIC & o CTHEEER F 72 IXFEAIEE LRI e
HHZDAREMNR DD LEZ LN TS, (L A - RS2 2SR No.410 (2024 4 6 A
5H) )
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11.1. 4 EWSMT I T CVA/AMPC U1 & 2 g MR B st Rt (Toxic Epidermal Necrolysis : TEN) |
P RERENEARAERE  (Stevens-Johnson SEMEHE) | ZIUALEE, SUWEILIEMEIIZMENRAEEE . ALEE (RIBIMERL
JER) PSS TV,

B A I0TATV, JEEN B, BEEE. BRI ORLEE - A, MR, B O BRI - BV - 9K
EORENED SNHE TR G2 L, BERLETS Z &,

[ EEAMER ]

BERAEMERRAE R, B R S SRR

AT 4 =T R Va s AEGRE (BFRIEARAE BRE © Stevens-Johnson syndrome : SJS) (%, HJAER
LB HMERLEE (erythema exsudativum multiforme major : EEMM) & [RIFEEE & STV 5,
INOLOREHREREOHTTHLo ELHEEL I TUWD O M HEME R B fi#E (Toxic Epidermal
Necrolysis : TEN) T» Y. TENIZT A =/VEMBRE (Lyell syndrome) & HIEEN 5,

- WIHAREAR & SRR

SIS : FEN, AEARFHICBE Y E 2 HDCAEE NS B L, BGRICAIEEOSAHE L, EAE(LT Ao
. K, ObAZEEL, BET 25, B, DFERE, SMEE /R EORES 25 Z &1 %<
FRASAT AL CIE, BIMEREE 2. JRILTCHE, CRP Bi/e &R, REVe EoEHIER E & HIT,
LB AL 5 . JREZREE N AR AT D 2 & L0 ZWHIINEETIT 2R, PR 2k
(iR CHEESEOAIEEZ KL, TORRCHET6.3%EDHRERDH D,

TEN : REOHEE ., SMEES, (RiR/e IR RS B L2, SolICKEZ £ T, KEIXMh
T (ZanAX—HR) | 2HOLAEREZET S, DEREICET, BRbEATH S,
MRAFT R Clfig, . BRERSICREEZRD DL ENE, ZESREEOAIHE (FFREE,
B, MR ARREE . W bARREES) Aok L, TR LE L 20~30% T HMIENR L,

- 1AIE

RIS LD SIS, TEN (ZxF L Tid, BECRZBEOYMER 2RO TG, JRIK EHEE S5 3K

OEGEZBEHIZHIET S Z ENRBEETREOREETHS, LirL, &H5E2HIELTH SIS, TEN

~EHIELT DL AN HLOTHEENPLETH D, —MKIZ SIS, TEN BHRIE L7-5E. BIERERV

EURIOERFERE . DOV TR R, B2 I VEORE . S5 T RIBY o B TTHAY

BRFIE 50T, EEmICx L CE, SMVHPUERE A, SAHEIE RE R VE CBAIRHO B

TWo, FEEIZIZZING & E BT, 280, PR EHAOHOLEMTON TS, B, Zihb

DOIRIFEIX, RO AR D& 2HPETITH) T EDREE LN E STV D,

JEAGBE IR « EIES - BRSNS R
No. 177 (20024-5 ) XY #Fr, —BLE
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11.1.5 EWSMIEN T CVAIAMPC BN I 2 BERTRIERYE . JERZERIECD . I/l d 23 s S Tn g,
KA G Z NS DREPRBD DTG IZITHK G2z PIE L, EORLEEZIT) Z &,

(BE) AMPC 28 oK 08512 X0 | (/MR 23588 & 7= i il

SER] 1
M JiiiE/S NG /D . LM ERIAME . AP EREgs) . B OB itk
80 m At A~ Sy

BEFETE < 72 L
BB © R
WAL R - AXHH

e 5-BR4A 10 H Al

B 5-BR4R 2 F Al

Peh-Bitn A

F5-BA4G 5 A%

e 5-BR4G 6 H £

F5-BA4G 8 A%

FG-BRA4G 9 A%

H A

F5-pihn 13 H1%

e 5-pilhn 16 H1%

BeH-BRk 22 H
B H-BRA 26 H
B5E 32 A1

X/

X/

X/

REMEME I 12 & D REUIR REEEA L2 T AR,
HAERT oY T RN T b« AN T X
LF MU AEREA 1B 39, 1H3E (44—
AT ke 5-BAAA 10 HR~RTH) CTRR%A,
MIERTA CIL, BMEMITER, HImEREE
IR S 72 o T2,

A —27 A F B B00mg 1 H 2[R KNA 3N
7 2 UEEE B H-BRAA,

MR % S0, M/ AY 4000, 4 HER 2
1000 i1 < (23, Bz <R (PLT)
HiwEk (WBC) . &FHERDHA, PLT 2
4000 & KB o 7= 8 af /)N B i I 5 6,
(A—7 A F U EE# 500k 5~11 H1%)
WBC2900. #FHhEk 1027 kL L/ /5 A F
2 (GCSF) 300pg % # AR 5,
GCSF300ug # &k 5., (F—27 225
U EEREH-BIA 6~7 B %)

GCSF # 5.2 X v | 4FHEkIL 2000 15 % Tl
1L, R,

GCSF300ug = &ikN#& 5., (F—27 225
UEEREBRLE 9~11 H% £ T)

i/ NG L 2 SE6E 35 ¢ 5000 12 La[aliE
LTELT, 1R A,

1/ 3000~5000 OO iE % #EES,
MIEANEHEROZEClix, EHIED B Bk
WX BIEMMEREBOFEEEH Y . ThoT-,

AT aA RV ARG,

AFALTFL R=aranyBpz x5 Lrr
U v LS 500mg+5% 7 R o 500mL,
(A —7 A T b 5Btk 13~15 H %)
TV R=Yur i 4smg, (A—TAF v
BERE G-BAMA 16~24 Hi%) £D%, L K=
v BT RL

/MR 23 6000 LA _E & [mIEAER & 7o 7,
PRI BRIBA IE D BRI i e,

T R=ynr 8 80mg (A—27 A F b
B H-BRE 32 H &~k H)
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RSN
R B GBRAA | B 5-BhG | % 550k | B GBRAA | B 5-BiG BeHBRAA | B 5-Bhh
(HAL) A 10HRT | 2HRT | 48% | 8H% | 10 A HATAH ISH | 26 HTA
IR ER SR 1000 2000s
fg;@ﬁ?i) 78.8 78.0 35.4 22.3 445 64.7
iRy 5000s | 40600 | 268000 | 4000 1000 6gﬁg§r 5000 | 12000
9 ik 12800 | 6300 2900 2400 2200 4400

BEAMEESR : 7o e U T Y DA« AR THZ NS RY T A

PEREE . Aang Iy, 7k R, 75 Y= R /RVETa— TV BEKFIY, T4 ey

Feh5-Bih 17 H Al

P h5-BA4G 16 H AT

L BAK T
JiE A5 2
M | ERYePER K| 18, M REOEA . WL, &R, AimskEHm, C-RISHER
50t | (BIEY | 1@ 3@ | HN, RURHI, S
~F) 14 AR |BETEEE « FVEMEATZR B
ERE : Y GHEAE)
WFERE - B0 GEHIAEA)
EERREN;]] el TR Y v~FIcxt LT L R=Ynm

UEE. A N LY — REALY,
HELWEZFRD T, BEICDHDPIHEK L fiE
ENBEIR K A AR LB,
FERAL S SICMHRREES BB L2720,
M) v~FcERbToOFmREZZ L. Al
KETHE & S iz,

AN BB TR %2, OB, /MR
EHHPHCTH - 72, KIS THEROZE &
720 [A1 B ABE,

FERZ R L TITAERE KL — AL 2
RY B I BT ) v 459X 3 [ElH O S
IMEEATV, S HITEPEIZHEI A ML R EE
BLTT Y 7T —/LbE 15mg % 1 [al/H #%
5Btk

i) v~FIZd LTOT L =Y 1 U8
4mg/H & A b b Lt — b EE 8mo/li I3k
E L7,
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BeH-BRtA A FROUEIZ N, XS NT Z N BT
U EFRIELT, A= AT U8 18R
RTEXFT Y o7&V 250mg % 3 [FI/H
THE-BA,

% FHERXEE U272 &R,

% Skz2, ML 157 5 & & S L=
2N, MiEAE . BMEKKE N CRP 2005
BTCHoTlmOd—T A F U, TEXY
DRI A I r e 5 Tk i 2N DR G AV
BHBMG 14 B | KTho&Eo Sk s sSim., £33, A
ERBERAI SRR A IRERSMAI O PN H I E AR
AR OFERRDE, e kEZ2, MK
A ORE R, f/MRIE 05 Hul & FHHEAE
Th O A N E & 5 - 72,

B 5-BH4h 15 H 4 F—=TRATF U, T T T —IVEE T
FTXTVY A TR E PR,
BeHBAMA 16 Hie | s 7R E MR N A LTV D Z &
5 I (15 BE07) 2 fid T,
BeHBRAMA 18 HiR | /MR OfRIF X RIE,

Feh-pith 3 H
Feh-pth 9 H

SN

b A AR A

s (4D Pe5-BHah | Be5-BRAG | B GBRAG | £e5-BR4A | 50 5-BRAA | $¢5-Bth | B G-tk | B 5-Bith
17Hm; | 12HA] | 10H\ | 8HAT | 4H/ | 2 HAI Aif H 2 At

C-KISMHEEH 16.34 0.5
NEZmE 13.4 133

iR

(x10e¥/meL) 318 551 708 788 666 588 503 390
RILER 4.6 4.64

M if. Bk 12400 10300

Wt (D) B G-BAG | B G-BRAG | BeGBRAR | B0 5-BRAR | B 5-BRAR | 5 5-Bth | B 5-Bhh | B 5-BhE
9OH®% | 14H% | 15H% | 16 8% | 17H% | I8H% | 19H% | 25 H#

C-KISEERB 1.66

~NET I 12.8 11.5

/R

(x10¢3/mcL) 157 5 2 32 52 97 188 535
AR IMLER 435 3.9

ETE 11300 | 8700

PSR . TEX LY, TV TSI —L

R v F=Yynry, AMMLFY—F, XY TR T2
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11.1. 6 EPNSMZ BT CVAIAMPC BIANZ & 2 BB R ESOBEENRE STV D,

REZEIZBWT, BREORIAN DN D BENPREOONTHGET, RAOERLGZFHIET 570 L, #Y)
RAMEEATH Z L, 2B, TEX VUV COfERIZ L Y BREEZ BB LEANHRE I THDH DT,
KRGy % NI U SR BHERFIC S 0 57 PR EICEYI R EE AT 2 L,

(%) CVAIAMPC BH|D# 512 L v | acute renal failure 78 7 5 #U 7= SE ] 57

g% gﬁﬁ% BIER OfE - L&
F 4.4g X 1 [A] HEEMEDATHEE T AINATBRIRD T2 AN =B e 2R,
50 7 L7 F =2 07mgldL. BUN28mgldL TEH 72 L,

50 FEARBEZEES 0 BRI 23 A T S 7z, IS H720 |
CVA/AMPC 23 FilIRIN 5 S 7z,

TG L D 2 BERIRGE L CHOBER D R o 12720, JEERER
BIRRAERTT, BEMICIENEDIT 2L, BT —T VIZIEEIZ
BEIN T\, BiTRG 2R, REDOHED DI
RO BN o T,

FITTH 4 BERPEAZ ISR T, R TIREICER (3,000mL) OV
v K (40mg) AERIRNE S S, RifEid7e <, b
FREIL 7~10mmHg. &M &% 300mL ToHh 7=, JRILIEIC
IR B ORRRAE S & ARMLER RS S 7z, 7 rE X R 60mg
(BWRM) LlR OB G5 L 0, 2 B3 200~
300mL/h DHEIR 2§88 7=,

5.2 0% |7 L7 F=> 48mgldL, BUN111mg/dL % T k5.
BETRA% |71V 7F =, BUN & HIEFHEAET,

11.1.7 ENSMIIB W T CVAIAMPC RIANC X 2 BRI, HILPE R R S O 2 £ 5 KIGR A&
SNTWVD, AFEEGRZRIZ, B, SEO TRBED bNEEIE, EbICREG 2Tk L, @R
ZITO 2 L,

B, RBIEVERIR, HIILPERIGAR SO RIBRBZIUVEDE THBICALNLEEITH Y . KARA O
BITEHITIX7Z2 0,

(%) CVAIAMPC BUAID e 512 L0 | (AIEER R A b i = i) 5

Al e BITEH Ol - AL
M 3.69x2H T TRESB KBRS 2 B)BR, Y15 & LT CVAIAMPC
65 Z 1A 1.2g1 H 3\, 2 AR,
WHR7THE | KEOTH, WM, LESHEICO D ERBE, NHESERET
ITEGRBEIZER TH o772, A be=4%>Y—, (400mg)
(&) 13 30A, 1EBBEEIC I AEENEBIZBE S,
{HFEE 12T Clostridium difficile 567 35 B,
Wit% 12 HE |1BFR,
%5 14 B H | THIEE,
[ FHaEf#RL]

PAREPE R ZE R

PUAEWE OFGI0E ) RKIGMEZEOZLIC L V| & Z S o HiAEWERIKMGRIEL, EHARRBSRICE
) (ARG & SRR MR S C VWi WA IG R i E SN D,

A OFE72JFRIK & LT Clostridium difficile 23 EZETH D . NHBEAVIZ A O 72 W HLAY)E B FHIAE O
20%., RAED & B[R FHEDISEL, AEERROIZEAENRZDEIZLD L STV 5D,
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cBIEVERGR « BRR=0 ) VEOERGIZE Y BB AL T, Clostridium difficile Ho a7 Ko
KB, PEASNEBRICKVMREE T, SUAEWERG%EE (4~6 BLIN) TTH. IEHE,
JEST G, REVCTHRIAE, BIEND v a v Z7IERZETHHEEMN E TH 5D, KIENESERE CIE, KE
S mm OFEHE, MEOBIFESBEL TALND, BEEF TIIBERIESEm 2R L, RER~H
Kk & 722D, ZMRHINESENICEREEZFEH T2 2 Loz, BogcMEER CORORECHEHHER
DORFEIZTIT I REWE OG- HIETE TR T 5038, NravA OO CIREHIM
HAE S D, RRWE R L% OB TERE PO E L EHE | £ EEE R RES
vavr, BERL, ERKE S UEEEMIITLERCEE L L UFELE & 2 REDSES
05,

- AMEMIM ARG  DAE TR, BIEERR XD ERRICZ ), GRS ) UREREREYTH D,
Be G144 B CREEME TR, B, IfE CRIET S, Klebsiella oxytoca <> Escherichia coli 23K H & L C
HEH SN TWD, WS TIIRI TG Z T IO EAMEORR, Ob A, HILAAR S, BEBREX
ENTHD, RREWZPILL, 2HEBREO—BRIHE CHONICHET 5,

11.1.8 EHN/MZI T CVAIAMPC BUAIIZ X B2, PIESOFEENRE STV 5,

JFREETm S, 5P TR GERICHEELT 203, 5K THOEEMEZIC > THIO TERR A B
HZEbdD, TNOLOERITBEBE W THLN, GAEICE-oTUTEEICRL2Z2EHD, MO TE
AU THIDNHE SN TWD, LR > T, TR, #EEOHEEORIUTIER L, BRBRAMEO R
& B WITERIER IS CTHIFREEORBN GO DAL, WYRAEEITH Z &,

F7o, FEFEZEFCBE LGRS TS SR TRY 9 RURGICTRIALERELDH D, 2B, /A
BETIE, HEEOREFIIIEFICENTH D,

2B, TARBIORIC & 2 IE AIITFEEERE OO & 5 BE | 1ERDPERT L2 nH 572
DERUZLTWD, F£7z, [IFEEEEERE ) 1IJFEEEENELLT2B8ZN b5, (2. ZEE2HE
EEOEH] . 16 FFEOYREATLIETICHETLER 3) IFHEERERE ) 0mEER) |

11.1.9 EWAMTIBWT AMPC EFINC K 25 FVBEVEMIZE . AFBRERVERT 2 23 s S CTun b,
AFNBE GGk, FE RS, FEEVEORER TR BN HAITIE, B X R, Bl CT Somi s
B L., EVEVERGZE, FBRERIERI R DN BN T2 A I AR OB 5 1k, BB RE R T U HIDOE %D
WY RME AT Z &,

11.1.10 ENAMTEB VT AMPC BUHIC L 2 EEMRIER NS STV 5D,

ARFNPE G- (AR, B, B, D - RS 2 WITERRIR IS A0 O EEAMERIRA R H 5 b d
LLEWRHDHDOT, ZOLDRIERDH SN GEIZITHKG2zPIE L, WORLEZIT) Z &,
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(2) ZDthDEI1ER
11.2 Z Dt DEIEH

DL | 1% R
- . %5 FE| L. WG, M. M e R D .
B %
P WRERE% . AL, FIRRD . I . AT
#& i
e TR ENRIR. WEEG™D | BEs. AGR
A fOE gg%gﬁ\
ErIC K X2k (B70 ey B, i
B4R RS @S | B4 S BRERSIER (4. NNE. fr
BORIE. FhEss)
TR T
B Y
7 & LR 1gA KIEGE

L) R RS GRS - BBEREDS) | BV, EIE, U o SEEZ L T D,
T 2) EE AT & SUTRAHRIC L D EIC L - TRET 5 Z LR TE 2,
3) HEHEEEICEO T, MIFEHGRIFICEET 52 L0355,

(FEER)

FABREE, AR OENERRBICESSRHH L, ENERABRTREILL TORWEGIZOW THEIBER
HleLTna,

[ HEEfE]

I3 P RRIE (e

MIER « BALMIEH 5 VTR MR 2 RIS LIZRICBRIER E LTH O bR AEERIERE 2T
LB THY, AT LILX —Z X B0 A% immune complex disease D—2> T 5, LB ED
FiA X7 VRS T D & F SR DPURD EA S HL, WILHISAFTE L TV A PR & S L THREEAIR
DR END, ZOHE, PURBRIOIRETH 5O TAAEEOGREESRIER S, 2 et
Uik E 25| S 23, WAMOMBRZ BOEPARIE TR D L E 7 a7 ) MR DO ILENRRD Hi
%, BIEIMFIZREESROERICEENAMICED LB SN D, o CTERMBOGE MG Z 5% HT
b MIES LT RHRICAIE L UIE UIERES B vz, SRR B BARMIE 2 7445 & BRCES 6
~21 B, %<1 6~14 HTERE, Vo HEE. CAEBHELS. BEOKEERE, &K%, BRICHED
B Ry PRI EDOFERNHBLT 5, Z ORI TARAAIAE hypocomplementemia 237 HAv, (Lg%
HERGIEH S N5, DENCBFEMEOFENEZZ T2 L 05558 IIEPERDBEALA SN TV D O TIER
DFHFNRL | FEHTE 1~5 H TERDEHRT L2 L0805, IERITEFEEE THET 5 Z L BE 08, I
RV EERGEE LD D, B, IE, X=Uv U O L) e M EFEWE OFEFTZIC b FEEEOIER A
2D ZENWLNERY | MIEH &V D FEITBUETIEINR D IRZBIHN LTV D,
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S EIRME T B R 25t 5 & U2 [ENERARRBRIZ UV T RER] 107 i, 41 61 (38.3%) ZRITEH] (ERIR

BREMEEZET) NROLNTZ, ZOERLOIXTH - f&K{HE 38 6 (355%) .

Ert 3451 (28%) ThH o7 UKREEF)

iz - 3% 36 (28%) .

SMEPH R Z R & LM IC BT, 722 Bl 96 B (13.3%) ICRIEMMEO LN, £DE

b DIFRL O SINEOEMIER G 256 (3.5%) . TH 2141 (2.9%) .

UTIHE 106 (1.4%) . #Z 86 (1.1%) Th-ol,
B R E R B A xR LT ENERRRBRIC I\ T, RIER] 27 B, 5 B (18.5%) IZRITER 2GRS

bivlc, ZOERBOITHIBE] (111%) Th-o7o KRR

M- 16 1 (2.2%) . E=

HEREBE ZXS L LR el kg anas 455 il 106 %1 (23.3%) IZEIERRRO bz, TOFERED
VX 103 651 (22.6%) ToHh-o7- (FHFEEK TH) .
RAENERE G IRYIE , RIEVER G IYSE, U > X8 - U Rk, 1BVEREROE, WABE - MEEEK . Ritkk, &
PELE R, BER, BEERXOWTRMNICRE L T D EEEZ NS & LR e ka4 337 #ild,
4315 (12.8%) \ZEWERNRD bz, ZDOERE DI TH 404 (11.9%) Thor- (FHEEKTE) |

VEIER - BRBEDRBRRNE—F
D ¥R pEXREE

e TR TE 5 FH R A A
) RRIEO  prwmmEmis | 0 F
Rt

AR it R R 12 126 138
AR A E 115K 107 455 562
BIlVE 4 D3 BUE B8 41 106 147
B 5 DI B 51 111 162
BIIVE F 45 D 3 BUIE 51| % 38.32% 23.30% 26.16%
BIlE %5 o FgH RIVEH S OFEERIRBUES] (80 F (%)
B E 38 (35.51%) 106 (23.30%) 144 (25.62%)
g% — 1 (022%) 1 (0.18%)
TR 38 (35.51%) 103 (22.46%) 141 (25.09%)
L 1 (0.93%) 1 (0.22%) 2 (0.36%)
IS — 1 (0.22%) 1 (0.18%)
Mg P 3 (2.80%) 3 (0.66%) 6 (1.07%)
—i% - REEER L OB GO REE*? 1 (0.93%) — 1 (0.18%)
5 1 (0.93%) — 1 (0.18%)
JRYLIE R K OVFF A thiE *2 1 (0.93%) — 1 (0.18%)
v EERBT O E 1 (0.93%) — 1 (0.18%)
PR IR AT *2 1 (0.93%) = 1 (0.18%)
A R FE N 1 (0.93%) — 1 (0.18%)
R L Ok E*2 1 (0.93%) — 1 (0.18%)
FLIE 3 L OV R o B R 1 (0.93%) — 1 (0.18%)
B ¥ & OVEZ T ALk e o 2 5 ( 4.67%) 2 (0.44%) 7 (1.25%)
P R R 2% 1 (0.93%) — 1 (0.18%)
iz 2 (1.87%) 1 (022%) 3 (0.53%)
= D FESE 1 (0.93%) — 1 (0.18%)
w5 1 (0.93%) 1 (022%) 2 (0.36%)

[FENE B

BITEH : BES L AERRLOMIC, DR EBRERBBEPTETERVEDEN D,
1 ARG L TR e, REE M EET A O BIER « YUEDO BB KR 2T

20 () WIE, FEBUER FAAE G
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2) BlZBERBE

o i FH AR A A
W R T &
HREt

TR R 2L 3 0 3

AR A B B 27 0 27

I 45 D38 BUE 1 44 5 0 5

BIVEH & DFRBUE 5 0 5

RILVE S5 D S8 BUE 1 58 18.52% 0.00% 18.52%

BIVE S O FEEE BIVERS OFEBRBUES (HH) £ (%)

A I 5 (18.52%) 5 (18.52%)
T 3 (11.11%) — 3 (11.11%)
EP 1 (3.70%) — 1 (3.70%)
B 1 (3.70%) — 1 (3.70%)

[FENE B

BUER : ERL L AEERLOBIC, D7 EbEARBBREETERVLDEZ NS,

() PR, FEBUER] THAE K

2 A OB D THITE Z2VEIER

3) FERUSNDEIEICEELTNSESE
o RF B A R R A
S FEIDSD [ wewmmEnEo | & F
Lol

TR E X AL 0 67 67

AR AT E 11 0 337 337

BIWE 25 D 3 BUE R 5L 0 43 43

BIVE S5 DB 0 43 43

B 55 DI BUE 51| 2R 0.00% 12.76% 12.76%

B %5 o FgH RIEH S OFEERIRBUEG] (80 F (%)

H R — 41 (12.17%) 41 (12.17%)

TR 40 (11.87%) 40 (11.87%)

M - 1 (0.30%) 1 (0.30%)

FERE ¥ & OVRZ T ALk pe ™3 — 2 (0.59%) 2 (0.59%)

B — 1 (0.30%) 1 (0.30%)

L 1 (0.30%) 1 (0.30%)

[FENE B

BIMER : IR EAFFRLOMIZ, DR EBREABRAEETERNBDOEN I,

1 A R AT M L T To i REER T AERAE ORIMER « SEDOFEBRI — LR 2R T,
2 PHR LIS OESEIN BT D BRRRBRIIAT > TWH R0,

*3000) PR FEBUER] TRAEBIEL

OEMKE, GOHE. EEERUVUFHOARELERNORIMERRIREE

1) EEERNEIEARREE
TREBRIAR R B U 72 BIER 2 EIEE RN AR LR 2 RITR LT,
BIWEHDOIZE A ENBEIIFEETHY | HOBEBLROFE DT THRIZIBW TS 36 FilH 34 HiH3 R
(18 f51) IIHEEE (16 #) Tholz, HEORIEMIITHO 2HOHTHY , Z0 2 il BAKIER 7
ERERIBICR BT o T,
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i S Hh A O

AIVE S BB 2761 (25.2%) 16 #31 (15.0%) 261 (1.9%)

B EE 2161 (19.6%) 16 51 (15.0%) 261 (1.9%)

T 18 5l (16.8%) 16 5l (15.0%) 241 (1.9%)
Mg P 361 (2.8%) 0 11 0 151
R fsE 241 ( 1.9%) 0 15 0 11
GV 161 ( 0.9%) 0 1] 0 {3
FERE B OV T Rk e 561 ( 4.7%) 0 11 0 151
% 241 ( 1.9%) 0 {51 0 151
Z 9 FENE 1451 ( 0.9%) 0 15 0 11
PEfbE R R 2% 141 ( 0.9%) 0 11 0 {5
KI5 141 ( 0.9%) 0 11 0 151
JRYIE K OV U 0 {1 161 (0.9%) 0 11
A EBTORE 0 {1 151 (0.9%) 0 151
B fEE & OG- R PTEkiE 141 ( 0.9%) 0 11 0 {5
i 141 ( 0.9%) 0 151 0 151
R M O 1451 ( 0.9%) 0 15 0 {31
FLIE R OV B oo i 1 e 5 151 ( 0.9%) 0 {3 0 151
i R A AT 141 ( 0.9%) 0 11 0 151
i H R SR HE N 141 ( 0.9%) 0 {51 0 151

BiE (B%c%)

9. BEREHKRICRIEZIZE
12. BRBRERHRICRIITEE
BN E RS N T 4 7 FRIR, 72—V U 7RI L DRI Tl E RT3 H DD
THEETDHZ L,
(fgE%)
NRERT 47 MR, 7 =2 — VU 7RI K DR R IR (CuS0,) OETTIC L DA A ZFIH LT
W5, AEIDOESDOOESTHLITEXRT VY DL I R=2 U U RPUAEWEIZEZ L TA A 2 0 L.
CuS (FRf) X CwS (KEE~HE) 24 U R RO Z NEIC 35 & SN TnW5, 2 ORFRMRAR,
RICRIETEEIZONWT, o= ) VRFIAWEOIRMN LEESBICERZ B LT,

10. BEES
13. BEKRS
13.1 fEIR

b (THI, EESE) | IR OVERE N T v ADERIRH LN D RN H D, £z, 7EF
UV URERRIRDBRD b L DWRENRH D,
13.2 A&

AANTMHBOENTIZ L > TBRET D2 ENTE D,
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(figE5%)

13.1 S#MENZH VT, CVA/AMPC BUA| D &% 5 OEFI AR E ST\ 5, ZO7R)CilER 5% o i,
e DV LARER . (R OVERRE T o ADELEDRBIE I TV D,

13.2 AR mERE L BEaIE, sHEREEITY 2 &, £, AFNIT XTIV, 797 T e
HMIEENTIC L > THRET D ZENAMRETH D, LED DL LT, MIKETOFEMEBEIZANDZ &,
Flo, WEEGIZEDTEXTVVY CORERIROBENH DD, fEEIREBEIOZ 1%, EICENRKG
ThHERAOEHERGH], LORENED L TWDEREICBIT2HETH o7, RORANCEIT 5H
HIIIEFICENTH DN, BAEREFRICIITEXR VU VBRI RD b ATREENH D DT, KAy
Z o IR LR BEHERFIC S 0 5 70 EERFICHEY e g AT H Z &,

(%) CVA/AMPC B OBEFR LT LV | FESL RSB 5 LT JEF] o

P B E o
il | BGHIRH RIMEA O - AL

F 3gX2 H PEEBAA R | FEEE TSR LT CVA/AMPC 1g % 1 B 3 [m#% 5B kA,

64 | (RERAD P2 A H BRI pHSS, HIRHEEE 1030, AT I (), ~ELTEY ().

FMERT AT 77— (=), WIRMIIZIER TH o2, =5y
BELC &0 TR & B, AR ZEBRERIC K VA A (H+ ).
T H (), R R (F+), KREOREBIRPRD b
7o AN X DRESIRDEEDIL, JRE ~OREd OHERE, 2R
EOREMEEZBE L0, BEOBEREIXEE ThoT,
CVA/AMPC 1k,

k2 Bf:  |BESEE TICB W CTREBITRD S o 72 h3, i -HfE, 1y
A REERAILELETFEL TV, R TPIZED HivT-
A, FRAVEEIC L O TR U KR & RE ST,

1. EHLOER

14 BRALEDEE

G% -

141 RHIRBEDIE

14.1.1 ARFE

BRI TRITRTHEREOK 3500 2 DKREFITINZ, BLIRVIEE-%, £ OKEMZ THEITERY
BE%, [1221]

pasi MMz 5HKOE 1 H&
10.1g H' 7 AR 50mL 0.75mL/kg
) BERATAINTNS,

14.1.2 {7705

SRR SRR 1, W (0 4°C) ITRFEL, 10 BUNIZERT 52 &,
14.2 EFIBRSEFOIE

FERHRE, +0ICRVIBE D Z &




VI &ttt (EFALOIEF) Y HEEB

12. ZQHDIE
(1) BRRRERICED CIER

15.1 ERERERAIZE D <&k
WISINCTH D P, BIHIKEEOEY PREZ BN E L2 977 VA ) UL - TEX VY kil
FPFe GRECEBN T, R GRE L 0 HE R OB R ORALENE N E WV OEFFEORENH 5 OV,
[9.5 2]
(f2E5%)
AT (preterm PROM) FEDEGL FRHICKTT AAHF & =) ZAa~ A o OFFMEE G L7 BRIZEB W T,
BV DEIEMEIGR DI, ABIFER SR LABIR G CB W RN ST e WO ERH D &,
728, B OIEE~DBY PRI 2 B & L5103, A TIIAR STV,

(%35 B KR O G TR Ik UARA &2 # 5 U 72 ali@h & A U723 AE IRV T, SRR R O 5
HERNE Do T2 LU D sy 6

50 preterm PROM %, FREORBIANIR D —HANCHAONLERTHY | LT, FHAERKER, B
Wb bEELZSIZE TSRS 5,
ATHARE K RE D G T BEIZ 3T 2 PUAEWE OB IEZ T 272012, Sl BIEA Ll 2 L
L7,

(J715) preterm PROM O 4,826 5l DTk % %t 5: & L, RO X 5 ([ZHIEA I 21T -7,
kLU An~A 2 250mg 58 1,197 f
kT7EXT VY 2 250mgly T 7T o 125mg B H-EE 1,212 f)
kY Au~A U+ TEXVVI U T T T MR SEE 1,192 4
% 7T AREE 1,225 {5
eHJEZ 1B 4R 10 B, £ HEET
FEFHMIIEE - BN C, BUEMEER, B ERA L oM
RIREHIIE H : 48 FReILANOEE, 7 BHEANOHEE, HEETEEE. APt B, HPEEZ BT E TORBI~DHT
AWV HEROGEIRIIR . HARMRE, B AERETIREESE~D AR, BEBAN
PRENTHE R, 48 HF -7 H - 14 H - 28 HilpEFIC 21%LL ED 02 2% LAk
B, WEREBIERERE, Y—7 7 7 &2 MBI, 28 BEGLL L TORSEIKIE, MR,
B RG2%

FER) =V 2ua~A VU BHRE T T BRI OW TR LR, 77 R ) 2e~<
A FERED, FIAERICBIT 2MELEOREIK N -T2, TEX UV Y T 77 U REEHR
xR~ A VTRV NI T T T UBERBERETCIE. 7T B RBECHE L T, B
ERICBITAEEEORAICE T o T2, T, TIRMFOIERE XA LN DD, FHERT
DEFEHNGR D T 7 2 AR LA BICE o T2,

(k@) preterm PROM O LMEICRI LT An~A v o2& 545 2 Lid, HAERICE S DR
F7 4w BBV, FHOBRELZRD SELREERH D EEXD, —FH, TEXVVI T T
7T UL, B AER OB O A5 5 2 & D, preterm PROM (2% L CTL—F
W5 2 S idHER T E R,

[ HaE R ]
preterm PROM
preterm premature rupture of fetal membranes : #F8% 37 ¥ A O BT HAR K
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X. JERRPREABRICREY SIHE

1. REHE
(1) EHREHEK (VI ENEEBICEI SRR 38)

(2) BIREHZEIEHAER
REERR L

(3) REMEIBHAER
CVA/AMPC (1:2) #fxm 1,800mg/kg * CTHE LT, HHARRCR, PR - JEERZR. VBN & OV A At
F. RIERER, MEER, WIRER, MEEICKIETEELZ R, YHX, LTy b, Ty b, w7
ZEFAWTHR LA, T & ERBEER IR b7z 2

4) ZOMOEBHE
AR L

2. EHEER
7 3% w7 A [CVA/AMPC (1 :14)] OFR4O 1 HHEIZ. CVA/AMPC (1:2) @ 1 B RHAEE A,
CVA I 13, AMPCE 2315 TH 5 (TF),

CVA/AWPC (1:2) &0 S/NEYI R [CWA/AWPC (1:14)] RUZDERSD 1 BRAEDOLLE

1 HH= (mgkg/H)
. 7 INRNEY TR A& F!
YA .
) CVA/AMPC (1 :2) [CVA/AMPC (1 : 14)]
60 96.4
CVA 20 6.4 03
AMPC 40 90*%2 2.3

H#1: 77 3Fy 7 A [CVA/AMPC (1:14)] » 1 HHA&E/CVA/AMPC (1:2) ® 1 HHXKHAE,

#2  RIECRIT D AMPC HAITO/NEAZR A EIL 20~40mg/kg/ A TH D5, RE 23 2002 EICRB LTS &bk
HEHRIBETA RT A 2] & TIIPEEL EThRK 80mgkg/H £ THRHERINATRBY, 7 I TV 7 X
[CVA/AMPC (1:14)] T?D AMPC D EEIZZ N LIFIERI L TH 5,

7 FRF w7 A [CVA/AMPC (1:14)] TOZFMRBRIZIFEK L T 7AW A, BLFICRTEAN S, BRI

{T- 72 CVA T8 CVA/AMPC (1 :2) DOpkEA@Ehi K OShEEW) CO RS 5 WITKER G- FMERBRIC XL 0 |
7 FR%F w7 A [CVA/AMPC (1:14)] OZEMITFHECE 2 & 2. il 7eilBRidFEZmw LR~ 72,



X. JERGPREERICBI Y HIEE

DOEFIDELDEHMEIXCVAIZKS
TFTRITRT L 12, CVA/AMPC (1:2) OF v MTEITSD 15 A KO 26 BEKER OB GEMERBR ¢ <,
CVA ZZNZEH 1,500 & Of 400mg/kg £ T, £7-. CVA/AMPC (1 :2) ZZFH 4,500 KT 1,200mg/kg
FCHRE L, REGEIX, 77 3F vy 7 A [CVA/AMPC (1 : 14)] OEEEMAED CVA Tik 63~234 .
AMPC Tl 9~33 f5IZFYS %, HIT, 4 XIZHBT D SHEELW 6 » A MKER N E G5 EMERER TlX, CVA
B EIER 60 KON 50mgkg £ C. F£72. CVA/AMPC (1 :2) ZZZ4 180 LT 150mg/kg £ T L7z,
AGwEIZ, 77 3Fy 7 X [CVA/AMPC (1 :14)] TOERKHED CVA TiX 8~9 %, AMPC TiX 1.1
~13FITHY T 5,
7w FROA XTI CVA/AMPC (1 :2) THALIZENE (T v b BEEE, MikfREEoOBEZE,
X MEM AT, APRIRR O EEIER) 1% CVA B Gt ICA b b D LR —TCTh o7, £72. AMPC
DAL K D HMEIHRD TRV Z & D, CVA/AMPC (1:2) O#FMIZFELE LT CVA IZXE 50T,
AMPC 3B 5- L CW D AMEEMEIMEVW b o & B 2 i,

CVA B UF CVA/AMPC (1 : 2) OREFZOZSHEHR

BB R (mgkg) (AR L]
Eh4yFE B 5-HAR CVA CVA/AMPC (1:2)
(CVA+ AMPC)
) 4.500
) 1% A 6 1,500 [234] (1,500+3,000) [234+33]
7> b 263 6 400 [63] 1200
R (400+800) [63+9]
— 180
538 67 60 [9] (60+120) [9-+1.3]
7 X 150
8)
6% A6 50 [8] (50+100) [8+1.1]

#2777 %Fy 7 A2 [CVA/AMPC (1:14)] (CVA/AMPC=6.4/90mg/kg) Zxt3 % ElH

QHEBMEWTHI-LGEMEIEAH SN
B % A\ 72 CVA, AMPC & % \)E CVA/AMPC (1 :2) OFMERER @ 2 FRIORT, S~ T 2dH
H0NNETZ v b (Wb 5 Bl AW HERE O &G EMRERCIL. CVA/AMPC (1:2) & LTENE
AL 935~2,791mg/kg & %\ id 4,019~8,333mg/kg &5 L7, T DD LDsofE (KEME) 1. S~ AT
1% 1,734/1,980mg/kg (CVA KON AMPC &4 &iX, 7 737 A2 [CVA/AMPC (1:14)] TOKHED
ZHEIHET 90 KON 13 fi5, HET 103 KON 15 %), 97 » b Tl 5,960/5,667mg/kg ([Fl, HET 310 KO
44 5, MET 295 KX 42 %) THY, WTHhOBEMWREICEW T, EREW L Rk, StEmiEidmss T
notz, £72, CVA ZHMTHFE~ T 2B DHWIET v MG LB LDs fE (/i : 589/636mg/kg
&5\ 1,857/1,906mg/kg) 1L, CVA/AMPC (1 :2) @ LDsfEIZE £415 CVA & EIZEFRBETH Y |
BeHmBlE I —BoIREOZ L (WHAATEMNH, B R EEIH) . FEZ G - #nimd) & 8E
L72bDTH-TZZ G, SFEEMITEITS CVA/AMPC (1:2) OEMEENEIFEL L TCVAILLD D
DT, AMPC OB 53O TIHWL D LB X b,
WA X & iz 5B BAE R 0 &G mtEalir Cld, A X269 % CVA/AMPC (1 :2) OE5ATHER
KETH D 90mgkg (CVA N AMPC IE, £NENT T/3F v 7 A2 [CVA/AMPC (1 : 14)] TOREKH &
D 4.7 KON 0.67 fHITAY) O E T, MG 2 WITEBERICL D L B2 DNDHE - FHRIBA LN 7,
A R & AV 5 B BER D535 TH 90mg/kg DG TRBEDZEALFRO b, BIZHEHETH
% 180mg/kg DHEHIZ L > T HIEM:, Tﬁﬁx%ﬂ%éﬁ%ﬁﬂéht@&f@oto F7-. AMPC Of% M #5-
W EDENEIBD TERWZ EBHLMNE RS> TND TV 7 Z L), AMPC O BN KL TEH, £0
FERBUCRE REBI b EEZ LR,
LLEDZ Lt BN TR b BALDAN O FT T 22 AL S Sh A By IS R B3 2 FIREME IR &
Ez b,



X. JERGPREERICBIY 5IEE

MEEZ ALV CVAL AMPC &% % LME CVA/AMPC (1 : 2) o#FOE5HMHER

) i CVA AMPC CVA/AMPC (1 :2)
5
e R EEN LDso filf #! P55 B 5 5 LDso filr #!1
T f (mg/kg) (mg/kg) | (mg/kg/H) (mg/kg) (mg/kg)
b))
Gl B | 313~935 589/636 935~2,791 (5718’13 f /115’96%)60+
= s (312+623~930+1,861) *2 ’
" 5] | (49~146) (92/99) (494 7~145+21) 1,320)
= (90+13/103+15)
Y,
% 4,019~8,333 5,960/5,667
5 B | 1,346~3,349 | 1,857/1,906 B (1,340+2,679~2,778+ (1,9874+3,973/1,889+
ol (210~523) | (290/298) 5,555) 3,778)
i (209+30~434+62) (310+44/295+42)
<,
% s 0™ 7.5~90%4
T — — (0.67) (2.5+5.0~30+60) —
= : (0.4+0.06~4.7+0.67)
1 e
#2:( ) 1T CVA/AMPC (1:2) 28 FEN 5D CVA KN AMPC D&
#3: 773y 7 A [CVA/AMPC (1:14)] DKM E (CVA/AMPC=6.4/90mg/kg) (=33 HEI&

#4: BEERAE (RLEO7ZD)

QFEBANDMPEEIIEEDHEFZTEL
CVA & AMPC OEAIZE Y . MHADEYENREIZH BT A LN THRN P 21 F7- 0 b MZBWTH,
BHOMEDH 5 VIR AR D CVA/AMPC (CVA/AMPC=1 : 2, 1:7, 1:14) 2% 5 L7z CVA kO
AMPC @ Cmax [ ZZFNEFNDHEIKEFEL, EVOHER OB ALROEELZ T o1z (FF), =
DZEME, BAEDEFTIZLY CVA H D \WIE AMPC 8 % BT 2 LIS O T2 72 AN 36 B4 5 7]
BEMRIEVWE B X DT,

&7 CVA/ANPC H#&| % £ M5 L1=F?D CVA R U AWPC O RE M HIRE

B4 B 4y 1EHE (mg/kg) Cmax (ug/mL)
(CVA+AMPC) (CVA+AMPC) CVA AMPC

" ;E’;g;s@i 125n’(1%-£-§)50mg 25451 286 | 488
A[%Sbl\l/[eii?m 125H<1§1;—!-§)75mg 2.5+17.5%! 22 | 1162

o jﬁ%;géz/x Somf’lf e 6.7+13.3 382 | 696
/N Alé(s}}\é[(i}\ImTIN 42.91(1;g:+1i())0mg 3442 17 15.7

H1:EASOkg & LT
#2 : ZB D AMPC B 5 & [FIFE
SeHRFEH IR

UEX v, CVA/AMPC (1:2) OFMRERNS 7 T 3F v 7 2 [CVA/AMPC (1 : 14)] OFMEILEE AT EE
THY., BAHEOEEROEEILE Y FiT- 3 EI A bW E &z H-RRBRITER L 2o 7,



X. JERGPREERICBI Y HIEE

(1) HEREEMHER
[CVAIAMPC (1:2) OF—4#]
(LDso, mg/kg)

i DB (5 Al © AR (6 ) ©
i | KR - ( R _
0 T I e T B
-2 1t 1,734 1,039 1,470 >15,000 6,433 3,925
i3 1,980 1,042 1,651 >15,000 8,264 4,118
Sk 1t 5,960 3,697 2,639 >15,000 * 5,259 3,878
il 5,667 3,573 3,119 >15,000 3,487 2,774

) ZoRLEEETHETHITIA NIRRT,

(2) REXREEMHAER
[CVAIAMPC (1:2) OF—4#]
2. #MERER 0OOQ©) omEzR

(3) HMERLESMHRAR
[CVAIAMPC (1:2) D5 —%]
TR 4 WBRAE U, KB - ZhREE. O - HE LR ORIFONE - NIk - B, SiEFORE - #iE - £
B\ IRAN K 2 b b 2 BEE R B3R DTV,

1) ZRERVEREF COVRREICET 5558
HeZ > b (6 k) (263 A, MEZ > b (13 8M#E) 1T 2 M. 30~1,200mg/kg kA5 L, ZKREx S
¥, D%, MET » MIERE 0~7 HH £ CREDOHR G ZHT 7= 8,

2) HARRUEEROREL S VICBAOKEEIZET 555
F v MIEEIR 15 B BB HEEREEIL (%21 HH) £ T30~1,200mg/kg 2 O#% 5 L7 8V,

3) BE - BRFHEICEET HRER
7 BIHER 12~42 H B £ T 150~600mg/kg % # O#%5- L71= 82,
Zy MR 6 HAND 15 A A X TRAKG Lz, £O®%RMEIR 20 A BICHELIB L, Brolgs+ 2
BEL BRDIEEATOREL IS, BB LY,

4) ZothotEEEN
EMESER [CVA/ANPC (1:2) OTF—4]
CVA/AMPC (1:2) o%ilitkz v ¥, E4Ey b, vV RICLVBRF LEHER, WTIhbhoX=27
VRPUAEWE L RO EE R LT-, £72. ABPC, PCG & DORIZAZEMENGE D Hvi=A, CEZ, CMZ
LI EMIT I o T2, 2B CVAIAMPC (1 :2) (2137 — & ARRBRIEMEALIZ A S TUuiauy,



X. EEMEERICAYTSHE

1. REXS
WA TNy s ANRRERE RTA vy T TEE R
) - ERS O EIC LY ERT S 2k
RS AR T7 5 A Y oA
HRTEF 3 ) VAR

2. AWM X6 ARR
AR - 24 (ZEMERUIBRAE R ICHES <)

3. Bk - RERM
ERIRAF

4, EXERWNLEDOFER
(1) ZEBETORFEVWEDBESRIZDOINT
WARMED B 2 DT, BREZITIBR BT TRET 5 2 &,

(2) EFIZMABFORFWNIZDONT (BEZICEEITNENESTES)
[ R85l
<K, HAICIRVIEE S Z L
- IRETRICIERZ 1T, WIERE (K 4°C) ITRAEL, 10 BEINICHERT 5 Z &,
[45EL 70]
- BT AR AR A R T
BN LSBHTT, NI A
c K7 BITEN L CIRAT S
- BHE L7 3RI3 A x5

<FVoLBY : AV
(3) FFIBDEBERIZDONT

VL Zeaett (M EoOEES) (ST 2HE 11 @i EOEE] OHEM

5. KEBRHF
A% LR

6. A%
(AR hvBA] 10.1g [1 ]
[y & % Al 0.505g [18] X12
1.01g [18] X12



X. EEMFEHRICEYSEE

1.

10.

11.

12.

BROME
[ kL8]
i
ARV TR
AT —v NERT v I —ROR Y ~—F A F—
v TIAI=TA
[ 43 e84
e TAI=UL RIVZFLUTIR—RT 4 LA
E—Rs - EhE

[l —RdE . A — 2 A F UEASE 125SS. A — 7 A U F UELAHE 250RS
F %) .7V, TV ANMEITU S NV &

. EFfsEEERA

198144 H 3 B (2K[EH)

HERFTEREFEABARUREES

IINREy 7 ZNRBHBEART Ay 7 1200946 H 23 H  ARE S 22100AMX01039
BENE— AT AREA B : 20154E 5 A 26 B Ghie X UIhFoEMIZ X 5)

(IHfE4) 793y Z/WNEHRIAva 7 AREHAH 2005411 H4H

FMELWNEHESFEA B

7 Iy 7 ANRHERAG K74 ey (Filk5e4) : 20104 5H28H

(E] 79y 7 2N RTAvm v 7 (IHIGE4) : 20054E12H 9H
R E AT 20114 3H31H

SEREXRIZIREM, AZRUVREEEENFOEABRUVTORE

20079 H 28 H  #hfe IIh R oM (FRE FHRED)

[#haE T %h ]

i i A L)

AFNCEIEDO MR (=2 > GIZx$ 2 MIC=2pg/mL), €7 78T (FFUnAT) - hxT—1
A, AT NEUVHE, 7 RUKER,. KBE., V7V IE,. TuT AR NI TuAT AR, T
AT 7 (FLRT T - BT &)

G IE)

RACNE R EEYSE . VRIEVER BIRGE, U Lo - U L ik, B PEIERTE, WAPE - MR, Rk, Sk

AR, SR, EAERER, HHR




13.

14.

15.

16.

17.

20154E 5 26 H
[Zhie X320 ]
(3 - )

AFNT e o fiti 9 BR
A AV TN UWHE,
RNTIE (FLvRT 7

Qi bIE)

SAEMEH R, VRAEMEHOBIRISIE, U

e BRE R, PHRE,

SUE SR

BRESUTAN R DB (FE FHEED)

Al sl

BEERER. BIERERAREABRUTOAR
FHEERREARFEAH 201344 H 4H

FIRATRE R KRR BWARF 2HEE I A DO NAETONTIICS

BEEYM

64 (2005410 A 11 H~20114FE 10 A 10 H) ®
) ARBIANE 20054 10 A 11 HIZER I, D%, ZHETO D OREBHHAREZ 20054 11 A 4 H
WZHS L7228, BRAEMIMIZ20054E 10 A 11 Hvb & oTW A,

RENMGERERRICET H1HFR

A% LR

X. EEMFEERICEYSEE

© U oREige, ARPERRBUE, WHEH - MEEAZ,

ML,

(=2 V¥ GITRT S MICS2pg/mL) . €T 7€ T (F7T2nAT)  HH T
7 RUKER, KBS, 7 L7 Y= TR, TRTURE, A7 TuA T AR, T
s EET 2R

Rk, 2tk

FEI1—F
= \ - JRAETEERAmE | LT GS1 22—k
5 (I = - . e . e e
e A @ % |HOT UKD &5y mpesmna— 1 | @Ea— 1 | (RoEassiin
T INEw T A 10.1g iR 1170900010102 14987246743058
/N BLA 0.505gx12 ) 1170900010202 6139100R1036 621709001 14987246743065
A= 1.01gx12 4] 1170900010301 14987246743072

RERIGH LDER
A% LR
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1. EGNETORTRKR
TEXVVY I T T T UA Y T AL, EE Beecham #: (Bl : 757 Y « AI AT T A 4L A 1981
A 4 JIZHEEIZ T Augmentin (AMPC/CVA : 250mg/125mg) D7&FE A BfG L CLIsE, AL EICR UV THE
ENTND,

AINC BT HEEIZNR, MIELOHBRIZLUTO LY TH Y | HETORGIRDL & 135825,

4. FHEEXIEZHER

GECEE)
AENZREDRKEE (R=ZDY 2 GIIT B MC=2ug/mL). BSOS (TFIoNnAT)-HE25—1)
A, AVILIUYHE,. TROBRER. XKIBE. VLIV ISRE. 7ATO9RE. N TAATRE. 7
LRTSE (FLARTS - EET#&L)

GRS AE )
REMRERPEIE, REMERBRBEAE. ) UNE - |/ ik, BHRKRAE. H5E - HREEX. BHkE. 2
MREXL, BEhtk. BREX. hEX. BISERX

6. AERUVRAE
Wi, NEICIE, 798y 7 2L LT 1 BE 96.4mg (Jiffi) kg (7 77T BB Y 7 AL LT 64mg
(i) /kg, 7TEXRT U KR E LT 90mg (Jifil) /kg) & 2 [BINZ43T T 12 Kfi] & & ISR ERTITHRE
#5935,

KERMNXE (2024 F£5 ARET) : 2024 &£5 AR
Hx7e44 AUGMENTIN ES-600 (USAntibiotics, LLC)
AGRAEH 12001 4 (Initial U.S. Approval)

I - o5 #J% : Powder for Oral Suspension
7T HEIE 4R AMPC/CVA & LT, 600 mg/42.9 mg per 5 mL

AUGMENTIN ES-600 is indicated for the treatment of pediatric patients with
* Recurrent or persistent acute otitis media due to S. pneumoniae (penicillin MICs less than or equal
to 2 meg/mL), H. influenzae (including B-lactamase—producing strains), or M. catarrhalis
(including B-lactamase-producing strains) characterized by the following risk factors:
— Antibacterial drug exposure for acute otitis media within the preceding 3 months, and either of the
following: 1) age 2 years, or younger or 2) day care attendance.

PR ESE S

Limitations of Use

Acute otitis media due to S. pneumoniae alone can be treated with amoxicillin. AUGMENTIN
ES-600 is not indicated for the treatment of acute otitis media due to S. preumoniae with penicillin
MIC greater than or equal to 4 mcg/mL. Therapy may be instituted prior to obtaining the results
from bacteriological studies when there is reason to believe the infection may involve both S.
pneumoniae (penicillin MIC less than or equal to 2 mcg/mL) and the B-lactamase-producing
organisms listed above.
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To minimize the potential for gastrointestinal intolerance, AUGMENTIN ES-600 should be taken at
the start of a meal. Absorption of clavulanate potassium may be enhanced when AUGMENTIN
ES-600 is administered at the start of a meal.

Pediatric patients 3 months and older: Based on the amoxicillin component (600 mg/5 mL), the
recommended dose of AUGMENTIN ES-600 is 90 mg/kg/day divided every 12 hours, administered
FH U T O B for 10 days. This dose provides 6.4 mg/kg/day of the clavulanic acid component.

Pediatric patients weighing 40 kg and more: Experience with AUGMENTIN ES-600 in this group
is not available.

Dosage in Adult Patients

Experience with AUGMENTIN ES-600 in adults is not available and adults who have difficulty
swallowing should not be given AUGMENTIN ES-600 in place of the 500 mg or 875 mg tablet of
AUGMENTIN.
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AARDOHRASCED 195 k) . 19.6 M) OHOFLHIILLTFTDO LB THY, A—A T VT 58
T80 5,

9.5 1147
TG OTHER LTV B ATREME O & 2 etEIcid, 1R Lo a2 Ein s S fr S 558120
G5+ HZ L, [156150H]

9.6 RELIF
B LOB /MR ORARBOARMELZE L, ZALOMKG TP IE 2G5 2 &,

Sk
STRETR L
F—AZ2 ~Z U7 D45 % : The Australian categorisation system for | <% > amoxicillin : A
prescribing medicines in pregnancy clavulanic acid : Bl
(202446 H® TGA™ Database)
XHERR L 724 A
*TGA : Therapeutic Goods Administration

2E  EOME
F—A K7 U7 ®43%8 - The Australian categorisation system for prescribing medicines in pregnancy
A : Drugs which have been taken by a large number of pregnant women and women of childbearing age without
any proven increase in the frequency of malformations or other direct or indirect harmful effects on the fetus
having been observed.

B1 : Drugs which have been taken by only a limited number of pregnant women and women of childbearing age,
without an increase in the frequency of malformation or other direct or indirect harmful effects on the human
fetus having been observed.

Studies in animals have not shown evidence of an increased occurrence of fetal damage.
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BRIZENE LT 72wy,
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KE O RAF S
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Pediatric Use

Safety and efficacy of AUGMENTIN ES-600 in infants younger than 3 months have not been
established. Safety and efficacy of AUGMENTIN ES-600 have been demonstrated for treatment of
acute otitis media in infants and children 3 months to 12 years.

The safety and effectiveness of AUGMENTIN ES-600 have been established for the treatment of
pediatric patients (3 months to 12 years) with acute bacterial sinusitis. This use is supported by
evidence from adequate and well-controlled studies of AUGMENTIN XR™ Extended Release
Tablets in adults with acute bacterial sinusitis, studies of AUGMENTIN ES-600 in pediatric
patients with acute otitis media, and by similar pharmacokinetics of amoxicillin and clavulanate in
pediatric patients taking AUGMENTIN ES-600 and adults taking AUGMENTIN XR.
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