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R, 250mg 5 & 500mg {5 O T dose response A3EE Hh iz,
2. EBKSHRAHRE LB 234 fldh, B 122 fI, FLIKE 58 fl, 3k 28 fl, oo
20 f, AESH, WELFTHEULDOFELRIL 88.9% Thoto T, HERMOHELE

DEBFRILTHE 81.4% (35/43),

TR 92.5% (37/40),

mE 95.7% (22/23), NEE 90.9% (40/

44), VEE 94.6% (53/56), VIEf 75.0% (21/28) TH -1,

3. MEFATIE 169 Bl B ABE A0 BE S h, ZHRHIETEES 143 FIOEEERIT 92.3%
(132 fI) THoto Tl DEEHE N S h o7 S aureus 96 ¥k, coagulase negative staphylo-
cocci (CNS) 39 #rizxf+ % Cefuroxime (CXM) © MIC D — 7 i3 FhFh 1.56, 0.78 pg/ml
T» Y, Cephalexin (CEX) X b f@Eh, Cefaclor (CCL) & iZiZRZEDHBEN*R L,

4., LMKk AT 7- 245 fidh 17 F) (6.9%) i<

BIfEAAZ bR, TH, BKE BREKE

OYILBIERHETH - 7oo BHEREMRF X, WBC OFA 26 (1.4%), 1FEREMNS 14 (0.7

%), vIvAT iF—¥D LB TH (5.0%),
Jf\%hflo

Cefuroxime axetil (CXM-AX, SN407) % HE 7
S/ VHTHESREEAR L7 » 7 A2 ) VRIAEY
BT, *ofbFERER Figl @Rt o5 X
DIEEAERI X hicd»tc Cefuroxime (CXM) o
1-acetoxyethyl ester FEETH 5, FFX T h BHT
BEAEHBEMERRRL, B RARE S h i CXM-AX
BEBERNTH= A 7 ribashT CXM & LTHEER
¥R To

Fig.1 Chemical structure of CXM-AX
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FRFN 59 F 9 A2 LB 60 F6 7 ¥ TIeHmAY, B
RG IR X U BAER AR O RERI kY F2L
7o 57 BlakdH L L tc, REAZHER ¥ 2o MIAERE
CXM-AX 250 mg % 7:i% 500mg * 1 [E#HFE L, #5
% 60~320 iz i L O BMER AR L, FREE
ZFEOFEFRTETIC TRERNE 2 ER L,

CXM DEERTEIMENS B. subtilis ATCC 6633 %
BREELTAHET + A 7B X DT L, EEHHR
Moni-Trol I CKEF 1 Fit) TfEH Lis,

¥ 7, KIEAHI S. pyogenes 1ID 697 #HREH LT
HEBECIVRAEL, @Afuzihic 1/20M ) vEiE
#BK (PH6.0) % 35BNz %2, ®cEV=2714X
L, EkEOEFZNE T Ui, MBI AEER
Tf?&g L7

2. BB

CXM-AX 250 mg %@ n#5 LickEo CXM M+
BER IO RBAKNEE R Table 1 Rt ml, #5
1% 60~250 4y DI P EE 1 <0.39~4. 28 pg/ml, HKE
B PILEE 3 0. 15~3. 85 pg/g, BFFRIT 13.0~232.1%
TH -1

¥ 7, CXM-AX 500 mg ®#Fn#s LicgEo CXM
MEPEES X O RN AKMEE L Table 2 RTN
{, #BE5#% 60~320 4T MiFhil B 13<0.39~10.2
pgiml, BB AL PR 12 <0.20~3. 91 pglg, BITRL
9.5~124.5% Th - 1o

250 mg #4- L 500 mg #HE O HEETIEREHEADS
U 120~150 4> > A TR ESFREh 3.25,
4.30 pg/ml, BTGP 1.46, 2.14 pglg, BT
At 44.9, 59.5% %1 L, 250 mg #5 & 500 mg HF

L DfST dose response A3FE¥» b,
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Table 1 Skin and serum concentrations of CXM after
oral single 250 mg administration

Concentration Ratio Table 2 Skin and serum concentrations of CXM after
Time Sampling ] Skin/ oral single 500 mg administration
No. (min.) Serum time Skin Serum c - e
(ug/ml) ey (ug/g) %) A oncentration atio
- No. Tlrne Serum Sampling Skin Skin/
1 60 *N.D. 3.20 - (min.) , time ) Serum
2 | 60 0.81 1.88 | 2321 (ng/ml) ( - min. J (ug/g) | =)
3 60 2.09 ( 45) 1.95 93.3 1 60 0.60 <0.28 -
4 70 N.D. ( 60) 3.85 - 2 60 2.43 0.84 34.6
5 70 0.28 ( 60) 0.21 75.0 3 60 5.12 0.84 16.4
6 90 3.18 ( 60) 0.80 25.2 1 60 2.18 <0.20 -
7 | 130 4.19 (120) 2.03 48.4 5 75 1.65 ( 70) 0.81 49.1
8 135 2.38 (120) 0.88 37.0 6 80 4.95 0.47 9.5
9 | 135 3.72 (120) 2.76 74.2 7 120 5.44 (135) 3.60 66.2
10 | 135 3.22 (120) 2.60 80.7 8 125 3.24 2.25 69.4
1 | 140 3.24 (120) 0.63 19.4 9 130 3.57 (120) 3.91 109.5
12 | 140 4.19 (120) 0.88 21.0 10 130 7.81 (120) 3.23 41.4
13 | 140 4.28 (120) 1.92 44.9 11 130 N.D. (120) 0.70 -
14 | 140 3.13 (120) 2.44 78.0 12 135 8.05 (130) 1.72 21.4
15 150 2.17 (120) 1.20 55.3 13 135 2.53 3.15 124.5
16 150 2.33 (120) 0.33 13.0 14 35 <0.39 (120) 2.17 —
17 150 3.03 (120) 0.87 28.7 15 135 1.92 1.60 83.3
18 | 150 2.04 (135) 0.94 46.1 16 | 140 10.2  (120) 3.15 30.9
19 | 150 4.07 (120) 1.52 37.3 17 | 140 6.18 (120) 1.38 22.3
20 | 230 | <0.39 (225 0.15 - 18 | 150 5.97 (120) 1.44 24.1
21 | 250 0.89 (240) 0.24 27.0 19 | 150 2.00 (120) 0.77 38.5
22 | 250 0.68 (240) 1.40 205.9 20 | 150 2.68 (125) 2.10 78.4
*N.D.: Not detected 21 | 150 4.77 (140) 2.47 51.8
22 | 150 1.47 (120) 0.38 25.9
D x% 23 | 150 1.45 1.38 109.0
FRFN 59 F 9 AH HMEF1 60 4£6 § % Tiz Table 3 24 150 5.41 2.96 54.7
RARLIC 12 BRI 5 KR O ABts X O k%2 25 | 160 7.56 3.92 12.6
BETREMIEBRE OB M 5213 72 16 %L1 E 70 3% 26 | 160 * N.D. (120) 0.11 -
REOBELNGE Lico XL, I5UTO7 flizs 27 | 170 3.67 2.84 77.4
BlfEE2 45 kg LI ETHbH, 7o 70 UL ED 6 flix 28 | 180 6.51 0.67 10.3
EBNEBERLE LTt cdTIhb 13 filx 29 | 180 6.32 3.60 57.0
Mz tegt 250 GlaFHER SR & Lico =D 5 LEAEER 30 | 190 3.80 1.90 50.0
SOIB LOEEMPMAER O END - - 1 IO 6 filx 31 | 210 2.05 1.03 50.2
BRA L, W2 B LRGSR Lgh - 72 5 flds X AR+ 32 | 240 3.49 1.85 53.0
DELHOEE T3 BUMICEE R FRIE L5 § (35 33 | 300 2.87 1.12 39.0
2HBURERBERT 26, #5 3 B BUBRFMRO DS 34 | 300 2.52 1.45 57.5
16, %5 2 B BLMEIER Ok 2 61) 5t 10 4 35 | 320 1.04 0.30 28.8
THEE L, chb 16 flxbR i 234 FlToVTER * N.D.: Not detected
BRE X0 H RO T - 7o
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Table 3 Institutes attended to the study

Department of Dermatology, Faculty of Medicine, University of Tokyo

Department of Dermatology, School of Medicine, Teikyo University

Department of Dermatology, Kanto Teishin Hospital

Department of Dermatology, Kochi Medical University

Department of Dermatology, School of Medicine, Hokkaido University

Department of Dermatology, Japanease Red Cross Medical Center

Department t;f Dermatology, School of Medicine, Toho University

Department of Dermatology, Kanto-Rosai Hospital

Department of Dermatology, Kansai Medical University

Department of Dermatology, Okayama University Medical School

Department of Dermatology, School of Medicine, Fukuoka University

Department of Dermatology, Faculty of Medicine, Kyushu University
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BICRT AR R D 5 R CTRE Lo
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FEFPIREFRICILSE, ko5 EH T Lo
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2 AR
R
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5 : 7"BA
L, BERTR, HBEFENRE EERE LTV
EFITH->Th, KO DOIHEEMI & LTHo o
O B REDEE B
O I RECIEAIAS 017 - Fo5ER
ON, NV, VBETRR BEEIERFLTVTLMOE
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III. B K K &

1. BEOER

MRS 134 I (57.8%), Ltk 100 il (42.7%)
EBEARRS L, FERIT 11~82 KT 20 {2 69 f
(29.5%) EId %<, kT 30 £, 40 &, 50 RolE
T# - 1= (Table 5),

2. #BERER IVRELMN

1 B35 750 mg A 98 @7l (41.9%) LB %
<, &K\WT 1,500mg A% 87 B (37.2%) TABHH
750 mg ¥ 7213 1,500 mg ##ETH - 1= (Table 6),
BHEHIRNT 2~44 ARIT 12~16 ARFLE 88 4
(37.6%) &Hd %L &k T5~8 HEEREN 83 f
(35.5%) THH, 17 AU EOHEEZHLTH 6 TH
#- (Table 6),

3. ARFBRRSS XUEEE

TEIRBARAR B X EAL A 175 f) (74.8%) L&V %
< ROCTHETEEA 40 6 (17.1%), 2 EL$H
14§l (6.0%) TaHh BREWFHTH 56 (2.1%)
TH- 1o

Tl BERTLEBROMER TH - 7o UFHLBLHRR
14 f, ETEE 13 FlLiziF AR TH - o (Table
7)0
EEEPEEN 168 § (71.8%) L&KL &L, kW
TEREN 44 ) (18.8%), BiEH 22 f (9.4%) TH
D, FTLIIERAKEDEE TH 7= (Table 8),

4. BRRHE
ZREOHEBIEKRL R % Table 9 177K L, HEME

DEBHRIL I RO BIL 28/30 (93.3%), EHER
Table 5 Sex and age
Agel(y) Sex Male Female Total (%)
11~15 2 5 7 (3.0)
16~19 8 11 19 ( 8.1)
20~29 38 31 69 (29.5)
30~39 25 18 43 (18.4)
40~49 26 12 38 (16.2)
50~59 19 16 5 (15.0)
60~69 13 4 | 17(7.3)
70~82 3 3 6 (2.6
Total 134 100 234
(%) (57.3) (42.7)
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Table 6 Daily dose and duration

Daily dose Duration (days)
Total (%2)
(mg) 2~4 5~8 9~11 | 12~16 | 17~44

750 15 10 3 33 2 98 (41.9
1,000 7 13 6 17 3 16 19.7
1,500 7 30 14 35 1 ST 372
Change 0 0 0 3 | 0 301.3

Total 29 83 28 86 -

(%) (12.4 35.5 | (12.00 | 276 | 26 | 7

! |

Table 7 Status of disease at the beginning of treatment and type of disease

Type of disease i
1 1I il v v A Total (%
Status of disease
Tendency to remission 1 1 0 1 1 1 5(2.1)
Stationary 7 3 2 5 10 13 40 (17.1)
Aggravated 33 32 21 32 43 14 175 (74.8)
Remarkably aggravated 2 4 0 6 2 0 14 ( 6.0)
Total 43 40 23 44 56 28 234
(%) (18.4) | (17.1) (9.8) (18.8) | (23.9) | (12.0)
Table 8 Severity and type of disease
Type of | ' i
disease 1 11 111 v \ | VI i Total (77)
Severity 1
Mild 11 0 3 2 2 4 22 (9.4)
Moderate 27 29 19 33 43 17 168 (71.8)
Sever 5 11 1 9 11 7 44 (18.8)
Total 13 40 23 44 56 28 234
(%) (18.4) | (17.1) | (9.8) | (18.8) | (23.9) | (12.0)
7/13 (53.8%), WEET |3 45 23/24 (95.8%), FmlELE FUED K % R X 750mg & 5 25 88/98 (89.8%).
12/14 (85.7%), X 5 2/2 (100%), WNEETIIfEHHIE 1,000 mg #r5 » 38/46 (82.6%), 1,500mg # & »°

% 3/3 (100%), IE#HiSHIBZS 19/20 (95.0%), Vi
T3 5/5 (100%), ¥ 13/13 (100%), V v %
% 7]7 (100%), FH 6/6 (100%), {LiBtETEEZ% 9/13
(69.2%), VETIXETIES 4/4 (100%), LBt
% 4J4 (100%), MBEVEEE 4/4 (100%), BIHMME
4144 (93.2%), VIRETII=IRREY 20/27 (74.1%), &
RETE 11 (100%) TH b, Bk BE, LT
BX —REPOBERR L2 L Er - fod il DB
8% LEoBEWEHRIEONI,

1 AR5 B RIEE KL R Table 10 TRkt &k b, 2%

80/87 (92.0%) T », 1,000 mg {¥5 TLL{ED o fehs
750 mg X0 1,500 mg #E T 90% RIEOEE
HRHIE BN, BIEEFEERESE 2, Table 11 1IR3
Ly, HELDEOBERRITEET 21/22 (95.5%) &
Hhmd, PEER IVUCHEEIZTh T 147/168 (87.5
%), 40/44 (90.9%) TH» 1o
RS A FIFE R 2D 12 Table12 12RFT Lk b,
HEL EOBEHRIIBEF A 13/14 (92.9%) Lk
LEL, RWTELFA 157/175 (89.7%), #fTEIES
34/40 (85.02%), HAREIRrhA 4/5 (80%) TH - 120
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Table 9 Final global improvement rating classified by diagnosis
i : Final global improvement rating Efficacy
. ) . No. of
Group Diagncsis rate ! = 4
cases - H# + + 0 X (%)
| Folliculitis 30 16 7 5 1 1 0 93.3
1 | Pustular acne 13 1 3 3 5 1 0 53.8
i Sub total 43 17 10 8 6 2 0 81.4
| Furuncle 24 16 5 2 1 0 0 95.8
| Furunculosis 14 6 4 2 1 1 0 85.7
! Carbuncle 2 2 0 0 0 0 o | 100
Sub total 40 24 9 4 2 1 0 92.5
Impetigo contagiosa 3 3 0 0 0 0 0 100
1 Impetiginous eczema 20 10 7 2 1 0 0 95.0
Sub total 23 13 7 2 1 0 0 95.7
Erysipelas 5 4 1 0 0 0 0 100
Phlegmon 13 9 3 1 0 0 0 100
Lymphangitis 7 5 2 0 0 0 0 100
V| Panaritium 6 3 1 2 0 0 0 100
Suppurative paronychia 13 5 4 0 3 0 1 69.2
Sub total 44 26 11 3 3 0 1 90.9
Subcutaneous abscess 4 2 1 1 0 0 0 100
Suppurative hidradenitis 4 2 1 1 0 0 0 100
\ Acne conglobata 4 1 1 2 0 0 0 100
Infected atheroma 44 25 13 3 3 0 0 93.2
Sub total 56 30 16 7 3 0 0 94.6
Secondary infection 27 12 4 4 5 2 0 74.1
Vi Infected decubitius 1 0 1 0 0 0 0 100
Sub total 28 12 5 4 5 2 0 75.0
Total 234 122 58 28 20 5 1 88.9

# . Cured, -+ : Remarkably improved,
+ : Slightly improved, 0 : Unchanged,

4 . Moderately improved,

X . Aggravated

Table 10 Final global improvement rating by daily dose and type of disease

I;aily Type of disease Total
ose
(mg) 1 I m v v Vi (%)
750 21/24 12/13 7/7 17/21 22/23 9/10 | 88/98
(87.5) | (92.3) | (100) | (81.0) | (95.7) | (90.0) | (89.8)
1000 8/11 7/8 2/2 6/6 11/12 4/7 38/46
' (72.7) | (87.5) | (100) | (100) | (91.7) | (57.1) | (82.6)
1 500 6/7 17/18 13/14 17/17 19/20 8/11 80/87
' (85.7) | (94.4) | (92.9) | (100) | (95.0) | (72.7) | (92.0)
h 0/1 1/1 0 0 1/1 0 2/3
e (o) | (100) (100) (66.7)
Total | 35/43 37/40 22/23 40/44 53/56 | 21/28 | 208/234
(%) (81.4) | (92.5) | (95.7) | (90.9) | (94.6) | (75.0) | (88.9)
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Table 11 Final global improvement rating classified by severity
. Final global improvement rating Efficacy
Severity No. of rate . =4
cases H H + + 0 X (%)
Mild 22 17 0 4 1 0 0 9.5
Moderate 163 85 43 19 16 4 1 87.5
Sever 44 20 15 5 3 1 0 90.9
Total 234 122 58 28 20 5 1 88.9
+# ! Cured, + ! Remarkably improved, + : Moderately improved,

+ @ Slightly improved,

0 : Unchanged, X : Aggravated

Table 12 Final global improvement rating classified by status of disease

at the beginning of treatment

Status of No. of Final global improvement rating Effi.cacy
di X rate: =+
isease cases e " n + 0 % (%)
Tendency t
craeney ol g 2 2 0 1 0 0 80.0
remission
Stationary 40 20 8 6 4 2 0 85.0
Aggravated 175 91 45 21 14 3 1 89.7
kably
Remarkably |, 9 3 1 1 0 0 92.9
aggravated
Total 234 122 58 28 20 5 1 88.9

+# o Cured, + : Remarkably improved, - 4+  Moderately improved,
X : Aggravated

+ I Slightly improved,

4. FHE B B e e ERE

ZSVHE Bk 1T Table 13 27T ok 0, &
EULoBZRIZ3 B E 92/149 (61.7%), 7 HH 178/
225 (79.1%), 10 B B 193/231 (83.5%), 14 H H
208/234 (88.9%) TH -1
EBMATII, I, VEokT 27 HBORELERL
ThZh 82.5%, 86.4%, 83.7% L, ThboH
BTRBHROREBEMNFE VL 5 1Bl

5. H - fEATROWREE

FHEEHNO B - OHFTRY #4501 LT, iH
% BE AL BOIEHETIHEL ToWEEY
Table 14 |Z/R L7, IBTIXEZ, BBER7THRET
83.3%, 92.1% ‘v SERAR LA, BREX7EA
T76.5%, 14 AE T 82.1% L0083 uEn» 120
TR TIXEZEMR EM 3k BR B 7AET
Th¥xh 91.9%, 92.5%, 90.0%, 92.5%, 82.5% &

0 : Unchanged,

BUHEREYTRL, AR ELHENESLHTH -7
MEETIRAKA, UbA, EESHEMNTHEB T 1007
85.7%, 94.7% Lim ER &R LICH, KL THHE
< 77.3%, 10 HE T 81.8%, 14 AE T 87.0% &=

LHEHED - T
VETIERM D JR Bk BERQTRET

FHFh 88.6%, 90.5%, 88.1%, 90.7%, 89.2% D

UERERL, KR LLBEEIELHTH o1
VT ARS EM K ERETHBETThL

h 93.5%, 83.3%, 85.7%, 89.3% L\ BERYT
L7, Bif5ix7BBT 74.5%, 10 B H T 81.8%,

14 B HT 90.9% &oReGEIGED - 1o

VTR @A 7T HE T 80.8%, 87.0% <&
BUSERLR Lo, ARm B B RS
!t 14 AT 78.3%, 77.8%, 77.87,, 78.3%
PREL, EEE D o T,
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Table 13 Global improvement rating classified by type of disease
Evaluation Global improvement rating Efficacy
Group day Total Unknown | rate: =4
HHt H T+ + 0 X (%)
3rd day 3 3 9 8 3 0 26 17 57.7
1 7th day 12 6 10 8 2 0 38 5 73.7
10th day 13 9 12 7 2 0 43 0 79.1
14th day 17 10 8 6 2 0 43 0 81.4
3rd day 1 3 11 9 3 4 31 9 48.4
" 7th day 8 14 11 5 1 1 40 0 82.5
10th day 16 12 8 3 1 0 40 0 90.0
14th day 25 9 3 2 1 0 40 0 92.5
3rd day 2 3 4 2 1 0 12 11 75.0
1 7th day 7 7 5 2 1 0 22 1 86.4
10th day 8 7 5 2 0 0 22 1 90.9
14th day 12 7 3 1 0 0 23 0 95.7
3rd day 1 6 11 6 0 1 25 19 72.0
N 7th day 17 10 9 4 2 1 43 1 83.7
10th day 21 8 3 1 1 43 1 88.4
14th day 26 11 3 3 0 1 44 0 90.9
3rd day 1 13 10 6 5 4 39 17 61.5
v 7th day 13 17 13 9 3 1 56 0 76.8
10th day 18 19 9 9 0 1 56 0 82.1
14th day 30 16 7 3 0 0 56 0 94.6
3rd day 3 4 4 5 0 0 16 12 68.8
v 7th day 7 6 6 4 3 0 26 2 73.1
10th day 9 5 5 5 3 0 27 1 70.4
14th day 12 5 4 5 2 0 28 0 75.0
3rd day 11 32 49 36 12 9 149 85 61.7
Total 7th day 64 60 54 32 12 3 225 9 79.1
2 10th day 85 60 48 29 7 2 231 3 83.5
14th day 122 58 28 20 5 1 234 0 88.9

44 1 Cured, # . Remarkably improved,
+ : Slightly improved, 0 : Unchanged, X : Aggravated

6. MEFMZFE

JRRE R S hic 169 FhizouT O HIEEER %R
% Table 15 Z/RL 7o & D 5 b ZWRFIETREGIZ
143 BT, FOMWMHERL 92.3% (132/143) TH - 12,
S. aureus DENEZIT 90.4% (66/73), coagulase ne-
gative staphylococci (CNS) 13 92.9% (26/28) TH b,
IO HED I EMERYPI T 126 it 116 | T
DHEEDON, TOWMERIL2.1% Lot ¥
1o, S.aureus H Gt BRI EEREYT 90.0% (9/10), CNS
A EUEMEREYL 10027 (5/5) THbh, Thbiad
T BRHRE R OB SR 94.1% (16/17) LEd - T,

F 1, DMBEEDOED - 1o S. aureus & CNS 122\
T Cefuroxime (CXM), Cephalexin (CEX) ¥ X ¥
Cefaclor (CCL) o 108 cells/m] 5l g4 i 0 BESF 44 A7 &

: Moderately improved,

Fig.2, 3 1Z/R LTz

S. aureus \zxt3 % CXM o MIC ov— 71 1.56
rg/ml whh, CEX kv 1%EBEEhTHD, CCL &
IHERE OB N AR Lico ¥, 100 pg/ml BAEOE
EEf RS CXM 13 #, CEX 17 #k, CCL 23 §kTh
h, CXM 2 dlhot,

CNS izxt3 % CXM o MIC nr— 7% 0.78 zg/
ml iz b, CEX X h 18 BEEhTHH, CCL Li3iE
REDOHE N %3 Lico

7. Rebotngt

REMOMA U 1871 245 flicounTo PHEREE
% Table 16 12RT, 245 flrh (424 75208 £ (85.0
%), TIHFRL] » 22 ] (9.0%), L4tk P
Fh o 12 ) (4.9%), TRETixisw) 2380 (0.1
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Group I
Evaluation Efficacy Efficacy rate (%)
Symptoms Total Unknown
day + + 0 X + =+
3rd day 2 16 7 0 25 16 8.0 72.0
7th day 12 18 6 0 36 5 33.3 83.3
Papule
10th day 17 18 6 0 41 0 41.5 85.4
14th day 20 17 4 0 41 0 48.8 90.2
3rd day 8 14 1 0 26 17 30.8 84.6
7th day 21 14 3 0 38 5 55.3 92.1
Pustule
10th day 25 15 3 0 13 0 58.1 93.0
14th day 29 11 3 0 43 0 67.4 93.0
3rd day 2 12 10 0 24 16 8.3 58.3
) 7th day 10 16 8 0 34 6 29.4 76.5
Induration
10th day 13 17 1 40 0 32.5 75.0
14th day 16 16 7 0 39 1 41.0 82.1
Group II
Evaluation Efficacy Efficacy rate (%)
Symptoms Total Unknown
day + + 0 X + =+
3rd day 11 8 3 29 8 24.1 62.1
Spontaneus 7th day 24 10 3 0 37 0 64.9 91.9
pain 10th day 32 3 2 0 37 0 86.5 91.6
14th day M 1 2 0 37 0 91.9 94.6
3rd day 7 15 6 3 31 9 22.6 71.0
7th day 20 17 3 0 40 0 50.0 92.5
Tenderness
10th day 27 11 2 0 40 0 67.5 95.0
14th day 35 3 2 0 10 0 87.5 95.0
3rd day 4 16 8 3 31 9 12.9 64.5
7th day 11 25 3 1 40 0 27.5 90.0
Redness
10th day 18 20 2 0 40 0 45.0 95.0
14th day 25 13 2 0 40 0 62.5 95.0
3rd day 3 18 7 3 31 9 9.7 67.7
7th day 15 22 3 0 40 0 37.5 92.5
Swelling
10th day 21 18 1 0 40 0 52.5 97.5
14th day 28 11 1 0 40 0 70.0 97.5
3rd day 0 17 10 3 30 10 0 56.7
7th day 11 22 6 1 40 0 27.5 82.5
Induration _
10th day 14 21 4 1 40 0 35.0 R7.5
14th day 21 15 3 1 40 0 52.5 ¢0.0

1 ! Resolved,

+ > Improved,

0 : Unchanged, X ! Aggravated
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Table 14-2 Efficacy on symptom in each group
Group 1l
Evaluati Efficacy Efficacy rate (%
Symptoms vatuation Total | Unknown 6)
day + + 0 X + >+
3rd day 4 1 1 0 6 4 66.7 83:3
7th day 10 0 0 0 10 0 100 100
Bulla
10th day 10 0 0 0 10 0 100 100
14th day 10 0 0 0 10 0 100 100
3rd day 3 5 3 0 11 11 27.3 72.7
. 7th day 14 4 3 0 21 1 66.7 85.7
Erosion
10th day 15 5 1 0 21 1 71.4 95.2
14th day 20 2 0 0 22 0 90.9 100
3rd day 6 4 0 12 11 16.7 66.7
7th day 7 10 5 0 22 1 31.8 77.3
Redness
10th day 8 10 4 0 22 1 36.4 81.8
14th day 11 9 3 0 23 0 47.8 87.0
3rd day 6 4 0 0 10 10 60.0 100
Now 7th day 16 2 1 0 19 1 84.2 94.7
eruption luth day 16 2 1 0 19 1 84.2 94.7
14th day 18 1 1 0 20 0 90.0 95.0
Group IV
Evaluati Efficacy Efficacy rate (%)
Symptoms valuation Total Unknown
day + + 0 X + =+
3rd day 8 10 0 1 19 17 42.1 94.7
Spontane- 7th day 25 6 2 2 35 1 71.4 88.6
ous pain 10th day 26 5 2 2 35 1 74.3 88.6
| 14th day 30 2 2 2 36 0 83.3 88.9
3rd day 6 15 2 1 24 19 25.0 87.5
7th day 21 17 3 1 42 1 50.0 90.5
Tenderness
10th day 25 14 2 1 42 1 59.5 92.9
14th day 33 8 1 1 43 0 76.7 95.3
3rd day 2 21 1 1 25 18 8.0 92.0
7th day 19 18 4 1 42 1 45.2 83.1
Redness -
10th day 23 15 3 1 42 1 54.8 90.5
14th duy 26 15 1 1 43 0 60.5 95.3
3rd day 5 19 0 1 25 19 20.0 96.0
7th day 22 17 3 1 43 1 51.2 90.7
Swelling
10th day 25 15 2 1 43 1 58.1 93.0
14th day 33 8 2 1 44 0 75.0 93.2
3rd day 9 8 2 0 19 20 47.4 89.5
) 7th day 23 10 3 1 37 2 62.2 89.2
Induration ”
10th day 25 8 3 1 37 2 67.6 89.2
14th day 32 4 1 0 37 2 86.5 97.3

4 @ Resolved, + Improved, 0: Unchanged, X @ Aggravated
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Table 14-3 Efficacy on symptom in each group

Group V
Evaluation Efficacy Efficacy rate (%)
Symptoms Total Unknown
day + + 0 x 4 =+
3rd day 19 8 4 3 34 12 55.9 79.4
Spontane- 7th day 35 8 1 2 46 0 76.1 93.5
ous pain 10th day 38 6 1 1 46 0 82.6 95.7
14th day 44 2 0 0 46 0 95.7 100
3rd day 10 18 8 2 38 16 26.3 73.7
7th day 24 21 8 1 54 0 44.4 83.3
Tenderness 1 10 th day 34 16 3 1 54 0 3.0 92.6
14th day 44 8 2 0 54 0 81.5 96.3
3rd day 2 26 9 2 39 17 5.1 71.8
Redness 7th day 15 33 7 1 56 0 26.8 85.7
10th day 23 28 5 0 56 0 41.1 91.1
14th day 34 19 3 0 56 0 60.7 94.6
3rd day 5 23 9 2 39 17 12.8 71.8
Swelling 7th day 20 30 5 1 56 0 35.7 89.3
10th day 29 24 2 1 56 0 51.8 94.6
14th day 41 14 1 0 56 0 73.2 | 982
3rd day 0 2 1 13 1 33 17 o | &2
Induration 7th day 9 32 13 1 55 0 16.4 | 745
‘ 10th day 15 30 10 0 55 0 27.3 | 8.8
14th day 26 24 5 0 55 0 47.3 ! 0.9
Group VI
Evaluation Efficacy Efficacy rate (%)
Symptems Total Unknown T
day + + 0 X + =+
3rd day 7 3 2 0 12 11 58.3 83.3
Spontane- 7th day 10 6 5 0 21 2 47.6 6.2
ous pain 10th day 12 1 6 0 22 1 54.5 72.7
14th day 17 1 5 0 23 0 73.9 78.3
3th day 7 5 3 0 15 12 16.7 80.0
Tenderness 7th day 10 9 6 0 25 2 40.0 76.0
R 10th day 13 6 7 0 2 1 50.0 73.1
14th day 16 5 6 0 27 0 59.3 77.8
3th day 5 8 3 0 16 12 31.3 81.3
7th day 6 15 5 0 26 2 23.1 80.8
Redness .
10th day 7 14 6 0 27 1 25.9 77.8
14th day 11 12 5 0 28 0 39.3 82.1
3rd day 6 5 4 0 15 12 40.0 73.3
Swellin 7th day 10 8 6 1 25 2 40.0 72.0
HNE 1 0th day 12 7 6 1 2% 1 46.2 73.1
14th day 17 4 5 1 27 0 63.0 77.8
3rd day 7 3 3 0 13 10 53.8 76.9
Pseudmemb-| 7th day 10 4 7 0 21 2 47.6 66.7
rane 10th day 10 5 7 0 22 1 45.5 68.2
14th day 13 5 5 0 23 0 56.5 78.3
3rd day 7 6 2 0 15 10 16.7 86.7
Oozing 7th day 11 9 3 0 23 2 47.8 87.0
10th day 12 9 3 0 24 1 50.0 87.5
14th day 16 7 2 0 25 0 64.0 92.0

+ ! Resolved, + :Improved,

0 : Unchanged, X . Aggravated
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Table 15 Bacteriological response classified by isolated organisms
Bacteriological response Elimination
Iolated . No. of Partial .
solated organism tially rate**
cases Eliminated _ar‘ an Replaced | Unchanged | Unknown o
eliminated (%)
S. aureus 85 65 1 7 12 90.4
CNS* 32 26 2 4 92.9
M. roseus 2 2 100
M. luteus 1 1 100
Micrococcus sp. 1 1 100
5 S. pyogenes 5 1 4 100
E S. agalactiae 1 1 -
= E. faecalis 3 2 1 100
% Corynebacterium sp. 4 3 1 100
5 E. cloacae 1 1 100
g P. mirabilis 1 1 100
25 P. acruginosa 1 1 0
P..asaccharolyticus 1 1 -
Peptostreptococcus sp. 1 1 100
S. constellatus 1 1 100
S. intermedius 2 1 1 100
P. acnes 8 8 100
Sub total 150 114 0 2 10 24 92.1
=] S. aureus + others 11 9 1 1 90.0
= CNS + others 5 5 100
E 8 Others 3 2 1 100
s Sub total 19 16 1 0 0 2 9.1
Unknown 65 65 -
Total 234 130 1 2 10 91 92.3
* CNS ! coagulase negative staphylococci
Eliminated+ Replaced
** Elimination rate (%)= [minaze cpracec X100

Eliminated + Partially eliminated + Replaced + Unchanged

Table 16 Overall safety rating classified

by type of disease

No. of Overall safety rating Safety
Group rate: =0
cases + 0 X X X (%)
I 46 36 7 3 0 93.5
1I 40 36 2 2 0 95.0
s 24 20 1 1 2 87.5
I\ 45 39 3 2 1 93.3
v 59 55 2 2 0 9.6
Vi 31 22 7 2 0 93.5
Total 25 208 22 12 3 9.9
(%) (85.0) | (9.0) | (4.9) | (0.1) '
+  Safe, 0 : Nearly safe,

X Slightly problem with safety,
X > Not safe

%) THYH, NFLEe) Uk 98.9% Tho1w,

ElfEfx Table 17 RT3 b, 245 fid 17 f
(6.92) WRB L., 5b7H»IEELRPIE LI, B
DEFULTH, B & OWLBRERSD 13 ] (5.3%)
L&, Zofb v - FTHEEM, &Ro LA, AE
PR, BhiE - BOAZ 140 (1.6%) Th-1%

Eh o DRIERIEMN—TE% Table 18 2R LT,

BE R A fiE B3 Table 19 ikt &k h, WBC 0
W20 (1.4%), FEEES 1461 0.7%). GOT L
A20 (1.4%), GPT kR 24 (1.4%), GOT-GPT
LR 2/ (1.4%), GOT-GPT-Al-p E& 14 (0.7%).
7—2ax (B BHE1H (5.6%) 0it 11 flickd
e

8. EHRtoBF

HRMED FMi% U B 234 flico v T D BREY
Table 20 iZ5R L1z, 234 fildh &b THA) #° 125
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Fig. 2 Sensitivity distribution of clinical
isolates S. aureus (108 cells/ml)

Fig. 3 Sensitivity distribution of clinical

70 .
. isolates CNS (10° cells/ml)
n
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Table 17 Side effects
< Relation to the drug Total
Symptoms T 0/ . \
Probable | Possible Unknown | (75 : Frequency)
Diarrhea 2 | 2 (0.8)
Loose stool 3 3 (1.2)
Diarrhea Loose stool 1 100.4)
:,E Constipation 1 100.4)
g Gastric pain 1 1(0.4)
f Gastic pain + Constipation 1 1(0.4)
é Gastric pain + Nausea 1 1 (0.4)
é Nausea - Vomiting 1 1 (0.4,
3 Nausea - Loose stool 1 1100.4)
& Gastric discomfort 1 1(0.4)
Sub total 9 3 1 13 (5.3)
2 Dizzines - Lower abdominal pain 1 1(0.4)
;_ Numbness of tongue 1 1(0.4)
£ | Mouth dry 1 1(0.4)
5 Palpitation - Nausea 1 10(0.4)
g Sub total 2 2 4 (1.6)
Total 11 5 1 17 (6.9)

No. of cases side effect evaluated : 245)
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Table 19 Laboratory findings

em e:;;igid Relation to the drug . Total
case Probable | Possible | Unknown | (70 - Frequency)

WBC! 140 2 2 (1.4)
Eosino. 1 136 1 1(0.7)
GOT 1 141 1 1 2 (1.4)
GPT 1 141 2 2 (1.4)
GOT-GPT 1 141 1 1 2 (1.4)
GOT-GPT-Al-P1 129 1 1 (0.8)
Coombs test (4-) 18 1 1 (5.6)

Total 1 7 3 11 (4.5)

(No. of cases side effect evaluated : 245)

Table 20 Global utility rating classified by type of disease

No. of Global utility rating Utility rate: =+
Group 0
cases S i + 0 X (%)
1 43 17 14 10 2 0 72.1
11 40 25 11 3 1 0 90.9
il 23 14 4 3 1 1 78.3
v 4 25 14 3 2 0 88.6
v 56 34 18 3 1 0 92.9
Vi 28 10 8 8 2 0 64.3
Total 234 125 69 30 9 1 82.9
(%) (53.4) | (29.5) | (12.8) (3.8) (0.4)
# : Remarkably useful 1 : Useful + : Slightly useful
0 : Useless X . Undesirable

Bl (53.4%), TEFJ » 69 B (29.5%), RRLHH]
730 fl (12.8%), ER LB b hicv] 296
(3.8%), THFE L 7e\) 141 (0.4%) THH, BA
UEoBERRIX 82.9% TH-1o
Iv. # =3

B RHEIRIC 351 5 E i AR YYE DR B 13K 7
FUYRBETH DN, EFREE TLRTZ &2k
B, FOMBEFNEE Lo TTIREMI DOMESH
FEE 7 FORERMERET AEAN B, BEC
DR TEE LTHERA IR CEX &, 13 40% %
Bz AMEEOFENREINDIT Es 1Y, SEIH 2
7 2R EME TH 5 CXM D 1-acetox-
yethyl ester FFd{ATH % Cefuroxime axetil (CXM-
AX, SN 407) o B PR EENE 3s & O ERIRZD R D
HNET5BE LTI, CXM OHfEA 7 P VTAFHN
B-lactamase \ZLETHHD T, —FD EBMEE X ILU
LT HEBRYIECL B RVRGHEK S LR, £
HERABTHAERE7 VVRECLF1IHEROE7 = 4

Fheh bW ER LTV 5,

BEABA~OBIT : 250 mg 1 EEnHE5HK 120 o
DMBERE TR H->THh, FERONEETITEF—FK
LICfERR LTV 5,

—%, ERESA~OBT MBI D 200% ¥8T
D RS TIEVEE TIESDWTUL B, THILK
BEh 5 ORFER A LS, EBEL ) LR LEC
EOEREEN B B I dDERBEL o T BRDEFL
TRBUWTHA 5, = OfEAIL 500 mg 1 @FE5ITHE T
L Bibh b, Lo L, HHENC R COERIKOEI M
Wik LTHEBIEE LT@Dbh, BRETF
YEREIC T BAKIO MIC fix kE S C L% 0%
BBV TERERBLDERTIVTH A Ho 250
mg, 500 mg #E5HE AT 57 AOEHMIIOWT
BEXhics LFHECET 5 L %X 5o

PalERER 1 12 Mo\ T 234 flicounTRE SR
o

BERI1 BE 750 mg (41.9%) & 1,500 mg (37.2
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%) »&EL, 1,000mg (xir LA 19.7% &L EHITH
210

LIERRIAR 2B 13 AR B OET ORI REELIRE
EEOY > ARAKAEREAY RTEEN TREDODHR
BB TSI EERER D0, SEHR- 1FERD
74.8% IRBETF DL DTH o 1o £ LT, HEREMIC
BEET ETROEMRE L VCERDELZEG T D2
(Table 11, 12), ZhizZHREBEXRI AL OHED
EEIBWTIREL B L LR LD L
A AIBEFRITH - T, KEIHE T EEFBOPEK
ELHL, fEo THBEHRS ENBZ Lk, ERELD
A OBRBIZI O TER L TCREBEETH 4%
BESRIZHIER G O fiist Table 13 R Hh %38
h, B - BEEBE L E O IR0 ZRES .
YOVBIZR\WTH HDIL, HEROMAIEED LISV,
EREIBIS Y ST IR & BE %k - AEx L ORFNR
BInEE LG WREEE Y E T AV TRHRMAR
WiEm ) T, THBOHTERCE VTR LEED
HENREGR, 0% [Phik] BRVLZ EERLTY
»h, IEEILEIgOOWSe, EAEH Propionibacter-
ium acnes, CNS #3 U, Pityrosporum ic& O A — A
FEETEELTW BT LR BT, AREL, [Yh
B LB AVWOLMKEI LR UEBETH S, WEEYE
BLTEANEDT A LELELTHVEHL, TO
»iz Mhek] BBEULIRERRDRIFTECEONRT
Whe T BREMILIBEEBRORK L LT 5 & -
Lo R G U IROEDRIIERNOHELHET 5 DIk
LRGITH B, AENE (Ehk), BRERLCRVEY
Ut BERNCHET 5 & (Table 14), T L IO
HEIIEBARELRBRT AERLO T MOERL DAE
hTkELTL b EELbh, LA, ITHOH
R LEROESH) HEIARF OB EERTLOL
Ex b, MPETIIAE~DOERB L LTKEHE-ULA
DEIE>FFOMBOIER I E DL DTH H05 RFD
HEBOEE OMEIMEV DI, EFANRACRONT,
BRSEREY L OET 500 EEX b BE, BLE
IR OB TIIRAROMEE TT BFETEELS
o IBREEBTHAIBRBIER LLVWRY, Bz
BEL LD TLEBOBRICESL LD TRV, &0
&5 TIEA SR LIB R B ORI TS VO T, —
EOR B H LTELDEND D LEZ DR, KHOD
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BRIZ T OE TS TH - 1o
MEFRR R EE SR OFR RGN
T, LA*% nasal carrier, genital carrier /¢, o2& 2z
FEHEENEBR L TLERME HIRELEHER LEG
EOBEND, BHRHEODMEFNR R LIHEE
HAED T ERE Y DI > THEXFT 120 L2 L,
Fig.2 IoRT X 5@ 7 Vo BREchd LT3k ER
ThTuwic CEX X h REHEOH AR V-OT, K
FHHRLBVIDELEL bR D, & 12 CNS oxL
TIRREEZEEOs ML CEX X hRWERYB,
BIfER : 6.9% wRDOLRIH, ZDOEL HBBEE
ThhH, ARHEOERCREMM LT v F -0k
B 1RLED BRish > oo
FRKBREERE - fTRRE L 7 = 2 REFELHEMN
LIc7 VA X —EEMERFRICE D EELDRD P T v
AT I F—EOWIMIPBZED bR, T FEBEEOM
ZLEELNDLLD10 (0.7%) il lE ot
DEFIc €7 = o RPAEMBEORE N FRBRT 512
Wico T, TORBHBEBICKT 2B s Letr A
R ELTHEI LAY, BohicF—25 5 HEFL
T, KEBOHNEDE,»LEL T, SEAIDHERD T —
FMBFNT BT 2 —BAIERA A&l Lich - 72 L, BIff
HAomE» bV FCEBREEL LN AERITL, SED
BRENMRO T — 2 TH AR RS L1,
X Ak
D % 26 EARCEFEELRESR, FE v Ry
4, CXM (Cefuroxime), ®, 1978
2) % 33 MHERLCFEREFSEEALRES, F&E
v vy v a1, Cefuroxime axetil (SN 407)
KR, 1985
3) MmARFg—, MEMLZ : BEILTRBREERC ST
HOBE, BT/ ABEBOBER IS F Y
HRE O EHEZ T OV To BFEER 27 : 291~
296, 1985
4) WHEE—, it (13 B  REREBIERE
+% AT2266 o {# & E, Chemotherapy 32
Supl 3:1001~1037, 1984
5) BEE—, fil (16 M) : REELBERE S
<+ % Lenampicillin o & A& &, Jap. J. An-
tibiotics 38 : 1424~1467, 1985
6) WIT—, fft (13K : TMS-19-Q - 0ok
IR R BT T B R - BE K R 5T,
Jap. J. Antibiotics, 38:575~594, 1985
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STUDIES ON CEFUROXIME AXETIL (CXM-AX)-ITS SKIN
TISSUE LEVELS AND CLINICAL EFFICACY
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The fundamental and clinical studies were performed on Cefuroxime axetil (CXM-AX, SN407),
a new oral cephalosporin, prodrug of Cefuroxime (CXM). The results are summarised below.

1. The mean serum levels of CXM at 120-150 minutes after oral administration of 250 mg and 500
mg of CXM-AX were 3.25 zg/ml and 4.30 zg/ml, and the corresponding mean skin tissue levels were
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1.46 pg/g and 2.14 pg/g, respectively. The rates of transfer of CXM into skin tissues were 44.9%
and 59.5%, respectively, showing dose response between 250 mg and 500 mg groups.

2. Out of 234 cases assessable for clinical efficacy, 122 cases were assessed as Cured, 58 Remarkably
Improved, 28 Moderately Improved, 20 Slightly Improved, 5 Unchanged and 1 Aggravated, with the
efficacy rate (“Moderately Improved” or better) being 88.9%. When the clinical efficacy was compared
among groups of different diagnosis, the efficacy rates were 81.49% (35/43) in the Group I, 92.5%
(37/40) in the Group II, 95.7% (22/23) in the Group III, 90.9% (40/44) in the Group IV, 94.6%
(53/56) in the Group V and 75.0% (21/28) in the Group VI.

3. Concerning the bacteriological response of the causative organisms, isolated from 169 patients,
the bacterial elimination rate was 92.3% (132/143).

The MIC peaks of CXM, against 96 strains of S. aureus and 39 strains of coagulase negative staphy-
lococci (CNS), both of which were the major clinical isolates, were 1.56 pg/ml and 0.78 pg/ml, res-
pectively. The antibacterial activity of CXM was higher than that of Cephalexin (CEX) and com-
parable to that of Cefaclor (CCL).

4. Among 245 cases in which the safety of the drug was evaluated, adverse events were observed
in 17 cases (6.9%)), most of them being gastrointestinal tract symptoms, «. g. diarrhoea, loose stool and
gastric pain. The abnormal laboratory findings were noted in a total of 11 cases, i.e. decrease in
WBC counts in 2 cases (1.4%), increase in eosinophil counts in 1 (0.7%), elevation of hepatic transa-
minase levels in 7 (5.0%) and positive reaction in direct Coombs’ test in 1 (5.6%).



