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Cefmenoxime (CMX, SCE-1365) o {4:rfuk3sMR b3 5 REIRAYH Fitd & X MAYIC PRI
B, Cefotiam (CTM) % iB¥E L LHRAL L 10 2g, 7~14 BMHD ARMIRAR S iz T=
EEREBERRY TV TROKKRLE,

D UBEEOWRETE SO EMERD &R L0 BERS IO\ THREO SRS &
B LR, ARSI YR o1, 15 MikeED PaO, T CMX B-KEEFN 4
BEE S o BB ORER N D ENRTRERRCEEYRIET LIIEL DR -1,

2) BABKZDHEOEZEX, CMX ¥ 77.0% (57/74), CTM £ 60.3% (41/68) T CMX 3¢
A CTM B X v FECEh TV 7 (P<0.05),

3) FHXNE X DR ROEHEIZ, CMX B 71.6% (53/74), CTM % 58.8% (40/68)
L CMX BOFYEWEDEY R LEAARMCEEZII A bR -1

4) MBE¥H%HEE, CMX T 79.2% (42/53), CTM BT 72.9% (35/48) DEHARTH
DBLEHE XNt Hinfluenzae 1= B L T i, CMX 2% 96.4% (27/28), CTM #f 81.5%
(22/27) & CMX BOEMEARI B\ EHEZT LI (P<0.1),

5) AROBERLECOVWTRH LEER BIFRXLUCERREMERELEHAORERIL
CMX #t 12.8% (10/78), CTM 3£ 27.5% (21/80) T CMX #AHEIT{ES » 7= (P<0.05),

6) FEAOHERUISVTRN LEER B IULLECRAFEZOWT MFERICE

Rl ¥1t, MR & LEAAR: CMX BT 71.6% (53/74), CTM B Tik 58.8%(40/68)
ThHb, CMX BOFHEARIBETH > A ARMCERDOERIAbRLA 21,

D ERFHOBEDOESIOLE, HOLTICEIIRFTOKR CMX B1x CTM Btk X T, i3
F—RBr B REY R LI, SBRRNT CRIEROEEENEEOB T CMX A F ¥
(P<0.05) B\ AR (LLELIE :85.7%) %RL, ¥l CMX ¥z CTM #EE#D1L
g ofE ¢ CMX AR (P<0.01) H\WHRRLR LI,

LS e mRngc 5 CMX OERH L R X KA HMTS &, CMX iz CTM
I VBELAREREORVRATHS LiERSIhS,
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Fig.1 Chemical structure of cefmenoxime and

cefotiam
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Cefmenoxime (CMX, SCE-1365)

o 1

COOH éHzCHgN(CH’

Cefotiam (CTM)

Cefmenoxime (CMX, SCE-1365) %, Cefotiam
(CTM) w5lzftaREXRRTREK) CARI L EH
AHFARERt7 »re 2KV v, FiglefRtlse
7 el CTM & ¥ {loo aminothiazolyl-methoxy-
iminoacetyl X% H3 5,

KEE, FTREBREOBREL L THCEE I,
S. pneumoniae, H. influenzae, K. pneumoniae v %t
L, BFO£7 ye AK ) vy REHC LN, BCHESD
¥HEL, ¥-BERRRBREBAOERELL T, LENS
BAEORWEOMO 7 7 ARERBCHL TS,
MEEEERVCHEARZ b7 aXHLTED, BKMY
CboDX)hERMRKY LS KBLEERY BN
T35,

4H, EELCZBEFRBRRECST 5KH CMX
DK EOFRKE, ThbbAMKLR2MEY CTM »
SRR L TEMT 7%, —EERERC L 3 LKRRY
Fie oD THRET %o

7k, FLOWEHAE7 re AKX ) VRO BRYE PR
RpFCRT 5 KRR TIE, 7% Cefazolin (CEZ)
NLELENBEL LTHAY b h T 3 449, CEZ
1%, H.influenzae, Citrobacter, Entevobacter iz ¥ i
|EHChHY, CAOOHEHLTHIHEAR, 54
kL, 077 sBRHERECL XHEVWHEDE L2
CTM"® % 5fRIEL Lo

P RERBECHEL T, BHROWES, BRI, #*
P BT B Y, b T T h ¥ T o — MR K0
KRB YL #FR L T, CMX,CTM i,
CEZ 1 H4gHEERS VWL EAU LOBRYHIFEL
5%10 2g REBERS L L

I. & B8 /5 %

1. ¥ %

FB%N 55 ¢ 11 AmGMEMI 56 23 B ¥ CoMic, KR
FHPIRED 41 WA TEB LI CEZ 1 B 4g HEHNPHE
LB 2 ONDPREL LORIETFRIHERET e H1g
PESR TS, BT SWIHRELE T, %
REERA D & SO THRYIPMATMICEA LR E L,
ARBELYHREL, - ABHERTM & LA, 15
BUTOPREE LKA UE - REEDOREA/HE T
RO EMIERS LT,

@ PLHRETTRTALBbLASEN

@ FHMMMAMC BN G HESh, Biciik
DUFLOOBB 6D, KLU ICREMIZ CMX ¥ 7212
CTM Hifrh S h/-fEH

@ HMREANETONENHALHICEYILTER (v
AR, =4 275X=, K#)

@ 7y AMY Y, R=YY YT LA¥-DE
HOBBFEF B LT CMX, CTM KA G 5§

® EBFIVEAPOMA

® ERIH - BREESEE

@ 7ekwilV, =22V, TAX=Fi O
REOHAXLELETHEE

ek, FHOEEROBUALICE L TREDTHREY S
Al

2. BE¥H

BH5ERUX, TR0 2EHTE Vial 2, ThFhK
EEEOE= -1 7 4V MZBAEARARKEE Y P EED
—FiC R, ABRLERITEL L1,

AREA : CMX 1g (hifi)/Vial

#R¥EA : CTM 1g (Hffi)/Vial

3. EXoEHT

CMX 3 XU CTM Zh X 160 FEPASYy, 3t 320 fEM
SOEFL ML, 4EHD L CHEAN 2EFMNT O
X5, avbte—5-NEFARFTETE, X
Foe—EHES MG LI, FRAKELTR, ESHECEL
CEETH LI LT,

IV be—F -3, WRAFHKEEHES L OFER
TFERKFRKENBEIZTHKEEL, MEAOARIR
HEtE, S|FAEMGT, Key code R, W¥EAONE
DL, Key code DBt X UBIHED F— 2O
EE, BT lenTsRE2B7%,

s, RBMBATESIURTHRIC, 2vbe—-5-2
EIEXIC R LR D 1 Vialdh & & %, ELFB
WAETRER AR RIE) 3 XU RBERAENE
WFEHETRREL, MEFOAHELAEhERBAKCED
T ERHER LT,

4. |EHBER IUCHELME

HEFE L 1E 1Vial % 250~300 ml OFEHAEER
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W, ¥CR5B 7 FPOBRKCEML, B/ 1H 201
R CREmEET 2 &L, BEMBIE 7~14
& Lo

ek, TN X5 Bét, BERRIET S, ik
RRCTHEDRELTRERR VFEE L, FoEY L
DEREESTEBETHZEE L,

© ElIfEAO o Efin sk io Ba

@ ERPEL LSS

® LREMEDBRAT D BEDKENSREAEE
LSS

® Zofl, BERAHLEONELRDEHE (B4
CHEB LB EE2ET),

5. DFAZEH

AR AL, BOWEEWE A Lic\ 78l
BEBEAT oA F, AT v FEENKAL H R
F, MBEHFOFICAHARTELRTIFELE
L7

B - B - QOBIREA, BADEY D i KR
AR EOHAIEELE L, /A LB ciHlEse
BT EE L, T, @, BOFIREDRET
LU ER BRI T 5 BB LTl - i, #HE
R@EZETH L& L

6. fEROBZ R L OREIEE

D ERPT ROBZ S X 0K
TRIHBRDWTL, AN E D EHBEEY T
WREROEBIZ I BT H & & L

@ fkiE : 39°C~(i), 38.0°C~38.9°C(+), 37.0°C
~37.9°C(+), ~B6.9°C(—)

@ W ERAD, BEGD, L)

® WEZE :5lml LG, 21~50 mlI(4), 5~20
ml(+), 5ml Fi(—)

© BRI c BEME - BBt - mubEGHD, R (B
PR (), Hi - ()

® MREE: EHED, BEG), L)

® Ko FRED, BEG), L)

@ F:FUUED, BEG), L)

® LRE:FHAED, BEM), L)

® F7/ € EHHED, BEG), L)

FRTRO4EFERR OV, BEHKBEYE18H
ELT, 4HH, 8HER XV 15 BEEZEL, T
DHEHEEZ X WEETB L& LI,

® HMmEHK : 12,000/mm? Lk (4, 12,000/mm3
R~EFIO BFHBEL D S5+, EFO BEBUT
C)

® fFRIRE: 60% L), 60% EKi~REFIDE
WEL Y ERGE), EFAOBEFELT ()

® vk (1RERME : 50 mm B (H), 49 mm~ijE
BIOBHEM & 0 &E(H), EGIOBEHEMBELT(—)

@ CRP: 54+LEMD, 3+F/ux4+UD, 2+
), 1+, —Fix+(=)

RREBEAEBIOWT, UM, REEBE &5
B, #L5BAE 4, 8, 15 HB T HBEY T
52&&L, MABLURNCEEA KT itk L
Tk, REKT (R BEEcRToBRCLTER
ThHZEE LT,

IHI, BEHRLIOCREKTHD PaO, (L, Fi2
DEETHELVEFAOTER - HEOEB ISR
KD IDDER & LTz,

Pa0, : 39.9 Torr LIF (4#), 40~49.9 Torr (), 50~
59.9 Torr (41), 60~79.9 Torr (+), 80 Torr LJ_ (—)

T, BREMBXIOCKRTEORET VIR 7 + v & L2
BDTERT SO RHIED 7 b DER & Lz,

Table 1 Medium for bacteria transportation and way of inoculation

Bacteria Medium Way of inoculation
S.aureus
E.coli Heart Infusion Agar Slant culture
K.pneumoniae 37°C 18hr.
Other GNB
Thrust and slant culture
i 77 h
H.influenzae Chocolate Agar 37C 18hr.
S.pneumoniae
Thrust and slant culture
S.pyogenes Blood Agar 37°C 18hr
Other GPC ’
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2) HINFRORE

PEURn, Beblits XU HAR T BRSO MM s X UK
WL TTHEAIR 04T 5 = & & L, %M T Table 1 @
& D EERUE BeIE, BT K BT PIRE NS LRI )
VRO i U G 0 /R

3 AR s X U

AfuER®, Hb, ‘(IR EHMmERSN,  ASLO {if,
miskedEry, uMRE . NERE, 1 v A =¥
1 AL, SN, A ST K ik LA
. g7 — o ARBoI T, BN E BT D
QMR ET LS L &Lt
BIPEARZDWTE, $r G 8AlE o i, 1oL
W B EEMCERT Lo L LT,

7. BEESIUHT

1) HWIERF

FHEOAZ X DR S UICBMIRBTO BAERHE
D AT - 2 (BIE S, AR DWT:
FOHIEFH)

BRHE - P BHE « ILE - S TELE

2) fEERKE R
BHERTREOIR - FTROHER ¥ EREI AR T
i LRRIGEOESEY, &, B, ES &%
D 4 BFETHE L,

3) AN X D EEEKEE
SEGOAER LI V7 4V 22 K- LTHES
B% (RECHE, SFFE, BRES: aIBk, G4E
B, B, BAEE) T Table 2 10iRT—E D H{E%

Wiz X b WD HEX T~ 1o

4) MMM R

AN CH G- D LA B LA IERICOVT
B ROHB L E B LERMHIMOMEY TROLK
IZ& h¥E LT,

W) P DRKMAEELICLD

WY ks OBKELIRICHY LIcbD

Y PP OBEAKOMY LT HH LD, B L
ol bDBLUMMLIZbD

IR R Ll AR BREEHELTV59
5) BRIELSIE

BUTEH « BRIKM i1 it b & - FRRD LM TERED
TIE Lo

© BIfEA7cL : 27 BIfEHN 72 Lo

@ MY LaItE (Al L) BIfE ArBE 118
T, Bicllilx Lisy THRER S R M X ' T &
1o

® MRS (WBRHH) : BIFEBYGRE 125,
WEY LTHERSBEY MBS TE

@ BiteATESESPIE (Al/cL)  BIfEF ATESS
Lo B LB E Lich 512

® EBIfFATESSIE (BWBRHY) B fF ATHSP
L, Thica LTAlY L1,

6) HAEK

BERKHBEBIFRAYZEL, RXROFHLLLE
L7125 A CEBREN KD 5 BHETHE L1,

Table 2 Standard criteria for assessment of clinical effect

Target item Normalization

Improvement

Causative
organisms

Disappearence of causative organisms
Absence of organisms other than the above

Body temperature| Down to <37.0°C

1. Quantity of sputum down >5ml/day
2. Marked decrease in quantity from -++

1. Change in quality of sputum from “purulent” or
“mucous” to “serous"”

Sputum to + and in association with the abs- 2. Decrease in quantity by at least one class(+)
ence of “purulent” or “mucous” sputum in association with absence of purulent and’or
bloody sputum
1. Marked reduction down to the titer of | 1. Reduction down to one plus (+)
CRP = or —

2. Reduction of 2 or 3 plus down to the titer of

2. Marked reduction of 4 grades and more (+)

Excellent : Normalized in all of the 3 or 4 target items

Good : Normalization or improvement in 3 or 4 of 4, 2 or 3 of 4, or in 2 of 2 target items
Fair : Normalization or improvement in 1 or 2 of 4, 1 of 2 or 3 target items or in 1 of 1 target item

Poor : Other than “excellent”, “good” and “fair”
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Bxtifey, MM HBLL 1A T bl EL, &
M 10% UTx MENSH] ELTEBIZH L1,
I. B B R M

WRE LA, Table3 i~ & & 45 ), BIER
162 BUTH - fent, BLABUEHRYEG 1 fids kU8 3RI N
KR D IBFEE L1, FlAKIPEMO - sdE IR
1HTR R Lo 161, BN v 52 HA
ICROFM L LD 4 UL T XTOMITH &7
71" Lf;o

Ticd>H CMX #5786, CTM #4580 i 158
NPT R TH Do Tods, BABUCHMEN 11 IR ¥ 4
CMX THBZ ENHWL

15 3 D 3 % RGBT R D JPIET 5 7= DT A &
BATRETHD L Ex bhifEMY Table 42754,
ChODEMR, BRMS XUFREOBRIL LB L
too ¥7o3 AUEHEMIcOWTIE, AR LIUHER

Table 3 Number of subjects analyzed

————

Safety analysis

[

CMX 78 80)

CTM | 80 78)

U |

Total number i

Exclusion from safety analysis

[cme yifJ

| CTM | 1(3)

) )
CuX | o8
: i ;
:CTM| 8|
Total 162

Efficacy and usefulness analysis

CMX 74(80)
CTM 68 78)

Exclusion from efficacy and use-
fulness analysis

CMX 7(1)
CTM 13(3)

In parenthesis, number of patients revalued by moderating the exclusion
criteria of efficacy and usefulness in the protocol is shown.
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Table 4 Number of patients excluded or drop out from analysis

Efficacy and " ‘ Sufety analysis
Reason Vnwfulm-ss ':umlyms o
CMX CTM | OMX 0 CTM
Acule pneumonia 1 5° i
Acute bronchitis |
Mycoplasma pneumonia 1 1 !
Lung cancer 1 5°
Exclusion Urinary tract infection 11(1) 1)
Diurctics concomitantly used and administration dis- 1) l I
continued in one day i
Antibiotic concomitantly used 11) (1)
Infectious symptomnot observed 1
Primary discase aggravated and administration dis- I 1 |
Drop out continued in 2 days
Died due to primary disease just before administration o111, 1(1)
Skin test positive 1 | 1
Total 7(1) ' 13 (3, 371, Y 0(3)

* Identical 2 cases calculated.

In parenthesis, number of patients revalued by moderating the exclusion criteria of efficacy and usefulness

in the protocol is shown.

WO E LTz,

Thbh bR ARERE, FHEEE X DMKRHRE X
VEREICOWTIE, 142 B MR E Lico T
EREEL, LD 184 E L,

ek, BEZRCEBLLL CoMEANFERAIAS T
HAHOIWEEAEL, EREHTIIRA L IR TV S
Gich 16 G (%, BHKITIZL ~1=27/7X<
ftige, MEOXNRIERE 13 f, LI REITRLE
Sbhis\ 16, BEEFRLO-»HLE 2 HRCREF
M L7 1 B bW LRGBS 1 6D 2z e
158 Bl at G e Lo d, KEBRKDE HRtk #
BLRLEEIZOVTT L »To RERBELD:DEE 2R
BRREFME L1, TXTOHEXTRY L
L, ZEARGHEEG 16, BRAEY MEA KR £ 72
Wl &L, OB E L,

1. EFOER
EERATELTH, £ 2HA RENOEEE,
BE, BEREBORERE, EBEKE RE,»OBEIT
DR, FREREFROFEL OO HILER, JFAE
#, BABOEER XU MIC HHicoWTHRE LIk
B3, Table5 &IV Fig2 it &KH T, WIFho
BEEFIZOWTLHEERICE b ixicl, FHEey

LT\,

BEREREOFER - TRO®E ST - 442, Figd iz
TTEkbT PaO, T CMX B o EBEMI %255 1A'
(P<0.05) £DDFEE T2 EHFITHH LT v

2. FMHFARZIBNFEFELEBOH:

1) KAEKRDHR

KEBERDFCOVCTHELY L& B2, Fig4
IR TERSHDTCMX BHL T4 IR EDIF (12.2%),
Hih48 Bl (64.9%), ®LH 13 (17.6%), EWH4
Bl (5.4%), CTM B 68 fh¥EH 126 (17.5%),
HE 296 (42.6%), RHZ 1761 (25.0%), £ 10
Bl (14.7%) THhotoo EBHL EOEHR T2 CMX B
77.0%, CTM BTi2 60.3% TH b, X2 BFETLD
CMX BN HEIC (P<0.05) EH7:&EETH -7

BAGTIEL L1450 CMX #7861, CTM &
7 BT A MITRERCL LR L @A T, CMX
HOBHELEVHE (P<O0.1) #¥di,

LEGR TED 5 ODLHEZIEA L TRABKDE
DRERZXAXIDONFig 5 TH 5,

A IBHRET RS X UIHKE

B : B ETR (CEBEAMIETIR)

C : KREZIERE

D : BRI MRS Beic £ 5 KRS

E : xofth (BBRf, B&lfilcs)
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Table §-1 Paticuts characteristics
Item . - . ‘LM‘( VCTM 'l'nl:;l o 'l‘t:q statistics
Sex Male " 54 0 | e [ezs0 -
Female 20 28 48 N.S.
20~29 5 0 5 o
-3 Lovr 7 e
40~49 7 9 16 i
Age (y.0.) | so~s9 u v a7 0.1072
60~69 at [ 18 | 3 NS
0~79 o T2 20 | 4l
s~ ) 5 | 3 T8
C30-39 9 [ 12 21 o
Body weight 1049 B N S LA
(kg) 50~59 ) 2‘1__4 AZQ ,ﬁ,._il,, | Z —-0.0387
60~69 9 7 16 N.S.
Cto~79 2 3 5|
80~ - 0 1 1
| Moderate s s e [
Severity at onset | Severe 16 17 33 : o
Markedly severe o - iIB 5“ 07 3 NS
B Item o CMX [ CTM | Total Test statistics
S . _C;;oﬁihc_bronchitis . I';l;lrmnrrn;u'v\' emphy;;mz; ‘ 3?! 31 ! 64 7 i
Chronic bronchiolitis o o 3~7‘ 767 B iS - 2
Diagnosis TBronchiectass | uw | 19 | m XM
I R.T.I. following old pulmonary tuberculosis | 11 5._ i B 17 ; “ NS
Other (Pneumoconiosis and etc.) 6 6 12
Relatively slight u | 25 e T T
, " Moderate 41 31 72 .
Severity at - - — - - Z - —0.2326
general condition | Severe e 6 S 15 NS
Markedly severe 1 0 1
o _ Unknown v_: 2 3 { 5 |
o - Item S CCMX | CTM | Total | Test stttios
Absent 54 49 | 103 x2=0.015
Total Present | 20 | 19 | 39 N 8
o T Absent | 67 | 63 | 130 |
Sinusitis Present 7 5 12 |
, Absent 70 64 134
Bronchial asthma Present . n S
. . Absent 71 63 134
Underlying Other respiratory disease Present 3 5 3
disease Nephritis Absent 72 68 140
Present 2 0 2
L Absent 71 66 137
Hepatic disorder Present 3 3 6
DM. Absent 72 64 136
Present 2 4 6
Behget syndrome Absent 74 67 141
Present 0 1 1




1 2 MIC of CMX in the 1solates from
CMX administered group

’
! 112 MIC of CMX in the isolates from
N CTM administered group

110 MIC of CTM in the isolates from
CMX administered group

oo N 2 MIC of CTM in the isolates from
CTM administered group

Cumulative distribution (%)

/
Il T W S T TR S S R S Y

<0.006 0.025 0.1 0.39 1.26 ¢€.25 25 100
MIC (pg'mh)

1 vsIl Z=-0.6748 (N.S.)

Mvs N Z=-0.5209 (N.S.)
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Table 5-2
T Item CMX | CTM Total Test statistics
- Absent 55 | 41 | 102
S e x1=0.4062
Chemothera, Present 18 21 39
emotherapy | Present | 18 | 21 NS,
Chemotherapeutics | Unknown 1 o I L
prior to the trial Ineffective 14 13 27
R“Nm, for . Side offect and other 4 6 10
chscontinuation e e ——
Unknown 0 2 2
~ 3 days 15 9 24
Interval from 4 ~ 7 days 19 16 35 Z =1.3276
onset to L.
medication | _Bdéy“i_f . 28_ _32 (if) N NS,
Unk Ul 12 ) ) 23 !

o | Unkmown 1 o
Concomitant Absent L B 68 l 63 ! 13} x_ 0.028
drug therapy Present 6 | 5 11 NS

Causative organisms CMX { CTM Total
GPB 5 5 10
Eschorichia coli 3 2 5
Klchsiclla 6 i 5 11
GNB Hacmophilus influcnzae 28 27 35
I cudomonas 7 7 14
Other GNB 5 2 7
Total 54 strains  © 48 strams 102 <trains
X2t 1.246 N =
Fig. 2 Sensitivity distribution of causative organisms to CMX and CTM*
(Inoculum size : 10'CFL ml) ‘Inoculum size : 10°CFU, ml)
1001 1000

50 r 4&'.9
fl * MIC of CMX in the isolates from
G CMX administered group
¢ 77 112 MIC of CMX in the isolates from
g‘f CTM administered group
I I 2 MIC of CTM in the isolates from
K4 CMX administered group
Riay-v V 2 MIC of CTM in the isolates from
3.0 CTM administered group

£0.025 0.1 0.39 1.56 6.25 25 100
MIC (ug/ml)

I vs II Z=-0.3306 (N.S.)

Mvs N Z=-0.1332 (N.S.)

* In case of mixed infection, higher MIC value chosen as the one of the case.
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Fig.3 Distribution of pretreatment symptoms and clinical finding
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Fig. 4 Overall clinical efficacy
Overall clinical efficacy
2 |Excellen| Good | Fair | Poor | Total| 100 (%)
9 48 13
oMX |22 | o) |eeen | | ™
12 29 17
CT™ | (17.57) | 00.32) | ez | 0 | &
0 47'N.S.).3.89 (P <0.05)] 2.48(N.5.) O 20 40 60 80 100(%)
Z=1.322 \.S)
Overall chnical efficacy with cases under modified
criteria {Refer to footnote Table 4)
Fhicac
gems ’ Excellent | Good Fair |Poor | Total [Unknown ) 100(“)
9 49 14
eMX | sy | ant o fwean| S]] ‘N |
12 3 18
CT™ | (5.6, | s | gz | ¥ |77 | ! Nl
N 0 20 40 60 80 100(%
220.28(N.S.), 3.19 (P <0.1),2.01(N.S.) (%)
Z=1.471(N.S.)
B Excellent
B Good
Y Fair
{2 Poor

h, TR LICKERETIIFigb6irzT k0 T,
CMX 2 74 BIrpEZ) 22 41 (29.7%), H%H 314 (41.9

%), 2LHEWH 136 (17.6%), £ X8 H (10.8%) T

b, CTM Bz 68fIhER 16 (23.5%), HZ 24
#l (35.3%)

228156 (22.1%), #3134 (19.1
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Fig.5 Overall clinical efficacy classified by diagnosis
A Chronic bronchitis + Pulmonary emphysema
Eexr | Excellont | Good | Fair |Poor|Total T (%)
Auents " oor suatistles | . 1?0 %
5 24 4
CMX | t1s). | (%) (o) | 0| %
7 16 é
CTM | oge,) | (%) | (sasp) | 2 | ¥
B : Chronie bronchiolitis
Efficacy Test
P Excellent| Good | Fair |Poor|Totall ;% ‘ 100(%)
2 3 1
CMX | (a%) | (o) | o) | P [T
1 2 2
CT™ | (g | is0%) | qssom) | 1| 6
C : Bronchiectasis
£
Amumy Excellent | Good Fair |Poor{Total| I‘::m" A 100(%)
1 10 5
CMX | (%) | 5% | w) | 2LV
N.S.
CT™ | 6 6
M) | ) | up | 5|08 ,
D : R.T.L following old pulmonary tuberculosis 20 40 60 80 100(%)
Am?my Excellent | Good | Fair [Poor|Total Iu,', L ‘u?o(%)
1 7 2
CMX | (o) | (%) | (o | 1| M
. ; 2 N.S.
CT™ o) | sop) [aazp) | 1|
0 20 40 60 80 100{%)
E : Others
Amumm Excellent | Good Fair | Poor Tnth“-' ; 100/7.)
0 4 1
CMX | (o) | (o199 | w3 | ' | ©
N.S.
2 2 1
CT™ (3305 | (61%) | sae) | * |
0 20 40 60 80 100(%)
Fig. 6 Clinical efficacy by standard criteria
Efficacy .
Agos Excellent | Good Fair Poor | Total 10‘0(%)
22 31 13
CMX 1 (20.19%) | (11.6%) |82 | B | ™
16 U 15
CTM | (23,59 | (58.8%) | (s0.9%)| 3 | 8

x5 —0.41(N.S.), 2.03(N.S.), 1.34(N.S.)
Z=1.550(N.S.)

0 20 40 60 80 100(%)
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Fig.7
Overall assessment on side effect
Seets b ’resent
Absent "
Total
Mo ! . m 100(%)
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CMX | 8 4oy | 26%) |26 | ™
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Overall assessment on side effect with cases under
modified criteria (Refer to footnote Table 4)
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RO AR (P<0.05) SEBURBEL D Tah - 1o

o R TR B RULE T & B B A5 A S8R 2E BB 2>
IHTRERT Lk Ur, WU Fig TicmRTELHTHY
BRDR B i o> YUM ZE YA T CMX Y 10 61 (10.9%),
CTM If 12 i (15.0%) & CMX St i hRIVAL I
- teht, RIS BRI » 1o —F7, Bl
MEmm T, CMX 36 (3.8%), CTM T 126
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1ZiRTe =T TIRE M HERVBD LRI EAY
Wi, BRUEHUMOMRY logrank test iZX->T
l't& L7

CMX [i(i%, 12 A EDIEKMTILT CTM B X hikh
PR Y L, WK, WOIZFHEIC WL T P<
0.05 DEMBL b > THEIZ CTM X h¥ll. KLY
/]—\'Lf.'.o

teds, PaOp 2L T2, VHMECXDREMEDOH
AT X i ic VT, CMX 8F. CTM Bo ¥k
K (Wincoxon DkasE) Lok ke Fig 10 D ¢ %
nTHH, CMX RO A UGAH . BUEA R LR
(P<0.1),

4. RFIRHT

G ERIR R 2 hi 142 2oV, FK (60
UL, 59 L), i Sttt o Ei g (¥, EEL
1), ERipoL e Bl (%, T0fb),
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Fig. 8

Clinical usefulness

100(%)

Isefulness| Completely Almost Not In-

Agents m:’ﬁely Sauishied sn{?:(fed satisfied | tolerable Total
7 W 15 5

CMX |19.5%)((71.6", |191.9%)]198.6%) !
1 ®n | n 9

CTM \16.2%,)| 58.8%)|(83.8% )| 07.12,)] 2

25—0.90(N.S.), 2.03(N.S.:, 1.49(N.S.)
Z=0.903(N.S.)

Clinical usefulness with cases under modified criteria

(Refer to footnote Table 4)
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saushed

> Cuapletely Na In
Agert satued | Suised satished | olerable| T4 |Unknown

7 47 16

. 7
89, | sz feessponse)| 2| | !

NERERE
CTM | 1410, 5640 8085\ (074%)| 2 | 8| O

X8 —0.65(N.S.), 1.62(N.S.), 0.89(N.S.)
Z=0.964(N.S.)
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-
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:;:;:.;:D ¥ Almost satisfied
v v — N isfi
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Fig.9 Improvement rates of symptoms (analysis by life table method und logrank test)
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I : Rate of excellent and good cases
1I : Rate of excellent, good and fair cases
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Fig. 10 Improvement of PaQ,
Im- u Aggre: Test
Agents ’T“"d d:‘.""d "l‘ﬁ. Total .:.:miu ) i L 100(%)
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Fig. 11 Stratified analysis
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Sen 7 +
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l'ulr::n:urywe"mphysema 33 |31 ‘ff" ‘9 !ﬂ
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Diagnesis Bronchiectasis 17 | 19 4 ¢4 ) 4 (K‘(
R. T. L foliowing old M v Al \J
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Others (
(F(’ne:amumniusis and etc.) 6 6 ‘ A‘ 1
Absent 67 | 63 a M * A)Q/ alala
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nusttis Present 715 f\!‘ ./A
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Sputum and 'f"l:rnlency (#) 16 | 16 v\‘\ ‘ .\9 Q
Other cases 58 | 52 A\“ * M LI
5+~ 1311 9") "q
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Ve [
o——o CMX I )i 1 I'I
Ne~-=00 CTM
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¥, HF0BEFAS XOEWBC 1 5L EDfEMICES
WT CMX HORZRME EIAIC H - 7 (P<0. D,
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Table 6 Bacteriological «ffect
Organisms Agents | Eliminated | Decreased | Un h_unu;d :.n; Il'l‘;:l . ;( 4 ‘ Replac .-r
Staphylococcus anrcus g{:!;i T T_—_T . T
Streptococcus  pnewmoniae g ¥.)\(| 2 1 ‘ g N .\'_ o
Streptococeus facculis t ¥ I\‘d o 1—“
Escherichia coli o B ] B 3 N
Klebsicl'a sp. L }l! \\1 g 1 g N :-_ -
Entcrobucter sp. L ‘\l!\\l 2 - i 27” . ‘l - o
Proteus mirabilis t \rl \\l N 1 - ) 7 ]
Hacmophilus parainflucnzac f: '\II \\I 1 ) 1 I N
Aciirctobacter calcoaccticus E \I! :‘I o - o lﬁ _—1— B S
Pseudomonas sp. g}l}\\l 1 i g ,7, NS ’7 “g N
cux (79‘.42”‘,) g) <17.g %) » ,
Total oy 3 3 T 48 — NS [— -8—~—
' (72.97)) (6.37)) (20.875) N —— o

B, EHFAEFA%F % Table 612777

WOMN&ZIZ, CMX 253 kb 42 Bk & (79229,
CTM Bt 48 #keh 35 8 (72.9%) & CMX BEAE %
By R LUEABRECEEERA LR » 1o BEE
DHTRL S QIR H influenzae D KRIT,
CMX 2 96.4% (27/28), CTM £ 81.5% (22/27) T
b, CMX BEOHNNERIEVEE (P<L0.1) s
ote, BAEDOINESNL, Tl E L Pseudomonas B
%<, The@iintgs bRVIcEs CMX B, CTM
Brh rhilk®it 47 #kh 418 (87.2%), 414 35
B (85.4%) Eigoto

¥R CMX BT S faecalis 14k XU P.
aeruginosa 3 ¥k, CTM TETix P.aeruginosa 8#KT
bh, CTM Bcs < Rbhio

6. ElIffs XUEBKREMBOER

BERLEDOHEIY, TTRRNICERSHITHY, =

hox & LdfefEE% Table 7.2 /73,

BIfEfA, CTM BB i (P<0.05) B ETR
BLTWABL, TR BRER, 7ve F—HBRIEHN
FRTHIBCEBLOIII TL—BEDLDTH -
o

CMX BTOEMIEARICABRESETH > 1chs, &
L4 HCRAL, B5hlEHKk 12 BECHK LD
THEAR & b MR, HimkR, PT, PTT fEic R
BRAEDLRIEh -1,

HIRREEDO REEBHRBFER, CMX B0 Hr,
CTM B X h BV 2EEF L big, GOT, GPT, Al-P
LRICEDHBIERER, FHMRESANIZLEALTHE
CEBLLDOIRALbhth o1, FBS5ETERIZWT
hLEFMBE LTV

CTM e 7 — 2 ARBRBHAN 1 FABE S h TV 5
A, ThizEERERRELHE1BE(), 7HA
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Table 7 Side effect

Agents | cmx CT™
_Ttems 7 o _
Number of total cases analyzed 78 80
. . 10°" 2204

Number of patients with side effects (12.8%) (21.5)
Eruption 3
Redness of injection site 1
Purpura 1
Heavy feclng in the head » Nausea |
D ziness 1
Headache ¥
FFever 1. o
Tachy cardin : 1°
Malaise of precordial region 1
Nausea  Vomiting 2°
Loas of appetite 1
Gastrie discomfort 1
Abdominal inflation I 1
Elevation of GOT, GPT and’or Al-P 5 8
Eosinophilia 3 5
Increase of WBC 1
Positive Coombs’ test 1

% 1) Number of side effects: 11

Fever and eosinophilia observed in identical case.

*2) Number of side effects: 28

Increase of WBC and eosinophilia observed in an identical case.
Elevation of GOT and eosinophilia observed in an identical case.
Eruption, elevation of GOT-GPT-Al-P and eosinophilia observed

in an identical case.

Nausea-Vomiting and eosinophilia observed in an identical case.

Nausea- Vomiting and headache observed in an identical case.

*3)
continued)

(=), BWABH), BEKRT 21rAR(DDOREBAE L -
12 0T, BEEEOBRILTIR> TV Ts o &4
i, FREA MBI REXRZSTELT, %
toE e D BEERD ADRILH -1
1. # ®

ZH£ 513, CMX RohF TOEBARLOTIZ—f%
FaPR AR DB & b B B R R B RRE D BRI R L
<, BEROERESESEEIh IO LMFEL, £
DEBHICEEY B E LTHBERRE T -1
NBEE LTIE, ZhE TOSERREREECHT
AHETIEVHP S HE—HROEEFE L Eh3b CEZ
FALWHRTLBYON, #BEThbB~N7cX 5ic CEZ iy,
S M RIBRYIES DRAEE LTHRE S h 5 Hin-
fluenzae, Enterobacter, Citrobacter 71 KITHE L

Administration discontinued (In eruption cases, one in 3 cases dis-

BHTHEL, oMo 77 aBUEE A LT HEN
WENPEL . —F, SEOMNEETHSH CTM i1,
VHhDAE—HARED 7y AFEY VTLEZOEIRD
BEHTHH, XHITH% - MLREY xR E LI HBEA
BT, CEZ 0¥ B THECRVEROELBLAT
WHOTY. SEOMBERBICHTAINEBEE LTR
CEZ X h#FVIHEHTHD LHM LI,
HEESE LTI, CMX AR ERIEC
LT, —BEKRARTLA 2g B TERCERY
BERLTWAI LY, $1-CTM 2 1H 2g 5K X
b, BIROMiK, MLBERNE L LchERRC B
T, CEZ1R 4g 5 X hEhBRHELXR LTS
TN, XL IREAOMPBEREBY L& 4 DEKRS
Bt o MIC (#2719 L ORI/ L b ER LB A, &
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Table 8 Overall clinical clhicacy classificd by severity of PaQ:
Severity of| Agents Excelleﬁ{ 1T Good e T Test
Pa0, ,““( Fair Poor Fotal statistics (7)
CMX 1 3 ! 1 6
_ (16.7) (66.7") (83.3")
! \ ; \ . ) - 0.288
CTM ! '
(>80TOOR) (12.5") (75.0'0) NS
SCMX 2 “ 2 1
. (10.5%) (84.2') (94.70.) 19
! 0.980
. 4 13 7 3 27 e
(60~79.9TOOR) TR Y (63.0") (88.9",) NS
e L ISR S S A R
cMYX 1 S ! 1 12
(8.3".) (83.3%.) (91.7,)
. 0.102
 cTw 3 4 2 2 11 o
(50~59.9TOOR)| 127.37,) (63.6".) (81.9",) NS
. 0 8 2
cMX
Not less (80.0") 0 10 2.008"
than ++ [ i 0 1 2 1 s | oweoos
(<50TOOR) | 125.0",) (75.0%)

EREDONEE L7 CEZ 18 4g 5/ LEEEL S
hahBEL EOfEFz 5 CMX,CTM D f 4 fiit
MHILLIZ1 B 2g HEMNRYETHHS LEIKT L1,
FPHBARBE O RIT IR A S hIciER O ARG
BoORRFrmEAR THET S &, WEAM L
AERYYALRT, AHIRELULCEEDOERAL
Wb, ChHENERATD S H PaO, fHiCk\ W TH
fEfIA CMX Bz %7 » 72 (P<0.05) 25, ZhuHEHiE
EFNCES L AR hRO s\ T, Table 8
Rt L5 o4\ EF (PaO, : 80 Torr LA E)
DRETED iz CTM 2 EVHHE TH - 1ont, £ Offlit
WTFhoBicis T CMX #oRHERLE (. 27T
DHBI KENMEYRIZTEREL LR 1,
BRI, RABERSEICE-T CMX BrHEC (P
<0.05) BhTkh, i, EGROFEXFALTH
EREOWREDE I ¥ B LR TIRERER, 7Hk
R RBRYPIED FEERIC BV THER (P<
0.001) CMX EMNEh TV o EHICBIRTOHER
EVTH, 3EALED BT CMX BVEVE
BRTH-1oh, BCREROEEEIEFETH- 1B
LB\ T, CMX BEoRRLHF YU LOFHRIEECHE
¢ (P<0.05), ¥ 7:-ARRBIBENETRELT ML
SR EL T H - BICB T CMX BoRF AR
RERECE < (P<0.0D) #h T, ZhbDERIL,
CMX 7%, fERDbfe il BT 5 S
HLTLER LKA THA I EXTRLTE Y, KD

BWHDO—D2L 2 &5,

YU IR Rz LTz, CMX B¢, CTM ¢+
LIZEWVIEERZRLTH D, ChETORMELLE
BLTUAERTHEEY, B HUFRBRDEDOS
VEMERIORKEE L THE . S pneumoniae, K.
pneumoniae (xf L Tit, BOBL EFTEHB LA
4 100% DAIBEEMIBR LR L1 ¥ 1ok L A RERED
1o Hoinfluenzae (x4 L Tk, CMX 96.4%,
CTM 88.9% O#FT, Zhit CMX DRI MBI D
FrEchBb o EwRLIZ (P<L0.D,

BB BRISEIC I\ Tid, ERORRAKRT~O
BITSHRPECHE L TERTHL 2 EXHMLAT
FHW, LA > TIhbBPFEDERBICILEVHIE A
R+ FAHbET, X OECTIEEEY D 2{LFRE
EFVEREELOND SEIFH I H. influenzae
45 CMX 72650%- CTM o 10°CFU/ml #£&T
o MIC 4k, Fig 12 iw/RLicEkhTHDH, peak
fliic 4T CMX £ CTM o 60 f£f&s8\» MIC {fH*x R
LTW5B, Lichio> TIRUERRBREIEDGEL R E
T, CMX & CTM ORI ZEA oDk, =D
X 5 e EHID MIC D#ENVGIIFRBREPFEXH &L L
T FEEEAMRMEINILDEEL RS,

—%, BEREL LTORRET 24P 11 P
aeruginosa ThHhH, CMX T3k, CTM »8KTH
ofc.o

4E, HMEXhic P aeruginosa izxt+5 CMX »
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Fig.12 Sensitivity distribution of clinically
isolated H.influenzae
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Efficacy and safety of cefmenoxime(CMX, SCE-1365) and cefotiam (CTM) were compared by a
randomized, double blind method. CMX as well as CTM were administered daily 2 gms, i.e. 2 times
of 1gm intravenous drip infusion, for consecutive 7 to 14 days. In total 162 cases, which consist of
each 81 CMX and CTM allocated cases, were subjected to the analysis, and the following results were

obtained.
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1) In the distribution of patient-characteristics(background factor)between CMX and CTM allocated
group, the statistical analysis showed there was no bias, which will virtually influence on the results.

2) Overall clinical efficacy rates of CMX and CTM were 77.0% and 60.3% respectively. CMX
showed significantly higher clinical efficacy rate than CMX. (P<0.05).

3) As for the clinical efficacy rate by standard criteria, proposed by the representative investigators
committee of this study, clinical efficacy rate of CMX and CTM were 71.6% and 58.8% respectively,
and the higher clinical ¢ficacy rate of CMX than CTM was shown.

1) Assessment of clinical uscfulness judged by the physicians in charge revealed the higher clinical
usefulness of CMX than CTM.

5) Regarding the bacteriological cffect, CMX showed the higher elimination rate of H. influenzae
than CTM, (P-.0.1).

) Improvement of the purulency of sputum and rale were significantly faster in CMX than CTM.
(P<0.05).

In the stratified group, consisting of the cases whose prior chemotherapies were ineffective, CMX
showed significantly higher clinical eficacy rate than CTM.

7) The incidence of side effects and the abnormal changc of laboratory findings were significantly
less in CMX than CTM, and there was no severe adverse reaction in cither medication.

From the results of clinical response and side effects, it is considered that CMX clearly has a greater
clinical usefulness than CTM in the treatment of chronic respiratory tract infections.



