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R A OV E A RASET 5413 Ub &1 5 RIS O M 5K R RE 68 flic, cefsu-
lodin (CFS) & oPA#EX KT B BT, piperacillin (PIPC) 15 f, cefotiam (CTM) 22
@, cefmenoxime (CMX) 19 #|, gentamicin (GM) 12 M2 A& H¥ CTHEETIE 10

1) BEZHE: THELUT 1L, CFS-PIPC i % B T 46.7%, CFS-CTM WiREET 40.9%,
CFS-CMX & T 63.2%, CFS-GM WRET 58.3% kic-1oht, HEtEMci wThow
DI L HBOERBD I -1, HRENBE L REERCESCTHBEFE-TS, WTh
OB ZEXRDIEh -7,

2) MEFHHE: KBEYHLE LRERE, CFS-PIPC BT 60.0%, CFS-CTMHT
50.0%, CFS-CMX BT 68.4%, CFS-GM BT 50.0% T, #BOMcELXZHY, FEEE
K XZUETHARORENBOII, =hbOMEFNHRE, BT LLERDRLFTLER
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3) HifeAit, MRBRSCHBLTAVWLOLEL LR, EORARIIREMAN L EDT

10~20% OEWERITD - o

ABARCET HMBIEAD DL, MNITRZ D OTIXied i, CFS & PIPC, CTM,
CMX, GM o8t MERERERT, 2PEI TV I L HX Hhi,

FAHEMOS {12, WD T broad spectrum o}
O¥EL THRNAEDOATWENR, TLLTYIA40
g oAMALRT macrolide F M WML, 7
FaBgEoHMEAORY B A & Lk monobactam

" AHEHRE L, narrow spectrum O HEHR L, R
BEARIEDORTVWE, REAXKTIRER&HK X
IR xh, BSHBCRARAVWOATWS cefsu-
lodin (CFS) 12, RBR B oA HRANCHMHETRT
BHTRBOHEME LTRENR G ATV S,
rrrCHEEDO M Iz ¥, Tk, broad spectrum

& narrow spectrum OHEHEEX LD X S5 KAVTW
(PESCORADE X Ih TS, M T narrow
spectrum OHEHKIX, BABB ¥R/ 52T, £0
HACOBEARDP RV Eb bFIRIR DI N, FHHAK
CEIEXRARTV LR EXREOMBEE, KERR
EEREMOXCREALEVWZE LD, T, HHHAXKE
LToERERBABEVWR LD B,

CFS o RMATIE W S HERIE 30 AT 2 H %%
EoWTRR, TTCEREY v RO Y AOBMT, 40.0%
ORERGRIBOAEC LARMEIhTWB2, HAHE
BEBICOW TR, N&RE LESHEBRIE 26 fith, &
BER 11 IR ERZWL KPP T, 12 ANELREYE
fEL, &Y 341 (11.5%) RBREBELEEXARA
bhict &h, *DOXEIX, Streptococcus pneumo-
nige, Klebsiella, Enterobacter, Haemophilus infi-
unae R EThHo L EHRFRIATWAEY, ZDX 5k
RELLER, QERBREREL ST 5 RIREM B
SEBRED B R H B ELRLDB LY EMEL
T, SE8KiROBHL BT, ToHANERORNY
fitoThize WIIHhOMALBLOT, TORKE
SWTHET B,

I. % & % *

RS X 2 @ SRR, CFS Lk 8T 54
BROBRM S LORLSMERET B b, REXY
RoMMEQUREO MR TO WA T, BB 56 4
10 A X hmfn 59 426 A ¥ COMICER Lico

L nesg

BERET K ARAESELRORIHE, &
Relo MW LIRE, WAE, WREELET, &

FANUARIRMIT X 2 MBEERA A S b D% BA K T
thb, WV y ¥ v EBRLACRR, SREREHL
TFEL, INEgEom, M, CRP Bk, BmRMNS
RE DRI AN M- T2 b o ftATs o L & L
b1

2. RPIER DY

FAlE LTISRLLEDRAT, HINIARME L, AB
BEYBIRLI, B ABUEOFME/ EHELEL RS
RO X5 IEEGIE, chiBAT5 s L1,

(1) PBREBEETTFERTRIREBbh5ER,

(2) XERMBAMICHER FESHh, TCH®
L2254 0, hbURBECHETFEDOR
REFMNBREORBIICE L S hIER,

(3) HRENVHLICEDHEE L LR BV
A, =4 a77 X<, ¥l XBiEN,

(4) 7 ¥, =22V VB, 725-FgED
FIRFl OOt LEE THEM,

3. ARXEH

TRED A, B, C, DD4HERT, SHREI—I
BREOZBIRHERTH L E LI,

APt : CFS 2g+piperacillin (PIPC) 4g (CFS 1

1g 53XV PIPC 16 2g #1H2[E)

B : CFS 2g+cefotiam (CTM) 2g (CFS 1@ 1

g BXUCTM 1@ 1g ¥#1H2[E)

C# : CFS 2 g+cefmenoxime (CMX) 2g (CFS 1
[lg FXOOCMX 1B 1g #1H20M@E)
D& : CFS 2g+gentamicin (GM) 120mg (CFS 1

Blg X0'GM 1B 60mg 18 2[E)

CFS 3 XU PIPC, CTM, CMX &2\ Tix, oh%
250~300ml DESAERKENIXS %7 VYRR Y
CERL, 1RE»FTARMELR, ¥/ GM k2
WTiE, ch%1H2ME CFS O & IIFAMRCHE
Lico #5RIEERAIE LTI4AME Lis,

BlifF Al -bRE#FENRTERVBE, ERVELL
Ba, LRSS GBRATNE SHEL R EHMBEICH
BLEBA, £tOMELEBLEREYED TERE
NREDLEXRD BRI, HE¥FETHILL
Li, L Lz ofgiiy, S5PERATHEORE
AR OERLT, £OKELFEOEALLDIC
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4. GHRXHF

LHAHAMMOTMRIEOHE Lisvat, BRERAT
BA K, FEAT R A FRMSH, MOBERF, MM PN
KoOF et LBTHE & & Lo 3R SR 2l
HRA, MR A L ot KRR A 7 & DB IR
BEL, XM LTAVREME BoFkEic
WTHHMLich o, —HohbBizoVTH MER
CIXERTHE L &L,

5. fER -MROMRLBKMEORN

1) XiEEo¥E

FHREC X ARERLOCICEAKRBCORKERY,
BiE, P8 KE BHTKE O4BRETUTELT
b L N

2) ERCHRORLK

R, wwk ok, WRER, PRELR WK 2
H LTE, F7 7 —LOEFFUTOVCHAMELR Y 8E
BELTRAESRBAL, GRYKRAHCOVWTET
ROERCZHE-T, hiH, +, —D3IEH (FRk
D44 BRE) TERDb LI,

Bk H GERD, + (BED), — (kL)

Bk # (G1ml LIE), # (21~50ml), + (15~

20ml), — (5ml %#)
R - H (R, BRmbE, MpE), + ChhmiE
TIREREE), — (%5 - M)

FRES H (ESD, + (BE), — (kL)

a5 H+ (GE®D, + (@p), — (kL)

& H B, + (BE), - (kL)

OA2 H &), + (B, — (kL)

F7 /7—€H (EH), + (BE), — (kL)

BmERE, FHERY, mit, CRP O{MEICOVT
X8 5pAtAHT L B 5BARATE 4, 8, 15 A BIZfTicL,, Vv
BICOW TR EBIART LT BTl L,

3) fHE¥MRE

BLEAMAET, BEPE IVRSKC, SEHETOHTE
BEXTRVEOEELRE LI, SRELE-EZEGA
FRETARZCEM L, —#E LT MIC JIg: Tk -
oo

4) ElfeA

BIfEAA B LRI, £OERCEE, MBS
OB SR OTE, HEPEEORBALRE L HEL R
DM/ Ts L L L,

6. HRAELVREFREDOHTE

1) EHREKIZHE

a) RABKYE : FEALEY LATHE, 146
CLRERSHMYE LT, ERCHROEBYESMIC

ML, TOMKHRY, X%, A Leuy, %5
DABHTHEL, BRVHETERV B “Fgy
&Ll

b) MMM : BAFOMOMEENN L, Nx
(BEHORKMH KK LIL D), WD (ExMrmHg
KRP L1 D), TE (BXMORY Y THEL b0,
WP Lishotcb®d, 8 LUMMLIG D), WiK (ks
MAAR OB LMA TR L, Hr-E RS HE Ly
n), DIBRHTHETH-LELS,

c) MAK: RAHTLIMMFBYEEL, ThEo
HLEIT, MR MR ETFETER R
N MACKLL, O5HETHELE,

2) WEERIESHE

T CRBN B R ERE T 5 B UL
EE>TEhLORMERNE L TR, EXMDEH,
SEXChYRBM L LTEDOHROEBY RN LI,
KELBRDERDE 5125,

a) BERRROARIL : EBEICKT 5HERALE
LA&Hb¥T, ARERICOVTIX, &Nt zilk g
R, SFREE, WAOSHE, MAFRCOWTR,
BEERRIEICHEREEL RS, B 5H OF
2, F7/—-¥D4HAYERZ hd ST Li(Table
1), ¥-BERERRICOVTE, BESEORGEL
TitBHbh\,, LDH, .2XEH, ar-7=7Y /1R
REXSEHAB L LY, AmRE, HFHRE Mo
165, CRP D 4B KSWT, thi ARELRE,

b) ERMROFERORDY : AL LT, B5A
M 7TEES XU 14 HEOHELZ LT, ARAK L
b, 1AMK I 2ABOTERY, HEER HOHF
R BERREOCERBEZLHELL,

Gath e OREFE O AROEEH)
—(HAEH ORERBOABDAED
(GAtA R DEHB D SBOAE)
c) BEBEOHTE : ARER, MEER BKRE
DI3FACKT HAERH,L, ROERIC LT, XD
BEDRY, X% Y COHY %% ELoSE
BRICHTE L7
22:O3FEBEL 70% LI E, ¥@2EAR
80% L\ LT 1A & 50% LA EOBFEYRL
b Yo

Aty : Q2HAL LS 50% L EoFERYRLED
o, ¥ix@2EEER 20% L E, 50% X#O
&i$%7‘ﬁ Lf:% Do

&% : O 1HE DAL 20% Lk, 50% KKOFHR
¥ RLELO, *Aix@ 2E A L LaEs 20%
KED D,

X100
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Table 1 Scoring for assessment of clinical symptoms, signs and laboratory

findings

1. Subjective symptoms

Items

Criteria

Score

Cough

severe ()
mild (+)
none (-—)

[ 5

Volume of sputum

=51ml ()
21~50ml (+)
5~20ml (+)
<5ml (=)

Appearance of sputum

purulent, bloody ()
mucopurulent  (+)
mucous, serous (—)

Dyspnea

severe ()
mild (+)
none (-—)

Chest pain

severe ()
mild (+)
none (-—)

O = N[ O N|O = NDN|O =D W|O -

2. Objective signs

Items

Criteria

Score

Body temperature (°C)

=39
38~<39
37~<38

<37

w

Rales

remarkable ()
slight (+)
none (-)

Heart failure

severe ()
mild (+)
none (—)

Cyanosis

severe ()
mild (+)
none (-—)

oMo~ N|[o N[O~

3. Laboratory findings

Items

Criteria

Score

WBC( /mm®)

=12,000
above. ngrmal range, but below 12,000
below normal range

[V

Neutrophile(%)

250
above normal range, but below 50
below normal range

ESR (mm/hr)

250 et

above normal range, but below 49
below normal range

CRP

24+
2+ or 3(+)
+

—or +

o NDWloOHrN|OHN|O —
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gt : O2RBLUENBLELELO, ¥RO2RA
canabht, 1RANBELIEL D,

d) ENEHBRONUE : MU S WO S, AR
EruEshkd ORLICE OYJLRN L, WER
L2, KO BHCAT THELT R, BT
rohe ARk LI,

FEESMEL, FiRHRERL 5

FEEAMEL, FRHRED Y 4

FREESRDY L, FrRHARTL ]

FEE RO L, FTHREDY 2

FRESRE iz T, FHrekhHB®ELL 1

FRESRE X iIMmMT, HacHRELY 0

e) VRFTRONEE : HERROKWE v v + ¥ T
Anb, BEIX SALED A v A= 12X T, HE, R
g, 2oHHE, PEEXR EURWFOSHETHEL
o BEAREIT BT RAICFDEE = L0
5, BRI IEGERRECVRFFRORAXEC M
ARENRGERICFDERE L OELH) L, VEFR
PPSERV LI EHEED, HEAOAYERARRIC
RRI#5zEELI,

f) BABHREOHTE : TCHTELBEKRDRE, 4
HEOBHEL PO, RO X5 nERT L > TRADR
¥, £%, H%, ©O0H%, &%, BE{osBEEcHE
Ltz

EEE
o
| w0 Sy w B
5. WX, WEE |En|E0|Hn| o0 K
Y 2

4 WX WEE B HY| ALY | KDY
) E

3 W, HBE |HH| AP0 | Bl
L E<E- ]

2 By, HBE |BY
bb

20|00 | &% | BAL
LB A RCE ]

L AF, WRE B 00| 84| £ Bl
Tl -E)
0. 7E, HMBHE
Y]

o EF N

R4 | ®% | mE | Bib

2
%
WREE: 1) VR RAHSER - LEBEETH

SR | BRI RE T B, * RO 1 B

BRET 50 2) MEFOBHEAHOML, BWKL
Rehiic, VT RZ Ik LCHET 50

IL B B & &

L misigs

BIER 89 Hlo 5 b, HERIBENTH -1 9,
REEAYM Y DRI S hicd -7 5 6], RESERD

SO (WTREhtige, Beathgilige, MiLINEDA 140,
BHRMAE CHELTRTIBTH >0 2, MBEERA
THATR-T 1A BIV r-7r 7Y v HUFIH FIRC
ARSI TV 1 QO 21 FIRERT, 68 Bk M4T
OxtRE LIz,

2. HNP|AOWREF

Table2 IRLA X 512, CFS-PIPC (A) WM
15 f, CFS:.CTM (B) A 22 f, CFS.CMX
(C) #HMEEN 19 fl, CFS-GM (D) ¥amms 12 fic,
CFS:PIPC 3 XU CFS-CMX Rz O3 HhiSh
212, ey CFS-CTM #s XU CFS-GM mEc
RRLABTH I, (D 2BRTCIRBUDOHI S
1o

HERJITix (Table 8), WFhoORTH BEABTL
NEDEFGEL i), LTOEASAMNELL &
‘B‘iﬁﬁﬁﬁifz Ef&ﬂ f:o

EEER T TR XM X DB LI, BRER
AP WIDIEEFOELRICE W Thish DENLLR
ohl, HEHCRBAROEYED b o1,

WFhofly, RBEIREEh 00X ML
LAy, EofioEA R Shicb i 68 gif
21 Bl (30.9%) =Rk A 5o

3. EEFREE

A. EHRECIZHE

BEPRZH4R : Tabled 3 X0 Fig.1l ©RLI X5 ic,
CFS-PIPC ¥4 % T 46.7%, CFS-CTM “ @B T
40.9%, CFS:-CMX Bt T 63.2%, CFS-GM {aflent
T 58.3% Lir-T, CMX-GM #ifnb-» =B TELE

Fig.1 Clinical efficacy (Judged by physicians

in charge) :
20 40 60 80  100%
1 i A 1 1 1 | 1 1 1l
CFS-PIPC(A) § I
CFS-CTM'B) i J

CFS-CMX(C

CFS-GM'D

Statistical test : H=3.573"S
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Table 4 Clinical efficacy (Judged by physicians in charge)
Efficacy . Efficacy rate
Excellent Good Fair P
Drug xcellen oor =2, 3560
CFS : PIPC (A) 2 5 3 5 715 4.7
CFS:CTM (B) 9 5 8 9/22 4.9
CFS:CMX (C) 2 10 4 3 12/19  63.2
CFS:GM (D) 1 6 3 2 7/12  58.3
Statistical test : H=3,573N8
Table 5 Bacteriological response(Judged by physicians in charge)
Response Eradicated Decreased Unchanged Replaced 15';1.‘7: AG’I ':u
CFS : PIPC (A) 5 2 6 2 9/15 60.0
CFS:CTM (B) 2 6 11 3 11/22 500
CFS:CMX (C) 8 5 6 13/19  68.4
CFS:-GM (D) 5 1 6 6/12 50.0
Statistical test : H=6.925"%
Table 6 Clinical efficacy(Judged by score assessment)
a) On 8th day of treatment
Efficacy . . Efficacy rate
I Excellent Good Fair Poor Aggravation £=2.8408
CFS - PIPC (A) 2 6 7 2/15 133
CFS - CTM (B) 1 6 7 7 1 72 318
CFS - CMX (C) 2 4 7 6 6/19 3.6
CFS:GM (D) 1 4 4 2 1 512 41.7
Statistical test : H=2.449"S
b) On 15th day of treatment
Efficacy Excellent Good Fair Poor Aggravation | Efficacy rate
CFS - PIPC (A) 2 6 4 212 167
CFS - CTM (B) 2 3 7 5 5/18 21.8
CFS - CMX (C) 2 4 3 5 6/16 37.5
CFS:GM (D) 1 1 2 4 2/8 2.0
Statistical test : H=0.212NS
c) At the end of treatment
L Efficacy Excellent Good Fair Poor Aggravation | Efficacy rate
CFS - PIPC (A) 3 6 6 315 2.0
CFS - CTM (B) 2 4 9 6 1 6/2 2.3
CFS-CMX (C) 2 5 4 6 2 7/19 368
CFS-GM (D) 1 4 3 4 512 47

Statistical test : H=0.007N$
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Fig.2 Clinical efficacy (Judged by score
assessment)

IR B I ..

Statistical test : H=0.007"%

THPLRVEAL D > 12, W FhbHENCiRE
EOEXBHAD N, BT hbLORMY, KR

TOEEENICHT TR L TR, EFMNDEL R
HOBBIZEL L o1,

FEEHYR  RBEEXPLELT, ThifEkLE
0, BYLcbo, RERL DL, HEBBEOME

LEbOREERE LT, 4BHCHE LI, TOKE
%i2 (Table 5), CFS-PIPC ® 60.0%, CFS-CTM
BT 50.0%, CFS-CMX BT 68.4%, CFS-GM ®T
50.0% C, AROHMEBEROELXRD T, ¥ RKBHR
LADTLART LD - o

B. HEXR X 5HE

RKSE: FAESAEL 15 BH, KOV RTH
ARICET 5, FHEXREC THE LB % Table6
I Fig.2 WiRLiz, ¥ O%RRED TRTICTFHM X
hTwa#\, RTBE5ICI: CFS-PIPC 4Rl C 20.0
%, CFS-.CTM ¥Rt 27.3%, CFS-CMX ®#liRT
3.8%, CFS-GM LB T 41.7% &, GM>CMX>
CTM>PIPC DR DRI RN R b0, BED
BT Ehote, ¥t hbOEKEEY, 8AH LS
BERDHELTAHRER, BITRTREELLVERY
e,

ARFRBE - RIS CK T 5 EEENHRORKY
Table7 R LA, BEHEALESORBIY SURER
Thke T 5, CFS-CMX ¥ ET 68.4%, CFS.
PIPC ¥4#%C 60.0% L, CFS-GM WEiE® 41.7%
¢ CFS-CTM ¥BEE D 36.4% CH~T, T ik
bk, LirL, MESEOCIEEOE,AELAE
hoke RESMBEY HBR TR L5, CFS-GM

MBT 8.8%, CFS:CMX MMM 10.5% & CFS.
PIPC H#M D 40.0% & CFS:-CTM #Mstod 81.8%
RHERTERTE - oo MBS OWIZ 35 itk 1
2, WTRLMEA D CRBORBEL & 2\ D
T, BEEITICZhk Table8 TR L7z,

Bt : DR B & REER

BHENEEXORZRHRO MIC pJlET & 7= 16
o, SAREHRICHTS MIC & 2omBis iy
B8 JURKR E OBIAE RN LThis,

Table9 IRLI-X DI, Mdc MIC MO\ Ex
W LTINS LT, BRDRGS
B3IDEBRbRIDT, hYXhEEichDin, ¥
OREELRH L, £ORKRY Table10 TR L1, RN
®D CFS kst MIC TABMR Y, 12.5 pg/ml LIk
Db DO TIMEENRRIITE CERLR L By *
b, ¥7: 6.25pg/ml KI5\ T b MBS RIITE
WLIRAREE - TWT, IS EC S —Ehts
b OHEBEBMH I,

Lil, MIC REWLOTH RN BShichote
bDL BT, EOBEBIOVTIZYMARE Lich i,
CFS ORM~DOBITPREBDORMBIC X 5K B & 2
*i 5hf£o

4. BB

RIFFADORBUL, THREDHE L FPMXMIc X 5EIfE
BRAc—8tk Ztc, CFS-GM BTiZ1 AOREL 2t
holchi, EOMOGARICETIX 10~20% HKD
BIfFAH LUREMREORALED I (Table 11),

¥ DMy Tablel2 iR LA, BHEMIE CFS-
PIPC Bicis\ T 22.7 (5/22), CFS:CTM BT\ T
3.7% (1/27), CFS-CMX BEicis\~T 12.0% (8/25),
CFS-GM BitH\ T 0% (0/15) Lirotc, HRBEM
Pisd RBOXN B LI BTV i, CFS-PIPC B35\ v T
PREDORBEN BV L L Bbhi,

REMEOR¥E LTIE, CFS-CTM £ 3sx7¢ CFS-
CMX BRI TEhEh2ARBED R, £
DRBUL GOT, GPT 0 LAPHMBREFA s L UIFR
HMETHotco WTHIBETHY £ 7 = 2RH4EH
E—RBHTRAORB LD TH -1,

5. FRAMSIUVKSLE

FHREHE S XUFHELNEC X 25K & FHEARc
ESLBEDRYHE L1,

EHRER L 2FAE : TREHER X5 FHAEORRK
% Table13 35 X 0* Fig.3 iItii Lico HMRHMETE 51
B4, CFS-GM ¥ (58.3%), CFS-CMX wpemt
(47.4%), CFS-PIPC ¥4t (40.0%), CFS-CTM &
B (Bl.8%) DHEEAMLNBED ORI, T
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Table 8 Bacteriological responses against causative organism other than
Pseudomonas acruginosa (Judged by score assessment)

i Drug CFS - PIPC (A) | CFS:CTM (B) | CFS:CMX (C) CFS-GM (D)
Causative organism
S. preumoniae 1/1 100 111 100
K. pmeumoniae 2/5 66.7 11 100 1/1 100
H. influenzae 0/2 0 1/1 100 0/1 0
P. mirabilis 0/1 0
P. vulgaris 1/1 100
Enterobacter 1/1 100 1/1 100 1/1 100
Serratia 2/2 100 1/1 100
P. cepacia 1/1 100
Achromobacter 0/1 0
Total 3/5 60.0 6/8 75.0 5/5 100 1/3 33.3
Fig.3 Clinical utility (Judged by physicians in Fig.4 Overall effectiveness (Judged by score
charge) assessment)
20 40 60 80 100% ZZIU 40 60 8|0 ) 10[0%

CFS-PIPC(A)

CFS-CTM(B)

CFS-CMX(C: 2

CFS-GM(D, s

Relatively L"ndesir'l 2 1 Agura- I
4. useful Cf 2 able BB oo} vation
Statistical test : H=3. 087> Statistical test : H= 1. 859%S

HED BRRCL 578 aKkiz, CFS-CMX B (78.9  le 14),

%), CFS-GM 2 (75.0%), CFS-CTM % (63.6%), T CIRR A AR T XS THE LB AR,
CFS-PIPC B¢ (53.3%) icntco L LZ ORIICHE Table15 %5 X0t Fig.4 wRLi & 5 &, CFS-CMX
"R RARDE LB Irds -0 YasERE T 47.4%, CFS-PIPC il T 46.7%, CFS-

LR 23 H R LR AHE « EEROBRBICH GM ¥R T 41.7% Lieh, zhick~ CFS.CTM
L FikEe X s EARE, FFEPL YR8 BENTIR 3L.8% LoRgoonl, HEEMCIIER
#, CFS-GM ¥ (58.3%), CFS-PIPC Z (53.3%), DEXBDED ot ThbOBERYEEEEROT
CFS-CMX 2 (52.6%), CFS-CTM & (45.5%) DI ICERB IR LT, EANPRL BREBI
T EMRIC X 5 HE xRz 5 R B SRt (Tab- Ebh ot
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Table 9 MIC of cefsulodin and bacteriological response against

Pseudomonas aeruginosa and overall effectiveness

Overall
. ical
No. MIC(ug/ml) Bacteriological response effectiv
CFS PIPC
P. aeruginosa decreased
A-2) 625 | 125 K. pneumoniae appearing
, { hanged
A-3 |25 3.13 | % aeruainosa unchange Poor
K. pneumoniac appearing
A-19| 3.13 12.5 P aemainosa., S. marcc’scem decreased Poor
K. pneumoniac appearing
CFS CT™M
B-2 | 12.5 >100 | P. aeruginosa unchanged Poor
B-3| 313 | >0 |7 cerdinosa decreased Fair
K. pneumoniae appearing
B-8 | 1.56 >100 | P. aeruginosa unchanged Poor
B-12| 0.78 >100 | P. aeruginosa unchanged Aggravation
B-17| 6.25 >100 | P. aeruginosa unchanged Poor
4 inosa, P. i di
B-18| 3.13 >100 P. aeruginosa, P. cem eradicated Good
S. marcescens appearing
CFS CMX P. aeruginosa decreased Good
C-11 1.56 | 12.5 | S marcescens eradicated
C-2| 1.56 | 12.5 P. aeruginosa eradicated Excellent
C-3 1.56 12.5 P. aeruginosa, K. pneumoniae decreased | Poor
C-17| 3.13 12.5 P. aeruginosa eradicated Excellent
C-18| >100 | 50 P. aeruginosa unchanged Poor
CFS GM
D-2 | 25 3.13 P aemgmasc{, P. mzfnbt!xs unchanged Poor
K. pneumoniae eradicated
D-9 | >100 6.25 | P. aeruginosa unchanged Poor

6. TRENELEABCES LA L OHEM

SERBY D THRE L FHEXEM DO EY RN T 5
Tedie, EREHEC XS RKE LB L TRz, Table
16 KRLc X5, ERER XS AHANRADET
E, FERETORYHANKADRTLLHED,
FRETOPLLHYNEBYR, ThIRECOPLCHEYE
TiESLEAC (EREHTE TIRIELIRT Wi
W) T BIERIN Bh oo, 2B EDE YTl
b oz Aie, r=0.778 T THENED bhis,

S8, KABFRLETS Bl 0BRTERIZ, 20K
BEWRLALT, kEREOKMY S EBbhi,

III. #* ”®
PR BRI DR BT BV A HAHB O LI\ T

2, L{REDORKEIHLITHIRAKE, EOR
HMHB OB IE® ¥ -t h bR OERSRL FUHE
HoME, FBART L - TiXEORFACENEE
THANFRbh s T ERSY, LI MEGERR
FERBWTIE, 1 v7r=vFRLBEREHS VA
v7r= v yE L RBEOBARI X 2 BRORENS
<, ThHMEEERICHT 5 REOSTECR1OR
Ntz bh T35,

CFS RRBEOKIMYENE LTHRIAERR
Bixt7 = ARAEFTH S, TORBCHETIE
LODOEERNRED X 5 HEETLOBERE- T2
PRIEEL, ¥ANHERROBAIAFEIATD
BERIDEET, THIthLKL »RRKRY
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Table 10 MIC of cefsulodin against Pscudomonas aeruginosa and clinical efficacy

1) MIC and bacteriological response

Bacteriological MIC (ug/ml)

response 0.78 1.56 3.13 6.25 12.5 25 50 100 >100

Eradicated 1 1
without appearing
Eradicafed 1
with appearing

Decreased 2
without appearing

Decreased 2 1
with appearing

Unchanged 1 1 1 1 1 2
without appearing

Unchanged 1
with appearing

Gtatistical test : 1s=0.52417

2) MIC and overall effectiveness

Overall MIC (ug/ml)

effectiveness 0.78 1.56 3.13 6.25 12.5 25 50 100 >100

Excellent 1 1

Good 1 1 1

Fair 1 1

Poor 2 1 1 1 2 2

Aggravation 1

Statistical test : rs=0.22688

Table 11 Adverse reaction

Ad N e CFS - PIPC(A) | CFS - CTM(B) | CFS - CMX(C) | CFS-GM(D)
verse reactions
Fever 3
Dizziness, nausea i
Vomitting 1
" Diarrhea 1
Anorexia, candidiasis 1
Rash, anemia 1
Yawn 1
5/22 1/27 3/25 0/15
S
b total (22.7) (3.7) (12.0) (0)
Elevation of GOT, GPT and Al-P 1 1
Decrease of WBC 1
Eosinophilia 1
0/22 2/21 2/25 0/15
Sub total (0) (7.4) (8.0) (0)
. 5/22 3/27 5/25 0/15
Rate of adverse reaction (2.7) (11.1) (20.0) (0)

Statistical test : x3=4.576"S
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Table 13 Clinical utility(Judged by physicians in charge)
Utility Utility rate
Very Useful Relatively Useless |Undesirable| Very useful and useful Very use.ful, e
useful useful HB=2.478%8 relatively useful
Drug x§=2.971N8
CFS + PIPC (A) 1 5 2 7 6/15 40.0 8/15 53.3
CFS+CTM (B) 7 7 8 7/22 31.8 14/22 63.6
CFS+ CMX (C) 2 7 6 4 9/19 47.4 15/19 78.9
CFS-GM (D) 1 6 2 3 7/12 58.3 9/12 75.0

Statistical test : H=3.087"S

Table 14 Clinical utility of combined regimens(Judged by score assessment)

Utility Utility rate
Vv Relativel,
mi:l:l Useful | o mvey Useless |Undesirable| Very useful and useful Very use;ful. useful and
£=2.975N relatively useful
Drug 0 Z§=0-576Ns
CFS - PIPC (A) 1 5 2 5 2 6/15 40.0 8/15 53.3
CFS+CTM (B) 5 5 11 1 5/22 22.7 10/22 45.5
CFS+CMX (C) 6 3 1 4 5 9/19 47.4 10/19 52.6
CFS:GM (D) 3 2 2 5 5/12 41.7 7/12 58.3
Statistical test : H=1.649"S
' Table 15 Overall effectiveness(Judged by score assessment)
Effectiveness . . Effectiveness rate
D o ) Excellent Good Fair Poor Aggravation £=2.064N
CFS - PIPC (A) 1 6 2 5 1 7/15 46.7
CFS-CTM (B) 7 4 9 7/22  31.8
CFS-CMX (C) 3 1 7 2 9/19 47.4
CFS:GM (D) 3 2 2 5 5/12  41.7

Statistical test : H=1.859NS

Table 16 Correlation between overall effectiveness judged by physicians in charge and score

assessment
Clinical effectiveness judged by physicians in charge
Excellent Good Fair Poor
Excellent 3 7
Good 1 15 2
Overall effectiveness
judged by score Fair 1 5 3
assessment
Poor 3 8 15
Aggravation 2 3

Rank correlation : rs=0.77768
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KRR S T2tk T, SO RREEGE ML
B, @H5hbEORRBELRBITHBAL DA XV

EOHAEHLTNERF L LTI, ThAKCHHE
HIRIRRIFAE L oL DM XL, RIS IARAN
o7 ¢ ) EMERYSBVHh, PIPC OHBIC X
> THF G Mt Hirie®, cefoperazone (CPZ) %i& U
BETBRE7 . ARVIBRBEAICIZTS S DL OM
HHhTVBA, AL hHRAMIIIEAICE
TENRREDBR, CFS kpxihy, RAMCEMDS L
D3, CPZ, cefpiramide, ceftazidime /s&Ch -t &
BT BT,

TORRBRICETS CFS LoftAMRITOVTIX
pivmecillinam (PMPC)® # CMX® 2o\ TfilebhT
W5, PMPC 2o Tid, MEMRCHEIERIX 655 &
CFS MEMBE X DM »te, Chid S RHANY .
Txft btk B, ¥, CMX oW TOBMKLRIZ
70% DBEFPHET, WHEBRC, BRIFLEARLEBLH,
FREOMEEM B RY 80% T, RMBOHEARER
83% LENI:LDTHoto ToisZ OBRDO RIMEICH
35 CFS @ MIC & DBSE T2, Bk 3.13 pg/ml
D peak ThH-ToDicx L, SHARKEOENIX 0.78 ug/ml
THote& LT, CFS Mihiybkic CMX %Mz 5z &
X-T, Eaayicit CFS of#EO» A LI KEk
>THbh, ThhEOBEARICKBEIhICLDTHA
5 &L LT3,

SEIDEMMITI\TIL, CFS B0 iy Tie-T
B6Y, FAMALFOEARIT I SBREOARL
Plshrotcl Ehb, ThALOFKY—BICIETSC
EIXTERh o, FIEV vHSY ARKTHBES
ERPETORZE (40.0%) CEHEELR (46.2%) ©©
HR3EY, WTFhoftAeswTh, THREATOH
A, COEIRRHIBOII,

HENRE L ABLHERC X5 AR LR
BHEC X 2ERZFEOHB L AR, LR\ 8
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DB L8 SMBRAE I %3 5 B (B0 B % 1 1x
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A total of 68 patients with pseudomonal chronic respiratory tract infections, consisting mainly
of chronic bronchitis and diffuse panbronchiolitis, were treated with cefsulodin (CFS) in combinatiop
with other antimicrobial agents ; CFS was combined with piperacillin (PIPC) in 15 patients, with
cefotiam (CTM) in 22, with cefmenoxime (CMX) in 19 and with gentamicin (GM) in 12,

The efficacy of the combined therapy in the treatment of these patients was evaluated and the
following results were obtained.

1) Clinical efficay : In the assessment by the physicians in charge, the overall clinical effcacy rate
was 46.7% in the CFS:PIPC group, 40.9% in the CFS-CTM group, 63.2% in the CFS-CMX group
and 58.8% in the CFS:GM group, with no statistically significant difference among the four groups,
In our score assessment by the criteria for clinical evaluation, there was also no significant difference
among them.

2) Bacteriological efficacy : The eradication rate against Pseudomonas aeruginosa was 60.09% in
the CFS-PIPC group, 50.0% in the CFS:CTM group, 68.4% in the CFS-CMX group and 50.0% in
the CFS:GM group in the assessment by the physicians in charge, with no significant difference
among the four groups. In our score assessment by the criteria for bacteriological evaluation,
almost same result was also obtained. Imcomplete relationship was gained between the bacteriological
can clinical efficacies.

8) It seems plausible that the incidence of side effects is higher in a combination therapy than
in a single therapy. In this trial, however, the incidences of side effects and abnormal laboratory
findings in the treatment with the combined regimens remained within ten to twenty per cent.

From the above results, the combination therapy of cefsulodin with other antimicrobial agent
such as PIPC, CTM, CMX or GM was considered to be effective clinicaly and bacteriologicaly in the
treatment of pseudomonal chronic respiratory tract infections, but the number of the cases in each
group was not enough to demonstrate the significant difference in eficacy among them.



