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Table 1. Criteria for usefulness
Severity of side effects or grade of abnormal laboratory findings
Clinical effect
none mild moderate severe
Excellent + + + -
Good + + + -
Fair t * - -
Poor - - - A
Unevaluable ? - - -

+# . very useful + :useful 3 :slightly useful
— . useless A : should not be used ? : unevaluable

Table 2. Test results of sulbactam and ampicillin

(activity)
Dru Activity (%)
g
‘before trial | after trial
SBT 99.4 97.0
SBT-ABPC 1.5¢ | sgpc| 101.7 97.5
SBT 97.2 97.0
SBT-ABPC3.0g | xgpc|  100.9 99.3
ABPC 2.0g | ABPC 97.9 103.2

) (i2onWTiTbi:,
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ISR 7z, SRARERY, BROMER & LSRRI R Y 1332
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Wiz, 7z, EREBE T S, B 1 BINEEFIL AL
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IR A FERE & YU EATRRAT AT ATRE T'H - 721358k
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b, &< MIC 425ug/ml LA o> ABPC {885
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N 2 ~ 5 EfE{Eh » 7 (Table 7),
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7RIS S, B¥82.5% (47/5781), S, B¥92.1% (58/63p1),
A B¥94.6% (53/56B1) TH"), S;BNEREHS, B,
ABHI L TRRBA L DNEENETIR b o 12,

M SUERER BHC 5\ T, S B¥B6.7% (39/45
Bl), SeR¥81.6% (31/38%1), A, B¥82.1% (32/391)
& S BAMULBNARERERL Y, ZOREL 3B
MICABNZIZ L, RATY S B S8 AB3%
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Total

number of

patients
S, 121
"Se 124
A, 119

Total 364

Sy: sulbactam - ampicillin 1.5g x 2/day
S,: sulbactam - ampiciilin 3.0g x 2/day

Patients ]

|

|

Patients includ-
ed in statistical
analysis
-Efficacy-
S, 102
S. 101
A, 95

" Total 298

No. of patients

excluded

-Efficacy-
S: 19
Se 23
A 24

Total 66

judged by
committeeJ

Patients
judged by

I,

Patients follow-

No. of patients

ed for side ef- excluded
fects -Side effects-
S, 116 Ss 5
Se 121 Se 3
A, 112 As 7
Total 349 Total 15

|

Patients includ-
ed in statistical
analysis
-Efficacy-
Ss 111
Se 116
A, 108

~ Total 335

No. of patients
excluded
-Efficacy-
S 10
S¢ 8
A, 11

Total 29

attending
physicians

A,: ampicillin 2.0g x 2/day

l

l

Patients follow- No. of patients
ed for side ef- excluded
fects -Side effects-
S, 120 Sy 1
Se 124 Se 0
A 116 A, 3
Total 360 Total 4
x%test:NS

Fig. 1. Case distribution
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Table 3. Reasons for exclusion from the evaluation of clinical efficacy

Reason

Sy

Se A, x? test

Diagnosis not included in the protocol

No or insufficient signs of respiratory
tract infection

Serious underlying disease

Infection with Pseudomonas sp.

Infection with Serratia sp.

Discontinued due to side effects

Symptoms improved by previous other
antibiotics

NS

Deviation from protocol

Concurrent use of other anti-
biotics or corticosteroids

Dosage insufficient

Dosage insufficient and
severe hepatic disorder

Other antibiotics given prior
to study entry

Total

19

23 24

Table 4. Reasons for exclusion from the assessment of safety

Reason

Ss

Se A, x° test

Diagnosis not included in the protocol

1

0 0

Serious underlying disease

2

3 4

Concurrent use of other antibiotics
or corticosteroids

NS

Dosage insufficient

Total

ThHho72DIzxtl, AEE(5/T) TIX71.4%ThH -1z,
MR B4 - 72 Streptococcus pneumoniae |3 Sy Bf

(17/17¥), SeB¥ (12/12¢k), A, Bt (11/11%F) L&
HEKL 7z,

—%, 77 Lkt EiTh Branhamella catarrhalis 1353
BEvkD Dl > 72 b DD Sy BE (2/28K), Se B (1/18K),
AE (1/1%) &t L etk L, Klebsiella
Dprneumoniae T2 S BF (5/T¥K), A B (5/8¥k) TH-
ReDIZHTL, SeBEND SERIZLSTHIMEL 72, DREROBE

DEH - 72 Haemophilus influenzae T3 S, BE(12/12
), SeBf (12/128k) & 100%NIEKRETH - =iz
L, ABETI385.7% (12/148F) Th-72, WTFhool
DEERFIZE T L ISBEICETNEIZZH S Nch >
72

7z, B-7 7 ¥ ~>—EELRE L MR FEBIR MR
Table 10icRL 72, B-7 7 F>—+REEREICOWTIL
8K TRIETE, ENI b B-7 7 5 ~>—BEEEK
13208k (24.1%) £ 2%, B DEIL g-F 75~
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Table 5. Backgrounds of patients
S Ss | A
D No. of Statisti-
rug o. of cases cal test
102 101 95
S Male 64 60 54 P=0.6979
ex Female 38 41 4 NSY
<20 3 1 1 ot
20~29 6 4 2 inl
30~39 10 15 6 KW =5.9266
A 40~49 3 9 4 (P=0.0516)
ge 50~59 23 23 18 NS
60~69 27 16 27
70~79 21 30 30
=80 9 3 7
<40 11 8 15
Body d0~49 2 4 2 KW=0.2715
. 50~59 37 28 24
weight (P=0.8731)
(k) 60~69 23 17 23 NS?
270 1 7
Unknown 1 1 1
Underlying - 47 45 45 P=0.9249
disease + 55 56 50 NS»
Pre-treatment - 92 90 85 P=0.9672
with antibiotics + 10 11 10 NS®
Concomitant - 45 47 41 P=0.8859
drugs .t 57 54 54 NS
Mild 57 58 48 KW =0.9775
Severity Moderate 44 43 47 {P=0.6134)
Severe 1 0 0 NS®?
Medication 4f :; 1; ! g KW=0.4377
period (P=0.8034)
(days) 8~13 22 25 23 NS?
y 14 69 69 67 )
1) x®test: NS
2) H-test : NS

(BEREEWRE 12 I3EEERTH 12, B-T 7 92— %
EREERDBEINRET S, BE100% (3/38K), SeRE80%
(4/58K), A.3¥66.7% (8/128F) TH ", A Btnik%k
HHRRRAED - 12 L DD I FENEIIZH LN Y
o7,
6. &t
1) &WeH
ABHREPICRBLL 2EWERD S b, BRI L DB
HEDTBETE LWL N% Table 11127/ 72, BWER

BT S, 76.0% (7/11684), S¢2E6.6% (8/12141),
ABE5.4% (6/11281) L W oBTLEEC, 3B
HEOEIBH LN h -7z, TURWERAORESII &8
ELRBUCEMDT LV L X—ERT, EBLLNIA
Liehrotz, B

2) R ERE

RBRHH & DBSEMS TR TE UV ERRAERER
B4 % Table 1212k 72,

FUREEEN ISR L LTSO8 %, S-GOT, S-GPT
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Table 6. Initial signs and symptoms
S$s | s« | A
Drug No. of cases Statistical
test
102 101 95
<37 21 20 18 _
Body temperature 37—<38 41 38 40 l((:.:ogngf)z
C) 38— <39 30 s1 28 NS®
39— 10 12 9
- 4 3 6 KW =0.5447
Cough + 56 60 46 (P=0.7616)
" 42 38 43 NS®
- 1 6 8 -
Sputum + a2 8 a1 oo ooazs
(volume) +* 36 39 37 NS
#* 13 8 9
- 21 20 18 —
Sputum M a 38 40 ’((E‘,V_B%':fff
(property) PM 30 31 28 —N'S,,
P 10 12 9
- 66 69 56 KW =1.4834
Dyspnea + 31 23 32 (P=0.4763)
# 5 9 7 NS®»
. - 75 66 59 P=0.2185
Chest pain + 27 34 36 NS»
- 36 34 31 KW =0.4496
Rales + 42 50 52 (P=0.7987)
+ 24 17 12 NS?
: - 91 95 89 P=0.4972
Dehydration + 10 6 6 NS»
. - 92 93 89 P=0.7913
Cyanosis + 9 8 6 NS»
PaO, (mmHg) G0 <80 10 13 14 l((er-?é??g?
: g 40— <60 9 8 6 “NE»
<40 1 0 2
<49 25 29 28 P=0.1909
PaCO, (mmHg) 250 4 1 1 NS»
s—<12 o % 33 Kw=0.5597
t] =
WBC(x10*/m) 12— <20 27 pd 22 (P 13'53?59)
=20 6 5 6
20— <40 26 31 19 KW =8.4789
ESR (mm/hr) 20— <60 1o 19 18 (P=(‘)I -0144)
=60 41 31 46
- 4 2 4 KW =0.8088
CRP +— 38 38 28 (P=0.6674)
m 53 53 54 Ns?»
1 2 0 3
2 10 7 4
3 15 13 9
s 21 18 S KW =7.0830
X-ray 6 5 5 9 (P=0.0290)
* 4)
7 0 1 1
8 0 0 0
9 0 0 0
10 0 0 0
1) x?test : NS
2) H-test : NS
3) H-test : % (P<0.05)
Scheffé : S, : A, x*=8.471(P=0.014) »

4)

H-test : * (P<0.05)

Scheffé : S, : A,

x°=6.071(P=0.042) *
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100 oA -
,r/o’/
- 80t ‘,..‘N‘t:':::—f--""
g e A
8 60 AT P ~
4 ”/' Vel e’
I A" g, : o—=o SBT-ABPC
3 40 ‘:’,’ »* e--- ABPC H test
§ s s T i%};éABPC A:C:E NS
20} /1 B:D:F NS
' A, : ™ SBT-ABPC
‘' w---8 ABPC
“:IC (wg/mb | <011 0.2 {0.39|0.78 | 1.56 | 3.13 | 6.25 [ 12.5] 25 | 50 | 100 | 2200 Total
2 T 3 1 12 1
o |[3BTABFC | (50.0) ©66.7)|(79.2)|(83.2)|(87.5)(95.7)| (100 2
* 12 2 1 2 2 1 2 2
B| ABPC |5, 0)|(58.2)|(62.5)(70.7) (79.2)|(83.2) 91.7) (100 u
6 1 1 7 4 2 1 2
s C [SBT-ABPC| (55.0) | (29.2) | (33.3) | 62.5) | (79.2)| (87.5) | 91.7)| (100) %
¢ 8 5 3 1 1 1 1 4
D| ABPC |35 g) (54.2)|(66.7)| (70.8) | (75.0) | (79.2) | 83.3) (100) A
8 | 21 251 461 211
A E |SBT-ABPC| 96.7) | (33.3)| 40.0)|(56.7) | (70.0) | (90.0) | (96.7) | (100) 30
‘ F| ABPC 8 5 2 1 3 4 2 1 3 1 20
26.7)|(43.3)|(50.0)|(53.3) 63.3)|(76.7)1(83.3)|(86.7) | (96.7) | (100

Fig. 2. MIC distribution of causative organisms (10¢ cells/ml)

Table 7. MICS of SBT+ABPC against organisms
resistant to ABPC

MIC (ug/ml)
Organism
ABPC SBT-ABPC

H.influenzae 50 1.56
n 100 3.13
K.pneumoniae 25 6.25
V] 25 6.25
n 25 3.13

n 50 12.5

Vj 50 12.5
n 50 3.13

/] 50 12.5
Vi 50 6.25
n 50 6.25

K.oxytoca 50 12.5
A.calcoaceticus 50 3.13

NERTH 1205 IBHNORBUEICHENERZD
LY, FINHREBEOEEIIEETSH), L
TihdH b3R5 L, FOHICIERICELZ,

3) ARt

BFREOHERH (Table 1) (=& > THEL-AHH
% Table 13i=5RL 72, [HH LR RRII SR
I2HWT S, B¥78.3% (47/6081), S,8$84.1% (53/63
Bl), A B¥87.5%(49/5661) TH", S,BH-IL S
ABEDORE D > 105, HSIERIRBHC BV TIE S,
B¥82.6%(38/4661), Se2¥76.9% (30/39%). A, B£75.6
% (31/41B)) &, #ic S, BOHHR0EVHREY T
L7z WIuc L TU K TORRIEIE S, 878.7%, S
BE79.8%, A B82.5% L Wb - 720 IHMI-AENE
I3BDHLNLeh -T2,

* ®

Sulbactam (SBT) |3 &#3E{lEHBELET S -777
P ENTHIICHEAL, FNEEREETS, LA
A>T, B-7 77— & VKR E T TRIEL
5\ -7 7 % 1BITH - T sulbactam NHELETF T
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Table 9. Bacteriological response (classified by strain)
S. S. At
Causative organisms | eradi. [ de- un- |eradi- | de- un- |eradi-| de- un. | Total
cated | creased | changed | cated | creased | changed | cated | creased | changed
S. aureus 2 5 5 2 14
8 S. pneumoniae 17 12 11 40
O | B-Streptococcus 1 1 ‘ 2
sub-total 20 18 16 2 56
B. catarrhalis 2 1 1 4
E. cols 2 1 3
K. pneumoniae 5 1 1 5 5 3 20
K. oxytoca 1 1 1 3
K. ozaenae 1 1
E. cloacae 1 1
azl E. aerogenes 1 1
O | P. mirabilis 1 1 2
P. cepacia . 1 1
H. influenzae 12 12 12 2 38
A. calcoaceticus 1 1
Acinetobacter sp. 1 1
sub-total 20 1 2 18 7 23 5 76
8 | Bacteroides 1 1
g Peptostreptococcus 1 1 2
[}
g sub-total 1 2 3
Total 41 1 2 36 7 41 7 135
Eradication rate (%) 41/44(93.2) 36/43 (83.7) 41/48(85.4)
x*test : NS
Table 10. Bacteriological response (classified by g-lactamase)
Drug Composition
B-lactamase Ss Se Al . Total -. %
. ; 3/3 4/5 8/12 15/20
High producer (100) (80.0) (66.7) (75.0) u.1
1/3 0/3 3/4 4/10
Low producer (33.3) 0 (75.0) (40.0) 12.0
19/20 16/17 16/16 51/53
Non producer (95.0) (94.1) (100) 96.2) | 63.9
23/26 20/25 27/32 70/83
Total (88.5) (80.0) (84.4) (84.3)

( ) : % Eradication rate
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Table 11. Side effects

Side effects S S A, x° test
Eruption 3 1 4
Drug eruption 1
Skin eruption 1
Itchingwheals 1
Eruption*joint pain 1 1
Eczema 1 NS
Drug fever
Eruption+drug fever 1
Vascular pain 1
Diarrhoea*melaena
Stomach discomfort 1
Incidence (%) 7/116(6.0) 8/121(6.6) 6/112(5.4) NS
Table 12. Abnormal laboratory findings

Abnormal Ss Se A,

laborato! : ? test

ﬁndingsry a'l‘;"o(:n‘:s::a::‘; /'no. of measured cases x
RBC i 1/112( 0.9) 0/115( 0 ) 0/108( 0 )
Hb l 1/112( 0.9) 0/115( 0 ) 0/108( 0 )
Ht ! 1/111( 0.9) 0/115( 0 ) 0/106( 0 )
WBC ! 1/113( 0.9) 1/119( 0.8) 2/111( 1.8)
Eosino t 9/114( 7.9) 12/116(10.3) 10/106( 9.4) NS
S-GOT 1 12/110(10.9) 10/111( 9.0) 8/105( 7.6)
S-GPT t 15/110(13.6) 12/111(10.8) 11/105(10.5)
Alp t 2/108( 1.9) 2/109( 1.8) 0/101( 0 )
Total bilirubin 1 2/ 96( 2.1) 1/ 98( 1.0) 0/ 87(0 )
BUN t 1/109( 0.9) 0/111( 0 ) 0/106( 0 )

( ) : % Incidence

i B-779>—wic L aRiGEERN, HENELRFT
&3,
ZORBIZE I, ZhF TI cefoperazone
(CPZ) LSBT #1: 10#AICEAL 22 EHA
(CPZ/SBT) # & U ampicillin (ABPC) & SBT %
BENLTHFIIREA S0 (sultamicillin) A€
1143 (AR

ABPC [3MIR2BHREMENERIC KA I N, TNERAN
Y FUBE TV 72hf, EFER= ) F—EEEIC &
SEMEREOMIIHERE NS & 5 1L >TLK KB

F—ERF L L GRIREN ML L o0 dh 2 8¢
»5,

BRI, Zn& ) UBKERT 2, ABPCic, it
N p-775>—HERSBT #2 | 1 TREA L7124
FOMHRIHE AT AR L L TORBLIESLS &
LTREE N,

ZEEKRC L B HEERIE, #83 SBT - ABPC
1.58X2/HE (S:8) BLU3EX2,/HE (Se&)
BIUNIRE ABPC28 X 2 /HE (AR Nt 3T
frbsz, *ERIEIC ABPC £:8RL 727i3, SBT-
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Table 13. Usefulness
Total Usefulness
Diagnosis Drug no. of very slightly H-test
cases useful useful useful uscless
2 45 6 7
S 60 (78.3%)
Pulmonary 1 [ 49 6 4 KW=1.9325
parenchymal Se 63 (84.1%) (P=0.3805)
infections . NS
A 56 2 | 47 5 2
‘ (87.5%)
0 38 3 5
. S. 46 0,
f':et;;)i:::ory 0 = ‘166) 30 5 4 KW =0.33
tract S % (76.9%) (p=1.8437)
infections 1 : 30 6 4
A i (75.6%)
s, 9 o | o 0 2
Oth 0 0 0 0
RTIY S 2 ! -
A, 0 o | o 0 2
2 | 83 9 14
Ss 108 (78.7%)
n ] 79 1 10 KW=0.9165
Total Se 104 (19.8%) (P=0.6324)
3 '] 77 11 6 NS
Ad 9 (82.5%)

1) Mycoplasmal pneumonia or atypical pneumonia

ABPC ¥l —K 73 TH D ABPC 2 xBBEL L T
ety L2k, ABPCiz SBT #EALE
P EBCFHELRS L EZ SN L TH B,

BRA S NEFIOERET 3 BEHE Tl ik 5 5tass
O - AR b, RIMEICBWTEEENEH LN

(H#S5E P<0.05), 72, Scheffé »SEEEIZ &
STLSEEE ABMICERENDENED LN I2H

(Scheffé i : P<0.05), A BTi3 S, B H~HKRik
BN TSI S, B - PEEFAESIV D Uh -1
2 EEZ L, FRC X BFTREEDSmIZ BV
T, IBMIcERRIESLN(HREP: <0.05), 3
72, Scheffé T S, # & ABMICHFENEIEHLN
725%(Scheffé i | P<0.05), S;BHZ SHNEV L DHe
N ABHCSEOBC L S BENT W
leHEEZ LN,

ARIAENEETTHESI B L O X BAMNE S8 Br %
(ZFNTWBEVHIEES, BRUEN LT, BB
VL OAFNCIER L v, ©L A, Wi BRkss

LIGHR R BV TR L DFEZEDKE VI PIEREE
HEICBRLARICHME NG Z LB B, LIzd
T INHRENIRE %N 737 2 — 5 — DL
BIOBHNBORER, BRICIIBAEL AT XETH S,

ERBRBERNEHILUTNAT L ThHho1=. T bbb,
Bitige - FfLARAE +5 & UMM SUERRSTE |1~ 03 & BRERRIER:
YA THEL 12384, NINEBRSBIUEAERICE S
HENCTIUIBWTY, KBG, B3 LI1280~90%
DEEREAIBLNTEHY) SHEICEENZII -
72, 72, FikME, AR X REEOBEEESHIZEED
R H A LMD T, L5k Mantel-Haenszel 352 & )
1R HERRSHRIC AR Y RIZL B et L, =
DEREFEMEL 72 L TOBRRIRIC ST H I
ICHEZRED LN 512, 202 EH LERRATN
ICPIPE Syt -7 T (e VAR NV F &% (!
A
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3 IBMICAETROELBH UL ST,

-7 2 F—iEEE WIE LIk 5 5, WEE
BRI, S, B3I %A 3BR(100%6), Se#¥5#RH
45 (80%) LBEETH 1D, A BTIZ12%F
8t (67%) IZ®E Uo7, L L, WTNOBTY
-7 7 9 —RERERIDBTH Y, LihsT,
LB 5 sulbactam BEAD L
WAEEER LS THLMICT 2 LIz 512,

BN S 5, HMIERRBIEIT S, 8#6.0%, S, &
6.6% AB¥5.4% & 3L LIJZFESNRIETH»
12 3 7= ELBWERLERDS penicillin RESITLIFLIT
BRANLIRBULEMTVAX—HERTH 12,

Sz rh b, BHERARBNFERIY ampicillin i2
»Hoz L Ez LN, sulbactam #NNz L 2EFHRANOBWER
FERORBLCRBFN LRI L L e EZ L5,

37, BRREMEREORBPIC BT LB
B %, S-GOT, S-GPT LA TH N IHMICRIE
B L TAEER LT, '

37, INLOBMRREMBRENEERL, WIniLE
BETH"), BeE5hibigh s\ 3ERRTHIC2HIE L
RMICIERICEL 72,

BeERIh R & e 2 B L T N A AMSHTIIC ©
WTASE, FREN FTIBMICERENER -1,
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Z0EHE L TUTDS 25081582,
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FEICIRY, EEFIUI1FINATH-722k, 2) HEE
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NI b, EEMEERKIZ200 (24.1%) L SUur o122k,
3) EE®EICx3 5 ABPCHMb L tf, Th & sul-
bactam & NESH| SBT - ABPC » MIC 2Bl TE,
Z A % LB L 724558, ABPC Rtk % % 5T
WieZk, Lk HFLNG,

BT o, ZABRTEHINTERNEIZS
pneumoniae 1 & U° H.influenzae % FKHEH & T 28
hEETHY), Lrd ABPCREEICLBLNEEL
LTz, L7z T, ABPC BUh T4 7cibBBhR %
RET %, SBT HENHEC Db 1 (, BHEREE
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—%, ZOLBRRRTRIREN/: ABPC ) MIC A¢
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A multi-center double-blind three-group comparison study of sulbactam-ampicillin (SBT+ ABPC) vs. ampicillin
(ABPC) was performed to evaluate their efficacy, safety and usefulness in the treament of patients with
respiratory tract infections.

The clinical efficacy rated by Investigators’ Judgment Committee was compared among three dosage groups
of 3g SBT-ABPC, 6 g SBT-ABPC and 4g ABPC. In the patients with pulmonary parenchymal infections, the
efficacy rate was 82.5%, 92.1% and 94.6%, respectively. In chronic respiratory tract infections, that rate was 86.
7%, 81.6% and 82.19%, respectively. All of these three groups showed excellent efficacy rates, and there were no
significant differences among them.

The bacterial eradication rate was 93.2%, 83.7% and 85.4%,respectively,suggesting that there were no signifi-
cant differences in the bacteriological efficacy among the three dosage groups. The MICs, determined at a central
laboratory, indicated that almost all the strains were sensitive to SBT-ABPC and many to ABPC alone. The
MICs of ABPC were 25 ug/ml and above against 13 strains, whereas those of SBT - ABPC were 2-to 5-fold lower.

All dosage groups exhibited high usefulness rates with a low incidence of side effects and parameter abnormal-
ities in laboratory tests, suggesting no significant differences in safety and usefulness.

The results obtained in this study indicate that SBT:ABPC is useful in the treatment of patients with
respiratory tract infections.



