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1
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analysis: 20
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analysis: 79

previous surgery:
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|_| No controls received from
5 1 site: 3

Unknown presence/absence of Event of CNSS unknown after
concomitant therapy: 15 cefoselis treatment: 76
Patients Patients
for matched case-control: analyzed for incidence:
10,233 10,174

Patients randomly sampled
for risk factor analysis: 480

Inpatients randomly sampled
for risk factor analysis: 195

Case 96
Control 384

Case 39
Control 156

Fig. 1.

Selection of study subjects. *The breakdown of 388 patients excluded from

evaluation is as follows (number of patients in parentheses): CRF retrieved without
contract (19); no signature of doctor in charge (18); administration out of official
investigation period (273); duplication (70); unknown medical report number or
gender (2); given by different administration route (2); unknown administration
period (2); uncertain occurrence of central nervous system symptoms (CNSS) by

duplicated mark (2).
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Table 1. Demographic and other background features of cases and controls—all patients

Case Control P-value”
Total 96 384
Gender male 49 196
female 47 188 p=1.000
Age(y) —-34 0 0
35-44 3 12
45-54 3 15
55-64 18 69
65-74 19 76
75-84 32 131
85-94 18 73
95— 3 8
median 76.0 76.0
Q-Q¥ 64.5-84.0 64.5-84.0 p=0.960"
min—-max 36-98 38-100
Status inpatient 88 264
outpatient 8 120 p<0.001
Body weight (kg) <30 0 2
30= <40 13 48
40= <50 30 114
50= <60 24 96
60= <70 13 64
70= <80 4 29
80= 0 4
unknown 12 27
median 48.2 53.0
Q—Qs 43.0-55.5 45.0-60.0 p=0.035"
min—-max 31-75 28-85
Underlying discase yes 93 287
or complication no 3 96 p<0.001
unknown 0 1
central nervous system disorder es 43 126
g o 53 258 p=0.032
central nervous system symptoms yes 30 84 _
no 66 300 p=0.061
others yes 89 241
no 7 141 p<0.001
unknown 0 2
History of central yes 15 29
nervous system no 80 348 p=0.028
disorder or symptoms unknown 1 7
central nervous system disorder es 7 11
g o 89 373 p=0.065
central nervous system symptoms yes 10 21 _
no 86 363 p=0.101
medication responsible yes 1 0
no 13 29 p=0.326
unknown 2 7
Diagnosis systemic infection 11 15
dermatological infection 2 13
surgical infection 0 6
orthopedic infection 1 2
respiratory infection 49 248
urinary tract infection 15 42
biliary tract infection 4 14
intraperitoneal infection 1 8
gynecological infection 0 0
suppurative meningitis 0 1
ophthalmological infection 0 2
otorhinolaryngological infection 0 5
dental or oral infection 0 0
prophylaxis of infection 8 29
intestinal infection 1 4
others 11 9
Department internal 86 344
b other 10 40 p=1.000

“P—values without notes were based on Fisher’s exact test for 2x2 table
"Based on Wilcoxon rank—sum test
“Qu: Ist quartile; Qs: 3rd quartile



VOL.50 NO.10 Cefoselis @ HAKfRERE IR FE BUIR I B 3 2§ AL 735
Table 2. Demographic and other background features of cases and controls—all inpatients with
no dialysis or renal failure but with measurement or estimate of Ccer
Case Control P—value”
Total 39 156
Gender male 17 68 _
female 22 88 p=1.000
Age(y) -34 0 0
35-44 1 4
45-54 0 4
55-64 3 8
65-74 6 24
75-84 18 75
85-94 10 41
95— 1 0
median 80.0 80.0
Q—Q¥ 71.0-86.0 71.0-85.0 p=0.889"
min-max 42-98 43-93
Body weight (kg) <30 0 2
30= <40 6 40
40= <50 16 54
50= <60 8 37
60= <70 6 18
70= <80 3 5
80= 0 0
median 45.0 45.0
Q—Qs 40.1-56.0 38.1-55.0 p=0.498"
min—-max 31-75 28-75
Underlying discase yes 38 141 _
or complication no 1 15 p=0.203
central nervous system disorder yes 16 67 _
no 23 89 p=0.858
central nervous system symptoms yes 14 49 _
no 25 107 p=0.702
others es 36 116
v 5 40 p=0.017
History of central yes 9
nervous system no 34 145 p=0.164
disorder or symptoms unknown 0 2
central nervous system disorder yes 2 _
no 36 154 p=0.056
central nervous system symptoms yes 2 8 _
no 37 148 p=1.000
medication responsible yes 1] 1]
no 5 9
unknown 0 2
Diagnosis systemic infection 6 11
dermatological infection 2 4
surgical infection 0 2
orthopedic infection 0 0
respiratory infection 19 90
urinary tract infection 7 20
biliary tract infection 1 7
intraperitoneal infection 0 3
gynecological infection 0 0
suppurative meningitis 0 0
ophthalmological infection 0 0
otorhinolaryngological infection 0 1
dental or oral infection 0 0
prophylaxis of infection 4 20
intestinal infection 0 0
others 2 3
Department internal 34 136 _
other 5 20 p=1.000

“P—values without notes were based on Fisher’s exact test for 2x2 table
“Based on Wilcoxon rank—sum test
“Qu: Ist quartile; Qs: 3rd quartile
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Table 3. Status of renal function in cases and controls—all patients
Case Control P-value”
Total 96 384
Dialysi 1 46 15
ia ys1.s or rena yes <0.001
failure no 50 369
Renal failure yes 46 15
<0.001
no 50 369 P
Dialysi 35 6
ialysis yes p<0.001
no 61 378
Renal tests before yes 91 307 p<0.001
cefoselis no 5 77
administration Cr(mg/dL) with measurement 90 294
median 2.05 0.80
Q-QY 1.00-7. 00 0.60-1.10 p<0.001"
min—-max 0.4-13.9 0.2-12.1
no measurement 6 90
BUN (mg/dL) with measurement 89 298
median 35.0 17.1
Qi-Qs 19.0-57.8 12.8-22.7 p<0.001"
min—-max 6-125 6-113
no measurement 7 86
Cer? with measurement or estimate 79 277
(mL/min) median 17.3 51.1
Q—Qs 8.6-40.5 34.8-70.1 p<0.001"
min—-max 3-167 5-217
unavailable 17 107
Renal disorder yes 73 207
no 6 70 p<0.001
unknown 17 107
severity severe 50 50
moderate 12 86
<0.001"
mild 1 71 P
no disorder 6 70

“P-values without notes were based on Fisher’s exact test for 2x2 table

"Based on Wilcoxon rank—sum test

YEstimates according to formula by Cockceroft, et al.” were used for those without measurement

YQu:1st quartile; Q::3rd quartile

2 B HH U 7ER] &I, 2h2h 39 i, 156
BlcH -7 (Fig. 1o
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HARRRE RS - SEIROBEA R ICBI L C, JEBI & xR
WA AR BeAs (p<0.15), TRUSADORKET-IC
B L Cid, RHUMIIRD SN h ol B - BAEDN
%% < Cer OUEME F 7213 HEE M D B 5 ABEEH 2 5 Hh
M L728613 (Table 2), A fRFEREE - e % B < 2k
BEBH - B OHES & OISR E O BEAEEICBI L C,
FER & it RO BHICA B 25580 7z (p<0.15),
FER) & 0t IIC B U 2 B RE D IRE % Tables 8, 4 IR
L7zo @4 56075 &Rt & 5t B % filith L 72356 1& (Table
3), TRTCOHHICE L TER &3O IS A ZAED

RO (p<0.001), EH - BALED R Cer Dl
M E 723 WO D B ABEEEH» S i L7261
(Table 4), i CricBI L T &, FEH &I OMIC
BEBAEDED LN (p<0.05),

KRN OFGARIIZDWTIE, EF5-H1H 556 & xR
A L7285413 (Table5), 1 MG REB IO 1 HiX
GRIMEF O R AR L D ERICE o728 (p<0.05),
BHE - BAED R L Cor DB F 723 HEEMDOD 5
ABEEE D S L7241 (Table6), 1 H¥ES58E0D
HIEBIDOTT AR E W A EIZE o7z (p<0.05), F 7z,
BERISEHR B X ORI, APG-61h SR & ot iR %
i L7238 (Table 7), FEFIO S AR X b AL
%o 7208 (p<0.05), EW - BALD % { Cer Ol
M F 723 WO D B ABEEEH» S L7256
(Table 8), MEIZAEEEFRD SN LT,



VOL.50 NO.10 Cefoselis @ FF XA RE R FEBUIRIIC B § % i A

737

Table 4. Status of renal function in cases and controls—all inpatients with no dialysis
or renal failure but with measurement or estimate of Cer

Case Control P-value”
Total 39 156
Renal tests before Cr(mg/dL) with measurement 39 156
cefoselis median 0.85 0.80 b
.. . \ p=0.026
administration Q—QY 0.70-1. 40 0.60-1.00
min—-max 0.4-2.7 0.2-2.4
BUN (mg/dL) with measurement 37 155
median 19.0 17.0
Q—Qs 11.6-31.2 12.0-21.7 p=0.169"
min-max 6-64 4-71
no measurement 2 1
Cer? with measurement or estimate 39 156
(mL/min) median 39.0 46.5 N
p=0.113
Q—Qs 25.0-60.4 34.0-62.9
min—-max 10-167 14-168
Renal disorder yes 33 126 p=0.652
no 6 30
severity severe 13 29
moderate 10 57 ,
=0.220"
mild 10 40 P
no disorder 6 30
“P—values without notes were based on Fisher’s exact test for 2x2 table
"Based on Wilcoxon rank—sum test
“Estimates according to formula by Cockeroft, et al.”” were used for those without measurement
YQu: 1st quartile; Qs: 3rd quartile
Table 5. Dosage of cefoselis in cases and controls—all patients
Case Control P-value”
Dose (g) 0.5 5 15
0.5< =1.0 75 355
1.0< =2.0 15 14
2.0< 0 0
unknown 1 0
median 1.00 1.00
Q-Q) 1.00-1. 00 1.00-1. 00 p=0.003
min—-max 0.5-2.0 0.5-2.0
Daily dose (g) <0.5 0 2
0.5< =1.0 28 145
1.0< =2.0 57 232
2.0< =4.0 10 5
4.0< 0 0
unknown 1 0
median 2.00 2.00
Q—Qs 1.00-2.00 1.00-2.00 p=0.010
min—-max 1.0-4.0 0.5-4.0
Administration period (day) 1 2 55
2-17 65 218
8-14 23 85
15— 6 26
median 6.0 5.0
Q—Qs 4.0-8.5 3.0-8.0 p=0.127
min—-max 1-27 1-74

“Based on Wilcoxon rank—sum test
YQu: 1st quartile; Qs: 3rd quartile
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Table 6. Dosage of cefoselis in cases and controls—all inpatients with no dialysis or renal failure but with measurement or estimate of Ccr

Case Control P-value”
Dose (g) =0.5 3 8
0.5< =1.0 30 140
1.0< =2.0 6 8
2.0< 0 0
median 1.00 1.00
Q—Qy 1.00-1. 00 1.00-1. 00 p=0.225
min—-max 0.5-2.0 0.5-2.0
Daily dose (g) =0.5 0 1
0.5< =1.0 5 25
1.0< =2.0 28 126
2.0< =4.0 6 4
4.0< 0 0
median 2.00 2.00
Q—Qs 2.00-2.00 2.00-2.00 p=0.048
min—-max 1.0-4.0 0.5-4.0
Administration period (day) 1 0 2
2-7 26 86
8-14 11 48
15 2 20
median 6.0 7.0
Q—Qs 4.0-9.0 5.0-10.5 p=0.094
min—-max 2-17 1-28

“Based on Wilcoxon rank—sum test
YQu: 1st quartile; Qs: 3rd quartile

Table 7. Concomitant medication and combination therapy in cases and controls—all patients

Case Control P-value”
Concomitant yes 87 304 ~0.008
medication no 9 80 L
Combination therapy yes 26 65 p=0.029
no 70 319
radiotherapy 1 0
surgical operation 10 40
anesthesia 10 38
blood transfusion 14 14
others 9 15

“Based on Fisher’s exact test for 2x2 table

Table 8. Concomitant medication and combination therapy in cases and controls—all inpatients with
no dialysis or renal failure but with measurement or estimate of Ccr

Case Control P-value”
Concomitant yes 34 120
o p=0.192
medication no 5 36
Combination therapy yes 12 33 =0.208
no 27 123 P
radiotherapy 0 1
surgical operation 5 20
anesthesia 5 20
blood transfusion 8
others 4

“Based on Fisher’s exact test for 2x2 table
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2) VAZHF~OBEEF v
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95% fEFHIX f

Estimated incidence (%)

Estimated incidence (%)

nf:o
% 72, Table 10 1%, &N - BAEH % { Cer DMl 2
il F 72132 D H 2 ABEEE D S Hlih L7238 OREH]
EXRIRICBITFZ ) A7 HT (BHERERE) ~oMf - Fi

I, ThEh 231, 11.9~44.7 LFHHES BIBRERNZ/RL Tw b, BEF v X O Mantel-
Table 9. Frequency of dialysis or renal failure by gender and age in cases and controls—all patients
Age(y)
Dialysi 1
Gender VSIS OT Tena 64 65-74 75—
failure
case control case control case control
Male yes 15 3 8 2 4 4
no 3 69 3 42 16 76
Female yes 5 1 3 2 11 3
no 1 23 5 30 22 129
Table 10. Frequency of renal disorder by gender and age in cases and controls—all inpatients with no dialysis
or renal failure but with measurement or estimate of Cer
Age(y)
Gender Renal disorder —64 6574 75—
case control case control case control
Male yes 0 2 8 9 37
no 3 10 1 4 2 7
Female yes 1 3 3 6 18 70
no 0 1 0 6 0 2
20 . 20 .
Daily dose No renal disorder S Daily dose Mild renal disorder
—e—1g - —e—1g
15F T2 S15F "2
Tt 4g g Tt 4g
S
]
10 =10 [
°
3
< -
1 E 1 j' .
0 ..I-.A,J--_--_;L;—_—:.L—-':.;‘i'—” o 0 G _——_—;L'_’;L-— = e
-34 35-44 45-54 55-64 65-74 75-84 85-94 95- -34 35-44 45-54 55-64 65-74 75-84 85-94 95-
Age (y) Age (y)
20 20 r——x
Daily dose  Moderate renal disorder S Daily dose Severe renal disorder
—w g - —w1g
——-9 @ —e—-9
15+ 8 S 15+ 8
g 5 g
=]
g
10+ E10f
- g
2 .
ie < -
5 k J’ l ., ) l E 5 k . ] %/ i
- w Y e -
0 i—»-‘}l:ii;ﬂ—-- B Shalali ol ) | "; ;

-34 35-44 45-54 55-64 65-74 75-84 85-94 95-

Age (y)

-34 35-44 45-54 55-64 65-74 75-84 85-94 95-

Age (y)

Fig. 2. Estimated age— and daily—dose—specific incidence of adverse effects of cefoselis on central nervous system in
patients with no (upper left panel), mild (upper right panel), moderate (lower left panel), and severe (lower right
panel) renal disorder, excluding those with dialysis or renal failure. Estimation was based on logistic regression
analysis; each bar denotes a 95% confidence interval. The upper limit of the broken interval in the lower left panel
was 25.9 and those in the lower right panel from the left were 20.0, 26.9 and 37.7.
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Table 11. Incidence of central nervous system adverse effects by demographic and other background features

All patients Patients withe no dialysis or renal failure
number of .. 2 number of .. 2
.. incidence .. incidence
incidents incidents
Total 10,174 93 0.91(0.74-1.12) 9,879 48 0.49(0. 36-0.64)
Gender male 5,177 47 0.91(0.67-1.21) 4,998 21 0.42(0.26-0.64)
female 4,997 46 0.92(0.67-1.23) 4,881 27 0.55(0. 36-0. 80)
Age(y) -34 2,090 0 0(0-0.18) 2,083 0 0(0-0.18)
35-44 851 3 0.35(0.07-1.03) 845 1 0.12(0-0.66)
45-54 1,020 3 0.29(0.06-0.86) 1,002 0 0(0-0.37)
55-64 1,416 17 1.20(0.70-1.92) 1,361 3 0.22(0. 05-0. 64)
65-74 2,009 18 0.90(0.53-1.41) 1,950 7 0.36(0.14-0.74)
75-84 1,881 32 1.70(1.17-2.39) 1,801 22 1.22(0.77-1.84)
85-94 830 17 2.05(1.20-3. 26) 771 12 1.56(0.81-2.70)
95— 77 3 3.90(0.81-11.0) 66 3 4.55(0.95-12.71)
inpatient 6,292 85 1.85(1.08-1.67) 6,034 44 0.73(0.53-0.98)
Status outpatient 3,879 8 0.21(0.09-0.41) 3,842 4 0.10(0.03-0.27)
unknown 3 3
Weight (kg) <30 91 0 0(0-3.97) 90 0 0(0-4.02)
30=<40 657 12 1.83(0.95-3.17) 632 6 0.95(0. 35-2. 05)
40=<<50 2432 30 1.23(0.83-1.76) 2,341 19 0.81(0.49-1.26)
50=<60 3,107 22 0.71(0.44-1.07) 3,017 9 0.30(0.14-0.57)
60=<70 2,203 13 0.59(0.31-1.01) 2,166 7 0.32(0. 13-0. 66)
70=<80 780 4 0.51(0.14-1.31) 768 3 0.39(0.08-1.14)
80= 208 0 0(0-1.76) 206 0 0(0-1.77)
unknown 696 659
Underlying yes 6,833 90 1.32(1.06-1.62) 6,568 47 0.72(0.53-0.95)
disease or no 3,312 3 0.09(0.02-0.26) 3,283 1 0.03(0-0.17)
complication unknown 29 28
central nervous system yes 1,804 42 2.33(1.68-3.13) 1,693 22 1.30(0.82-1.96)
disorder no 8369 51 0.61(0.45-0.80) 8,185 26 0.32(0.21-0. 47)
unknown 1 1
central nervous system yes 1,323 29 2.19(1.47-3.13) 1,240 19 1.53(0.92-2.38)
symptoms no 8,847 64 0.72(0.56-0.92) 8,635 29 0.34(0.23-0.48)
unknown 4 4
others yes 6,088 86 1.41(1.13-1.74) 5,845 44 0.75(0.55-1.01)
no 4,054 7 0.17(0.07-0.36) 4,003 4 0.10(0. 03-0. 26)
unknown 32 31
History of yes 428 14 3.27(1.80-5.43) 394 6 1.52(0.56-3.28)
central no 9,684 78 0.81(0.64-1.00) 9,432 41 0.43(0.31-0.59)
nervous unknown 62 53
system " .opiral nervous system yes 209 7 3.35(1.36-6.78) 194 4 2.06(0.56-5.19)
dls"”dter O gisorder 1o 9965 86 0.86(0.69-1.06) 9,685 44 0.45(0. 33-0.61)
symproms central nervous system yes 274 9 3.28(1.51-6.14) 249 3 1.20(0.25-3.48)
symptoms no 9,900 84 0.85(0.68-1.05) 9,630 45 0.47(0.34-0.62)
medication responsible yes 2 0 0(0-84.2) 2 0 0(0-84.19)
no 424 13 3.07(1.64-5.19) 391 6 1.53(0.57-3.31)
unknown 64 54
Diagnosis systemic infection 217 11 5.07(2.56-8.89) 192 6 3.13(1.16-6.68)
dermatological infection 390 2 0.51(0.06-1.84) 385 2 0.52(0.06-1.86)
surgical infection 347 0 0(0-1.06) 341 0 0(0-1.08)
orthopedic infection 73 1 1.37(0.03-7.40) 70 0 0(0-5.13)
respiratory infection 5,325 46 0.86(0.63-1.15) 5,153 26 0.50(0.33-0.74)
urinary tract infection 817 15 1.84(1.03-3.01) 787 8 1.02(0.44-1.99)
biliary tract infection 216 4 1.85(0.51-4.67) 203 1 0.49(0.01-2.71)
intraperitoneal infection 148 1 0.68(0.02-3.71) 140 0 0(0-2.60)
gynecological infection 81 0 0(0-4.45) 78 0 0(0-4.62)
suppurative meningitis 15 0 0(0-21.8) 15 0 0(0-21. 80)
ophthalmological infection 81 0 0(0-4.45) 81 0 0(0-4.45)
otorhinolaryngological infection 159 0 0(0-2.29) 157 0 0(0-2.32)
dental or oral infection 83 0 0(0-4.35) 82 0 0(0—4. 40)
prophylaxis of infection 2,127 8 0.38(0.16-0.74) 2,105 4 0.19(0.05-0.49)
intestinal infection 174 1 0.57(0.01-3.16) 169 0 0(0-2.16)
others 168 11 6.55(3.31-11.4) 150 3 2.00(0.41-5.73)
Department internal 7,329 83 1.13(0.90-1.40) 7,069 43 0.61(0.44-0.82)
other 2,825 10 0.35(0.17-0.65) 2,793 5 0.18(0.06-0. 42)
unknown 20 17

2% (95% confidence interval)
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Table 12. Incidence of central nervous system adverse effects by renal function status
All patients
n number of incidents incidence®
Dialysis or renal yes 289 45 15.6(11.6-20.3)
failure no 9,879 48 0.49(0.36-0.64)
unknown 6
Renal failure yes 288 45 15.6(11.6-20.3)
no 9,880 48 0.49(0. 36-0.64)
unknown 6
Dialysis yes 74 34 46.0(34.3-57.9)
no 10,093 59 0.58(0.45-0.75)
unknown 7
Renal tests before yes 7,012 88 1.25(1.01-1.54)
cefoselis no 3,159
administration unknown 3 5 0.16(0.05-0.37)
Cr(mg/dL) <0.7 1,824 10 0.55(0.26-1.01)
0.7= <1.1 3,642 17 0.47(0.27-0.75)
1.1= <1.5 904 11 1.22(0.61-2.17)
1.5= <2.0 186 4 2.15(0.59-5.41)
2.0= 208 45 21.6(16.2-27.9)
no measurement 3,410
BUN (mg/dL) < 8 328 3 0.91(0.19-2.65)
8= <20 4,864 21 0.43(0.27-0. 66)
20= <30 1,140 14 1.23(0.67-2.05)
30= 526 48 9.13(6.81-11.9)
no measurement 3,316
Cer (mL/min) <10 68 23 33.8(22.8-46.3)
(estimate)” 10= <30 545 25 4.59(2.99-6.70)
30 <50 1,442 12 0.83(0.43-1.45)
50= <70 1,519 9 0.59(0.27-1.12)
70= 2,785 7 0.25(0.10-0.52)
unavailable 3,815
Renal disorder yes 3,574 69 1.93 (1. 51-2. 44)
no 2,785 7 0.25(0.10-0.52)
unknown 3,815
severity severe 613 48 7.83(5.83-10.3)
moderate 1,442 12 0.83(0.43-1.45)
mild 1,519 0.59(0.27-1.12)
no disorder 2,785 0.25(0.10-0.52)

Y% (95% confidence interval)

" According to formula by Cockeroft, et al”.

Haenszel #Efl & 95% REX X, €€ 1.5, 0.5
~5.1 LEtHE SN,

3. HURARRERENEH S B BE O RES

1) PARHREREIEH o SE B EE

AR BV O S BB 1k, &3 5-61 10, 174 B
LB - BARAEREERV 9,879 IO W TR L
7oo RIVEH Z BB & 5-% 10, 174 B 93 51 (0.91
%) T o720, EI - BAEEELHRNT 2L, 9,879
BIrp 48 1 (0.49%) TH - 72

TR AR REIE ] O FEBUBHEE 1X, &H5PICBW T,
BT - BAEREZBRWEEAIIBWTYH, Fiie ki

ARBICEAL (p<0.001), FEIFEWIZTEREL % 55
MiZdh -7 (p<0.01) (Table 11),

GBI BT 2 AR R EIE I FE 3 0 R hE 1
&% Table 12 |Z7R L7z WA R EIEH o FE BUSRE
X, &, BAEBLUBEHERELAETLIEFICIBY
THEIZHEL $p<0.001), FAEREREORENE
WIFEEEICE»- 72 (p<0.001),

ERGHNIBNTE, # - BAEBRE RIS
IZBWThH, 1 G EE IS, PIRMRREIER 0%
BHERAEREICEAL (p<0.001), 1H#ESEN2g
WA BEETIE, BHAHE X 147% D EThHo 72
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Table 13. Incidence of central nervous system adverse effects by dosage
All patients Patients with no dialysis or renal failure
number of L. N number of L. Y
n . incidents® n L incidents®
incidents incidents
Dose (g) <0.5 534 5 0.94(0.30-2.17) 512 3 0.59(0.12-1.70)
0.5< =1.0 8,874 73 0.82(0.65-1.03) 8,613 37 0.43(0.30-0.59)
1.o< =2. 765 14 1.83(1.00-3.05) 754 8 1.06(0.46-2.08)
2.0< 0 0
unknown 1 0
Daily dose (g) =0.5 213 0 0(0-1.72) 207 0 0(0-1.77)
0.5< =1.0 4,025 28 0.70(0.46-1.00) 3,924 8 0.20(0.09-0. 40)
1.0< =2.0 5,692 54 0.95(0.71-1.24) 5,508 32 0.58(0.40-0.82)
2.0< =4.0 239 10 4.18(2.02-7.56) 236 8 3.39(1.47-6.57)
4.0< 0 0
unknown 5 4
Administration 1 2,018 2 0.10(0.01-0. 36) 2,001 1 0.05(0-0.28)
period (day) 2-7 5,862 64 1.09(0.84-1.39) 5,686 33 0.58(0.40-0.81)
8-14 1,784 21 1.18(0.73-1.79) 1,710 12 0.70(0.36-1.22)
15— 499 6 1.20(0. 44-2. 60) 472 2 0.42(0.05-1.52)
unknown 11 10

Y% (95% confidence interval)

Table 14. Incidence of central nervous system adverse effects by concomitant medication and combination therapy
All patients Patients with no dialysis or renal failure
number of L , number of L. ,
n L incidents® n L incidents®
incidents incidents
Concomitant yes 8,050 84 1.04(0. 83-1. 29) 7,786 43 0.55(0. 40-0. 74)
medication no 2,106 9 0. 43(0.20-0. 81) 2,077 5 0.24(0. 08-0. 56)
unknown 18 16
Combination yes 3,266 24 0.73(0.47-1.09) 3,191 12 0.38(0.19-0.66)
therapy no 6,888 69 1.00(0.78-1.27) 6,671 36 0.54(0. 38-0. 75)
unknown 20 17
radiotherapy 26 1 3.85(0.10-19.6) 25 0 0(0-18.72)
surgical operation 2,825 10 0.35(0.17-0.65) 2,793 5 0.18(0.06-0.42)
anesthesia 2,657 10 0.38(0.18-0.69) 2,630 5 0.19(0.06-0. 44)
blood transfusion 321 13 4.05(2.17-6.83) 292 7 2.40(0.97-4.88)
others 321 8 2.49(1.08-4.85) 298 5 1.68(0.55-3.87)

2% (95% confidence interval)

(Table 13) . & 5-HIZB VT, HAMRSREIEH O %
BUEE L, BEREZMH L T2 BB BV TAHEILE
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Table 15.

Estimated incidence of central nervous system adverse effects by

age in patients with no renal disorder and with daily dose of 1.0 g

Age(y) Estimated incidence”
-34 0.013(0.0024-0. 068)
35-44 0.020(0. 0047-0. 082)
45-54 0. 030(0. 0086-0. 10)
55-64 0.045(0.015 —0.14)
65-74 0.069(0.023 —0.21)
75-84 0.11 (0.032 -0.35)
85-94 0.16 (0.041 —0.63)
95— 0.24 (0.049 -1.2)

Y% (95% confidence interval)

Table 16. Estimated odds ratios by daily dose and renal disorder
Factor Level Odds ratio”
Daily dose (g) 1.0 1v
2.0 3.9(1.8-8.6)
4.0 14.9(3.1-73.9)
Renal disorder no disorder” 1
mild 1.8(1.2-2.8)
moderate 3.2(1.4-7.8)
severe 5.7(1.6-21.7)

2% (95% confidence interval)
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YL FEENDH, TOMIZETFT VA SEHEE L
EFEBBUE 05593 12 & (IEML T3 (MR FRAIL 0.4
%)
3)
o
GPe 56110, 174 12B W, HHRMESREIER (1.
5. M) 12 93 #1(0.91%), HHiAREIRIE 139 6 (1.37
%) BREEENTA, WTRIZOWTD, ERRERIZER
BEE GR&), BkEE (AR, B, R, $EE -
BiAE7 2 CTdh o7z (Table 17),
Im. = =

MRS Z HET 2 -5 7 & 2 %31, ME I
T 5 BNBUESE 2 OR L TLREDPEHVEFBTH
2%, BEUEIR, - BEE, SiMgeEE, iRt
EREPOBVERORBT A EPMONT WS, i
XL LT 2 PRMREREWERICOWTIE, "=
YGDORKERGRA INRAL/TTATF UV ETH
HEINTWD, CFSLIE, #3728 ET 5
HEEMICmA, 2 F 20 Y #Hte 7 Py 3RE
(MRSA) ZxF LCHHmIGTEA ® <Y, F 724 oM
W3 2 B2 ORREMHER % 1998 SFDOFEH b
ML TW5H25 2000412 HF TORERKET
3T Cif AL 253 S, BAETDH, ity
G F 7 AR O BN 2 A T 5 MBS B iR
ELTHMMENIRETE 2K TH 5o FRME M TIEAR
FNCIEFEER RS X CHRRBO W BW T %

R AR R 35 KON CR R E IR o0 FEBLAR

EMOWTRETNERBIBEONTE LT, Bk
BT LBEIIOWTHOBRED L7 = 2R &L FBE, 4
ICHEIE W EEZ SN2, LaL, sl X I
CFSL F87e H &\ AR EH 2SR W TS & h
725

ZrIml SN L 72 AR IR FE BRI B 3 % AR AL,
CFSL e A S R - BimEL2 Iz Lo e
5 PR AR REIEH RO Y 2 7 WHT-D%EH & Z 05k
BHEZAET A2 L2 HMWE LT, AHIEHL»HRA
BEEEMEZRA L-H E TITWA SN 4,120 ik
DY L, REOWHIDIE S NI BT 5 %56 %
L MEARS T4 TICRET B L9, KIFTIERE4H)
AHEG72 5 e VB OEERETH 5,

THHRATEE T & 72 10, 641 BilIL, HEwEH5-H1% 21, 119
DRPERTH o 720 WEHGPBOKLERODETIED
o7z, HiRO L B EHFICHEL KL, #HE~D
WP E SN Do 2 ERFOMB 2 LHETATTS
PEERGEERE TER S A 2 &, WREARBRYEON 7 —%
WA T ADRAT A EZ2BIET 57200 THh%21To
720 WHETE oo 2B HIE, AR 14D LR
DOF—5 B WET HLRETH 2720, CFSLHHEH
ZIE T E SO BRI EE Y 2T 4
PEASNTWEPo772), BASNTWTHTF—FN
FTTICHIBR SR TV, VT ot HETH -
IR EICEBIDTHoT, S8, FHEFNLL
MO ANRY T4 TRERERT H54, SHEEOLE



744 H &b % 8 3 % & M Gt

OCT. 2002

Table 17.

Summary of central nervous system adverse effects and symptoms

observed in 10,174 patients treated by 1,227 institutions

Adverse effects” Symptoms
Number of patients with symptoms 93(0.91)" 139(1.387)
Number of symptoms 198 278
Breakdown of symptoms
Clouding of consciousness 53(0.52) 73(0.72)
Delirium 23(0.23) 28(0.28)
Convulsions 27(0.27) 37(0.36)
Tremor 23(0.23) 25(0.25)
Myoclonus 11(0.11) 11(0.11)
Confusion and excitement 20(0.20) 24(0.24)
Numbness 6(0.06) 8(0.08)
Hemiplegia 2(0.02) 7(0.07)
Dysarthria 4(0.04) 7(0.07)
Insomnia 6(0.06) 15(0.15)
Anxiety 4(0.04) 9(0.09)
Somnolence 9(0.09) 15(0.15)
Hypoactivity 4(0.04) 8(0.08)
Depression 0(0.00) 5(0.05)
Hallucination 6(0.06) 6(0.06)

YExcluding symptoms judged by doctors not to have causal relationship with

administration of cefoselis
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Fig. 3. Estimated age— and daily—dose—specific incidence of adverse effects on central nervous system due to standard
dosage of cefoselis in patients with no (upper left panel), mild (upper right panel), moderate (lower left panel),
and severe (lower right panel) renal disorder, excluding those with dialysis or renal failure. Estimation was based on
logistic regression analysis; each bar denotes a 95% confidence interval. The upper limit of the broken interval in the

lower right panel was 3.69.
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Adverse effects of cefoselis on the central nervous system: identification of risk factors
and estimation of incidence

Yoshisada Shibata”, Kazuhiko Nakayama®”, Megumi Yoshida”, Muneo Takiguchi®,
Yoji Shiogai®, Kazuhei Kurosawa”, Shigeru Shionoya”, Joe Matsuoka”,
Hisanori Horita” and Sadao Higuchi”

YDepartment of Radiation Epidemiology, Atomic Bomb Disease Institute, Nagasaki University
School of Medicine, 1-12-4 Sakamoto, Nagasaki 852-8523, Japan
?Department of Psychiatry, Jikei University School of Medicine

¥Development Division, Fujisawa Pharmaceutical Co., Ltd.

We retrospectively studied risk factors and incidence of adverse effects of cefoselis on the central nervous
system. Cefoselis is a broad—spectrum injectable antibiotic. Subjects were all patients treated with cefoselis
at 4, 120 institutions where cefoselis was delivered during 3 months from the date of initial marketing to
the day of the “Dear Dr.” letter announcement. Of these institutions, 1,254 took part in the investigation
and 10, 641 patients were enrolled in the study, with about half of the 21, 119 patients regarded as having
been treated with cefoselis over this period.

1. The case—control study on risk factors for adverse effects in the central nervous system indicated that
the Mantel-Haenszel estimate of the odds ratio of exposure to dialysis or renal failure was 23.1 (95%
confidential interval: 11.9-44.7), demonstrating that dialysis or renal failure was an obvious risk factor.
Another similar study on risk factors for renal disorder was conducted by excluding patients with dialysis
or renal failure, and indicated a Mantel-Haenszel estimate of the odds ratio of 1.5 (95% confidence
interval: 0.5-5.1), which was not statistically significant.

2. Adverse effects on the central nervous system were observed in 93 of the 10, 174 patients (0.91%),
while adverse effects were observed in 48 of the 9, 879 patients (0.49%) remaining after excluding patients
with dialysis or renal failure for whom the cefoselis use was contraindicated. Logistic regression analysis
showed 3 additional risk factors for adverse effects on the central nervous system: renal disorder severity,
age, and daily dose. We estimated the incidence of adverse effects using the logistic regression model with
these 3 factors for patients under 65 years old with cefoselis at the standard dosage, i.e., 1 g twice a day.
The estimated incidence varied as follows: 0.05-0.18% in patients without renal disorder, 0.09-0.31% in
those with mild renal disorder, 0.16-0.56% in those with moderate renal disorder, and 0.28-1.00% in those
with severe renal disorder. The incidence of adverse effects in patients aged 65 years or more was
estimated to vary as follows when cefoselis was administered at the initial standard dose for elderly
patients (0.5 g twice a day): 0.07-0.24% in patients without renal disorder, 0.12—0.44% in those with mild
renal disorder, 0.22-0.78% in those with moderate renal disorder, and 0.40-1.38% in those with severe
renal disorder.

3. Our results indicate that the incidence of adverse effects on the central nervous system due to
cefoselis varies with renal disorder severity, age, and daily dose. The dose of cefoselis should therefore be
determined based on renal disorder severity and patient age.



