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Table 1. Period of examination

Time of examination . Period of examination
Pilot Feb. 1994~Mar. 1994
1st Apr. 1994~Mar. 1995
2nd Apr. 1995~Mar. 1996
3rd Apr. 1996~Mar. 1997
Collected cases from
case cards

(17,872 cases)

Ineligible cases
(117 cases)
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10.03% (492 $1/4,907 ), 8.89% (518 $1/5,827 #1),

Eligible cases
(17,755 cases)

Ineligible cases of
safety evaluation
(7 cases)

Safety evaluation
(17,748 cases)

R Cases
Intradermal test with Carbenin® 1
was positive
Identical cases 2
Over the period of examination 114
Reasons Cases
There is no safety criterion from 7
attending physician
Only the first consultation 1
Not implementing clinical 1
examination after administration
Death due to aggravation of underlying 5
disease and infectious di

Fig.1. Flow chart on the subject of cases.
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Table 2. No. of cases in the safety evaluation according to indications
No. of cases
. in the safety
Disease groups Diseases
oo evaluation
lQplil o ~ lo 615
Sepais * Infective endocarditis
P infective endocarditis o ] 17
erysipelas - N L 52
Superficial pyogenic disease cellulitis L 222
lymphangitis 38
anal abscess 68
superficial secondary infection (trauma * ambustion * operative wound ete. ) 71
Surgical and orthopedic infection
myelitis 46
arthritis 40
pharyngolaryngeal inflammation (Pharyngolaryngeal abscess) 126
acute bronchitis 835
tonsillitis (around inflammation - around abscess) 329
chronic bronchitis 237
Respiratory system infection bronchiectasis (time of infection) 249
secondary infection with chronic respiratory disease 1,233
pneumonia 4,681
lung suppuration 137
pyothorax 178
pyelonephritis 1,364
cystitis
Urogenital infection
prostatitis 434
epididymitis 258
choloecystitis 193
Hepatic and bile duct infection cholangitis 176
lever abscess 45
peritonitis 585
Peritonitis - Pelvic peritonitis - Ivi .
Douglas’ abscess pelvic peritonitis 206
Douglas’ abscess 25
adnexitis 102
intrauterine infecti
Gynecologic infection on 154
parametritis 105
bartholinitis 17
Meningitis meningitis 126
orbital infection 3
Ophthalmologic infection
panophthalmitis (including endphthalmitis) 2
otitis media 159
Otorhinolaryngologic infection sinusitis 201
purulent sialadenitis 85
infl tion of j
Dental and oral surgical infection Aneon oaw 345
cellulitis around jaw 375
Other infection 450
C lex i i
omplex infection 715
Total

17,748
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Table 8. Incidence of adverse reactions according to time of examination
L No. of medical i
Time of examination . oo ) . No. of cases with Incidence of adverse
institution examined No.of cases examined adverse reactions reactions (%)
Pilot 286 1,064 104 8.93
18t 730 4,907 492 10. 08
2nd 812 8,827 518 8.89
Srd 754 8,850 544 9.30
Total 1,758 17,748 1,658 9.34
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Table 4-1. Incidence of adverse reactions according to patient profile
No. of cases :ru, :;u"z ln:‘::::.d Btatistica!
Item examined (%) reactions | reactions (%) analysis
male 10,676 (59.6) 1,100 10.4 ]P<0.001
Sex female 7.172 (40.4) 558 7.8
0- 1 872 (2.1) 33 8.9 I
2- 3 222 ( 1.3) 11 8.0
4-165 503 ( 2.8) 43 8.5
16-20 3689 ( 2.0) 27 7.8
21-30 1,144 ( 6.6) 82 7.2
31-40 1,036 ( 6.8) 108 10.4 P=0.043
Ago (oars) 41-60 1,470 (8.3) 129 8.7
51-60 2,311 (13.0) 44 10.6
61-70 3,708 (20.9) 351 9.6
71-80 3,990 (22.5) 406 10.2
81- 2,613 (14.7) 223 8.5 -
unknown 13 (0.1) 1 7.1
inpatient 16,516 (83.1) 1,608 9.7 5
outpatient 949 ( 6.3 36 3.8 P<0.001
Hospitalization status
inpatient and outpatient 283 ( 1.6) 16 6.7 =
unknown 1 (0.0 0.0
1-3 7,834 (44.1) 686 8.8 B
Period between onsetof | 4 _5 4,099 (23.1) 434 10.6 | |P<o0.001
infection and start of
Carbenin® adminstration 8- 3,509 (19.8) 378 10.8 =
unknown 2,306 (13.0) 160 7.0
mild 2,831 (16.0) 206 7.2 ]
Severity of infection moderate 10,996 (62.0) 997 9.1 P<0.001
severe 3,876 (21.8) 451 11.6 -
unknown 45 ( 0.3) 5 11.1
acute infection 13,948 (78.68) 1,335 9.6 B
Type of infections disease chronic infection 1,143 ( 6.4) 83 7.3 P=0.032
chronic exacerbation 2,576 (14.5) 234 9.1 B
unknown 81 ( 0.5) 6 7.4
sepsis * infective endocarditis 1,532 ( 8.6) 154 10.1 j
superficial pyogenic disease 309 (1.7) 20 6.5
surgical and orthopedic infection 1,122 ( 6.3) 68 6.1
respiratoty system infection 8,005 (45.1) 894 11.2
urogenital infection 2,711 (16.3) 237 8.7
hepatic and bile duct infection 414 ( 2.3) 16 8.9
peritonitis * pelvic peritonitis
Disease groups Douglas’ abscess 816 (46 % 67 P<0.001
gynecologic infection 378 (2.1) 26 6.9
meningitis 126 ( 0.7) 23 18.3
ophthalmologic infection 5 ( 0.0 0 0.0
otorhinolaryngologic infection 445 ( 2.5) 10 2.2
dental and oral surgical infection 720 ( 4.1) 36 5.0
other infection 450 ( 2.5) 41 9.1
complex infection 715 ( 4.0) 78 10.9 1
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Table 4-2. Incidence of adverse reactions according to patient profile
Tom No. of cases No. ofcases | Incidence of Statistical
\ with adverse adverse .
examined (%) ) . analysis
reactions | reactions (%)
absent 7,752 (48.7) 468 8.0
| p<0.001
present 9,996 (68.3) 1,180 11.9
antibiotic 4,310 (28.1) 533 12.4 P<0.001
chemotherapeutic agent
(excluding antibiotic) 1,459 ( 7.8) 203 13.9 P<0.001
Concomitant with drug carcinostatic substance agent 240 ( 1.9) 36 15.0 P=0.002
central nervous system agent 2,046 (11.0) 251 12.3 P<0.001
cardiovascular drug 1,966 (10.5) 256 13.0 P<0.001
drug for respiratory system 2,066 (11.0) 261 12.7 P<0.001
gastrointestinal drug 1,736 ( 9.3) 239 13.8 P<0.001
drug for disturbed metabolism 257 ( 1.4) 37 14.4 P=0.005
others 4,589 (24.6) 582 12.7 P<0.001
abeent 12,846 (72.4) 1,154 9.0
Concurrent treatment ] P=0.008
present 4,902 (27.6) 504 10.3
absent 5,483 (30.9) 395 7.2
] P<0.001
present 12,265 (69.1) 1,263 10.3
hepatic disease 1,434 ( 8.3) 184 12.8 P<0.001
renal disease 1,058 ( 6.2) 103 9.7 P=0.650
Underlying deseases hemic disease 1,096 ( 6.4) 149 13.6 P<0.001
cardiac disease 1,199 ( 7.0) 134 11.2 P=0.024
brain organic difease 2,352 (13.7) 237 10.1 P=0.189
malignant tumor 4,166 (24.2) 402 9.6 P=0.435
others 5,880 (34.2) 639 10.9 P=0.001
absent 17,268 (97.3) 1,576 9.1
:I P<0.001
Drug allergy present 468 ( 2.6) 76 16.2
unknown 12 ( 0.1) 6 50.0
absent 17,301 (97.5) 1,593 9.2
] P<0.001
Other allergy present 435 ( 2.5) 60 13.8
unknown 12 (0.1) 5 41.7
=<0.25 46 ( 0.3) 3 6.5
0.25 < =0.5 1,129 ( 6.4) 68 6.0
0.5 < =10 14,108 (79.5) 1,290 9.1
Maximum daily dose (g) P<0.001
1.0 < =15 473 ( 2.7) 53 11.2
1.5 < =20 1,934 (10.9) 239 12.4
2.1 < 58 ( 0.3) 5 8.6
Total 17,748 (100) 1,658 9.3
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Table 6 1. Multivarinte unalysis uccording putient profile -
— — ' Logstie ! ;;/7‘
e rogrosrion | Odds ratw confidence
a nnnlvn- l B wtervgl
vdTnmlu ] 1< 0.001 i 1.00
Sex lemnle S . - B o- Z{, _‘0_.70-0.01
- 0 In 100
16 40 -I 1.81 L16-1L91
Age (years) 41 60 - unknown ' 10.001 1 1.63 1.26-2.10
61 HO ‘ 1.4 L11-1.80
Hl- | L N
T ) ipatient * unknown 1.00 -
Hospitalization status outputient - <0001 0.37 0.26-0.53
o mpuhvu_nLu_l}il outpatient ) *__:’___ 4 ~_0_.bb_ B _'9-,_3:_5 -0.93
1-3 | 1.00
Period between onset of infection and Carbenim 417 -| < 0.001 g 1.16 1.01-1.32
adminstration (days) 8 J ' .12 0.9% 1.9
|umkaown . o os-om
mild B 1.00
Severity of infection moderate - unknown J P-0.038 é 1.16 1.00-1.38
severe R 1. % __1_96 “L8
B acute infection N
Type of infection disease chronic infection P+0.169 -
chronic exacerbation » Vunknown v :]__ A jq
gepsis - infective endocarditis —1 l 1.00 -
superficial pyogenic disease —] Y; 0.79 0.47-131
surgical and orthopedic infection 0.50 0.586-110
respiratory system infcection 1.46 1.19-1.7
urogenital infection 1.34 1.05-1.71
hepatic and bile duct infection 0.49 0.28-0.84
Disease groups penwm'..iu " pelvie pertonitis - P<0.001 0.90 0.64-1.¢
Douglas” abscess
gynecologic infection 1.18 0.75-1.86
meningitis 2.79 1.69-4.60
otorhinolaryngologic infection 0.35 0.18-0.66
dental and oral surgical infection 0.57 0.38-0.57
opthalmologic infection - other infection 1.12 0.77-1.6
complex mfe_ctlon = 1.28 0.95-L74
e s abw nt 1.00
antiblotic L present ] P<0.001 1.43 1.27-1.62
other antibacterial agent absent ] P=0.004 1.00
present : ’ 1.29 1.09-1.53
. . absent
carcinostatic resent ] P=0. 108 -
central nervous absent ! 1.00
system agent - oresent ] P<0.001 a8 -
Cor?comitant cardiovascular drug o absent
with drug present ] P=0.414 -
drug for respiratory system absent ‘ P =0, 188 _
present - ' I
gastrointestinal drug absent T ‘Wl; =0.002
present - °
drug for disturbed metabolism absent -
present _ P=0.589 -
others absent q 1.00
present 1~‘ p<0.001 1.40 1.25-1.58
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Table 5-2. Multivariate analysis according to patient profile
Logistic 96%
Item regression 0Odds ratio confidence
analysis interval
Concurrent treatment absent ] P=0.046 1.00
present 1.14 1.02-1.29
hepatic disease absent ] P=0.003 1.00 .
present 1.30 1.09-1.54
renal disease absent - - -
present
bsent . -
hemic disease absen :l P=0.016 1.00
present 1.28 1.04-1.56
Underlying . . absent
diseases cardiac disease present ] P=0.454 - -
bsent
brain organic disease absen ] P=0.788 - =
present
. absent
malignant tumor :| - - -
present
absent
others :I P=0.082 - -
present
absent - unknown . 1.00 -
Drug allergy :l P<0.001
present 1.63 1.26-2.12
absent * unknown 1.00 -
Otbher allergy ] P=0.012
present 1.49 1.12-1.99
Table 6. Multivariate analysis according to maximum daily dose
Logistic 95%
Item regression Odds ratio confidence
analysis interval
=0.5 1.00 -
. 0.5 < =10 1.13 0.86-1.48
Maximum daily dose (g) P=0.036
1.0 < =1.5 1.31 0.88-1.94
1.5 < 1.39 1.02-1.88
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Table 7. Result of multivariate analysis with safety

Items Category
Sex (female) 7.8% <  (male) 10.4%
~18 < 81~ < 16~40 < 41~80
Age (yesrs) 7.9%  B8.5%  8.6%  9.8%
outpatient < inpatient and outpatient < inpatient
Hospitalization status 3.8% 5.1% 0.7%

Period between onset of infection and
Carbenin® adminstration

(~3days) 8.8%< (4days~) 10.7%

Severity of infection (Mild) 7.2%< (Moderate - Bevere) 9.7%
(hepatic and bile duct infection, otorhinolaryngologic infection,
dental and oral surgical infection) 3.9%
A
(superficial pyogenic disease, surgical and orthopedic infection,
peritonitis - pelvic peritonitis - douglas’ abscess) 6.4%
A
Disease groups (sepsis - infective endocarditis, gynecologic infection, other infection - opthalmologic infection,
complex infection) 9.7%
A
(respiratory system infection, urogenital infection) 10.6%
A
(meningitis) 18.3%
antibiotic (absent) 8.4%< (present) 12.4%
chemotherapeutic agent
. 9% < .
(excluding antibiotic) (absent) 8.9 (present) 13.9%
Concomitant
with drug central nervous <
system agent (absent) 9.0%< (present) 12.3%
gastrointestinal drug (absent) 8.9%< (present) 13.8%
others (absent) 8.2%< (present) 12.7%
Concurrent treatment (absent) 9.0%< (present) 10.3%
Hepatic disease (absent) 9.0%< (present) 12.8%
Hemic disease (absent) 9.1%< (present) 13.6%
Drug allergy (absent) 9.1%< (present) 16.2%
Other allergy (absent) 9.2%< (present) 13.8%
Maximum daily dose (~1.0g) 8.9% < (1.1~1.5g 11.2% < (1.6g~) 12.3% -

Table 8. Incidence of adverse reactions according to patient profile and 95% confidence interval

No. of cases Incidence of
No. of cases confi
Item . o with adverse adverse 95% dence
examined (%) . interval
reactions reactions (%)
1- 3 17,748 (100) 286 1.6 1.4-18
4- 6 16,427 (92.6) -
Period between strat of Carbenin® 522 3.2 2.9-3.4
adminstration and appearance of 7- 9 11,100 (62.5) 417 3.8 3.4-4.1
adverse reactions (days) 10-12 5,604 (31.6) 170 3.0 2.6-3.5
13-15 3,352 (18.9) 112 3.3 2.7-3.9
16— 1,983 (11.2) 151 7.6 6.4-8.8
Total 17,748 (100) 1,658 9.3
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Table 9-1. List of adverse reactions

Sumatt
S::):‘:;e lurveilln:; Total
study
No. of medical institutions 535 1,758 2,293
No. of cases examined 2,611 17,748 20, 359
No. of patients with adverse reactions 443 1,658 2,101
No. of adverse reactions 739 2,658 8,397
Incidence rate of patients with adverse reactions 16.97% 9.34% 10.32%
Sum at the Sum .n t the
Kind of adverse reaction approval surveillance Total
study
cases (%) cases (%) cases (%)
Skin and appendages disorders 25 (0.96) 127 (0.72) 152 (0.765)
Eruption rash 19 (0.73) 89 (0.50) 108 (0.58)
Eczema - 1 (0.01) 1 (0.01)
Papule - 4 (0.02) 4 (0.02)
Toxicoderma - 3 (0.02) 3 (0.02)
Drug eruption - 8 (0.05) 8 (0.04)
Itching 4 (0.15) 9 (0.05) 13 (0.06)
Urticaria 2 (0.08) 7 (0.04) 9 (0.04)
Rash like urticaria - 1 (0.01) 1 (0.01)
Erythema 1 (0.04) 9 (0.05) 10 (0.05)
Rash erythema - 2 (0.02) 2 (0.01)
Wheals - 3 (0.02) 3 (0.02)
Musculo—skeletal system disorders 2 (0.08) 0 (0.00) 2 (0.01)
Arthralgia 1 (0.04) - 1 (0.01)
Lumbago 1 (0.04) - 1 (0.01)
Central and peripheral nervous system disorders 3 (0.11) 9 (0.05) 12 (0.06)
Headache 2 (0.08) 2 (0.01) 4 (0.02)
Dullness of headache 2 (0.08) - 2 (0.01)
Convulsions - 6 (0.03) 6 (0.03)
Consciousness disturbed - 1 (0.01) 1 (0.01)
Fevered extremities - 1 (0.01) 1 (0.01)
Autonomic nervous system disorders 2 (0.08) 5 (0.03) 7 (0.08)
Redness 2 (0.08) 5 (0.03) 7 (0.03)
Special senses other, disorders 2 (0.08) 1 (0.01) 3 (0.02)
Taste bitter 1 (0.04) - 1 (0.01)
Hyperopia 1 (0.04) - 1 (0.01)
Taste abnormality - 1 (0.01) 1 (0.01)
Psychiatric disorders 1 (0.04) 0 (0.00) 1 (0.01)
Insomnia 1 (0.04) - 1 (0.01)
Gastrointestinal system disorders 42 (1.61) 86 (0.48) 128 (0.63)
Diarrhea 22 (0.84) 41 (0.23) 63 (0.31)
Loose stool 2 (0.08) 1 (0.01) 3 (0.02)
Tarry stool - 1 (0.01) 1 (0.01)
Watery stool - 4 (0.02) 4 (0.02)
Pseudomembranous colitis - 4 (0.02) 4 (0.02)
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Table 8-2. List of adverse reactions

Sum at the
Bum at the surveillance Total
Kind of adverse reaction approval study
cases (%) cases (%) cases (%)
- - - 2 (0.01) 2 (0.01)
Nausea 11 (0.43) 18 (0.11) 29 (0.18)
Vomiting 10 (0.38) 6 (0.03) 16 (0.08)
Vomiturition 5 (0.08) 5 (0.03)
Stomach discomfort - 2 (0.01) 2 (0.01)
Abdominal pain - 4 (0.02) 4 (0.02)
Anorexia 8 (0.11) 6 (0.03) 8 (0.04)
Mouth dryness - 1 (0.01) 1 (0.01)
Esophagitis - 1 (0.01) 1 (0.01
Stomatitis 1 (0.04) 7 (0.04) 8 (0.04)
Glossitis - 2 (0.01) 2 ©.01)
Hiocup - 1 (0.01) 1 (0.01
Abdominal discomfort - 1 (0.01) 1 (0.01)
Hepatic and biliary system disorders 207 (7.88) 973 (5.48) | 1,180 (B.80)
Hepatopathy - 35 (0.20) 38 (0.17)
Hepatic function abnormal - 241 (1.36) 241 (L18)
Hepatic function aggravated - 7 (0.04) 7 (0.03)
Hepatitis - 1 (0.01) 1 (0.01)
Jaundice 2 (0.08) 4 (0.02) 6 (0.03)
S-GOT increased 146 (5.55) 463 (2.58) 598 (2.94)
S-GPT increased 154 (5.90) 491 (2.77) 645 (3.17)
Y-GPT increased 28 (1.07) 140 (0.79) 168 (0.83)
LAP increased 12 (0.46) 26 (0.15) 38 (0.19)
Serum transaminase increased - 16 (0.09) 16 (0.08)
Hepatic enzymes increased - 5 (0.03) 5 (0.02)
Total bilirubin increased 7 (0.27) 33 (0.19) 40 (0.20)
Direct bilirubin increased 1 (0.04) 1 (0.01) 2 (0.01)
Direct bilirubin decreased 1 (0.04) - 1 (0.01)
Urobilinuria 4 (0.15) 4 (0.02) 8 (0.04)
Bilirubinuria - 1 (0.01) 1 (0.01)
Metabolic and nutritional disorders 64 (2.45) 279 (1.57) 343 (1.68)
ALP increased 35 (1.34) 160 (0.90) 196 (0.96)
LDH increased 25 (0.96) 139 (0.78) 164 (0.81)
Serum chloride decreased 2 (0.08) - 2 (0.01)
Serum potassium increased 6 (0.23) 1 (0.01) 7 (0.08)
Serum potassium decreased 1 (0.04) - 1 (0.01)
Serum sodium decreased 4 (0.16) 2 (0.01) 6 (0.08)
Amylase increased 1 (0.04) 1 (0.01) 2 (0.01)
Electrolyte abnormality - 1 (0.01) 1 (0.01)
Gout aggravated - 1 (0.01) 1 (0.01)
CPK increased - 1 (0.01) 1 (0.01)
Cardiovascular disorders, general 1 (0.04) 3 (0.02) 4 (0.02)
Shock 1 0.04) - 1 .00
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Table 8-8. List of adverse reactions

Sum at the Sum 'n t the
Kind of adverse reaction approval surveillance Total
study

cases (%) cases (%) cases (%)
Shock like syndrome - 1 (0.01) 1 (0.01)
CRP increased - 2 (0.01) 2 (0.01)
Cardiac rate and rhythm disorders 1 (0.04) 0 1 (0.01)
Heart pounding 1 (0.04) - 1 (0.01)
Respiratory system disorders 0 7 (0.04) 7 (0.08)
Pulmonary infiltration 2 (0.01) 2 (0.01)
Dyspnea - 1 (0.01) 1 (0.01)
Nasal obstruction - 1 (0.01) 1 (0.01)
Chest x-ray abnormal - 1 (0.01) 1 (0.01)
Pulmonary interstitial shadow - 1 (0.01) 1 (0.01)
Interstitial pneumonia - 2 (0.01) 2 (0.01)
Red blood cell disorders 10 (0.38) 96 (0.54) 106 (0.52)
Anemia - 51 (0.29) 51 (0.25)
RBC decreased 8 (0.31) 27 (0.15) 36 (0.17)
Hemoglobin decreased 8 (0.31) 32 (0.18) 40 (0.20)
Hematocrit value decreased 7 (0.27) 16 (0.09) 23 (0.11)
Pancytopenia - 2 (0.01) 2 (0.01)
Autoimmune hemolytic anemia - 1 (0.01) 1 (0.01)
Direct Coombs test positive 1 (0.04) - 1 (0.01)
White blood cell and RES disorders 100 (3.83) 214 (1.21) 314 (1.54)
Leucopenia 9 (0.37) 53 (0.30) 62 (0.31)
Leucosytosis - 10 (0.06) 10 (0.05)
Basophilia 6 (0.23) 6 (0.03) 12 (0.06)
Eosinophilia 82 (3.14) 133 (0.75) 215 (1.06)
Neutrophilia 1 (0.04) 2 (0.01) 3 (0.02)
Neutropenia 2 (0.08) 5 (0.03) 7 (0.03)
Lymphocytosis 2 (0.08) 1 (0.01) 3 (0.02)
Lymphopenia 3 (0.11) 3 (0.02) 6 (0.03)
Monocytosis 2 (0.08) 7 (0.04) 9 (0.04)
Monocytopenia 1 (0.04) 1 (0.01) 2 (0.01)
Myelocytosis 1 (0.04) - 1 (0.01)
WBC classification abnormal - 1 (0.01) 1 (0.01)
Agranulocytosis - 1 (0.01) 1 (0.01)
Granulocytopenia - 3 (0.02) 3 (0.02)
Platelet, bleeding and clotting disorders 42 (1.61) 92 (0.52) 134 (0.66)
Thrombocytosis 33 (1.26) 56 (0.32) 89 (0.44)
Thrombocytopenia 7 (0.27) 35 (0.20) 42 (0.21)
Prothrombin increased 1 (0.04) - 1 (0.01)
Prothrombin decreased 1 (0.04) - 1 (0.01)
Prothrombin time prolongation - 2 (0.01) 2 (0.01)
Uropeietic system disorders 25 (0.96) 123 (0.69) 148 (0.73)
Acute renal failure - 3 (0.02) 3 (0.02)
Renal failure aggravated - 1 (0.01) 1 (0.01)
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Table 8—4. List of adverse reactions
Sum at the
Sum at the surveillance Total
Kind of adverse reaction approval study

cases (%) cases (%) cases (%)
Nephropathy - 4 (0.02) 4 (0,02)
Renal function abnormal = 15 (0.08) 15 (0.07)
BUN increased 9 (0.84) 64 (0.36) 73 (0.36)
BUN decreased 2 (0.08) - 2 (0.01)
NAG increased 8 (0.31) - 8 (0.04)
Creatinine blood increased 5 (0.19) 38 (0.21) 43 (0.21)
Creatinine blood decreased - 1 (0.01) 1 (0.01)
Creatinine clearance decreased 4 (0.18) - 4 (0.02)
Brmicroglobulin increased 4 (0.15) - 4 (0.02)
Albuminuria 1 (0.04) 9 (0.056) 10 (0.08)
Urinary sediment  (RBC) 8 (0.11) - 3 (0.02)
Urinary sediment (WBC) 1 (0.01) - 1 (0.01)
Urinary test abnormal - 1 (0.01) 1 (0.01)
Hematuria microscopic - 2 (0.01) 2 (0.01)
Cylindruria - 1 (0.01) 1 (0.01)
Irritable bladder - 1 (0.01) 1 (0.01)
Pollakiuria - 1 (0.01) 1 (0.01)
Oliguria - 1 (0.01) 1 (0.01)
Body as a whole-general disorders 9 (0.34) 32 (0.18) 41 (0.20)
Hydrosarca 1 (0.04) 1 (0.01) 1 (0.01)
Edema of face - 1 (0.01) 1 (0.01)
Swelling of face - 1 (0.01) 1 (0.01)
Swelling of limb - 1 (0.01) 1 (0.01)
Fever 7 (0.27) 18 (0.10) 25 (0.12)
Burning fever 1 (0.04) - 1 (0.01)
Chest pain 1 (0.04) - 1 (0.01)
Feeling bad - 2 (0.01) 2 (0.01)
Drug concentration decreased - 3 (0.02) 3 (0.02)
Fatigability generalized - 1 (0.01) 1 (0.01)
Feeling of pressure chest - 2 (0.01) 2 (0.01)
Facial flush - 2 (0.01) 2 (0.01)
Resistance mechanism disorders 1 (0.04) 3 (0.02) 4 (0.02)
Candida stomatitis - 1 (0.01) 1 (0.01)
Pharyngeal discomfort 1 (0.04) - 1 (0.01)
Microbial substitution - 2 (0.01) 2 (0.01)
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Discussion on the safety of panipenem/betamipron according to
postmarketing surveillance

—From the 6 th(4 th Annual)Periodical Report on Safety—

Medical Information Department I and II, Sankyo Co., Ltd.

We conducted a drug use evaluation study on Carbenin® according to the “Guidelines on the Testing
Methods for Evaluating the Use of New Drug Products, etc. in Applying for Drug Reexamination”, based on
the Revised GPMSP issued April 1994. Our study was conducted using the repeated testing method under
actual treatment conditions. This drug use evaluation was made over a period of about 3 years lasting until
March 1997, including the pilot study that started in February 1994. Among the 17,872 cases reports
collected, we examined the 17,748 cases eligible for safety analysis, excluding the 124 cases disqualified
due to reasons such as their being recorded outside the designated time period. The resulting ADR
(including abnormal laboratory values) incidence was 9.34% (1,668 out of 17,748 cases), showing no
elevation tendency compared to the 16.97% (443 out of 2,611 cases) at the time of approval. Also, no
significant deviation was noted in the schematic proportions. Though both safety and efficacy were
examined in our study, we are reporting only the test results on safety because this drug is presently under
reexamination (October 1, 1993-September 30, 1999).



