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Total cases collected 5,801
Cases excluded from safety evaluation 35
Drug administration not started within
contract period 19
Discrepancy in entry between registration
form and case report 3
Duplicate cases 1
No follow-up 11
Lacking reliability in investigation
questionnaire 1

Cases evaluated for safety 5,766

Cases excluded from efficacy evaluation 66

Off-label use (disease not indicated) 59
Dosage unkown 7
Cases evaluated for efficacy 5,700

Cases excluded from
clinical efficacy evaluation 126

(Including cases with duplicated
reasons for exclusion)

Cases excluded from bacteriological
efficacy evaluation 5,093

No bacteriological examination 4,760
Infection-causing bacteria not isolated

Unassessable for clinical efficacy 84 157
No definite sign of infection 33 Off-label use (bacteria not indicated)
Evaluation results inconsistent with 108
sign of infection 10 Inappropriate timing of bacteriological
examination 58
Evaluation results inconsistent with
bacteriological data 10
Cases evaluated for clinical efficacy 5,674 | | Cases evalated for bacteriological efficacy 607

Off-label use (disease not indicated)
Preventive administration
Prostatitis
Urethritis for C. trachomatis
Acute parotitis
Acute enteritis
Pelvic peritonitis
Diverticulitis

a
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Others 64
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Table 1. Background of cases evaluated for safety
Ttem Category Crass % Item Category Cases %
Total cases examined 5,766 | 100.0 History of disease No 4,380 | 76.0
Gender Male 2497 | 433 Yes 1,308 | 227
Female 3269 | 56.7 Unknown B 14
Age (year) <16 251 4.4 Allergy No 5293 | 91.8
16 < to < 25 569 | 9.9 Yes 271 | 47
25 < to < 35 942 | 163 Unknown 22| 35
35 =to <45 687 | 11.9 Maximum daily dosage | = 200 125 2.2
45 <to < 55 786 | 136 | (m&) 200 < to < 225 84| 15
55 = to < 65 888 | 154 225 < to = 300 5496 | 95.3
65 = to < 75 887 | 154 300 < 54 0.9
75 = to < 85 569 9.9 Unknown 7 0.1
8 = 187| 32 Means = S.D. 208.1 + 26.6
Means = S.D. 49.3 = 21.0 Range 100-900
Range 6-101 Frequency of Once 4 0.1
Age group Children (< 16) 251 | 44 adm(limstfa'ﬂlon Twice 42| 25
er da;
Adult(16 < to < 65) | 3,872 | 67.2 || °O Three times 5593 | 97.0
Aged person (65 <) | 1,643 | 285 4 times or more 17 0.3
In/Outpatients In a7 | 83 Unknown 8| 01
Out 5,208 | 90.3 Not described 2 0.0
In © out 81 1.4 Duration of 1-3 411 7.1
administration (days)
Infection type Dermatological 653 | 11.3 v 46 2,054 | 443
Surgical 330 | 5.7 79 1,788 | 310
Respiratory 3,078 | 534 10-12 451 78
Urinary 910 | 15.8 13- 562 | 97
Gynecological 77 1.3 Mean += S.D. 74 £ 47
Ophthalmologic 33 0.6 Range 1-86
Otorhinolaryngological 502 8.7 -
Dental/oral surgical 124 2.2 Total dosage (mg) = 900 - 437 76
Others (off-label use) 59 1.0 900 < to = 1,800 2,576 | 447
1,800 < to = 2,700 1,744 | 30.2
Severity Mild 2,474 | 429 2700 < to < 3.600 459 8.0
Moderate 3,073 | 53.3 3.600 < 543 0.4
Severe 216 3.7 Unknown 7 0.1
Unknown 3 0.1
Mean = S.D. 2,185.1 + 1,412.7
Underlying No 4,049 | 70.2
disease/complications  |yag 1700 | 295 Range 225-25,800
Unknown 17 0.3 Concomitant drugs No 1,103 | 19.1
Yes 4,663 | 80.9
Concomitant No 5,048 87.5
treatments Yes 718 12.5
(3) FEEEIRH - GPHEDA I THEIZE P> 72
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Table 2. Adverse drug reactions
Studies conducted | 2-year investigation
before marketing after marketing Total
approval approval

No. of institutes investigated 271 951 1,185

No. of cases investigated 3,315 5,801 9,116

No. of cases evaluable for safety 3,207 5,766 8,973

No. of cases with ADRs 303 149 452

No. of occurrences of ADRs 427 181 608

Incidence of ADRs 9.45% 2.68% 5.04%

Types of ADRs No. of occurrences of ADRs (%)

Skin and appendages disorders 16 ( 0.50) 17 ( 0.29) 33 (037
Angioedema 1 (0.03) 0 1 (0.01)
Erythema 2 (0.06) 0 2 (0.02
Urticaria 3 (0.09) 1 (0.02) 4 (0.04)
Pruritus 2 ( 0.06) 4 (0.07) 6 ( 0.07)
Rash 9 (0.28) 13 ( 0.23) 22 ( 0.25)

Musculo-skeletal system disorders 3 (0.09 0 3 (0.03)
Aldolase increased 3 (0.09 0 3 (0.03)

Central and peripheral nervous system disorder 6 (0.19) 4 (0.07) 10 ( 0.11)

* Coldness 1 (0.03) 0 1 (0.01)
Headache 2 ( 0.06) 2 (0.03) 4 (0.04)
Numbness oral 1 (0.03) 0 1 (0.01)
Dizzines 2 ( 0.06) 3 ( 0.05) 5 ( 0.06)

Psychiatric disorders 1 (0.03) 1 (0.02) 2 (0.02)
Sleepiness 1 (0.03) 1 (0.02) 2 (0.02)

Gastrointestinal system disorders 88 ( 2.74) 65 ( 1.13) 153 ( 1.71)

* Gastritis 0 1 (0.02) 1 (0.01)
Nausea 10 ( 0.31) 3 (0.05) 13 ( 0.14)
Vomiting 4 (012) 2 (0.03) 6 (0.07)
Diarrhea 51 ( 1.59) 35 ( 0.61) 86 ( 0.96)
Cheilitis 0 1 (0.02) 1 (0.01)
Stomatitis 0 2 (0.03) 2 (0.02)
Oral dryness 2 (0.06) 1 (0.02) 3 (0.03)
Heartburn 2 (0.06) 0 2 (0.02)
Anorexia 3 (0.09 2 (0.03) 5 ( 0.06)
Abdominal pain 10 ( 0.31) 5 ( 0.09) 15 ( 0.17)
Stomach discomfort 10 ( 0.31) 6 ( 0.10) 16 ( 0.18)
Stomachache 6 (0.19) 8 (0.14) 14 ( 0.16)
Constipation 3 (0.09 0 3 (0.03)
Mucous stool 0 1 (0.02) 1 (0.01)

* Amylase increased 1 (0.03) 0 1 (0.01)
Gastrointestinal disorder 1 (0.03) 2 (0.03) 3 (0.03)

Liver and biliary system disorders 117 ( 3.65) 34 ( 0.59) 151 ( 1.68)
Hepatic function abnormal 0 16 ( 0.28) 16 ( 0.18)
AST (GOT) increased 77 ( 2.40) 12 ( 0.21) 89 ( 0.99)
ALT (GPT) increased 93 ( 2.90) 13 ( 0.23) 106 ( 1.18)
Bilirubinaemia 1 (0.03) 1 (002 2 (0.02)
y -GTP increased 3 ( 0.09) 1 (0.02) 4 (0.04)

Metabolic and nutritional disorders 37 ( 1.15) 4 (0.07) 41 ( 0.46)
AL-P increased 11 ( 0.34) 1 (0.02) 12 ( 0.13)
LDH increased 9 (0.28) 4 (0.07) 13 ( 0.14)
CK (CPK) increased 14 ( 0.44) 0 14 ( 0.16)
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Studies conducted | 2-year investigation
before marketing after marketing Total
approval approval
* Hyperkalaemia 2 (0.06) 0 2 (0.02)
* Sodium blood incresed 1 (0.03) 0 1 (0.01)
* Urine sugar positive 1 (0.03) 0 1 (0.0
Heart rate and rhythm disorders 0 1 (0.02) 1 (0.01)
* Palpitation 0 1 (0.02) 1 (0.01)
Vascular (Extracardiac) disorders 0 2 ( 0.03) 2 (0.02)
Redness 0 2 (0.03) 2 (0.02)
Respiratory system disorders 1 (0.03) 0 1 (0.01)
* Sputum expectoration 1 (0.03) 0 1 ( 0.01)
Red blood cell disorders 2 ( 0.06) 3 ( 0.05) 5 ( 0.06)
Anaemia 0 3 (0.05) 3 (0.03)
RBC decreased 1 (0.03) 0 1 (0.01)
Haematocrit value decreased 1 (0.03) 0 1 (0.01)
Haemoglobin decreased 2 (0.06) 0 2 (0.02)
White blood cell and RES disorders 51 ( 1.59) 17 ( 0.29) 68 ( 0.76)
Granulocytopenia 0 1 (0.02) 1 (0.0
Neutropenia 2 ( 0.06) 2 (0.03) 4 (0.04)
Eosinophilia 42 ( 1.31) 8 (0.14) 50 ( 0.56)
* Monocytosis 4 (012 0 4 (0.04)
Leucopenia 5 ( 0.16) 5 ( 0.09) 10 ( 0.11)
* Leucocytosis 0 2 (0.03) 2 (0.02)
* Lymphocytosis 1 (003 0 1 (0.01)
* WBC classification abnormal 0 1 (0.02) 1 (0.01)
Platelet, bleeding and clotting disorders 1 (0.03) 5 ( 0.09) 6 (0.07)
* Thrombocytosis 1 (0.03) 2 (0.03) 3 (0.03)
Thrombocytopenia 0 3 (0.05) 3 (0.03)
Urinary system disorders 15 ( 0.47) 4 (0.07) 19 ( 0.21)
Creatinine blood increased 1 (0.03) 1 (0.02) 2 (0.02)
Hematuria 2 ( 0.06) 0 2 (0.02)
Renal function abnormal 0 1 (0.02) 1 (0.01)
Albuminuria 3 (0.09) 0 3 (0.03)
* Urine abnormal 2 (0.06) 0 2 (0.02)
* Urinary incontinence 1 (0.03) 0 1 (0.01)
* Urine WBC increased 1 (003 0 1 (0.01)
BUN increased 10 ( 0.31) 3 (0.05) 13 ( 0.14)
Reproductive disorders, female 1 (0.03) 0 1 (0.01)
Labium majus pudendi 1 (0.03) 0 1 (0.01)
Labium majus pudendi redness 1 (0.03) 0 1 (0.01)
Body as a whole-general disorders 3 (0.09) 2 (0.03) 5 (0.06)
Fever 1 (0.03) 0 1 (0.01)
Malaise 2 (0.06) 0 2 (0.02)
Edema 0 1 (002 1 (0.01)
* Weakness 0 1 (0.02) 1 (0.01)
Resistance mechanism disorders 0 3 (0.05) 3 (0.03)
Superinfection 0 3 (0.05) 3 (0.03)

* : Unexpected from precautions described in the package insert

ADRs: adverse drug reactions

Incidence of ADRs % = No. of cases with ADRs/No. of cases evaluable for safety X 100
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Table 3. 2 cases with serious adverse drug reactions
Severe adverse drug reaction Hepatic function abnormal Neutropenia
Other adverse drug reactions — Leucopenia
Gender * Age Male - 85 year Female - 56 year
Disease Pneumonia Pneumonia
Severity Serious Moderate
Underlying disease/complications Renal function abnormal (BUN 33, Cr 0.9), Hepatitis C chronic, Leucopenia,
Gastric Carcinoma, Cancerous peritonitis Hyperlipaemia
Allergy — Rhinitis allergic
Daily dosage 100 mg X 3 times 100 mg X 3 times
Duration of administration 4 days 15 days
Consequence Agility Invariable
Major cause except CFPN-PI Piperacillin sodium, Leucopenia by hepatitis C chronic
Cefepime dihydrochloride etc.
Transition Day 9 after administration: Day 15:
AST (GOT) 164, ALT (GPT) 177 WBC 2,300
Day 13 after administration: Day 13 after administration:
AST 64, ALT 107 WBC 2,300
Day 52 after administration:
Readministration (4 days)
Day 62 after administration:
AST 40, ALT 20
Table 4. Days required for recovery from diarrhea
Days required for recovery from diarrhea *
0 1 2 3 4 5 6 7 8 9 19 Total
Drug administration discontinued 2 5 2 0 3 2 1 0 1 0 0 16
Drug administration continued 0 1 1 2 3 0 3 1 0 1 1 13

*: Discontinued: from day of discontinuation. Continued: from the of diarrhea onset
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Thotzo NEA 16D 65 i Aim) | TORIVERZEB
R 251% (97 B1/3,872 ) L ILEE L 74558, AEEIR
DENLDo T,

(g ] CHRBLLA50 6 (65 1) DRIVERO I 28
ERIROHIE, WAL RE 19 61 (20 1F) , I - B4R
BisE 1161 (14 fF), FUmEk - NREEs 6 6177 T
bHoto BIWEHOMERN TR, TH SN RLLL, X
WCHFHRESLH, AST (GOT) EAH-& 5 CTh - 72, HEIfE
OB 59 7, [WaEEE] 50, [EE] 14T
HoTzo
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Table 5. Incidence of adverse drug reactions by patient background

Item \ Category Incidence of ADRs % P

Total cases evaluated for safety 2.58 ( 149/ 5,766)

Gender Male 2.76 ( 69/ 2497) | pl = 0.4535
Female 245 ( 80/ 3,269)

Age (year) <16 080 ( 2/ 251) pl = 0.0236 *
16=<to<25 1.58 ( 9/ 569) |p2=0.0398*
25 <to < 35 297 ( 28/ 942) p3 = 0.0844
35 < to < 45 291 ( 20/ 687)
45 < to < 55 1.78 ( 14/ 786)
55 < to < 65 293 ( 26/ 888)
65 <to < 75 372 ( 33/ 887)
75 < to < 85 1.58 ( 9/ 569)
85 = 428 (8 187)

Age group Children (< 16) 080 ( 2/ 251) |pl=0.0975
Adult (16 < to < 65) 251 ( 97/ 3,872)
Aged person (= 65) 3.04 ( 50/ 1,643)

In/Outpatients in 461 ( 22/ 477) pl = 0.0002 *
Out 2.32 ( 121/ 5,208)
In © out 741 ( 6/ 81)

Infection type Dermatological 230 ( 15/ 653) pl = 0.2730
Surgical 091 (3 330
Respiratory 3.02 ( 93/ 3,078)
Urinary 231 ( 21/ 910)
Gynecological 000 (o 77)
Ophthalmologic 000 (0o 33
Otorhinolaryngological | 2.39 ( 12/ 502)
Dental/oral surgical 323 (4 124)
Others (off-label use) 1.69 (17 59

Severity Mild 2.63 ( 65/ 2474) | pl = 0.2986
Moderate 2.44 ( 75/ 3,073)
Severe 417 ( 9/ 216)
Unknown — (o 3)

Underlying disease/complications No 1.98 ( 80/ 4,049) pl < 0.0001 *
Yes 406 ( 69/ 1,700)
Unknown 000 (. o/ 17

History of disease No 2.10 ( 92/ 4,380) P1 < 0.0001 *
Yes 428 ( 56/ 1,308)
Unknown 1.28 ( 1/ 78)

Allergy No 2.40 ( 127/ 5,293) P1 = 0.0014 *
Yes 554 (- 15/ 271)
Unknown 347 (7 202)

Maximum daily dosage (mg) =< 200 080 ( 1/ 125) pl = 0.3710
200 < to < 225 238 ( 2/ 84)
225 < to = 300 2.66 ( 146/ 5,496)
300 < 000 ( 0/ 54)
Unknown — (o 7)

Frequency of administration per day Once —( 0/ 4) pl = 0.7109
Twice 141 (27 142)
Three times 2.63 ( 147/ 5,593)
4 times or more 0.00 ( 0/ 17)
Not described — (o 2)
Unknown — (o 8)

Duration of administration (days) 1-3 5.60 ( 23/ 411) pl = 0.0008 *
4-6 2.04 ( 52/ 2554) | p2 = 0.0003 *
79 2.46 ( 44/ 1,788) | p3 = 0.6089
10-12 333 ( 15/ 451)
13- 2.67 (__ 15/ 562)

Total dosage (mg) <900 526 ( 23/ 437) |pl = 0.0023*
900 < to =< 1,800 2.02 ( 52/ 2,576) p2 = 0.0009 *
1,800 < to = 2,700 252 ( 44/ 1,744) | p3 = 0.7687
2,700 < to = 3,600 327 ( 15/ 459)
3,600 < 276 ( 15/ 543)
Unknown — ( 0/ 7)

Concomitant drugs No 1.36 ( 15/ 1,103) pl = 0.0044 *
Yes 2.87 ( 134/ 4,663)

Concomitant treatment No 2.67 ( 135/ 5,048) pl = 0.2523
Yes 1.95 ( 14/ 718)

*:p <0.05

pl: x 2 test, p2: Goodness of fit test, p3: Cochran-Armitage test

ADRs: adverse drug reactions

Incidence of ADRs % = No. of cases with ADRs/No. of cases evaluable for safety X 100

U i it
LV 3,260 BITH 0, Z0 3 b -MEEF I 20 BT

Holze TNHDIFEGIZDOWT, kO REES X

A RO L RS 5 720 B 2 17 - 724
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Table 6. Incidence of adverse drug reactions by underlying disease/complications

Underlying disease/complications Category | Incidence of ADRs % (x leest)

Hepatic disorders No 2.43 (134/5,525) < 0.0001 *
Yes 6.88 ( 15/ 218)
Unknown 000 ( o/ 23

Renal disorders No 2.52 (142/5,635) 0.0095 *
Yes 654 ( 7/ 107)
Unknown 0.00 ( 0/ 24)

Blood abnormal No 2.48 (139/5,608) 0.0003 *
Yes 746 ( 10/ 134)
Unknown 0.00 ( 0/ 24)

Diarrhea No 2.54 (145/5,703) 0.0089 *
Yes 870 ( 4/ 46)
Unknown 0.00 ( 0o/ 17)

Others No 2.15 ( 92/4,288) 0.0003 *
Yes 3.87 ( 57/1,472)
Unknown —(C o 6

*p < 0.05

ADRs: adverse drug reactions

Incidence of ADRs % = No. of cases with ADRs/No. of cases evaluable for safety X 100

H, 20 Bl 4 BHE PRI SNERITH Y, FIfE
FFEBUEGNE e b5 720 $25-BAMGIRE IR T C db> - 72 fE )
F16HITHY, )b 1FFERGHEPHEL, T2, 160
IR 7 AR TREE L e dr o 72720, S0 RHE S
LA RNOFEBIIMHETE b oz HIRFRFORERE
MTE 14 B 1 BT, IR 40 B O 5 EFT I i
WYAMLA (BIBASE) AL, BN UM 2
Witr L7228, MAEROBEIIRD Sh Aotz HYE
filicknE, BEVAMLVAOERIZAHTHY, —B
HodbotEzon, KELOEEZLEZVH DOEEZDL
NEEDOZEThHoto SO 1HEKRL 136ITIE, WT
NHRHMK, HMAREDICERFEIREOON LD 57,

(4) EHREREEZAT LEE

BERERE 2 AT A BFIX 107 BITH Y, BIEHIREH
R 6.54% (TH/107B]) T o720 BFHEREREZ G L
2 WEE TORIWEHZEBIR 2.52% (142 61/5,635 6) & H
WL 7-A45 8, ERREREE A AT 2 BB CORITER#BIE
PHEBEICE Do 72, BRERELZ AT 2EHICRILL
TEORER 10 D 9 b, WRERREE XM 2 L7 F
=Y k5, BUN EA& 1 (B Thotzo 72, £
OREEE TEE] 1 FRERE) 2BE, winhd
(Bl <hy, BERTHEBLZEERZSH 6
Bl) THoz,

(5) NPHeREREZ A9 208

JFRERERE = 2 A 5 BFIE 218 BITH Y, BIEMFREH
T 6.88% (15 61/218 ) TH o720 FHEREEEL AL
e BE TORIWEMFEBIE 2.43% (134 B1/5,525 1) & It
BEL7-45 8, IHREREE A2 4 3 2 BB CORITER #B1%
PHEBEICE Do 72, R EEZ AT 2 BFITHIL

15 BIORWER 21 fED 9 B, i - IR REEIE 9 4 (7
Bl) THotze Tz, ZTOREI TEE] 14 GFHERR
), THEE] 1 G8), T8l 191 Th o7z,
3. Hxhtk

1) BRRRNH

I R S SR R SAE B 5,574 B2 35 1F B BB AT
DAENFIL 94.6% (5,275 B1/5,574 Bl) TH - 72

(1) B BRI R

PHEREB X OREN OB RZE % Table 8 12K T,
BB OA R EL, RIS GLEE T 100.0% (33
Bl/33 61 LHRbE L, DKV E RRHBURYE T D
90.9% (448 B1/493 B]) TH Y, WTNOEBFITBWT
b 90% LL 1T o 720 it AFHEIBUE S LIAY o 7 5B HRE
T, ARG COARIKRRE L D A REICE -
725

BB OARHIE, BYEIPRER RO KIEY: 88.0%
(191 B/217 B1), W%k 88.6% (117 Bi/132 ), T B S
2%78.6% (11 Bl/14 1), "H %£89.2% (239 #,/268 i)
R OEBIZBWTI0% D EER Lz 209 5, 3L
#1260, NLMEPRNESS 41 61, NHEREASEE 20 1, 2N &
V) Y BRGE 15 B, ZERiE 22 5, ki E PR 2% 20 BT O R
13 100.0% TdH - 720

LI, SEBIBDE o 72 BB O W TR %,

OF 8 B U G iE

B2 R BEISURAIE LS BT B AR HRIL 94.6% (595 B/
629 61) TH b, KIEED 89.1% (318 11/357 Hi) 12 Mol
LTHEICE»-72(p=0.0015), F72, AF D511
FWIFhoEBRD [4~6 H] &b L£ L, KT [7~9
HINZ L, ZNZENOANFIE Tabled DL BY TH-
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Table 7. Incidence of adverse drug reactions by concomitant drugs

Concomitant drugs Incidence of ADRs %
Antipyretic analgesic anti inflammatory agents 2.63 ( 49/1,862)
Loxoprofen sodium 3.04 ( 16/ 527)
Diclofenac sodium 2.87 (8 279)
Mefenamic acid 297 ( 7/ 236)
Antitussive/expectorants 3.21 ( 45/1,400)
Carbocisteine 2.98 ( 13/ 436)
Ambroxol hydrochloride 456 ( 18/ 395)
Dextromethorphan hydrobromide 432 (8 185)
Enzymatic agents 2.62 ( 27/1,030)
Serrapeptase 2.70 ( 16/ 593)
Lysozyme hydrochloride 3.10 ( 7/ 226)
Drugs for peptic ulcer 2.74 ( 28/1,023)
Teprenone 3.96 ( 11/ 278)
Sodium azulene sulfonate * L-Glutamine 355 ( 5/ 141)
Antibiotics 411 ( 29/ 1705)
Drugs for common cold complex 232 ( 16/ 691)
Salicylamide * Acetaminophen * Anhydrous caffeine * 293 ( 16/ 547)
Promethazine methylenedisalicylate
Antihypertensive agents/vasodilators 3.76 ( 13/ 346)

ADRs: adverse drug reactions

Incidence of ADRs % = No. of cases with ADRs/No. of cases evaluable for safety

x 100

7oo BERISENE, VRACMERZ S IEGYE B L OBV R E Tl
B REFEE DY T 72 v F MY T L, BEEEL
TNRT Y —XENSL L, RIEMR G IEGYE Tk~
=AY VAR L o Te TNOLDIERICBIT A
I#IL Table 10 D & BY) Th - 726

@I it &G

IR SR IR GE (S B U B A RN 3R 95.1% (2,878 $1/3,027
Bl) THY, AKBKED 86.9% (752 51/865 B) 1ZIEL L
THEIZE - 72 (p<0.0001) o FEBIEAE H - 722 1
SOBIESREIZ B VT D 96.0% (2,570 51/2,678 Bl) & v
AR E R LIze AR ORGHIHIE, 2tk LA EGE
T [4~6 H] 2%, 1BMEREsR RO ZRIEGB L Ol
#TIE [7T~9H] PRdEL, TRENOHRFEIL Ta-
ble9 DEBY TH o7z, BrAIEIEZ, B R ERGIER
TRBARBHEFYVFVTIN - TEINTI ) T2V -
MRS T2 Y - TARAY IV AF LI YFL—1
REENRDE L, ROTHEELIRT Y —¥, Fik
EANWKYZATA Y BLOKIET v 7%y — VNS
Mo 7z MRPEMERE RO RIEG TIE AU SRS 7
FT74 Y, FEEERT V7O FY VA% L, ik
TIRFHERER T v 7aFx v — )b, BERFES) FL
TIF -7 bs73I )72y - MMRITA Y- 7TR
YIUAFLYIH)FL— MREEI Lo TH
5DREFNZBIT AL Table 10 DE B Y TH o720
O39S

JREGIRAE N BT % A )3 1% 94.2% (833 11/884 #1) T
HY, KBRED 79.7% (632 B1/793 B) I L THE
WZE Do 72 (p<0.0001) o AFIOFG- WL, BhELSL
X O T [7~9 H] 25, WEMEIRER T [10~
R HIP®RLZ L, ZNZNOHFFEIE Table 9 DE B
Tholzo PERAEIE, HREEEER 7 7 KFH— 14§
D% L, TN DIEFINI BT 2 HR)EIE Table 10 D & 35
N Thols

OH BAMFISUEYSE

H SRR AE (2 B 5 A 21X 90.9% (448 B/
493 B1) THY, KFEKED 73.9% (173 /234 H1) 12 I
L CAHBEIZEY 272 (p<0.0001) o AHIOFGHIMIE, 7+
HRBIOEISEERTIE[4~6 H] 25, RFELRTIE[7~
IHIPRDBEL L, TNFNOAEFEIL Tabled DE B
Tholz. PERAIEIE, NEXBIUOFHHFLETIEIA 70F
B2 HFAAVAED, BIREXTEIANVEIATA ¥
D% L, TS DIEFINI BT 2 HR)EIE Table 10 D & 35
N Thols

(2) W TR A 1) AT R

Hikh PR 5 SR A 0 SeAE B 5,574 B BT, F 5B
W& N8 s Wi T d 5k RE 1,321 ko WR I,
Staphylococcus spp. B3 % < 361 ¥k (K % 27.3%)
TH Y, KT Streptococcus spp. 337 ¥ ([f] 25.5%) , Es-
cherichia coli 335 ¥k ([F) 25.4%), Haemophilus influen-
zae 88tk ([F 6.7%) % TdH -7
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Table 8. Clinical efficacy by infection type

Infection type

Clinical efficacy %

__ Dermatological infections | 94.6 (595 629)
Superficial skin infections 965 ( 82/ 85)
Folliculitis 96.6 ( 57/ 59)

R Impetigo contagiosa | 962 ( 25/ 26)
Deep skin infections 93.7 ( 313/ 334)
Furuncle 975 (77 79)
Furunculosis 778 ( 14/ 18)
Carbuncle — ( 7/ 8)
Erysipelas — ( 8 8
Phlegmon 932 (68 73)
Lymphangitis (Iymphadenitis) 9223 ( 36/ 39)
Felon 943 (33 35)

R Suppurative perionychia_(paronychia) | ] 946 ( 70/ 74
Chronic pyoderma 952 ( 200/ 210)
Subcutaneous abscess 91.7 ( 55/ 60)
Hidradenitis —
Infectious atheroma 96.7 ( 145/ 150)

__ Surgical infections | 97.1 (303 312)

. Mastitis 100 ( 12/ 12)

. Periprocticabscess | 100 ( 4V 41)

_____(Superficial) secondary infections in trauma, burns, surgical wounds, etc. | 962 ( 230/ 239)
Biliary tract infections 100.0 ( 20/ 20)
Cholecystitis 100.0 ( 15/ 15)
Cholangitis — 5 5)

___Respiratory tract infections | 95.1 (2,878/3,027)
Acute upper respiratory tract infections 96.0 ( 2,570/2,678)
Pharyngolaryngitis (pharyngolaryngeal abscess) 96.7 ( 76.9/ 795)
Acute bronchitis 94.7 ( 1,147/1,211)
Tonsillitis 975 ( 509/ 522)
Peritonsillitis 99.0 ( 101/ 102)

.. Peritonsillarabscess ] oL7T ( 44/ 48)
Secondary infections in chronic respiratory disorders 88.0 ( 191/ 217)
Chronic bronchitis 925 ( 49/ 53)
Bronchiectasis (with infection) 939 ( 31/ 33)

N Other secondary infections in chronic respiratory disorders | 847 (111 131
Pneumonia 886 ( 117/ 132)

__Urinary tract infections | 942 ( 833/ 884)

___Pyelonephvitis ] 919 ( 79/ 86)

o Cystitis 945 (739 782)
Gonorrhoeal urethritis 938 ( 15/ 16)

___Gynecological infections | 918 (67 73

_Uterineadnexits | 950 ( 19/ 20)

____Intrauterine infection | oL7 (22 24)

. Cervieitis 786 ( 11/ 14)
Bartholinitis 1000 ( 15/ 15)

___Ophthalmologic infections | 100.0 (33 33)

__ Blephariis — v

___Hordeowm ] 1000 ( 22/ 22)

___Dacryocystitis — . v D

___ Conjunctivitis — . v 9
Tarsadenitis — ( 5/ 5)

___Otorhinolaryngological infections | 90.9 ( 448/ 493)

__ Oftisexterna | 932 (69 74

____ Outismedia ] 89.2 ( 239/ 268)
Sinusitis 92.7 ( 140/ 151)

___Dental/Oral surgical infections | 95.9 ( 118/ 123)

____ Periodontal tissue inflammation | 95.1 (3% 41

___Pericoronits ] 1000 ( 20/ 20)
Gnathitis 952 (59 62)

Total 94.6 ( 5275/5,574)

Clinical efficacy % = No. of cases judged as"“effective”/No. of cases evaluable for clinical efficacy X 100
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Table 10. Clinical efficacy by infection type [concomitant drugs]

Concomitant drugs ‘ Clinical efficacy %
Dermatological infections
Superficial skin infections
 Gentamicimsulfate [ 3w 1)

Loxoprofen sodium

Serrapeptase

Loxoprofen sodium 97.6 ( 40/ 41)
Serrapeptase

Respiratory tract infections

Acute upper respiratory tract infections

Salicylamide * Acetaminophen * Anhydrous caffeine * Promethazine methylenedisalicylate 96.9 (466/ 481)
Serrapeptase 95.1 (328/ 345)
Carbocisteine 97.3 (288/  296)
Ambroxol hydrochloride 94.2 (277,  294)
Loxoprofen sodium 96.6 (254/  263)
Tranexamic acid 97.8 (181/  185)
Diclofenac sodium 98.4 (179/  182)
Mefenamic acid 92.8 ( 155/ 167)
Dextromethorphan hydrobromide 94.6 (157/ 166)

Theophylline 825 ( 47/ 57)

Ambroxol hydrochloride 84.3 ( 43/ 51)
Pneumonia

Ambroxol hydrochloride 88.2 ( 30/ 34)

Salicylamide * Acetaminophen * Anhydrous caffeine + Promethazine methylenedisalicylate 882 ( 15/ 17)

Urinary tract infections

Pyelonephritis
Loxoprofen sodium — (7 7)
Cystitis
Flavoxate hydrochloride 95.5 ( 42/ 44)
Teprenone 94.6 ( 35/ 37)
Serrapeptase 87.9 ( 29/ 33)

Gonorrhoeal urethritis

Otorhinolaryngological infections

Otitis externa

© Offoxacin | s (1 16
””” Otiismedia
© Ofloxacin ‘87.8(72/ ”””” 82)

Carbocisteine 85.3 ( 29/ 34)
””” Simusits
 Caocisteine [ 960 (48 500

Lysozyme hydrochloride

Clinical efficacy % = No. of cases judged as “effective”/No. of cases evaluable for clinical efficacy X 100

& S B A O A % # A Peptostreptococcus spp. 14 B, spp. Tlx 76.56% (13 H1/17 1) TdH -7z (Table 11),
Neisseria gonorrhoeae 9 %, Enterobacter spp. 20 B, W RPN R A O F YR & I L 724558, Citro-
Proteus spp. 27 B1Ti 100.0% T - 7255, Citrobacter  bacter spp. TIIKFERE X D Kh o 7228, FEIKL & o
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Table 11. Clinical efficacy by isolated strains

Isolated strains Clinical efficacy %
Staphylococcus spp. 93.1 (336/ 361)
""" S aureus | 921 (211/ 220)

S. epidermidis 944 ( 67/ T1)

Streptococcus spp. 98.5 (332/ 337)
""" S pyogenes | 976 (40 4)

S. agalactiae 100.0 ( 33/ 33)

S. preumoniae 97.8 ( 45/  46)
Peptostreptococcus spp. 100.0 ( 14/ 14)
Neisseria gonorrhoeae — (9 9)
Moraxella catarrhalis 93.8 ( 15/ 16)
Propionibacterium spp. — (2 2)
Escherichia coli 982 (329/ 335)
Citrobacter spp. 765 ( 13/ 17)
Klebsiella spp. 94.6 ( 70/ 174)

""" K pnewmoniace | 931 (54 58

K. oxytoca — ( B/ B)
Enterobacter spp. 100.0 ( 20/ 20)
Serratia spp. — ( 3 3

""" S marcescens |  —( ¥ 2
Proteus spp. 100.0 ( 27/ 27)
""" P omirabilis | 1000 ( 23 23)

P. vulgaris —( v 1)
Morganella morganii —(C v
Providencia spp. —( 3 3
Haemophilus influenzae 989 ( 87/ 88)
Bacteroides spp. 929 ( 13/ 14)

""" B fragitis | — (& 8

Clinical efficacy % = No. of cases judged as “effective”/
No. of cases evaluable for clinical efficacy X 100

72O B 2 o 7

(3) HRWEIEEEYS5 2 58N

W R SR AR AN 0 SR AE B 5,574 BB VT, HRMEICE
BrH52LERZET L2010, BEYRERELT
[PEL, T4Ednl, TABE - #bR], TEIERE], [2E88HRE - &
REOHM], BHEROFM] o6 HE L, HEERL
LCl&R 1 H#ES 2], [1HE5mE, TS50,
[t Ga], [BEREOFE], [HRABELEOAME D 6 H
HIZoWTHES L7z (Table 12),

Z ORGSR, THEE], [ARE - #bk], TEAERE], [HAH
B AHE0FY |, TEEEOAM], [H5H/M], T
BEE] IIBWTAHT T —MTHURICHEEE,RD
SN7z. [4E#N] T 1 RDOEBMEIEETH 72

2) WoOHE

TR 22 09 %0 S BRI R SURE B 607 BN B1F 2 BT,
IS WA OB H 3 % Table 13 127876

Bz 8 A SH B G e B X OV H SRk BH W& e E TR
Staphylococcus spp. B°% S, ZORHEERILE
NE 94.4% (51 ¥k/54 k), 98.8% (81 ¥k/82 #k) TH -
720

WP i TGS RE 33 & OVB Y - T AL R SR & e T U
Streptococcus spp. 3%  EE S, ZFOWHKFIIEN
Zh 88.7% (134 ¥&/151 #), 100.0% (11 ¥&/11 #k) TdH -
720

T 72, SLRMEBUEGYE B X OR BRIEYE T E. coli
LM, TOWHEERITZENLZEN 100.0% (17
FR/17#K), 97.8% (89 /91 ¥k) TdH -7z,

Im. = =

PRI OKET TIH SN HRMED L O etk
BT B EHE, BE, PEASE, AOHE, FREICE
LTC—ZDHIBRTTITbNLRERICL VEON2d DI
RonTBY, RESNZERELLIDEMHL V., L
ML, FEERSPWERMGE SN &, HHREDIRRD
BRI ISR TERME L, BRTIE T2 EmzE UEY
5 MR BER ONE, S, Mk, Bk
sk F 72 LIRS E 2 AT 2 BEE) I s s,
T 72, BB TIRH LT Wi h o - EELREIE -
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Table 12. Clinical efficacy by patient background

Item Category Clinical efficacy % P

Total cases evaluated for clinical efficacy 94.6 ( 5,275/5,574)

Gender Male 94.3 ( 2,264/2,401) | pl = 0.3246
Female 94.9 ( 3,011/3,173)

Age (year) <16 97.1 ( 236/ 243) | pl = 0.0120 *
16 < to < 25 95.1 ( 520/ 547) | p2 = 0.4872
25 < to < 35 954 ( 869/ 911) | p3 = 0.0003 *
35 < to < 45 95.6 ( 637/ 666)
45 < to < 55 952 ( 729/ 766)
55 < to < 65 943 ( 812/ 861)
65 <to < 75 945 ( 808/ 855)
75 < to < 85 91.8 ( 502/ 547)
85 < 91.0 (_ 162/ 178)

Age group Children (< 16) 97.1 ( 236/ 243) | pl = 0.0036 *
Adult (16 < to < 65) 95.1 ( 3,567/3,751) | p2 = 0.9561
Aged person (65 <) 93.2 ( 1,472/1,580) | p3 = 0.0008 *

In/Outpatients In 89.6 ( 398/ 444) | pl < 0.0001 *
Out 95.3 ( 4,821/ 5,058)
In © out 77.8 (_ 56/ 172)

Severity Mild 95.5 ( 2,272/2,379) | pl = 0.0001 *
Moderate 94.3 ( 2,819/2,988) | p2 = 0.0176 *
Severe 88.8 ( 183/ 206) | p3 = 0.0005 *
Unknown — ( 1/ 1)

Underlying disease/complications No 95.7 ( 3,759/3,927) | pl < 0.0001 *
Yes 92.0 ( 1,501/1,631)
Unknown 93.8 (15 16)

History of disease No 95.1 ( 4,039/4,245) | pl = 0.0077 *
Yes 93.2 ( 1,171/ 1,256)
Unknown 89.0 ( 65/ 73)

Maximum daily dosage (mg) = 200 91.2 ( 103/ 113) | pl = 0.2536
200 < to < 225 952 (79 83)
225 < to = 300 94.7 ( 5,040/ 5,324)
300 < 98.1 ( 53/ 54)

Frequency of administration per day Once — ( 4/ 4) | pl = 0.4606
Twice 92.3 ( 120/ 130)
Three times 94.7 ( 5,126/ 5,415)
4 times or more 100.0 (17 17)
Unknown — ( 8/ 8)

Duration of administration (days) 1-3 90.2 ( 332/ 368) |pl < 0.0001*
4-6 95.1 ( 2,359/2,481) | p2 < 0.0001 *
79 94.7 ( 1,656/ 1,748) | p3 = 0.3396
10-12 97.3 ( 427/ 439)
13- 93.1 ( 501/ 538)

Total dosage (mg) < 900 90.6 ( 355/ 392) |pl = 0.0002*
900 < to = 1,800 95.1 ( 2,382/2,506) | p2 < 0.0001 *
1,800 < to < 2,700 94.7 ( 1,618/1,708) | p3 = 0.3213
2,700 < to = 3,600 97.3 ( 436/ 448)
3,600 < 93.1 ( 484/ 520)

Concomitant drugs No 95.2 ( 1,012/1,063) | pl = 0.3622
Yes 94.5 ( 4,263/4,511)

Concomitant treatments No 94.6 ( 4,645/4,909) | pl = 0.9019
Yes 94.7 (_ 630/ _665)

*p < 0.05

pl: x? test, p2: Goodness of fit test, p3: Cochran-Armitage test
Clinical efficacy % = No. of cases judged as “effective”’/No. of cases evaluable for clinical efficacy X 100
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Postmarketing study of cefcapene pivoxil tablet
Yoko Ishikawa’, Harumichi Maki”, Akira Ohtaki”, Satoshi Iwakura" and Jingoro Shimada”

YDrug Safety Management Dept., Shionogi & Co., Ltd., 5-12—4 Sagisu, Fukushima-ku, Osaka, Japan

YInstitute of Medical Science, St. Marianna University School of Medicine

Cefcapene pivoxil hydrochloride (CFPN-PI, Flomox® Tablet 75 mg, Flomox® Tablet 100 mg), an oral cephem
antibiotic, was approved for marketing on April 22,1997. For 2 years from approval, we studied the practical use
in compliance with new Good Postmarketing Surveillance Practices (GPMSP). After 6 years of reexamination
period, we applied for reevaluation on July 18, 2003.

5,801 cases of collected from 951 medical institutes nationwide; we evaluated 5,766 for safety, 5,574 for clini-
cal efficacy, and 607 for bacteriological efficacy, wiht the following results:

1) The incidence of adverse drug reactions, 2.58% (149 cases/5,766 cases), was lower than that obtained in
studies before marketing approval, 9.45% (303 cases/3,207 cases). The most frequently observed adverse drug
reaction was diarrhea, whose incidence was 0.61% (35 events/5,766 cases).

2) Clinical efficacy by infection type was from 90.9-100.0%, and results were equivalent to those in studies
before marketing approval.

3) In bacteriological evaluation, elimination was 90% or more in most strains, and results were equivalent to
those in studies before marketing approval.



