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Survey forms collected 1,142 |
Excluded from safety evaluation 24
Registration delay 1
Not administered 1
Unrecorded or unclear adverse event evaluation 2
Off-label use * 20
* Administration other than 500 mg on the first day
Included in safety evaluation 1,118 |
Excluded from efficacy evaluation 166
No infections 29
Off-label infections 34
Multiple infections 2
Unable to judge clinical efficacy 101
Included in efficacy evaluation 952

Fig. 1. Distribution of the patients.
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Table 1. Safety evaluation demographics
Item No. of cases (%)
Gender Male 705 (63.1%)
Female 413 (36.9%)
Age (years) <65 333 (29.8%)
>65t0 <75 251 (22.5%)
>175 534 (47.8%)
Mean * SD 69.4 = 18.1
Minimum, median, maximum 12,74,102
Hospitalization status Inpatients 1,044 (93.4%)
Outpatients 74 (6.6%)
Types of infections Pneumonia 949 (84.9%)
Secondary infections of chronic respiratory diseases 104 (9.3%)
Others 65 (5.8%)

Severity of infection Mild 259 (23.2%)
Moderate 646 (57.8%)
Severe 212 (19.0%)
Unrecorded 1 (0.1%)
Underlying diseases/ Absent 183 (16.4%)
complications Present 931 (83.3%)
Hepatic disease 76 (6.8%)
Renal disease 44 (3.9%)
Heart disease 226 (20.2%)
Cerebrovascular disorder 136 (12.2%)
Diabetes mellitus 160 (14.3%)
Convulsive disease 21 (1.9%)
Others 858 (76.7%)
Unknown, Unrecorded 4 (0.4%)
History of allergy Absent 967 (86.5%)
Present 88 (7.9%)
Unknown 63 (5.6%)
Creatinine clearance before <20 35 (3.1%)
administration (mL/min) >20 to <50 235 (21.0%)
>50 583 (52.1%)
Unknown 265 (23.7%)
Duration of administration >1to<3 94 (8.4%)
(days) >4to0 <7 524 (46.9%)
>8to <14 445 (39.8%)
>15t0 <29 53 (4.7%)
>30 2 (0.2%)
Mean * SD 79 £ 39
Minimum, median, maximum 1,7,35
Formulation Bag 995 (89.0%)
Vial 123 (11.0%)
Administration method 500 mg daily 1,061 (94.9%)

500 mg X 1onday 1,250 mg X 1 from day2
500 mg X 1onday 1,250 mg X 1from day3
Others

27 (2.4%)
1 (0.1%)
29 (2.6%)

Concomitant drug

Absent
Present

159 (14.2%)
959 (85.8%)
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Table 2. Body temperature, white blood cell count, CRP by age before administration
1) Body temperature
<37.0C >37to <38C | >38t0 <39C >39T mean * SD
Age (years) o
No. of cases (%) | No. of cases (%) | No. of cases (%) | No. of cases (%) (©)
<65 44 (14.4%) 88 (28.9%) 101 (33.1%) 72 (23.6%) | 38.1 £ 1.03
>65t0 <75 39 (17.1%) 97 (42.5%) 70 (30.7%) 22 (9.6%) | 37.8 + 0.83
>75to <85 59 (19.4%) 128 (42.1%) 91 (29.9%) 26 (8.6%) 37.7 £ 0.84
>85 27 (15.1%) 62 (34.6%) 70 (39.1%) 20 (11.2%) | 37.9 £ 0.97
2) White blood cell count
<5000/ 4L >5,000 to >8,000 to >10,000 to >15,000 to 120,000/ 4L
e <8000/ul. | <10000/uL | <15000/uL | <20000/uL | =L ean £ SD
Age (years)
No. of cases No. of cases No. of cases No. of cases No. of cases No. of cases (uL)
(%) (%) (%) (%) (%) (%)
<65 20 (6.2%) 91 (28.1%) 60 (18.5%) | 103 (31.8%) 33 (10.2%) 17 (52%) | 10,414 * 4,735
>65t0<75 | 12 (5.1%) 62 (26.5%) 46 (19.7%) 78 (33.3%) 27 (11.5%) 9 (3.8%) | 10,460 * 4,444
>75t0 <85 | 30 (10.0%) 78 (26.1%) 54 (18.1%) 96 (32.1%) 26 (8.7%) 15 (5.0%) | 10,329 * 5,177
>85 20 (10.4%) 58 (30.2%) 35 (18.3%) 58 (30.2%) 17 (8.9%) 4 (2.1%) | 9,790 = 4,265
3) CRP
>1to >4to >10to >15to >20 to
<1 dL - = - " - >30 dL
rce (sears) mg/ <4mg/dl | <10mgdl | <Ismgdl | <20mg/dlL | <3omgdl | =0m& mean * SD
e (years
gely No. of cases No. of cases No. of cases No. of cases No. of cases No. of cases No. of cases (mg/dL)
(%) (%) (%) (%) (%) (%) (%)
<65 18 (5.8%) 39 (12.6%) 109 (35.3%) 58 (18.8%) 35 (11.3%) 33 (10.7%) 17 (5.5%) 11.8 £ 9.33
>65to <75 9 (3.9%) 23 (10.1%) 64 (28.1%) 55 (24.1%) 33 (14.5%) 32 (14.0%) 12 (5.3%) 13.2 + 8.79
>75t0<85 | 11 (3.8%) 47 (16.0%) 92 (31.4%) 66 (22.5%) 26 (8.9%) 38 (13.0%) 13 (44%) | 116 % 8.89
>85 14 (7.5%) 28 (15.1%) 68 (36.6%) 22 (11.8%) 25 (13.4%) 26 (14.0%) 3 (1.6%) | 10.8 = 8.29
R o 85 A+ 37.7C, 85 Ll 1 37.9C T, FEMXASH O
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Table 3. Incidence of adverse drug reactions
Studies conducted
Item Use-result survey Total
before approval
Number of patients subject to safety evaluation 342 1,118 1,460
No. of patients with ADRs 164 112 276
No. of occurrences of ADRs 318 149 467
Incidence of ADRs (%) 47.95 10.02 18.90
Type of ADRs Incidence by type of ADRs (%)
Infections and infestations | 1029 | 4030) | 5(034)
Clostridium difficile colitis 1(0.29) — 1(0.07)
Pneumonia — 2(0.18) 2(0.14)
Pseudomembranous colitis — 1(0.09) 1(0.07)
Urinary tract infection — 1(0.09) 1(0.07)
_Blood and lymphatic system disorders | o] 1089 |1 10 (0.68)
Anaemia — 7(0.63) 7(0.48)
Eosinophilia — 1(0.09) 1(0.07)
Leukopenia — 1(0.09) 1(0.07)
Lymphopenia — 1(0.09) 1(0.07)
Neutropenia — 1(0.09) 1(0.07)
Thrombocytopenia — 1(0.09) 1(0.07)
Metabolism and nutrition disorders | 3(088) | 4(036) | 7(048)
Diabetes mellitus 1(0.29) — 1(0.07)
Hyperkalaemia 1(0.29) 1(0.09) 2(0.14)
Hypochloraemia — 1(0.09) 1(0.07)
Hypoglycaemia — 1(0.09) 1(0.07)
Hypokalaemia — 1(0.09) 1(0.07)
Decreased appetite 1(0.29) — 1(0.07)
Psychiatriedisorders | 9(263) | 10009) | 10 (0.68)
Anxiety 1(0.29) — 1(0.07)
Delirium 1(0.29) — 1(0.07)
Hallucination 1(0.29) — 1(0.07)
Insomnia 8(2.34) 1(0.09) 9(0.62)
Nervoussystemdisorders 1 6(L75) | : 2(018) | 8(0.55)
Convulsion — 2(0.18) 2(0.14)
Dizziness 1(0.29) — 1(0.07)
Headache 3(0.88) — 3(0.21)
Hypoaesthesia 1(0.29) — 1(0.07)
Paraesthesia 1(0.29) — 1(0.07)
Earandlabyrinthdisorders | 1029 | T ] 1(007)
Tinnitus 1(0.29) — 1(0.07)
Vasculardisorders | 3088 | - R 3(021)
Phlebitis 1(0.29) — 1(0.07)
Vascular pain 1(0.29) — 1(0.07)
Vasculitis 1(0.29) — 1(0.07)
Respiratory, thoracic and mediastinal disorders | 4@ 3(027) | 7(048)
Acute respiratory distress syndrome — 1(0.09) 1(0.07)
Epistaxis 1(0.29) — 1(0.07)
Interstitial lung disease 1(0.29) 1(0.09) 2(0.14)
Lung disorder — 1(0.09) 1(0.07)
Pleural effusion 1(0.29) — 1(0.07)
Pneumonitis 1(0.29) — 1(0.07)
_Gastrointestinaldisorders | 28(819) | 7063) | 35(240)
Abdominal discomfort 1(0.29) — 1(0.07)
Abdominal distension 1(0.29) — 1(0.07)
Abdominal pain 2(0.58) — 2(0.14)
Constipation 6 (1.75) — 6(0.41)
Diarrhoea 17 (4.97) 5(0.45) 22 (1.51)
Gastritis erosive 1(0.29) — 1(0.07)
Glossitis 1(0.29) — 1(0.07)
Nausea 3(0.88) 1(0.09) 4(0.27)
Vomiting 2(0.58) 1(0.09) 3(0.21)
_Hepatobiliary disorders | o] 1e(43) | 16(110)
Hepatic function abnormal — 13(1.16) 13(0.89)
Liver disorder — 3(0.27) 3(0.21)

(continued)
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Table 3.

(continued)

Studies conducted

Item before approval Use-result survey | Total
Type of ADRs Incidence by type of ADRs (%)

_Skin and subcutaneous tissue disorders | 6(L7s) | 7(063) | 13(089)
Drug eruption — 1(0.09) 1(0.07)
Eczema 2(0.58) — 2(0.14)
Erythema 2(0.58) — 2(0.14)
Pruritus 2(0.58) — 2(0.14)
Purpura 1(0.29) — 1(0.07)
Rash 1(0.29) 5(0.45) 6 (0.41)
Urticaria — 1(0.09) 1(0.07)

Musculoskeletal and connective tissue disorders | - 417 R 4(027)
Arthralgia 2(0.58) — 2(0.14)
Back pain 1(0.29) — 1(0.07)
Osteoarthritis 1(0.29) — 1(0.07)

Renalandurinarydisorders | 1029 | 30027) | 4(027)
Haematuria 1(0.29) — 1(0.07)
Renal disorder — 1(0.09) 1(0.07)
Renal impairment — 2(0.18) 2(0.14)

_General disorders and administration site conditions | ¢ 68(1988) |  14(125) | 82(562)
Feeling abnormal 1(0.29) — 1(0.07)
Injection site erythema 52 (15.20) 6(0.54) 58(3.97)
Injection site induration 2(0.58) — 2(0.14)
Injection site pain 9(2.63) 5(0.45) 14 (0.96)
Injection site phlebitis — 1(0.09) 1(0.07)
Injection site pruritus 23 (6.73) 2(0.18) 25 (1.71)
Injection site warmth 1(0.29) — 1(0.07)
Malaise 1(0.29) — 1(0.07)
Pyrexia 1(0.29) 1(0.09) 2(0.14)
Thirst 1(0.29) — 1(0.07)
Injection site swelling 11(3.22) 4(0.36) 15 (1.03)
Injection site discomfort 1(0.29) — 1(0.07)
Puncture site pain 1(0.29) — 1(0.07)

Investigations ] 73(2135) | 51(456)  |124(849)
Alanine aminotransferase increased 35(10.23) 13 (1.16) 48 (3.29)
Aspartate aminotransferase increased 29 (8.48) 9(0.81) 38 (2.60)
Bilirubin conjugated increased 1(0.29) 1(0.09) 2(0.14)
Blood bilirubin increased 1(0.29) 2(0.18) 3(0.21)
Blood chloride decreased — 1(0.09) 1(0.07)
Blood creatine phosphokinase increased 1(0.29) 1(0.09) 2(0.14)
Blood creatinine increased — 2(0.18) 2(0.14)
Blood lactate dehydrogenase increased 2(0.58) — 2(0.14)
Blood potassium decreased 1(0.29) — 1(0.07)
Blood potassium increased 2(0.58) 1(0.09) 3(0.21)
Blood urea increased — 4(0.36) 4(0.27)
Eosinophil count increased 15 (4.39) 9(0.81) 24 (1.64)
Gamma-glutamyltransferase increased 17 (4.97) 2(0.18) 19 (1.30)
Glucose urine present 5(1.46) 1(0.09) 6(0.41)
Granulocyte count decreased 1(0.29) — 1(0.07)
Haematocrit decreased 2(0.58) 4(0.36) 6(0.41)
Blood urine present 2(0.58) — 2(0.14)
Haemoglobin decreased 2(0.58) 1(0.09) 3(0.21)
Liver function test abnormal — 2(0.18) 2(0.14)
Lymphocyte count decreased — 3(0.27) 3(0.21)
Monocyte count increased — 1(0.09) 1(0.07)
Neutrophil count decreased 1(0.29) — 1(0.07)
Platelet count decreased — 2(0.18) 2(0.14)
Red blood cell count decreased 2(0.58) 3(0.27) 5(0.34)
White blood cell count decreased 2(0.58) 8(0.72) 10 (0.68)
White blood cell count increased 1(0.29) — 1(0.07)
Urine bilirubin increased 1(0.29) — 1(0.07)
Platelet count increased 1(0.29) — 1(0.07)
Protein urine present 3(0.88) — 3(0.21)
Blood alkaline phosphatase increased 10 (2.92) — 10 (0.68)
Hepatic enzyme increased — 1(0.09) 1(0.07)
Urobilinogen urine increased 1(0.29) — 1(0.07)
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Table 4. Patients in whom injection site reactions occurred
.. . |Gender Age (years) Time to onset | Administration Time to
Injection site oo Dose (once a day) . i
i Hospitalization |, i . Severity from continued or Treatment Recovery recovery or
reactions infusion volume/time L . ) i .
status administration| discontinued improvement
Female 86 500 mg X 1 . . . . .
Erythema . Non-serious| 10 minutes | Discontinued No Recovered 20 minutes
Inpatient 100 mL/1 hour
Female 65 500 mg X 1 . . .
Erythema . Non-serious| 5 minutes Continued No Recovered 5 hours
Outpatient 100 mL/1 hour
Female 39 500 mg X1 . . . . Recovered
Erythema . Non-serious 1 minute Discontinued No L unknown
Inpatient 100 mL/1 hour (Within a day)
Infusion time
Female 57 500 mg X 1 . .
Erythema i Non-serious 1 hour Continued was changed | Recovered 1 hour
Inpatient 100 mL/1 hour
to 2 hours
. Male 57 500mg X 1 . X
Pain . Non-serious 1 hour Continued No Recovered 2 hours
Outpatient 100 mL/1 hour
. Female 41 500 mg X 1 . i Recovered
Pain X Non-serious Just after Continued No L unknown
Inpatient 100 mL/1 hour (Within a day)
. Male 37 500mg X 1 . . .
Pain . Non-serious 0.5 hour Discontinued No Recovered 24 hours
Inpatient 100 mL/1 hour
X Female 25 500 mg X 1 . X Recovered
Pruritus . Non-serious 2 hours Continued No unknown
Inpatient 100 mL/1 hour (2 days later)
. Female 56 500 mg X 1 . . .
Swelling . Non-serious 1 hour Discontinued No Recovered 1 hour
Inpatient 100 mL/1 hour
Male 79 500 X 1 I oved
Swelling Pain € . me Non-serious 0.6 hour Continued Acrinol pack mpr v unknown
Outpatient 100 mL/1 hour (Within a day)
Erythema Male 89 500 mg X 1 . . . Recovered
i . Non-serious 1 hour Discontinued No unknown
Swelling Inpatient 100 mL/1 hour (1 day later)
Male 79 500 mg X 1 Recovered
Phlebitis . & Non-serious| unknown Discontinued No v unknown
Inpatient 100 mL/1 hour (4 days later)
Erythema
oyt . Female 59 500 mg X 1 . . . .
Pruritus . Non-serious 0.5 hour Discontinued Cooling Recovered 3 hours
K . Inpatient 100 mL/1 hour
Swelling Pain

6 1, KA 1F, MEIRDS 4 15, &) KA 2 1F, Ek%
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F 72, EGHEA RS ATRED S 7z 13 Bk 10 Blid4F 2L
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B, DB, BRIMAEREE, BERW, EEEREOA
) ], THH 7 LVF—BOH %L AWERREBRE D
BEAZRET Lze ZORE, A2 (P<0.05) 255D 5
N7 [4#kh] Tho72 (Tableb)s,

WX A O RIERFEB L, 66 KA 1351%
(45/333 1), 65 Ll k75 AR 25 7.97% (20/251 1),
75 iDL EAT8.80% (47/534 B) TH VY, 65 kAl ORINE
FEBIRA, w65 Ll L) ICHRED o 2o il
X B OFEIVER BRI Z Table 6 12773, 65 AR T
[RERE 3 & OBz TRARREE |, [—#% - 25 EEL X0k
TALOIRTE GEEFEALEUR) | O FEIBIEE A3 4 51X 55

WCHARE Do 7298, FOMoRIVERIZERXGH TR E
RER o7,

3) AT U A FUEPLIESEE R %4k

T VEEER T T u St VBRIERA T A Rk
PLRHES (7 2 = VEEMER - 71 ¥4 V% NSAIDs)
X, ¥/ m R E OIS X0 RIS A R S
NBZEPMENTEY™, KA OFRMLHFTD [EH
rorE] oMEEHOMIC THHER] & LT
NTWwb, #2C, 7= VEEER - 70+ v B%
NSAIDs Bt B D AHF D22 4k % Beat L 720

NSAIDs & O fEHIZIE 23.0% (257/1,118 BI) T, D
3t 7 2 o )VEREER - 70 ¥ 4 ¥ W% NSAIDs & o bf
X 9.84% (110/1L118 B) T - 7z. RIMEHIEBIRIE
NSAIDs JEBEHIFIT 10.10% (87/861 Bl), 7 = = VR
% - 70 ¥4 R NSAIDs B H T 9.09% (10/110
), #oftho NSAIDs fHIFIT 10.20% (15/147 1) T
» Y, NSAIDs B CRITEAZSBIED LA ZREO S
drolz (P=09502). F7z, HAHEARSREIER (FhiEsR
Ml X K MREE) 137 2 S VRS - SOt VB
% NSAIDs B B, ZDfthod NSAIDs §f FBITIZEZH &
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Table 5. Incidence of adverse drug reactions by patient profile

No. No. of patients
Parameters . x* test
of cases | with ADRs (%)
Gender Male 705 76 (10.78%)
P=0.2674
Female 413 36 (8.72%)
Age (years) <65 333 45 (13.51%)
>65to <75 251 20 (7.97%) P=0.0376
>75 534| 47 (8.80%)
Types of infections Pneumonia 949 93 (9.80%)
Secondary infections of chronic respiratory diseases 104 12 (11.54%) | P=0.8363
Others 65 7 (10.77%)
Underlying diseases/ Lo No 1,042 | 106 (10.17%)
o Hepatic disease P=0.5231
complications Yes 76 6 (7.89%)
) No 1.074| 107 (9.96%)
Renal disease P=0.7616
Yes 44 5 (11.36%)
) No 892 | 87 (9.75%)
Heart disease P=0.5584
Yes 226| 25 (11.06%)
N 982 | 101 (10.29%
Cerebrovascular disorder © ( ) P=0.4239
Yes 136| 11 (8.09%)
N 958 94 (9.81%
Diabetes © (O81%) | p_ 5750
Yes 160 18 (11.25%)
. . No 1,097 | 112 (10.21%)
Convulsive disease P=0.1227
Yes 21 0 (0.00%)
D hist: f all Absent 1,068 | 103 (9.64%
rug history of allergy sen ( o) P=0.0544
Present 50 9 (18.00%)
Concomitant drugs phenyl acetate/propionate No 1,008 | 102 (10.12%) P=0.7331
NSAIDs Yes 110 10 (9.09%) ’
i No 1,066 | 109 (10.23%)
Warfarin P=0.2960
Yes 52 3 (5.77%)
L No L118| 112 (10.02%)
Cimetidine _
Yes 0 0(—)
. No 1,117 | 112 (10.03%)
Probenecid P=0.7385
Yes 1 0 (0.00%)
Administration 500 mg daily 1,061 | 106 (9.99%)
method 500 mg X 1onday 1,250 mg X 1 from day 2 27 5 (18.52%) P=0.3000
500 mg X 1onday 1,250 mg X 1from day 3 1 0 (0.00%) ’
Others 29 1 (3.45%)

N3, K207 2 Bl v3 v d NSAIDs JEGEHBITC
Hotze TD2HNF, 845K, 86k E HEDOEHET, ZD
IBLIBNES BETHIMZEHLTBY, wWFhbIE
ECiFINETH - 720

4. HERME

| DI 37 SIS

AR EHm T SAE R 952 Bk, AR & Al S A7 RER]
X863 BITH Y, ARIFIL0.7% TH o720 BILHER D
AR J2390.5% (781/863 B1), 1 MENFIRZHIHZ O
ZRIEGeDS 921 % (82/89 Bi) Tdr o 7zo F 7z, MigesHH
MOEERZ, g% (Community acquired pneumo-
nia : CAP) %%93.8% (589/628 f51l), P - /i BY Ll 7%
(Nursing and healthcare associated pneumonia :
NHCAP) #$799% (123/154 f5), B/ fili 4 (Hospital
acquired pneumonia : HAP) %% 85.9% (67/78 f5l) T& -
7z (Table 7).

2)  HMIRERIRR

ARVERHLDN SIEB] 952 B0 ) B, FGETICHI S h
RN R AEIS AT, TOHKREZHEL 272 167 D
WIHR1Z 93.0% (146/157 #k) TH -7z (Table 8), 7
7 LT O IR 88.7% (55/62 #k) T, Staphylo-
coccus J& H377.3% (17/22 #k), Streptococcus pneumoniae
P397.0% (32/33kk) TH o720 7T ABEMW OWIIHRE
1% 95.4% (83/87 #%) T, Haemophilus influenzae 7% 100.0%
(22/22 %K), Pseudomonas aeruginosa %% 82.4% (14/17 ¥k),
Moraxella catarrhalis 25 100.0% (8/8 ¥k), Legionella pneu-
mophila ¥ 100.0% (5/5 k) TdH - 720 IHEERE (Chlamy-
dophila pneumoniae, Mycoplasma pneumoniae) 0 {H I3
1£100.0% (8/8%k) Tdh -7z,

BE R DKL, Whige® 931% (135/145 #%),
PEVEIFIL 2L D RIEGeAS 91.7% (11/12 %) Td o
7o
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Table 6. Incidence of ADRs by age group

Age (years)
<65 >65to <75 >75
Number of patients subject to safety evaluation 333 251 534
No. of patients with ADRs 45 20 47
No. of occurrences of ADRs 54 23 72
Incidence of ADRs (%) 13.51% 7.97% 8.80%
Type of ADRs Incidence of ADRs (%)
Infections and infestations 3 (0.90%) 0 (0.00%) 1 (0.19%)
Blood and lymphatic system disorders 2 (0.60%) 2 (0.80%) 6 (1.12%)
Metabolism and nutrition disorders 1 (0.30%) 1 (0.40%) 2 (0.37%)
Psychiatric disorders 1 (0.30%) 0 (0.00%) 0 (0.00%)
Nervous system disorders 0 (0.00%) 0 (0.00%) 2 (0.37%)
Respiratory, thoracic and mediastinal disorders 1 (0.30%) 1 (0.40%) 1 (0.19%)
Gastrointestinal disorders 2 (0.60%) 2 (0.80%) 3 (0.56%)
Hepatobiliary disorders 5 (1.50%) 5 (1.99%) 6 (1.12%)
Skin and subcutaneous tissue disorders 6 (1.80%) 1 (0.40%) 0 (0.00%)
Renal and urinary disorders 1 (0.30%) 0 (0.00%) 2 (0.37%)
General disorders and administration site conditions 8 (2.40%) 1 (0.40%) 5 (0.94%)
Injection site reactions 8 (2.40%) 1 (0.40%) 4 (0.75%)
Pyrexia 0 (0.00%) 0 (0.00%) 1 (0.19%)
Investigations 18 (5.41%) 7 (2.79%) 26 (4.87%)
Alanine aminotransferase increased 5 (1.50%) 0 (0.00%) 8 (1.50%)
Aspartate aminotransferase increased 3 (0.90%) 0 (0.00%) 6 (1.12%)
Bilirubin conjugated increased 0 (0.00%) 0 (0.00%) 1 (0.19%)
Blood bilirubin increased 1 (0.30%) 0 (0.00%) 1 (0.19%)
Blood chloride decreased 0 (0.00%) 0 (0.00%) 1 (0.19%)
Blood creatine phosphokinase increased 0 (0.00%) 1 (0.40%) 0 (0.00%)
Blood creatinine increased 1 (0.30%) 0 (0.00%) 1 (0.19%)
Blood potassium increased 0 (0.00%) 0 (0.00%) 1 (0.19%)
Blood urea increased 0 (0.00%) 0 (0.00%) 4 (0.75%)
Eosinophil count increased 5 (1.50%) 2 (0.80%) 2 (0.37%)
Gamma-glutamyltransferase increased 1 (0.30%) 0 (0.00%) 1 (0.19%)
Glucose urine present 0 (0.00%) 0 (0.00%) 1 (0.19%)
Haematocrit decreased 0 (0.00%) 0 (0.00%) 4 (0.75%)
Haemoglobin decreased 0 (0.00%) 0 (0.00%) 1 (0.19%)
Liver function test abnormal 0 (0.00%) 2 (0.80%) 0 (0.00%)
Lymphocyte count decreased 0 (0.00%) 1 (0.40%) 2 (0.37%)
Monocyte count increased 1 (0.30%) 0 (0.00%) 0 (0.00%)
Platelet count decreased 0 (0.00%) 0 (0.00%) 2 (0.37%)
Red blood cell count decreased 0 (0.00%) 1 (0.40%) 2 (0.37%)
White blood cell count decreased 4 (1.20%) 1 (0.40%) 3 (0.56%)
Hepatic enzyme increased 0 (0.00%) 0 (0.00%) 1 (0.19%)

Table 7. Clinical efficacy by indicated diseases
Infection Efficacy rate
Overall 90.7% (863/952)
Pneumonia 90.5% (781/863)
CAP*! 93.8% (589/628)
Category* NHCAP*? 79.9% (123/154)
HAP*3 85.9% (67/78)
Seco.ndary in.fections of chronic 92.1% (82/89)
respiratory diseases

*3 cases in which the category of pneumonia was un-
known were excluded.

*#1; Community acquired pneumonia

2 Nursing and healthcare associated pneumonia

*3: Hospital acquired pneumonia

3) %43 (CAP, NHCAP, HAP)OJEHE D55
BEAHEE & Ml S o oR

i %4348 (CAP, NHCAP, HAP) 305 K1 053 #Es
B L WIHKEE % Table 9 IRT .

(1) CAP, NHCAP, HAP BIDJ5 K I o 53 Hi s

JER T O 5 BESREE L, CAP ORI 92 ¥+, S. pneu-
moniae 2% 25.0% (23/92 #k) &b % {, K\ T H. influ-
enzae % 174% (16/92 ¥k) Td - 72, £ 72, L. pneumophila,
M. pneumoniae, ~C. pneumoniae 1¥ CAP DARIZFO SN,
SHESE X Z T 54% (5/92#F), 54% (5/92 #%),
22% (2/92#k) TH o720 —75, NHCAP Tid P. aerug-
inosa, Staphylococcus J&H182% (6/33 #k) &k % <,
Staphylococcus J& 6 ¥k D 9 % 3k X MRSA T & - 72,



696 H A& AL & % % & M Gk NOV. 2014
Table 8. Bacterial eradication by causative bacteria
Bacterial eradication rate (%)
Bacteria . Secondary infections of chronic
Overall Pneumonia i .
respiratory diseases
Overall 93.0 (146/157) 93.1 (135/145) 91.7 (11/12)
Gram-positive bacteria 88.7 (55/62) 89.5 (51/57) 80.0 (4/5)
Staphylococcus sp. 77.3 (17/22) 78.9 (15/19) 66.7 (2/3)
MSSA 100.0 (5/5) 100.0 (4/4) 100.0 (1/1)
MRSA 16.7 (1/6) 200 (1/5) 0.0 (0/1)
Resistance unknown 100.0 (11/11) 100.0 (10/10) 100.0 (1/1)
Streptococcus sp. 85.7 (6/7) 85.7 (6/7) — (0/0)
Streptococcus pneumoniae 97.0 (32/33) 96.8 (30/31) 100.0 (2/2)
Gram-negative bacteria 95.4 (83/87) 95.1 (77/81) 100.0 (6/6)
Acinetobacter sp. 100.0 (2/2) 100.0 (2/2) — (0/0)
Haemophilus influenzae 100.0 (22/22) 100.0 (19/19) 100.0 (3/3)
Enterobacter sp. 80.0 (4/5) 80.0 (4/5) — (0/0)
Klebsiella sp. 100.0 (19/19) 100.0 (18/18) 100.0 (1/1)
Serratia sp. 100.0 (3/3) 100.0 (3/3) — (0/0)
Moraxella (Branhamella) catarrhalis 100.0 (8/8) 100.0 (7/7) 100.0 (1/1)
Legionella pneumophila 100.0 (5/5) 100.0 (5/5) — (0/0)
Escherichia coli 100.0 (6/6) 100.0 (6/6) — (0/0)
Pseudomonas aeruginosa 82.4 (14/17) 81.3 (13/16) 100.0 (1/1)
Anaerobic bacteria 100.0 (8/8) 100.0 (7/7) 100.0 (1/1)
Chlamydophila pneumoniae 100.0 (2/2) 100.0 (2/2) — (0/0)
Mycoplasma pneumoniae 100.0 (6/6) 100.0 (5/5) 100.0 (1/1)
Table 9. Bacterial eradication by causative bacteria of pneumonia categorized by CAP, NHCAP and HAP
CAP#! NHCAP*? HAP*
B . Bacterial Bacterial Bacterial
acteria No. of o No. of . No. of .
strains (%) | eradication rate strains (%) | eradication rate strains (%) | eradication rate
(%) (%) (%)
Overall 92 |1000| 97.8(90/92) | 33 |1000| 81.8(27/33) | 19 |1000| 89.5 (17/19)
Gram-positive bacteria 36 39.1 97.2 (35/36) 14 42.4 71.4 (10/14) 7 36.8 85.7 (6/7)
Staphylococcus sp. 9 9.8 88.9 (8/9) 6 18.2 66.7 (4/6) 4 21.1 75.0 (3/4)
MSSA 3 33| 100.0 (3/3) 1 30| 100.0 (1/1) 0 0.0 — (0/0)
MRSA 1 11 0.0 (0/1) 3 91| 333 (1/3) 1 53 0.0 (0/1)
Resistance unknown 5 54| 100.0 (5/5) 2 6.1 100.0 (2/2) 3 15.8 | 100.0 (3/3)
Streptococcus sp. 4 43| 100.0 (4/4) 3 9.1 66.7 (2/3) 0 0.0 — (0/0)
Streptococcus pneumoniae 23 25.0 | 100.0 (23/23) 5 15.2 80.0 (4/5) 3 15.8| 100.0 (3/3)
Gram-negative bacteria 49 53.3 98.0 (48/49) 19 57.6 89.5 (17/19) 12 63.2 91.7 (11/12)
Acinetobacter sp. 0 0.0 — (0/0) 1 3.0 100.0 (1/1) 1 53| 100.0 (1/1)
Haemophilus influenzae 16 174 | 100.0 (16/16) 2 6.1| 100.0 (2/2) 1 5.3| 100.0 (1/1)
Enterobacter sp. 0 0.0 — (0/0) 1 3.0| 100.0 (1/1) 4 21.1 75.0 (3/4)
Klebsiella sp. 10 | 109| 100.0 (10/10) 5 | 152] 1000 (5/5) 3 | 158| 1000 (3/3)
Serratia sp. 2 22| 100.0 (2/2) 1 30| 100.0 (1/1) 0 0.0 — (0/0)
Moraxella (Branhamella) catarrhalis 6 6.5 100.0 (6/6) 1 3.0 100.0 (1/1) 0 0.0 — (0/0)
Legionella pneumophila 5 54| 100.0 (5/5) 0 0.0 — (0/0) 0 0.0 — (0/0)
Escherichia coli 4 4.3 100.0 (4/4) 2 6.1 100.0 (2/2) 0 0.0 — (0/0)
Pseudomonas aeruginosa 6 6.5 83.3 (5/6) 6 18.2 66.7 (4/6) 3 15.8| 100.0 (3/3)
Anaerobic bacteria 7 7.6| 100.0 (7/7) 0 0.0 — (0/0) 0 0.0 — (0/0)
Chlamydophila pneumoniae 2 2.2 100.0 (2/2) 0 0.0 — (0/0) 0 0.0 — (0/0)
Mycoplasma pneumoniae 5 541 100.0 (5/5) 0 0.0 — (0/0) 0 0.0 — (0/0)

*1; Community acquired pneumonia
2, Nursing and healthcare associated pneumonia
*3; Hospital acquired pneumonia
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S. pneumoniae & 15.2% (5/33%k) T@ - 72o HAPIStaph-
ylococcus J&, Enterobacter J&E23% 21.1% (4/19 %) T, S.
pneumoniae, P. aeruginosa, Klebsiella J&75% 158% (3/19
W) Th o7,

(2) CAP, NHCAP, HAP BRI %) R

CAP ORWIHRFIZ AT IT8% (90/924k) TH Y,
WHRERIZ 5 & S. pneumoniae 13 100.0% (23/23 #%), H.
influenzae 1% 100.0% (16/16 #%), L. pneumophila, M. pneu-
moniae, C. pneumoniae \& % L € 11100.0% (5/5 #),
100.0% (5/5 #k), 100.0% (2/2 #k) T, BWANHEL Zdo

Table 10. Clinical efficacy by nonresponders to previous anti-

bacterial drug therapy

Efficacy rate
88.3% (212/240)
91.4% (32/35)

91.2% (31/34)
100.0% (1/1)

90.3% (56/62)

100.0% (22/22)
85.0% (34/40)

80.6% (50/62)

100.0% (1/1)
80.3% (49/61)

93.3% (42/45)

93.2% (41/44)
100.0% (1/1)

89.7% (35/39)

100.0% (3/3)
87.9% (29/33)

88.0% (73/83)
88.2% (285/323)

Previous therapy *

Uncombined treatment

Nonresponders to quinolones

Oral drug
Injection

Nonresponders to cephalosporins

Oral drug
Injection

Nonresponders to penicillins

Oral drug
Injection

Nonresponders to macrolides

Oral drug
Injection

Nonresponders to other antibacterial agents

Oral drug

Injection

Combined treatment (2 or more drugs)

Overall

*3 cases in which drug name was unknown were excluded.

72 2 ¥k 1Z MRSA, P. aeruginosa ® 5 11k T & - 72,
NHCAP O [# { & 56 13 & 1k T 81.8% (27/33#F) T,
Staphylococcus J& 25 66.7% (4/6 %) TH Y, WATHEL
oz 2¥RITV$ Iy MRSA THh 5 720 P. aeruginosa
DRHRFIE, 66.7% (4/6 #k) ThH -7z HAP DR
HIZ MK TRIS% (17/19 %) T, Staphylococcus & 753
75.0% (3/4¥k), S. pneumoniae, P. aeruginosa, Klebsiella
BiEwgnd 1000% (3/3%) Tholzo WAMHELE
Ao 72 2 BRkiZ MRSA, Enterobacter & D4 1 ¥k TdH - 72,

4)  HITEHRDUR MBI 3 2 FRIR )R

A RVERFARIS GE B 952 F1> 9 &, B EHEPUH MR
BN AF D3 5- & N7IEBNE 323 B (33.9%) THh - 72
FamiaRIIR L, BIPRETE~ 7 07 1 FRE
4460 (136%), F /7 0y F#EH33461(105%), 7 =
LRHENT 22 51 (68%), EHHPLRETIIN=1) VR
EAT61 B1(189%), 7 = A FRFEAT40 1(124%) TH >
72

T TR PR FE RN 0 125657 2 AHI 0 A R R 1% 88.2%
(285/323 f5) Td - 7z (Table 10) . AXIF % AiiGHDLA
HOHKIE - TR LICRWD &, ®IOx 70T 4 FRE
HRBIT 932% (41/44 B1), #*RIIF 7 v RIEHERHIT
91.2% (31/34%1), #Ot 7 = & RFERHHIT 100.0%
(22/22 %), HHEHR= ) ¥ REMEIHFIT 80.3% (49/
61 #1), ST £ 7 = 2 REEMR) BT 85.0% (34/40 #1) T
Holz

5. EHRAER OAH| DM - AR

AHNIRALED THE - HEICHES 2 H Lol
Bl BRRERTEECY TV - 2T
7 YA (Cer) Z4BEEE L7-HEE - HEOBRZREL,
Cer ORI LD, BEITIS UTAK & it 3 X O H KB
EHITTRGT 2 L) EEBRE SN TS, Cockeroft-
Gault O X ) Cor WM T E 7EB 2 1R, THE -

Table 11. Occurrence of ADRs and efficacy rate by Ccr and dose

Cer (mL/min) No. of patients (cases) Dosage and administration Incidence of ADRs Efficacy rate
576 500 mg daily 10.59% (61/576) 89.6% (446/498)
Cer >50 1 500 mg/day on day 1, 250 mg/day from day 2 0% (0/1) 100% (1/1)
0 500 mg/day on day 1, 250 mg/day from day 3 — —
204 500 mg daily 11.27% (23*1/204) 90.9% (160/176)
>20 Cer <50 22 500 mg/day on day 1, 250 mg/day from day 2 18.18% (4*%/22) 89.5% (17/19)
0 500 mg/day on day 1, 250 mg/day from day 3 — —
24 500 mg daily 0% (0/24) 88.2% (15/17)
Cer <20 1 500 mg/day on day 1, 250 mg/day from day 2 0% (0/1) 100% (1/1)
1 500 mg/day on day 1, 250 mg/day from day 3 0% (0/1) 100% (1/1)

Gray areas: According to package insert about “Precautions related to dosage and administration.”

*1:30 occurred in 23 cases: Investigations 7; Blood creatinine increased: 1 (serious) others: 6 (not serious), Intestial lung disease: 1 (serious),

Hepatic function abnormal: 1 (serious)

*2 7 occurred in 4 cases: Investigations: 5 (not serious), Hepatobiliary disorders: 1 (not serious), Blood and lymphatic system disorders:

1 (not serious)
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Table 12. Incidence of ADRs by presence/absence of hepatic disease, renal disease, heart disease, diabetes
Hepatic disease Renal disease Heart disease Diabetes
No Yes No Yes No Yes No Yes
Number of patients subject to safety evaluation 1,042 1,074 44 892 226 958 160
No. of patients with ADRs 106 107 5 87 25 94 18
No. of occurrences of ADRs 141 141 8 116 33 128 21
Incidence of ADRs (%) 10.17% 7.89% 9.96% | 11.36% 9.75% 11.06% 9.81% 11.25%
Type of ADRs No. of occurrences of ADRs (%)
Infections and infestations 3 (0.29%)| 1 (1.32%)| 4 (0.37%)| 0 (0.00%)| 3 (0.34%)| 1 (0.44%)| 4 (0.42%)| 0 (0.00%)
Blood and lymphatic system disorders 10 (0.96%)| 0 (0.00%)| 9 (0.84%)| 1 (2.27%)| 8 (0.90%)| 2 (0.88%)| 9 (0.94%)| 1 (0.63%)
Metabolism and nutrition disorders 4 (0.38%)| 0 (0.00%)| 4 (0.37%)| 0 (0.00%)| 2 (0.22%)| 2 (0.88%)| 3 (0.31%)| 1 (0.63%)
Psychiatric disorders 1 (0.10%)| 0 (0.00%)| 1 (0.09%)| 0 (0.00%)| 1 (0.11%)| 0 (0.00%)| 1 (0.10%)| 0 (0.00%)
Nervous system disorders 2 (0.19%)| 0 (0.00%)| 2 (0.19%)| 0 (0.00%)| 1 (0.11%)| 1 (0.44%)| 1 (0.10%)| 1 (0.63%)
Respiratory, thoracic and mediastinal disorders 3 (0.29%)| 0 (0.00%)| 1 (0.09%)| 2 (4.55%)| 0 (0.00%)| 3 (1.33%)| 3 (0.31%)| 0 (0.00%)
Gastrointestinal disorders 7 (0.67%)| 0 (0.00%)| 7 (0.65%)| 0 (0.00%)| 7 (0.78%)| 0 (0.00%)| 7 (0.73%)| 0 (0.00%)
Hepatobiliary disorders 15 (1.44%) | 1 (1.32%) | 16 (1.49%) | 0 (0.00%)| 10 (1.12%)| 6 (2.65%)|13 (1.36%)| 3 (1.88%)
Skin and subcutaneous tissue disorders 6 (0.58%)| 1 (1.32%)| 7 (0.65%)| 0 (0.00%)| 7 (0.78%)| 0 (0.00%)| 5 (0.52%)| 2 (1.25%)
Renal and urinary disorders 2 (0.19%)| 1 (1.32%)| 3 (0.28%)| 0 (0.00%)| 2 (0.22%)| 1 (0.44%)| 3 (0.31%)| 0 (0.00%)
General disorders and administration site conditions |14 (1.34%)| 0 (0.00%) | 14 (1.30%)| 0 (0.00%) |13 (1.46%)| 1 (0.44%)|14 (1.46%)| 0 (0.00%)
Injection site reactions 13 (1.25%) | 0 (0.00%)| 13 (1.21%)| 0 (0.00%)| 12 (1.35%)| 1 (0.44%)|13 (1.36%)| 0 (0.00%)
Pyrexia 1(0.10%)| 0 (0.00%)| 1 (0.09%)| 0 (0.00%)| 1 (0.11%)| 0 (0.00%)| 1 (0.10%)| 0 (0.00%)
Investigations 48 (4.61%)| 3 (3.95%)| 48 (4.47%)| 3 (6.82%) |40 (4.48%)| 11 (4.87%)| 41 (4.28%) |10 (6.25%)
Alanine aminotransferase increased 12 (1.15%)| 1 (1.32%) | 13 (1.21%)| 0 (0.00%) | 10 (1.12%)| 3 (1.33%)| 11 (1.15%)| 2 (1.25%)
Aspartate aminotransferase increased 8 (0.77%)| 1 (1.32%)| 9 (0.84%)| 0 (0.00%)| 6 (0.67%)| 3 (1.33%)| 7 (0.73%)| 2 (1.25%)
Bilirubin conjugated increased 1 (0.10%)| 0 (0.00%)| 0 (0.00%)| 1 (2.27%)| 1 (0.11%)| 0 (0.00%)| 1 (0.10%)| 0 (0.00%)
Blood bilirubin increased 1 (0.10%)| 1 (1.32%)| 2 (0.19%)| 0 (0.00%)| 1 (0.11%)| 1 (0.44%)| 2 (0.21%)| 0 (0.00%)
Blood chloride decreased 1 (0.10%)| 0 (0.00%)| 1 (0.09%)| 0 (0.00%)| 1 (0.11%)| 0 (0.00%)| 1 (0.10%)| 0 (0.00%)
Blood creatine phosphokinase increased 1 (0.10%)| 0 (0.00%)| 1 (0.09%)| 0 (0.00%)| 0 (0.00%)| 1 (0.44%)| 1 (0.10%)| 0 (0.00%)
Blood creatinine increased 2 (0.19%)| 0 (0.00%)| 1 (0.09%)| 1 (2.27%)| 1 (0.11%)| 1 (0.44%)| 0 (0.00%)| 2 (1.25%)
Blood potassium increased 1 (0.10%)| 0 (0.00%)| 1 (0.09%)| 0 (0.00%)| 0 (0.00%)| 1 (0.44%)| 0 (0.00%)| 1 (0.63%)
Blood urea increased 4 (0.38%)| 0 (0.00%)| 3 (0.28%)| 1 (2.27%)| 2 (0.22%)| 2 (0.88%)| 4 (0.42%)| 0 (0.00%)
Eosinophil count increased 8 (0.77%)| 1 (1.32%)| 9 (0.84%)| 0 (0.00%)| 9 (1.01%)| 0 (0.00%)| 9 (0.94%)| 0 (0.00%)
Gamma-glutamyltransferase increased 2 (0.19%)| 0 (0.00%)| 2 (0.19%)| 0 (0.00%)| 1 (0.11%)| 1 (0.44%)| 1 (0.10%)| 1 (0.63%)
Glucose urine present 1 (0.10%)| 0 (0.00%)| 1 (0.09%)| 0 (0.00%)| 1 (0.11%)| 0 (0.00%)| 1 (0.10%)| 0 (0.00%)
Haematocrit decreased 4 (0.38%)| 0 (0.00%)| 3 (0.28%)| 1 (2.27%)| 4 (0.45%)| 0 (0.00%)| 3 (0.31%)| 1 (0.63%)
Haemoglobin decreased 1 (0.10%)| 0 (0.00%)| 1 (0.09%)| 0 (0.00%)| 1 (0.11%)| 0 (0.00%)| 1 (0.10%)| 0 (0.00%)
Liver function test abnormal 2 (0.19%)| 0 (0.00%)| 2 (0.19%)| 0 (0.00%)| 2 (0.22%)| 0 (0.00%)| 0 (0.00%)| 2 (1.25%)
Lymphocyte count decreased 3 (0.29%)| 0 (0.00%)| 3 (0.28%)| 0 (0.00%)| 2 (0.22%)| 1 (0.44%)| 3 (0.31%)| 0 (0.00%)
Monocyte count increased 1 (0.10%)| 0 (0.00%)| 1 (0.09%)| 0 (0.00%)| 1 (0.11%)| 0 (0.00%)| 1 (0.10%)| 0 (0.00%)
Platelet count decreased 2 (0.19%)| 0 (0.00%)| 1 (0.09%)| 1 (2.27%)| 1 (0.11%)| 1 (0.44%)| 2 (0.21%)| 0 (0.00%)
Red blood cell count decreased 3 (0.29%)| 0 (0.00%)| 3 (0.28%)| 0 (0.00%)| 3 (0.34%)| 0 (0.00%)| 2 (0.21%)| 1 (0.63%)
White blood cell count decreased 8 (0.77%)| 0 (0.00%)| 8 (0.74%)| 0 (0.00%)| 7 (0.78%)| 1 (0.44%)| 7 (0.73%)| 1 (0.63%)
Hepatic enzyme increased 1 (0.10%)| 0 (0.00%)| 1 (0.09%)| 0 (0.00%)| 1 (0.11%)| 0 (0.00%)| 1 (0.10%)| 0 (0.00%)

HREICHEET 2MH LoEE] BiRo i - HEo%
Lk & BRI DM % 4T o 720 Cer B, HEE - FIRH O
ER 5 B 3% % Table 11 1278 37 20=Ccr<50 mL/min
OIEFNZ, HZELTI®HHS00mg % 1M, 2 HHDRE
250mg % 1 A 1 m¥5-95 | L iR CEICRBE N T
BY, BACHFHIEV RS S NER ORI S
13 18.18% (4/22 B) TH o720 EINEMIZ 46 (7 1F) 12
BHONTZH, WINDBIIFEHEETH > 2o —F, 20<
Cer<50 mL/min T500 mg1 H 1 03 H#%5- X N7z %
BIOEIEHZBERIT 11.27% (23/204 1) TH Y, BAIC
TPV R G SNTER L D bR o 7228, BITER
MROHNT2 23D H B 3B 7 LT F = H,

WIR RN, FFERESR ) ZEETH o 72 Cer<20
mL/min ® 26 FlDH B, HAFCE DL - HE 9
[ 500 mg, Z®# 1M 250 mg @ A#5) 12V iEE -
BeL BT D THS SNEMNZIBITH - 7225,
Ccer<20 mL/min @ 26 I EIVEH 25380 & 72w F X
Lhrolzs

ARTEICE L TiE, BRBETEREZEICBWT, ™M
FIREN TV LEHEGFEOFELIT>TDH 90% LW
BExh% &R L7z (Table1l),



VOL. 62 NO. 6

LVFX {5 #l o% et - A3k 699

6. BT REFTLEEIIBT 2 ERAOL &M -
AR

) =

WX o RIERFEB L, 66 KA 1351%
(45/333 1), 65 Ll k. 75 AR A5 7.97% (20/251 1),
75 Ll EAT8.80% (47/534 B1) TH Y, ERIX 5 TH
BANED NN, A0 EBY, 65EKHOEIER
BN RD L, miEE (65 Rl L) CTRIMEMISHE
BEL A 3otz T2, BEIER OB
Wiz BTH, FERO EF IV S 2B E D E
AT BEIWEHIZRD 5Nz dr o572 (Table 6)o

ERX B O AR, 65 A 0 95.9% (284/296
Bl), 65 Ll b 75 A - 89.2% (182/204 1), 75 ik LA
1 87.8% (397/452 B1) TH V), 65 A0 BEICHAN
65U LOREMECHNENAREIK 2L 2 (P=
0.0007) %5, 75 gLl EOBBIE#RE BV TDH 90% (2
WHRIEEZR L2,

2) WRERZATLEE

WREE AT HEMORMIEH B 789% (6/76
), WEREZHE S Z2ER O RIER I EIE 1017%
(106/1,042 B1) T ), FF A B B O BIFEH Z Bl
A BEEIIRD SN o 72 (P=05231) . HFEEEBA
TR OFEIEFA BRI Z Table 12 1283 FHEEZHF T
5 BHETHREMICEHENE L 22 IZRD bR
3, BPREREIC BT 2 EIMEH (BFIEERBESE, AST ¥4
%) ORBEED, WREGHOAETRE ZEVITE
D 5NN T2,

F 7o, AREEIGIFRBEE AT IR T 946% (53/56
Bl), WMHREEBEZA SR WERIT 904% (810/896 #l) T
ARRICAEEIRD SN o7 (P=02902),

3) BWREEEETLEE

BB EAET HEFAOBIMERZEBEIZ 11.36% (5/44
B), BEEE A S %S o IR 53 1T 9.96%
(107/1,074 1) TH v, By EA A BRI ORIV AR
A BEEIIRD 5N o 72 (P=0.7616) . FHEEIA
TR OFEIEFA BRI Z Table 12 1R 3, BREZHF T
5 BE TR, 3B L OHERRREE ] 25 455% (2/44
B, AL S AR, BREE C £ 1) B ohi:
A5, SO ITEREREEICERN T2 0L 1EE 212K,
ZOMOREER OSBRI AR R 2 IEZD Sk
Nolz.

F72, HRBEIFRBE2 AT ERT85.7% (30/35
Bl), BREEAL S RWIERIT 90.8% (833/917 #l) T
ARRICAERIRD SN o7 (P=03067),

4) WRBREATLEE

WRBZ AT HIERORWEHZBEE 11.06% (25/226
B, B E A S R WEBORIEHSEBEIL 9.75% (87/
892 B) TH 1, LR BA AR ORI EBRICHE
FEZFRD SN o 72 (P=05584) o LI EABEA BE O

BRI S BRI % Table 12 1R DIRBZ AT 5 B
THEMNICERENEL 22EEHEED SN o
2o B, DEREATFOHEEII 2D ST, QT EEHD
[OBEBEE | 25 S 7 ERNIE 2 225 720

F 72, HRERIGORBEZ AT HIER T 89.0% (162/182
Bl), OREBEA S WEERIT91.0% (701/770 #1) T
FRRICEEEZIROON o7z (P=03812),

5 MERWEEAT HEH

PRI % A5 B O IVEH ZE B 1% 11.25% (18/160
Bl), BEFRIG % A S 2o WIEBI O RIVE I F L33 9.81% (94/
958 f9) Td v, BRI AU BRI ORI EBIRICE R
D SN o 72 (P=05750) o FEFRIHA A HER O
BIVEH S BRI % Table 12 1R BRI 2 A 5 B#H
TRHENICHHBEIEL 2LEEHERED N0 o
7o ARIMHEREAS 1 BIFRD HI7228, BERIK O A % v
86 i D i E DIEBITdH - 720

F 72, HRVERIIHEIR 2 A 9 HIER T 94.0% (125/133
Bl), FEREZH S 2 WEERIT 901% (738/819 #1) T,
ANRICHEZIIRO N o7z (P=0.1545)
m. = =

LVFX X 2010 4E 10 HICEN# O 1 H 1 H 5 o 3%
WHE /oy REE LTHEFAOKRLIIGT L7z, EHN
2B CHENE S L7z LVFX FEGHH 0 BI5GB o et iE
BIRIE 342 BIEBRONT WA S EH 5, MHERETICH
A RKlOREEB L AT ENET L H L
L 7248 H G am 4 2 H ARSE 19048 1,000 61 TG L 72,
BIVEHIZE 13 10.02% (112/1,118 1) TH v, BIFHE
BRIZBUT B EIVE B3 4795% (164/342 B1) % LAl %
LW hdote EREWEMIL, ERMAEO R E A
A3 4.56% (51/1,118 B1), BFHH:E RREE DY 1.43% (16/1,118
Bl), —fk - SEBEED X OHG-EA ORI QEGHRAL K
B 136, FEE 1 610) AT 1.25% (14/1,118 ) T3 1,
BRI O IZ, FREBRTRDSNEEH E K& 7%
BV o 2. 70 v RBEEFHEEE ORIIEH TH
BIEEHERA BUG OSBRI 1.16% (13/1,118 1) TH 1,
ZONFUIABEDS 6 8, FKHaas5 i, WERAS4 1, #9
A 215, BIRED L CTH o 720 TN IEFEE T,
HERLTE 2 %\ A LR L & D IR F 2k e 5 —
WO RIS TH - 720 FEHIRIITED S, FANCX S
FEHERA OB, MEEEE 2 ¥ 3 v OBl X 2 IE50E
R RFIT S & % 2 5N T WD TEFERAL S ASED
SNz 13 BlOFEBIRING, BG5BT B L ik b S 0o
7275, 6E 2 HHDBEORBITH Y, &E 10 HHIZH
BILERI D o720 512, TEETERMUSIEBIR DA
F & P G-k L7z 6 Bl 5 BiliL, 2 D%k oG THEHE
RS DSERD SN Dol &, TEHERM G % 3R
EFTHLEHPIBICIZTWVzoTWwiRWnZ &, T2, KH
2 & B UEGHBA BO L IERIIFE DR R 5 F 2, R
PEEW 2 BT RUS O W RS W EE X bz,
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EELEIERIE, %GR X 2 MiKOHE), I
B LT = e, FAERER G, HIEMENERE, kR
&, SR EEGEF LSS 1 HlOE 6 FlTHh - 7. B
R B TS MEMEMREEOEEFA 1 Flhks s h
TBY, M LoEE] o [ERZEWEH ] ICHEE LT
BHEE L TWw b AS, RFAT D FHE 2 BRI A5
OLNTBY, FIZHREFREVLETH S, 2B, [HH
FoEE] CEIERERLVE VRS EONBEITOE
AR E N TV DD, AIEF D REIFRERVEVH (7
Lk=vuy) of5I2X BRI vz,

FourRERToOVEESR 7O L VR
NSAIDs & OPHIC & 0 EFRIEHAR RS N5 2 &
VHREINTB Y, RFORMNCETD [HH Lo
o] oMEEHOMIC THHER] & LTERBEshTw
Bo AFATIZ 110 B (9.84%) 37 = = VFERER - 71
Yt V% NSAIDs & fEH ST 7228, BB e
S AR R BN %2 320 7EBNE e dr o 720 — T,
NSAIDs ASBEH & LT 20 WRE CRAE DS 2 720 &
720 TO 2 6113 NSAIDs 3 ST o 7275, 84
%, 86 L HEDOEHET, I 1T BT I EZ A
frLCwiz s, ThoBERRT2E7 5 BHITIT,
NSAIDs BEHAEICh b 5T, HEEIIHRGT LI LN
EREEZ LN,

ERREL T EE L, - HREoHZRE LT, Bk
(Cer) OREICX YV HERERZML, H5HEZ DT THR
55589 THE - HEICHEETL2HH EoER] 1250
WMENTWBERD, Ceril, HE - HRINCEAORE
P, AR MG L7z BRI T (20<Ccr<50) 12
B CIRASCEF IRV R (WA 500 mg, FO# 1
250 mg1 H 1[#%5) Sh7z84 0FEHEB R
18.18% (4/204 %)) T, 500 mg 1 H 1 [al3d H % 5561 0
BIVEHIZE R 11.27% (23/204 1) X V) &dh o 7225, 500
mg 1 H 1 B PG S NERI T, EEZRIEED3
BRD LNz T2, BHEICHEL T, 5522
L5 MEEHITTDH, 90% (EWERRIHERINT
Wz ZERD, BREMET LT RER T, [HE -
HAEICHET 2 LoFE] oftifkEBh, #5ED
W, LA TR TAIENET L VEER
Y (%

ARNFIZ KT 90.7% (863/952 1), s#IiE Bl T Ml
%05905% (781/863 B), RVEIFILZH 2 O IR IEHens
921% (82/89 f5l) TH o7z MiRSHEHINOARNZIL,
H Rl 9 A% 93.8% (589,628 ), PR - A~ i BH S Bili 4¢ S
79.9% (123/154 B1), FePalli%As 85.9% (67/78 Bi) Td
D, BZERBROLREETRMi%K : 95.9%, 12 1HEMFRER
TEDRIEG 1 944%) L IRIFRIBET, HRICBWTDH
KRHENDOFIVEDHERE S iz,

F72, MR- EME L LT NHCAP 23%¢rE 8
M, 2011 4E 8 HICHARIFREF XN OBETA K I 4

YORFEH SNz RFETIEM K DOK 20% S NHCAP
THRFIL 799% (123/154 B) Td - 7zc NHCAP D%
WA FT A4 N2 BWT, KANZEHEX 5 B #E(ABET
MRSA, P. aeruginosa % DMTER ) A 7 237 W) DR
WL LTHIEIN TV D, 7= F IR LT WnAs
NHCAPEFI O 95 &K E 2 L 72 34 FloF #3113
794% (27/34 1) TH Y, WA 7T HIDH B, 4 Bl75° MRSA
%7213 P. aeruginosa B (% 2 61) TH -7z, MRSA
% 7213 P. aeruginosa A3 S N7z 4 Bl 2 BR 72354,
®EIL 90.0% (27/30 1) LB s, HHEROY A
7 H3 70 BEICH LT 90% (R VERRS R S5
DRI N, KREORE, S b BREOHRHEEA &
LTHEHLTWwBEbDEEZ LN, 72, ILKS I
NHCAP 2% 9 % LVFX {E 4 # 0 A ) 313 852% (B
T 0 81.8%, CH::905%) LML THBY, Shlokk
REZIZFABROBETH - 72

BRI 2R T 93.0% (146/157 #%) TH Y, Wit
2R TS S. pneumoniae 25 97.0% (32/33#%), H. influen-
zae, M. catarrhalis 13\ 313 1000% TH o 720 KA T
\& L. pneumophila, M. pneumoniae, C. pneumoniae 75%Z 1L
ENOM, 68 2B LN, WHEHEARZIVWITNLD
100.0% T& 0, PR RGSE O FEFEFE I3 L TEwy
WiHEEEZR L7z, 72, NHCAP i 2011 FI2HFRIN
TR EM A TH Y, FREIZES 55t 4
w7z, W9 O R R R O 53 BESHEE 2 ARET L 720
ZOHEH, CAP TIE S. pneumoniae & H. influenzae @ 55
MRS ASE BN 25.0% (23/92 #K), 174% (16/92 #k)
LB o 72h%, NHCAP Tid P. aeruginosa & Staphylococ-
cus BOGHEBENSZENFN182% (6/33%) &HkdE
<, Staphylococcus J& 6 #£® 9t MRSA #% 3 #k & %%
¥ TVv:72, HCAP (Healthcare associated pneumonia)
DM G2 TIEH %55, HCAP Tid CAPIZEXP.
aeruginosa X MRSA D73 HESED W E DHEE DD 1,
S OFRE - L Tz, —7, NHCAP (X FRMEVEN %
DBEDL 2D, WRMER bS5 LTSRS
A HNBD, APAETIEAER TGS N2 o7,
AR TEHARENEmI N2 EIAHTH Y, BEEME
RICOW T SN TV LRSS E 2 b b,

N AREREATHEEL LT, SE 785 B, IR
BAEPET6 61, BREAEPE44 60, LB DE 226 £, B
FRIEE DR 160 ISR Sz, TN ZENORITERI S
1% 854%, 7.89%, 11.36%, 11.06%, 1125% TH VY, Z
NOBERELATLHEATEVEARBRIGTEIIES %5
L3 hhol £z, AR ERE 883%, HRES
PF 94.6%, BEEADE 85.7%, (LA PE 89.0%, MR
A9 94.0% THY, ChoLDOFNLZEREET 5 HEHIC
BT EEW AREICRE LMEIRD NG o7,

EHE CILRGEICRE L T, BEASOREHMMLL,
PAEFT R S ITIRED DA D IZ S WIERIDH 5 2 & AV
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LN TWBA, [RYE RIS iEE O SERT A 05 RE
IZDOWTOEEIZD o & 0], BRASREFSIE IR D 2AE ~ —
71— (R, FMEREL, CRP) % 4E#% (65 oA, 65~
T4 7%, T5~84 7%, 85 Ll E)ICHER L7z, HeGHi 0
PRiIE 65 AR AT 38.1C &b mid o 7278, 65l b
O 3BEOFEHREIZEN2EN 37.7~37.9T T, 65 kil
EMD3EIF 02~04C TH o720 39C P boEshaR L7z
BT 65 KM TIZ 236% TH o 7258 65l L3
BIZHENZENH10% 2D 5Nz T2, XSO
FHmER S CE9ME) 1& 9,790~10,460/uL, CRP (“F35fl)
13 108~132mg/dL TH Y, KFEDOHKRL O, KIiE
¥ — A —OREIIEIE & A FEOBICHL e E NI
BOSNLDoTze LA LEDS, AKREHE LVFX 145}
HIFGBNIBRON TV AE D, 5HE 54 LMEDNE
Tdhhbo

RPAETIE, RPN B S U CARA A G-
SNIHEBIDS 33.9% (323 B) & E N Twnize FHIDOHNR
ERTHAL L, EEHHAMEHECIEIR=VY) VREN
189% (61 %) L b % <, HHEH LT = 4 F%3EH124%
(40 1), REOPIEETIE~2r T4 FREHN136% (44
B, FEOxF /o rR2E,PSOUYEZ D 105% (34 6)
ZRE BTz, FIAEPLR SRR B 03 2 ARA O H R
| 88.2% (285/323 #l) TH b, MHFIMERBFI R L CTE
AR T X DR RTH - 720

Pk, LVFX FERAOREMEITKE 2 EMIZED S
WY, Mide, MPEREILEEIRZE O RIEHI A LT 90% LA
LOFRMEERLI-ZENS, HHEREBTIZBWTLA
MR ETH S Z LD RSN,

W

Wa 2 5I2H720, LVFX 1437 o8 B A 12
CTHhBY, BEELT—F % TRV ZE T LSS
DK IE L L B E S,

MM ECHE  JakiEE, F— 2 atr s
MREEE0E % )T Tnb, PIRIE, 1I0HEH,
B, EAERESE, WMBET, BIEEM TTHADY,
MRS T, AR, Lz NER, KBIEE, BAEH
&, B BRRatotETh %,

1)

2)

3)

4)

5)

6)

7)

8)

9)

10)

11)

12)

13)

X ik
TS —, W %, AR, I, S 2
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@ ceftriaxone sodium % B & L 7z 5 1T #H JL 3R
Ko BAb#ESEE 2011;59: 32-45
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Safety and efficacy of intravenous levofloxacin 500 mg once a day

Seiji Hori", Kazuhiro Uchino”, Hiroki Yamaguchi”, Aki Yokomizo”, Megumi Takahashi”,
Satoko Hamajima®, Kaori Nukui®, Hisano Eda", Akiko Shiina", Fumiaki Kobayashi®,
Naoki Yamanouchi”, Masami Mizuno” and Yukihiro Okutani”

Y Department of Infectious Diseases and Infection Control, Jikei University School of Medicine, 3—25-8 Nishi-
Shimbashi, Minato-ku, Tokyo, Japan

? Medical Affairs Department Business Intelligence Division, Daiichi Sankyo Company, Limited

¥ Post-Marketing Regulatory Affairs Department, Daiichi Sankyo Company, Limited

Y Pharmacovigilance Department, Daiichi Sankyo Company, Limited

¥ Clinical Data and Biostatistics Department, Daiichi Sankyo Company, Limited

A use-results survey on intravenous levofloxacin (LVFX, Cravit® intravenous drip infusion 500 mg) was
performed from October 2011 to September 2013. In total, 1,142 case cards were collected from 221 medical
institutions and 1,118 cases were subjected to a safety evaluation and 952 were subjected to an efficacy
evaluation.

The incidence of adverse drug reactions (ADRs) was 10.02% (112/1,118 cases). The major ADRs were in-
vestigations at 4.56% (51/1,118 cases), hepatobiliary disorders at 1.43% (16,/1,118 cases) and general disor-
ders and administration site conditions (such as injection site reactions) at 1.25% (14/1,118 cases). Serious
ADRs were observed in 6 cases and the details were pneumonia, blood creatinine increased, interstitial lung
disease, hepatic function abnormal, lung disorder and acute respiratory distress syndrome.

Nonsteroidal anti-inflammatory drugs (NSAIDs) of the phenyl acetate and propionate types, which require
caution when coadministered with LVFX, were used concomitantly by 9.8% (110/1,118 cases) of patients but
the incidence of ADRs in these patients did not increase. Furthermore, no central nervous system ADRs
(such as nervous system disorder and psychiatric disorders) were observed among patients in whom
NSAIDs of the phenyl acetate, propionate types and other types were coadministered with LVFX.

The overall efficacy rate was 90.7% (863/952 cases) and by types of indications, it was 90.5% (781/863
cases) for pneumonia, and 92.1% (82/89 cases) for secondary infection of chronic respiratory disease. By the
classification of pneumonia, it was 93.8% (589,/628 cases) for community-acquired pneumonia, 79.9% (123/
154 cases) for nursing and healthcare-associated pneumonia, and 85.9% (67,/78 cases) for hospital-acquired
pneumonia.

The overall eradication rate was 93.0% (146,157 strains) including Gram-positive bacteria at 88.7% (55/62
strains), Gram-negative bacteria at 95.4% (83/87 strains), and atypical bacteria at 100.0% (8/8 strains).

In conclusion, this use-results survey confirmed that intravenous LVFX is a useful antibacterial agent
with no serious problems in its safety profile and efficacy rate was more than 90% in all indications, pneumo-
nia and secondary infection in chronic respiratory disease.



