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| Survey form collected patients 344 |

Excluded from the safety analysis set 2
Violation of registration 2
Safety analysis set 342
Excluded from the efficacy analysis set 30
Other than target disease 16
Not evaluated for efficacy within 3 days medication of 14
2,000 mg/day (except for judging efficacy poor)
Efficacy analysis set 312 |

Fig. 1. Patient disposition.
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Table 1. Patient characteristics
Safety analysis set Efficacy analysis set
Item
Patient % Patient %
Number of patients included in the analysis 342 312
Sex Male 227 66.4 209 67.0
Female 115 33.6 103 33.0
Age 1 (years) >15-<65 98 28.7 86 27.6
>65 244 71.3 226 72.4
Mean = SD 70.2%*15.3 704+ 15.1
Max—Min 20-96 20—94
Median 73.0 73.0
Age 2 (years) >15-<65 98 28.7 86 27.6
>65-<85 186 54.4 173 55.4
>85 58 17.0 53 17.0
Body weight (kg) >20-<40 43 126 40 12.8
>40—-<60 210 61.4 191 61.2
>60—-<80 78 22.8 72 23.1
>80—<100 10 29 9 29
>100 1 0.3 0 0
Inpatient/Outpatient Inpatient 339 99.1 310 99.4
Outpatient 3 0.9 2 0.6
Immune status at the time of Normal 244 71.3 221 70.8
infection Decreased 76 22.2 70 22.4
Unknown 22 6.4 21 6.7
Diagnosis Sepsis 70 20.5 67 21.5
Pneumonia® 212 62.0 200 64.1
Community-acquired pneumonia 170 80.2 160 80.0
Hospital-acquired pneumonia 39 18.4 37 18.5
Aspiration pneumonia 33 15.6 32 16.0
Ventilator-associated pneumonia 4 1.9 3 1.5
Secondary infection of chronic respiratory disease 46 13.5 45 14.4
Other 14 4.1 0 0
Indication for 2,000 mg/day of Sepsis 70 20.5 67 21.5
PZFX Severe or intractable respiratory infection 221 64.6 212 67.9
Pneumonia® 175 79.2 167 78.8
Community-acquired pneumonia 135 77.1 129 772
Hospital-acquired pneumonia 37 21.1 35 21.0
Aspiration pneumonia 31 17.7 30 18.0
Ventilator-associated pneumonia 4 2.3 3 1.8
Secondary infection of chronic respiratory disease 46 20.8 45 21.2
Pneumonia caused by S. pneumoniae 35 10.2 33 10.6
Other 16 4.7 0 0
Severity of infection Mild 34 9.9 29 9.3
Moderate 166 48.5 148 47.4
Severe 142 41.5 135 43.3
Underlying disease and/or No 30 8.8 24 7.7
complication Yes 312 91.2 288 92.3

(Continued)
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Table 1. (Continued)

Safety analysis set Efficacy analysis set
Item
Patient % Patient %
Number of patients included in the analysis 342 312
Hepatic dysfunction at the time of No 265 775 245 785
treatment Yes 77 225 67 215
Mild 67 87.0 58 86.6
Moderate 10 13.0 9 13.4
Severe 0 0 0 0
Renal dysfunction at the time of Normal function (Ccr >80 mL/min) 91 26.6 81 26.0
treatment Abnormal function (80 mL/min > Ccr) 244 71.3 224 71.8
Not calculated 7 2.0 7 2.2
Severity of renal dysfunction at the Normal function (Cer >80 mL/min) 91 26.6 81 26.0
time of treatment Mild dysfunction (80 mL/min >Ccr >50 mL/min) 126 36.8 115 36.9
Moderate dysfunction (50 mL/min>Ccr >30 mL/min) 97 28.4 94 30.1
Severe dysfunction (Cer <30 mL/min) 21 6.1 15 4.8
Not calculated 7 2.0 7 2.2
Special medical history No 277 81.0 250 80.1
Yes 62 18.1 59 18.9
Unknown 3 0.9 3 1.0
History of adverse drug reactions No 312 91.2 283 90.7
Yes 18 53 17 5.4
Unknown 12 35 12 3.8
History of allergy No 315 92.1 286 91.7
Yes 15 4.4 14 4.5
Unknown 12 35 12 3.8
Antimicrobial agent administered No 265 77.5 240 76.9
just before treatment with PZFX Yes 77 295 79 231
Administration period (days) <3 29 8.5 16 5.1
>4-<7 143 41.8 133 42.6
>8-<14 159 46.5 152 48.7
>15 11 3.2 11 35
Mean = SD 8.1%+3.7 8.4%3.6
Min—Max 1-25 2-25
Median 7.0 8.0
Total dose (mg) <6,000 29 8.5 16 5.1
>6,000—>14,000 143 41.8 133 42.6
>14,000—>28,000 159 46.5 152 48.7
>28,000 11 3.2 11 3.5
Mean = SD 16,166.7 £7,369.1 16,775.6 =7,192.0
Min—Max 2,000—-50,000 4,000-50,000
Median 14,000.0 16,000.0
Concomitant drug No 58 17.0 51 16.3
Yes 284 83.0 261 83.7

4 Breakdown of the types of pneumonia (community-acquired pneumonia, hospital-acquired pneumonia, aspiration pneumonia, ventilator-asso-
ciated pneumonia)

WHITH o7z, BB R W E L7z T2 NI Streptococcus pneumo-
3) AR niae 5 ¥k, S. aureus 4 ¥k, Haemophilus influenzae 3 X O

SR A 47 R S, 209 B 25 BRTARIEIIHS  Klebsiella pneumoniae 4 34T, £ D9 b 24 #kA3S T,
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Table 2. Clinical efficacy classified by the patient characteristics and the results of statistical analysis

Item Clinical effect Efficacy rate Statistical
Effective | Poor | Unknown (%) @ analysis result”
Efficacy analysis set 244 47 21 83.8 (244/291)
Sex Male 158 34 17 82.3(158/192) p=0.3148
Female 86 13 4 86.9 (86/99) x* test
Age 1 (years) >15-<65 76 7 3 91.6 (76/83) p=0.0238
>65 168 40 18 80.8 (168/208) X2 test
Age 2 (years) >15-<65 76 7 3 91.6 (76/83) p=0.0778
>65—-<85 130 31 12 80.7 (130/161) X% test
>85 38 9 6 80.9 (38/47)
Body weight (kg) <40 28 8 4 77.8 (28/36) p=0.3464
>40—<60 149 31 11 82.8 (149/180) Fisher
>60-<80 58 8 6 87.9 (58/66)
>80 9 0 0 9/9
Inpatient/outpatient Inpatient 242 47 21 83.7 (242/289) p =1.0000
Outpatient 2 0 0 2/2 Fisher
Diagnosis Sepsis 57 6 4 90.5 (57/63) p=0.2657
Pneumonia 153 33 14 82.3 (153/186) x* test
Secondary infection of chronic respiratory 34 8 3 81.0 (34/42)
disease
Indication for 2,000 mg/day of Sepsis 57 6 4 90.5 (57/63) p=0.2515
PZFX Severe or intractable respiratory infection 160 36 16 81.6 (160/196) X test®
Pneumonia® 126 28 13 81.8 (126/154)
Community-acquired pneumonia 101 21 7 82.8 (101/122)
Hospital-acquired pneumonia 24 7 4 774 (24/31)
Aspiration pneumonia 20 5 5 80.0 (20/25)
Ventilator-associated pneumonia 2 0 1 2/2
Secondary infection of chronic respira- 34 8 3 81.0 (34/42)
tory disease
Pneumonia caused by S. pneumoniae 27 5 1 84.4 (27/32)
Severity of infection Mild 26 2 1 92.9 (26/28) p =0.1002
Moderate 122 19 7 86.5(122/141) Fisher
Severe 96 26 13 78.7 (96/122)
Underlying disease and/or No 20 4 0 83.3 (20/24) p = 1.0000
complication Yes 224 43 21 83.9 (224/267) Fisher
Hepatic dysfunction No 196 34 15 85.2 (196/230) p=0.2180
Yes 48 13 6 78.7 (48/61) X% test
Severity of renal dysfunction? Normal 68 8 5 89.5 (68/76) p =0.2401
Mild 87 22 6 79.8 (87/109) Fisher
Moderate 74 13 7 85.1(74/87)
Severe 9 3 3 75.0 (9/12)
Unknown 6 0 6/7
Special medical history No 199 37 14 84.3 (199/236) p=0.6785
Yes 43 10 6 81.1 (43/53) Fisher
Unknown 2 0 1 2/2
Antimicrobial agent administered | No 194 30 16 86.6 (194/224) p=0.0194
just before treatment with PZFX Yes 50 17 5 74.6 (50/67) X test
Administration period (days) <3 5 6 5 45.5(5/11) p =0.0003
>4-<7 99 27 7 78.6 (99/126) Fisher
>8-<14 133 13 6 91.1 (133/146)
>15 7 3 7/8
Concomitant drug No 43 7 1 86.0 (43/50) p =0.6497
Yes 201 40 20 83.4(201/241) X% test
Combination antimicrobial agent | No 220 42 16 84.0 (220/262) p=0.7944
Yes 24 5 5 82.8 (24/29) Fisher

¥ Efficacy rate = No. of effective/ (No. of effective + poor)

b Statistical analysis was carried out except unknown.

° Breakdown of the types of pneumonia (community-acquired pneumonia, hospital-acquired pneumonia, aspiration pneumonia, ventilator-asso-
ciated pneumonia)

9 Normal: Cer >80 mL/min, Mild: 80 mL/min >Ccr > 50 mL/min, Moderate: 50 mL/min >Ccr >30 mL/min, Severe: Ccr<30 mL/min

° Statistical analysis was carried out in sepsis, severe or intractable respiratory infection and pneumonia caused by 8. prneumoniae.
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Table 3. Clinical efficacy in patients administered other antimicrobial agent for more than 3 days before treatment with PZFX
Antimicrobial agent administered just before treatment with PZFX Clinical effect of PZFX Efficacy
Reason for change Class of antimicrobial Routs Effective Poor Not rate (%)
agent evaluable
Poor or recurrence or relapse Penicillin Oral 0 1 0 0/1
Injection 12 2 0 85.7 (12/14)
Sub-total 12 3 0 80.0 (12/15)
Cephalosporin Oral 3 0 0 3/3
Injection 4 3 1 4/7
Sub-total 7 3 1 70.0 (7/10)
Carbapenem Injection 5 3 2 5/8
Other 0 1 0 0/1
Sub-total 5 4 2 5/9
Quinolone Oral 3 1 0 3/4
Injection 2 0 1 2/2
Sub-total 5 1 1 5/6
Macrolide Oral 6 0 0 6/6
Sub-total 6 0 0 6/6
Aminoglycoside Injection 0 0 1 -
Sub-total 0 0 1 —
Tetracycline Injection 1 0 0 1/1
Other 0 1 0 0/1
Sub-total 1 1 0 1/2
Anti-MRSA agent Injection 1 0 1 1/1
Sub-total 1 0 1 1/1
Other antimicrobial agent Injection 1 0 0 1/1
Sub-total 1 0 0 1/1
Oral 12 2 0 85.7 (12/14)
Injection 26 8 6 76.5 (26/34)
Other 0 2 0 0/2
Sub-total 38 12 6 76.0 (38/50)
Withdrawal because of appearance Penicillin Injection 1 0 0 1/1
of adverse drug reaction
Others Carbapenem Injection 0 1 0 0/1
Quinolone Oral 1 0 0 1/1
Anti-MRSA agent Oral 0 1 0 0/1
Other antimicrobial agent Oral 0 1 0 0/1
Oral 1 2 0 1/3
Injection 0 1 0 0/1
Sub-total 1 3 0 1/4
Total Oral 13 4 0 76.5(13/17)
Injection 27 9 6 75.0 (27/36)
Other 0 2 0 0/2
40 15 6 72.7 (40/55)

Streptococcus & 1 AT TH Y, RIIA SN h o7z
7z, S. pneumoniae 3 ¥k 3B X U H. influenzae 2 ¥k 72 & 8 #k
T MIC ##l%E L, MIC range 1 025~1 ug/mL T -
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4) 5L R B R D R
PUE & 72 1 3PUARBRAE VLB % & 80 72 5 R R 132 B

TOEERDOERZIZ 85.6% (113/132 %) TH Y,
R e T 84.6% (99/117 #1), B

ZDH
J&Ge T 93.3%

(14/15 #1) Td o 720 HEUR G SRR 5 A )1,
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Table 4. Bacteriological efficacy
Causative organism No. of strains Eradicated Persisted Eradication rate (%)

Total 47 46 1 97.9 (46/47)
Gram-positive bacteria S. aureus 7 7 0 7/7
MSSA 6 6 0 6/6
Unknown resistance 1 1 0 1/1
S. epidermidis 1 1 0 1/1
a-streptococci 1 1 0 1/1
Streptococcus sp. 1 1 0 1/1

S. pneumoniae 10 10 0 100 (10/10)
PSSP 7 7 0 7/7
PISP 2 2 0 2/2
Unknown resistance 1 1 0 1/1
E. faecalis 3 3 0 3/3

Sub-total 23 23 0 100 (23/23)
Gram-negative bacteria E. coli 3 2 1 2/3
K. pneumoniae 6 6 0 6/6
E. cloacae 1 1 0 1/1
S. marcescens 2 2 0 2/2
H. influenzae 9 9 0 9/9
BLNAS 2 2 0 2/2
BLNAR 4 4 0 4/4
Unknown resistance 3 3 0 3/3
P. aeruginosa 2 2 0 2/2
L. pneumophila 1 1 0 1/1

Sub-total 24 23 1 95.8 (23/24)

Table 5. Clinical efficacy by the indication and severity of infection

Efficacy rate (%)
Indication for 2,000 mg/day of PZFX Severity of infection
Mild Moderate Severe
Sepsis 1/1 91.7 (33/36) 88.5(23/26)
Severe or intractable respiratory infection 95.2 (20/21) 82.2 (74/90) 77.6 (66/85)
Pneumonia? 100 (14/14) 82.1(55/67) 78.1(57/73)
Community-acquired pneumonia 100 (12/12) 82.7 (43/52) 79.3 (46/58)
Hospital-acquired pneumonia 2/2 78.6 (11/14) 73.3(11/15)
Aspiration pneumonia 2/2 75.0(9/12) 81.8(9/11)
Ventilator-associated pneumonia — — 2/2
Secondary infections of chronic respiratory disease 6/7 82.6 (19/23) 75.0 (9/12)
Pneumonia caused by §. pneumoniae 5/6 100 (15/15) 63.6 (7/11)
Total 92.9 (26/28) 86.5(122/141) 78.7(96/122)

3 Breakdown of the types of pneumonia (community-acquired pneumonia, hospital-acquired pneumonia, aspira-
tion pneumonia, ventilator-associated pneumonia)

Staphylococcus J& T 78.6% (11/14 B1), S. pneumoniae T 5 MIRZERRE (ROHE)
86.2% (25/29 #8]), Escherichia coli T 100% (14/14 1), IR A7 RO THRERL, 21K T 97.9% (46/47 #k) T

Klebsiella J& T 75.0% (12/16 #1), H. influenzae T 90.0% &V, ARIFEIEZVEZIR L2 E. coli 1 RO BAFHET D -
(9/10 1), P. aeruginosa T 750% (9/12 B), Legionella 7= (Table4), FEZ=JEHWHITIX S. aureus 7 ¥k, S. pneu-
JET5/5BITH o7 moniae 10 ¥k, H. influenzae 9 ¥k, K. pneumoniae 6 ¥k, P.
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Table 6. Incidence of adverse drug reactions

Adverse drug reactions

No. of patients included in the safety analysis set

No. of patients with ADRs

No. of events of ADRs

Incidence of ADRs

Infections and infestations

Pseudomembranous colitis

Superinfection

Blood and lymphatic system disorders

Disseminated intravascular coagulation

Pancytopenia

Metabolism and nutrition disorders

Decreased appetite

Psychiatric disorders

Delirium

Nervous system disorders

Headache

Cardiac disorders

Myocardial infarction

Stress cardiomyopathy

Vascular disorders

Shock

Respiratory, thoracic and mediastinal disorders

Acute respiratory distress syndrome

Gastrointestinal disorders

Constipation

Diarrhoea

Nausea

Vomiting

Hepatobiliary disorders

Liver disorder

Skin and subcutaneous tissue disorders

Drug eruption

Erythema

Rash

Reproductive system and breast disorders

Scrotal ulcer

General disorders and administration-site conditions

Injection-site erythema

Injection-site induration

Injection-site pain

Injection-site phlebitis

Injection-site warmth

Pyrexia

Injection-site swelling

Investigations

Alanine aminotransferase increased

Aspartate aminotransferase increased

Blood creatinine increased

Blood lactate dehydrogenase increased

Eosinophil count increased

Liver function test abnormal

Platelet count decreased

‘White blood cell count decreased

Hepatic enzyme increased

Renal function test abnormal

MedDRA/J (16.1)

aeruginosa 2 ¥k, Legionella pneumophila 1 FRANHR L 720 7%
B, AR E. coli BIMBNE, JEWEN F L — R E OHVE
SR HROIIE T, A3 12 H #5112 X 0 FERHTL
HELAMTH -7,

6) FRRRIRICHEEL LT TENR

ARFICEEA (p<0.05) 252D 5Nz H X4 1
(p=0.0238), AFdLHHOMOBR LG (p=0.0194),
®5 W (p=0.0003) TH-7z (Table2),

RO AL, 15 B L 65 AT T 91.6% (76/
83 #il), 65%LL 1T 80.8% (168/208 1) TH v, 65 iklh
TR 11% 1A o 720 ARSEFR 51 DAL OB HE D A #E R
DAL, MOPIRIELR LT 86.6% (194/224 1), i
DR IED D T 746% (50/67 1) TH Y, MoOKEHIED
) TR 12% 185 720 GBI OAREIE, 3 HUCF
T455% (5/1141), 4 HLL 17 HELFT 786% (99/126
), 8 HULE14 HELFT9L1% (133/146 ) &b &
, 15 HULETT78BITH o720 4 HELLEOP 5T,
HRHILT86% L& RIF LR TH - 72,

7)  BEGRER 3 & OVBGE TEAE BE 1) O AR KD

AJE 1 H 2,000 mg %5 D % 4 5l D F& G4 HAE B A3 H
SHEB X OEEOFRFIE, MBUE Tl SEE T 91.7%
(33/36 5), HijiET 885% (23/26 %) Td -7z (Table
5)o HIE - HEVGTE DM B EAGE AR T, HEET
82.2% (74/90 f5l), HAET 77.6% (66/85 Bl) T 72
HIE - HERTEDOIPREREAGED ) b EREF DA,
Jili & 44T 781% (57/73 #1) T, W& T 79.3% (46/
58 Bil), BP9 T 733% (11/15 %), & w4 fili ¢ ©
81.8% (9/11 #), AN LIFIREBEN% T 2/261TH Y,
PP 2395 28 D RIS T 75.0% (9/12 1) Td - 72
il S BRI & B MJTIE, HSHEE T 100% (15/15 1),
EIET636% (7/11H)) THoZzo WTNORRYIETD
HEHREBITIL 63.6~885% T, MiZeBkIEIZ L Bk % B
THEEIC AR THEA 3~8% KA 720

4. REVEOFH

D RIfEHZEB OB

RV SR 342 BICTRIVEF A% 61 61 84 A 5
h, EIVERZEBIERIZ178% (61/34261) TH o7z #E
MR (SOC) BIORINEMFEBRIL, —i#k - EFEE
B L OGN OIREET 82% (28/342 f), HHRMAT
56% (19/342 1) 7 & TH -7z (Table 6) F AR EIEH
(&, IESHRAZERIR 2 13 1, TESTERALALIE S 10 fF, 7E
ST 25 8 1F, IFRREMRAE RS 6 1, BB I
M7 Ly g = BmAas& 4, EHHERAERS X A
MEREE A 055 3 TH - 720 FHRARRORIIER & L
T, EEBIVHEIIE 1AL NIZD, FEEALNR
B0l

EEGAEAIT 8B 12 HFBLL, BAEE M A&
B, FMERRAE, >3 v 27, SRS EEREREE X
OB A A 1B 5 1, (Rt 9¢, BBmRge
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Table 7. Injection-site reactions classified by the patient characteristics

Item N Ratio (%) Injection-site reaction
Yes No Incidence (%)
Safety analysis set 342 27 315 7.9
Sex Male 227 66.4 19 208 8.4
Female 115 33.6 8 107 7.0
Age (years) >15-<65 98 28.7 12 86 12.2
>65-<85 186 54.4 12 174 6.5
>85 58 17.0 3 55 52
Body weight (kg) >20-<40 43 12,6 0 43 0
>40-<60 210 61.4 17 193 8.1
>60—-<80 78 22.8 9 69 11.5
>80-<100 10 29 1 9 10.0
>100 1 0.3 0 1 0
Immune status Normal 244 71.3 22 222 9.0
Decreased 76 22.2 3 73 3.9
Unknown 22 6.4 2 20 9.1
History of adverse drug reactions No 312 91.2 24 288 7.7
Yes 18 5.3 1 17 5.6
Unknown 12 35 2 10 16.7
History of allergy No 315 92.1 25 290 7.9
Yes 15 44 1 14 6.7
Unknown 12 3.5 1 11 8.3
Administration period (days) <3 29 8.5 0 29 0
>4-<7 143 41.8 11 132 7.7
>8-<14 159 46.5 16 143 10.1
>15 11 3.2 0 11 0
Infusion period (min) 60 310 90.6 24 286 7.7
<60 1 0.3 0 1 0
>60 31 9.1 3 28 9.7
Indwelling needle use No 56 16.4 0 56 0
Yes 286 83.6 27 259 9.4
Main infusion site Middle cardiac vein 55 16.1 0 55 0
Upper arm vein 7 2.0 0 7 0
Median cubital vein 7 2.0 0 7 0
Forearm vein 263 76.9 27 236 10.3
Vein in the back of the hand 4 12 0 4 0
Lower leg vein 4 1.2 0 4 0
Ankle vein 1 0.3 0 1 0
Instep vein 1 0.3 0 1 0

(BRI, OiiZE, 2 ML ALHIE 95, Fk
B LOBBERERE DS 1B 1 TH 72, 2D
BAETCIE 2 60, SRAEYE A N R, LI ER 9% A i,
Yav 7y, SPEMPE EE RS X O IMR R A%
HL, EREOETICXAMAE/LDODDIET,
MRSA ~OFEHEG: (FsRBIG) ke LIFIRALE
LIC X BTN 1BITH - 72

2) JEEHEBALROS (EAFRASH)

VESFERAL BOUSE 27 #1 37 11T, #uR LA FOIEN

ATPRICA SN, SEBIRIZ 79% (27/342 61) T - 720 37
PO USSR IR 2205 13 1 (3.8% ), TEGFERALAL
BEAS10 4 (29%), TESHEBAIAEREAS8 fF (23%) % & T
Hotzo TRTOFEHEMIUSIIIEERE T, AL OW
BRI £ 23T REER TH - 720

BET R OFEBIERIL, FilTId 15 MLk 65 A
T122% (12/98 B1) TH V), MOEEIIHR TR o722
(Table 7)o TESFERALHE EEHEH O A METIE, HiEsHDH D
T94% (27/286 1), WiEsl 7% L CTRENALN Do
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Table 8. Appearance and outcome of the injection-site reactions
Injection-site reaction?
Item n
Pain Erythema Swelling Induration Warmth Phlebitis

Patient with injection-site reaction 27 8 10 3 2 1 13
Initial incident time <3 13 4 3 0 0 0 7
(days) >4-<7 8 2 3 0 1 0 5

>8-<14 6 2 4 3 1 1 1

>15 0 0 0 0 0 0 0
Outcome Recovery 16 8 6 2 0 1 6

Remission 8 0 3 1 2 0 5

Recovery, but with sequelae 1 0 0 0 0 0 1

Unrecovered 0 0 0 0 0 0 0

Unknown 2 0 1 0 0 0 1
Time to recovery after 0 6 3 1 0 0 0 3
appearance (days) " 1-2 7 9 4 92 1 0 9

36 9 3 4 1 1 1 4

7-13 1 0 0 0 0 0 1

>14 1 0 0 0 0 0 1

 Analysis of a total of 37 events related to injection-site reactions.

" Including patients who showed recovery or remission in terms of the outcome.

720 T 70 RTRAL O LA R EC O FEBEIZ 10.3% (27/263
Bl) T, MOMEFETA TIIEHRIA LN Lol D
BETENTIE, EHVUCEHREIRE Rk 510
[DIEE Y (e Y

WEFEHR T, 3 HUNA 136, 4 AMET7H
DIAS8 61, 8 HLL L 14 HLAAS6 HITH - 7= (Table
8) 0 27 Bl ) LI F 72 1ZHRHR 24 B, MIE L 7= 054 8
(MAFIZH > THRRLE, BHE) H 0 16, RHEAH2
BITH o7z WE LI RERED D OREGNL, EFHTRAL
RS D R LS L, AR, 742078
FUEANC L LUEZITVEI 2L 15 HIRICRE L 72
75, MM o 72k & WAL AR L 72 A
o9 B 1 ENIERE OGS ALBEDSBH L, WiEx %
<, 6 HIRICEE DORERDIFRA: LIEEAI O 72 DG
RHTH o720 M 1 BNTIESHEBEIR I D5 0 & L3
LIRS 2 2 H L7245 8 HIRICSR, TEIEAERAE
L, ZOBROWIFAHTH o7z, HEF 3BT T
HERITIX, BBUE 66, 1 BHE»S 2 HEHS 7 #1,
SH®EDD 6 HEAIBITH - 72 EEFERA RISFEH 27
BlOEB % S OAE L, FREBVEE 196, 74207
9B, AN X HHLE 8 BB X OV EELE 6 BT, ¥
HOWEZ 17 BITEBL, WiERL5BTH -7z,

DR LIH %2 EDIENR A7 2oV T, BRI T
WA 22 1, M THES 140, AP 1L TH -7
(Table 9)o MiEHORIBIO S b riEHkS L 15 7FB X
ORI IEIZ 7T TH o 720 TERWERE TORER T 2 K
M RmAS 5 1, 2 REfLL L 6 RERIRGEAY 6 £, 6 REfLL 1
12 BERI A2 2 75, 12 BRI LL_E (R IA1 0 i RS F kbt

)N R2UBIOARWENE 24 TH - 72, FERELET
OFER B T 7 AR SO, 12 BB A C 1 4 R Ar
PERGAS T 15, 12 BER DA B CEg ST BIR 205 15 74 B &
OTEGTERAALBEDS 8 1T - 726

3) HEWITHEEEY RITTEN

BIVE S BIRICAEE 2 (p<0.05) 25A HN72IHH I,
PR (p=0.0247), 45 (p=0.0188), EYEZWi % (p=
0.0065), HAERIE - ABHE (p=0.0048), FFHERERE (p=
0.0140), AIELR5RTOMOPIHZE (p=0.0140) TH -7z
(Table 10),

PER DI, BEAS21.2% (48/227 B), LMD
113% (13/115B1) TH ), B TEA o720 BT M
ICHART— - S EES X OG5 EMEORER S I
B R B OIS 22 o 7275, MBS & - CTHI
TEHOMEBEARECELR LI LE o7,

EWP OFHEIL, 15 H DL 65 %R T 255% (25/
98 ), 65 kLA 1T 14.8% (36/244 1) T, 15 DL L 65
AR TR Do 720 15 i L L 65 R T3 65 MLl RIS
RT, — % - £2H5EEB X R GHBMOREO TR
DED o720

G S W2 ) O ZEBIRIE, WidE < 7.1% (5/70 1),
i g T 22.2% (47/212 §1), 12VEFFIREHIRZE O IR I&H T
19.6% (9/46 ) TH H, Mides L OB EEIFIEFHE D
KBS TE D o 720 Mg X OMRPEITIE 225 D — Rk
e CITIRIMAE IS IR T— % - £2FEEL L ORGSO
RIEZ S IR R ORHEIE Do 120

LRl - APHEO AR OFEIRIL, HERE - &
PRiEZ LT 36.7% (11/30 B1), HiEpE - GOEH Y T
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Table 9. Appearance and outcome of injection-site reactions classified by events

Injection-site adverse drug reactions
Item Event
Pain | Erythema | Swelling | Induration | Warmth | Phlebitis
Total injection-site adverse drug reactions (including duplication) 47 10 11 3 2 1 20
Time to appearance after the During the drip infusion 22 7 3 0 1 0 11
injection <10 min 1 0 0 0 0 0 1
>10 min—<30 min 7 4 0 0 0 0 3
>30 min—<1 hr 11 2 3 0 1 0 5
>1hr 3 1 0 0 0 0 2
After drip infusion 14 2 5 2 1 0 4
<2hr 6 1 2 1 0 0 2
>2hr—<6hr 4 0 1 1 1 0 1
>6hr—<12hr 1 0 0 0 0 0 1
>12hr 2 1 1 0 0 0 0
Unknown 1 0 1 0 0 0 0
Unknown 11 1 3 1 0 1 5
Action in case of appearance Stop 7 1 1 0 1 0 4
during the drip infusion Continued 15 6 ) 0 0 0 7
Abnormal finding at the No 43 10 11 3 2 1 16
injection site before the drip Yes 9 0 0 0 0 0 9
infusion Unknown 2 0 0 0 0 0 2
Time to disappearance <2hr 5 3 0 0 0 0 2
>2hr-<6hr 6 4 2 0 0 0 0
>6hr—<12 hr 2 0 1 0 0 0 1
>12hr (involving patients in 32 3 8 3 2 1 15
whom the adverse drug reaction
persisted until the next dose)
Unknown 2 0 0 0 0 0 2

Analysis of a total of 47 events, including overlapping events

160% (50/312%1) TH by, KA - AIERZLTH
Moo FBERHE - AOHEZR L CIRIERERE - A0HED
DICHRT—f - EFEEL LRSS FMNORELR ST
V2 IR PR A B DR BIR DS E A o 720

B Eo AN O, FRERELR LT
15.1% (40/265 %), FFFEREREEH v T27.3% (21/77
Bl) T, WFkEEREED ) TrEd o 2o FFEREREED ) T
IHTRRBERR E 2 LTI THIRBAEE & O S IEN S
oz,

AR GRIOMOPIRFEOF HH OFHEFIL, Mhodt
W37 LT 15.1% (40/265 B), MoPHFED Y T 27.3%
(21/77 ) T, MOPHEIED ) TED 572, MOPUHZE
B0 IMBOPIHEHE R LICHNRT, —# - SFBEL IO
VESHAL O IRTE 2 © IR MM R E OB HENE
Nolz,

4) ¥ v rREIEEAORIEN

Tz ZVEEERR - TRt VEBRIEA T O A PRI
KE# (NSAIDs) ff %113 85% (29/342 ) T - 7=
(Table 11), RIEMZEBIERIE NSAIDs fFH 7% LT 16.3%

(51/313 1), NSAIDs P& V) T 34.5% (10/29 f51) T
NSAIDs & b TR o 720
Kb, MR EORIER & L CE#IZA DR
Molzhs, EEBLIUHRPE1GALR, 209 HHHE
Ji1d NSAIDs fFfl & 1, #% 13 NSAIDs §ffl 7% L Tdh -
720 NSAIDs BEHI 7 L1 CHFASRERM A 525 A% 1.9% (6/
33BN, 79=v73I /T VAT T —EHWMBIV
FTANGE VBT I/ NI VA7 2T —E¥HIMB%&
06% (2/31361), WEEE EHL03% (1/31361) A5h
72hs, WD IEFEE T o 72oNSAIDs & 0 THFRE
EA334% (1/29 1) AoHN7zhs, FHEETH -7
MR, OB, HBEES X OBk E
AROENGD o720
m. £ =

WE B & B985 7 & O BAREEYSE IR LT,
HHICHEZ BB L, MARORKEORGPETNT
WL Z D7, ARIEIZOWT B 2010 4L EE R
A TR, FEAE - BERTEO IR EgsE (Hids, 18
PEMPIR B2 O RIS B X Ol 4Bk 1 X B0
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Table 10. Adverse drug reactions classified by the patient characteristics and the results of statistical analysis
Adverse drug reactions
Statistical
Overall General disorders . .
Item n Investi- analysis
Incidence and administra- .
) . . gat]ons result
(%) tion-site conditions
Safety analysis set 342 61(17.8) 28 (8.2) 19 (5.6)
Sex Male 207 | 48(21.2) 20 (8.8) 14 (6.2) p=0.0247
Female 115 | 13(1L3) 8(7.0) 5(4.3) x* test
Age 1 (years) >15-<65 98 | 25(25.5) 13 (13.3) 9(9.2) p=0.0188
>65 244 | 36(14.8) 15 (6.1) 10 (4.1) X2 test
Age 2 (years) >15-<65 98 25 (25.5) 13 (13.3) 9(9.2) p=0.0539
>65-<85 186 | 26(14.0) 12 (6.5) 8(4.3) x* test
>85 58 | 10(17.2) 3(5.2) 2(3.4)
Body weight (kg) >20-< 40 43 4(9.3) 0(0) 2(4.7) p=0.1078
>40-< 60 210 | 37(17.6) 17 (8.1) 9(4.3) Fisher
>60-<80 78 | 18(23.1) 10 (12.8) 7(9.0)
>80-<100 10 1(10.0) 1(10.0) 1(10.0)
>100 1 1(100) 0(0) 0(0)
Inpatient/outpatient Inpatient 339 60 (17.7) 27 (8.0) 19 (5.6) p=0.4464
Outpatient 3 1(33.3) 1(33.3) 0(0) Fisher
Diagnosis Sepsis 70 5(7.1) 2(2.9) 1(1.4) p =0.0065
Pneumonia 212 | 47(222) 20 (9.4) 16 (7.5) Fisher”
Secondary infection of 46 9(19.6) 6(13.0) 2(4.3)
chronic respiratory disease
Others 14 0(0) 0(0) 0(0)
Severity of infection Mild 34 10(29.4) 5(14.7) 3(8.8) p=0.1761
Moderate 166 | 27(16.3) 13(7.8) 8(4.8) x* test
Severe 142 | 24(16.9) 10 (7.0) 8 (5.6)
Underlying disease and/or No 30 11 (36.7) 7(23.3) 5(16.7) p =0.0048
complication Yes 312 | 50(16.0) 21(6.7) 14 (4.5) x* test
Hepatic dysfunction No 265 40 (15.1) 23(8.7) 9(3.4) p=0.0140
Yes 77 | 21(27.3) 5(6.5) 10 (13.0) x* test
Severity of renal dysfunction® Normal 91 19 (20.9) 11 (12.1) 9(9.9) p =0.1990
Mild 126 | 16(12.7) 6 (4.8) 5 (4.0) Fisher
Moderate 97 22 (22.7) 10 (10.3) 4(4.1)
Severe 21 3(14.3) 0(0) 1(4.8)
Unknown 7 1(14.3) 1(14.3) 0(0)
Special medical history No 277 47 (17.0) 21(7.6) 15 (5.4) p=0.4936
Yes 62 | 14(22.6) 7(11.3) 4(6.5) Fisher
Unknown 3 0(0) 0(0) 0(0)
Antimicrobial agent administered No 265 40 (15.1) 21(7.9) 13 (4.9) p=0.0140
just before treatment with PZFX Yes 7 21(27.3) 7(9.1) 6(7.8) 12 test
Administration period (days) <3 29 5(17.2) 0(0) 2(6.9) p=0.5762
>4-<7 143 | 21(14.7) 11(7.7) 7(4.9) Fisher
>8-<14 159 | 33(20.8) 17 (10.7) 8(5.0)
>15 11 2(18.2) 0(0) 2(18.2)
Total dosage (mg) <6,000 29 5(17.2) 0(0) 2(6.9) p=0.5762
>6,000-< 14,000 143 | 21(14.7) 11(7.7) 7(4.9) Fisher
>14,000-< 28,000 159 | 33(20.8) 17 (10.7) 8(5.0)
>98,000 11 2(18.2) 0(0) 2(18.2)
Concomitant drug No 58 12 (20.7) 7(12.1) 4(6.9) p=0.5333
Yes 284 | 49(17.3) 21(7.4) 15 (5.3) x* test

2 Normal: Cer >80 mL/min, Mild: 80 mL/min >Cecr > 50 mL/min, Moderate: 50 mL/min > Ccr > 30 mL/min, Severe: Ccr< 30 mL/min
b Statistical analysis was carried out in sepsis, pneumonia, secondary infections of chronic respiratory disease, and others.
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Table 11. Incidence of adverse drug reactions classified by the absence/presence of NSAIDs use

Adverse drug reactions

Patients (%)

Absence of NSAIDs Presence of NSAIDs
No. of patients included in the safety analysis set n=313 n=29
No. of patients with ADRs 51 10
No. of events of ADRs 70 14
Incidence of ADRs 16.3% 34.5%
Infections and infestations 2(0.6) 0
Pseudomembranous colitis 1(0.3) 0
Superinfection 1(0.3) 0
Blood and lymphatic system disorders 1(0.3) 0
Disseminated intravascular coagulation 1(0.3) 0
Pancytopenia 1(0.3) 0
Metabolism and nutrition disorders 1(0.3) 0
Decreased appetite 1(0.3) 0
Psychiatric disorders 1(0.3) 0
Delirium 1(0.3) 0
Nervous system disorders 0 1(3.4)
Headache 0 1(3.4)
Cardiac disorders 2(0.6) 0
Myocardial infarction 1(0.3) 0
Stress cardiomyopathy 1(0.3) 0
Vascular disorders 1(0.3) 0
Shock 1(0.3) 0
Respiratory, thoracic and mediastinal disorders 1(0.3) 0
Acute respiratory distress syndrome 1(0.3) 0
Gastrointestinal disorders 3(1.0) 1(3.4)
Constipation 1(0.3) 1(3.4)
Diarrhoea 1(0.3) 0
Nausea 1(0.3) 0
Vomiting 1(0.3) 0
Hepatobiliary disorders 0 1(3.4)
Liver disorder 0 1(3.4)
Skin and subcutaneous tissue disorders 1(0.3) 5(17.2)
Drug eruption 0 1(3.4)
Erythema 0 1(3.4)
Rash 1(0.3) 3(10.3)
Reproductive system and breast disorders 1(0.3) 0
Scrotal ulcer 1(0.3) 0
General disorders and administration-site conditions 24 (7.7) 4(13.8)
Injection-site erythema 7(2.2) 3(10.3)
Injection-site induration 1(0.3) 1(3.4)
Injection-site pain 7(2.2) 1(34)
Injection-site phlebitis 12 (3.8) 1(3.4)
Injection-site warmth 1(0.3) 0
Pyrexia 1(0.3) 0
Injection-site swelling 3(1.0) 0
Investigations 19 (6.1) 0
Alanine aminotransferase increased 2(0.6) 0
Aspartate aminotransferase increased 2(0.6) 0
Blood creatinine increased 4(1.3) 0
Blood lactate dehydrogenase increased 1(0.3) 0
Fosinophil count increased 1(0.3) 0
Liver function test abnormal 6(1.9) 0
Platelet count decreased 1(0.3) 0
White blood cell count decreased 3(1.0) 0
Hepatic enzyme increased 1(0.3) 0
Renal function test abnormal 1(0.3) 0

MedDRA/J (16.1)
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FIRTE 5 L9121 H 2000 mg %5 TORGELZ R L
72 o % P o B R G BR S it L A R PRI 0 51 105 491,
LA 21T 167 FIEBRONTEBY, ZD% Tk
SHBAL SO AY 34.1% (57/167 #) FBLL 7% AT
(ZTEGFERAL OS2 SN ARES % 726012 300 B LA L 2 3%
L, WUMAE, FAE - HEAE MO GEGE (i, 12
PENPIR 22 D R I&S) B X UM SR & 2 il 4
FHERGIZ, A1 H 2000 mg x5 TOHEREDL L UO%
VR L7z,

RS X ORHREERRBCOARFIL, BIAET
ZNZN 905% (57/63 Bi) I & 0¥ 6/6 B (IfiLifHs#E T
HEARFER), I - #E MO BRIHE TZhZh 81.6%
(160/196 B1) &5 & 0 81.3% (13/16 #1), HliJeIRiIC & 2
figeTENZN 844% (27/324)) BLUT769% (20/26
Bl) THH, WIRbRIFLRRTH o7z £z, WK
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Postmarketing surveillance for high-dose of injectable pazufloxacin mesilate
1,000 mg twice daily

Kyoichi Totsuka", Shinichi Watanabe” and Satoru Kushimoto®

Y Ohtsubokai Kitatama Hospital, 4-1-1 Chofugaoka, Chofu, Tokyo, Japan
(Past: Department of Infectious Disease, Tokyo Women’s Medical University)
? Department of Dermatology, School of Medicine, Teikyo University

¥ Data Science and Administration Department, Toyama Chemical Co., Ltd.

The clinical efficacy and safety of pazufloxacin (PZFX), an injectable fluoroquinolone antimicrobial agent,
administered at the dose of 1,000 mg twice daily, were evaluated in patients with sepsis, severe or intracta-
ble respiratory infection, including pneumonia or secondary infection of chronic respiratory disease and
pneumonia caused by Streptococcus pneumoniae, as postmarketing surveillance from November 2010 to March
2013.

A total of 312 patients was included in the efficacy analysis set and the efficacy rate was 83.8% (244/291
patients). When classified by the indication, the efficacy rate was 90.5% (57/63 patients) in patients with sep-
sis, 81.6% (160/196 patients) in patients with severe or intractable respiratory infection, including pneumonia
and secondary infection of chronic respiratory disease, and 84.4% (27/32 patients) in patients with pneumo-
nia caused by S. pneumoniae. The eradication rate was 97.9% (46/47 strains), and only 1 strain of Escherichia
coli persisted.

In the safety analysis set which included 342 patients, adverse drug reactions were observed in 61 patients
(84 events), corresponding to an incidence rate of adverse drug reactions of 17.8% (61/342 patients). The ma-
jor adverse drug reactions were injection-site phlebitis (13 events), injection-site erythema (10 events),
injection-site pain (8 events), and liver function test abnormal (6 events). Serious adverse drug reactions
were observed in 8 patients (12 events), including disseminated intravascular coagulation, pancytopenia,
shock, acute respiratory distress syndrome, and platelet count decreased (5 events in 1 patient), and pseu-
domembranous colitis, superinfection (bacteria change phenomenon), myocardial infarction, stress cardio-
myopathy, drug eruption, pyrexia, and renal function test abnormal (1 event each). In regard to the impor-
tant survey items, injection-site reactions were reported in 27 patients (37 events), all of which were non-
serious adverse drug reactions. Recovery or remission was confirmed in most of the patients after treatment,
such as change of the injection site or ice pack application.

From above findings, it was concluded that PZFX 1,000 mg administered twice daily is useful for patients
with sepsis, severe or intractable respiratory infection, including pneumonia or secondary infection of
chronic respiratory disease, and pneumonia caused by S. pneumoniae, as postmarketing surveillance.



