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Enrolled patients 1,004 patients
Patients whose survey forms were not .
collected 26 patients
Reason for survey form not collected
Refused to fill the survey form 26 patients
Patients whose survey forms .
were collected 978 patients
Excluded from the safety analysis set 8 patients
Contract violation 3 patients
Lost to follow-up 5 patients
Safety analysis set 970 patients
Excluded from the efficacy analysis set 539 patients
Off-label use 473 patients
Efficacy “not evaluable” 66 patients
Efficacy analysis set 431 patients
Fig. 1. Patient disposition
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Table 1. Patient characteristics (safety and efficacy analysis sets)
Analysis set
Item Level Safety analysis set Efficacy analysis set
(970 patients) (431 patients)
Sex Male 662 (68.2) 306 (71.0)
Female 308 (31.8) 125 (29.0)
Age 1 (years) >10-<20 12 (1.2) 8(1.9)
>20-<30 21(22) 8(L9)
>30-<40 44 (4.5) 26 (6.0)
>40-<50 38(3.9) 10 (2.3)
>50-<60 86 (8.9) 32(7.4)
>60-<70 162 (16.7) 70 (16.2)
>70—-<80 307 (31.6) 138 (32.0)
>80-<90 245 (25.3) 9 (27.6)
>90-<100 50 (5.2) 19 (4.4)
Others 5(0.5) 1(0.2)
Mean £+ SD 69.4+17.20 69.7+17.39
Age 2 (years) <65 282 (29.1) 119 (27.6)
>65 688 (70.9) 312 (72.4)
Age 3 (years) <15 6(0.6) 2(0.5)
>15 964 (99.4) 429 (99.5)
Target disease Sepsis 192 (19.8) 83(19.3)
Deep skin infection 33(3.4) 17 (3.9)
Chronic pyoderma 0(0.0) 0(0.0)
Secondary infection in cases with traumatic 136 (14.0) 68 (15.8)
injury, burn and surgical wound
Pneumonia 377 (38.9) 216 (50.1)
Multiple infections 141 (14.5) 47(10.9)
Others 91 (9.4) 0(0.0)
Severity of the target disease Mild 68 (7.0) 34(7.9)
Moderate 455 (46.9) 214 (49.7)
Severe 447 (46.1) 183 (42.5)
Medical history No 596 (61.4) 265 (61.5)
Yes 374 (38.6) 166 (38.5)
Complication No 73(7.5) 31(7.2)
Yes 897 (92.5) 400 (92.8)
Hepatic dysfunction No 856 (88.2) 385 (89.3)
Yes 114 (11.8) 46 (10.7)
Renal dysfunction No 765 (78.9) 343 (79.6)
Yes 205 (21.1) 88(20.4)
Administration period" 1 (days) >1-<7 325 (33.5) 143 (33.2)
>8-<14 442 (45.6) 205 (47.6)
>15-<21 103 (10.6) 45 (10.4)
>22-<28 38 (3.9) 14 (3.2)
>29 62 (6.4) 24 (5.6)
Mean = SD 12.4+10.95 125+11.98
Administration period" 2 (days) <15 767 (79.1) 348 (80.7)
>15 203 (20.9) 83 (19.3)
Administration period" 3 (days) <29 908 (93.6) 407 (94.4)
>29 62 (6.4) 24 (5.6)
Mean daily dose (mg/day) < 1,200 52(5.4) 15 (3.5)
>1,200 918 (94.6) 416 (96.5)
Pregnancy Yes 0(0.0) 0(0.0)
No 308 (100.0) 125 (100.0)
Body weight 1 (kg) <40 96 (9.9) 44(10.2)
>40 651 (67.1) 277 (64.3)
Unknown 223 (23.0) 110 (25.5)
Body weight 2 (kg) <40 96 (9.9) 44(10.2)
>40-<50 196 (20.2) 84 (19.5)
>50-<60 218 (22.5) 97 (22.5)
>60-<70 133 (13.7) 51 (11.8)
>70-< 80 68 (7.0) 30 (7.0)
>80 36 (3.7) 15 (3.5)
Unknown 223 (23.0) 110 (25.5)
Mean = SD 54.1*14.84 53.6 = 14.52

1 Actual administration period
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Table 2. Incidence rates of adverse drug reactions

Adverse drug reactions (SOC, PT) Patients (%)
No. of patients included in the safety analysis set 970
No. of patients with ADRs (%) 163 (16.80)
No. of events of ADRs 226
Infections and infestations 7(0.72)
Pneumonia klebsiella 1(0.10)
Pseudomonas infection 1(0.10)
Superinfection 4(0.41)
*Superinfection 1(0.10)
*Sepsis 1(0.10)
Blood and lymphatic system disorders 66 (6.80)
Thrombocytopenia 25 (2.58)
*Thrombocytopenia 1(0.10)
Bone marrow failure 8(0.82)
Pancytopenia 4(0.41)
Anaemia 31(3.20)
Metabolism and nutrition disorders 9(0.93)
Hyperkalaemia 2(0.21)
Decreased appetite 3(0.31)
Dehydration 1(0.10)
Hypochloraemia 2(0.21)
Hyponatraemia 3(0.31)
*Lactic acidosis 1(0.10)
Psychiatric disorders 1(0.10)
* Agitation 1(0.10)
Vascular disorders 1(0.10)
*Deep vein thrombosis 1(0.10)
Gastrointestinal disorders 8(0.82)
Diarrhoea 5(0.52)
Reflux oesophagitis 1(0.10)
Enterocolitis 1(0.10)
Vomiting 1(0.10)
Hepatobiliary disorders 8(0.82)
Hepatic function abnormal 6(0.62)
Liver disorder 1(0.10)
*Hyperbilirubinaemia 1(0.10)
Skin and subcutaneous tissue disorders 8(0.82)
Rash 4(0.41)
Drug eruption 4(0.41)
Investigations 88(9.07)
Aspartate aminotransferase increased 1(0.10)
Alanine aminotransferase increased 1(0.10)
* Antithrombin I decreased 1(0.10)
Haematocrit decreased 2(0.21)
Haemoglobin decreased 4(0.41)
Liver function test abnormal 1(0.10)
Platelet count decreased 78 (8.04)
*Blood chloride increased 1(0.10)
*Blood sodium increased 1(0.10)
Blood bilirubin increased 2(0.21)
Blood glucose increased 1(0.10)
Blood urea increased 1(0.10)
Red blood cell count decreased 3(0.31)
White blood cell count decreased 12 (1.24)
White blood cell count increased 1(0.10)
Reticulocyte count decreased 1(0.10)

ADR: adverse drug reaction, PT: preferred term, SOC: system organ

class

*: Adverse drug reaction and infection that were not predicted
based on the “Precautions” in the package insert revised in Janu-

ary 2011.
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Table 3. Incidence rates of adverse drug reactions in the domestic phase IIl clinical trial and this drug use investigation (Adverse drug reactions,

by system organ class, that occurred in >5 patients.)

Period Domestic phase IIl clinical trial This drug use investigation
No. of study sites 52 125
No. of patients included in the safety analysis set 100 970
No. of patients with ADRs 55 163
No. of events of ADRs 156 226
Incidence rate of ADRs (%) 55.00 16.80

Adverse drug reactions (SOC, PT)

No. of patients or No. of events (%)

Infections and infestations 1(1.00) 7(0.72)
Pneumonia klebsiella — 1(0.10)
Pseudomonas infection — 1(0.10)
Superinfection — 4(0.41)
*Superinfection — 1(0.10)
*Sepsis — 1(0.10)
Pneumonia 1(1.00) —

Blood and lymphatic system disorders 31 (31.00) 66 (6.80)
Thrombocytopenia 19 (19.00) 25 (2.58)
*Thrombocytopenia — 1(0.10)
Thrombocytosis 1 (1.00) —
Eosinophilia 2(2.00) —
Bone marrow failure — 8(0.82)
Leukopenia 7 (7.00) —
Pancytopenia 3(3.00) 4(0.41)
Anaemia 13 (13.00) 31(3.20)
Reticulocytopenia 3(3.00) —

Metabolism and nutrition disorders 13 (13.00) 9(0.93)
Hyperkalaemia 2(2.00) 2(0.21)
Hyperglycaemia 3(3.00) -
Hyperuricaemia 1 (1.00) —
Decreased appetite 4 (4.00) 3(0.31)
Metabolic acidosis 1 (1.00) —
Dehydration — 1(0.10)
Hypokalaemia 2 (2.00) —
Hypochloraemia 3(3.00) 2(0.21)
Hyponatraemia 7 (7.00) 3(0.31)
*Lactic acidosis — 1(0.10)

Nervous system disorders 6 (6.00) —
Coma 1(1.00) —
Tremor 1 (1.00) —
Headache 1(1.00) —
Dizziness 2 (2.00) —
Convulsion 1 (1.00) —

Gastrointestinal disorders 18 (18.00) 8(0.82)
Nausea 6 (6.00) —
Gastritis 1(1.00) —
Gastrointestinal haemorrhage 1 (1.00) —
Diarrhoea 10 (10.00) 5(0.52)
Reflux oesophagitis — 1(0.10)
Enteritis 1(1.00) —
Enterocolitis — 1(0.10)
Abdominal pain 1(1.00) —
Ileus paralytic 1(1.00) —
Vomiting 5 (5.00) 1(0.10)

(Continued)
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Table 3. (Continued)
Period Domestic phase III clinical trial This drug use investigation
Hepatobiliary disorders 1(1.00) 8(0.82)
Hepatic function abnormal — 6(0.62)
Liver disorder — 1(0.10)
Hyperbilirubinaemia 1(1.00) —
*Hyperbilirubinaemia — 1(0.10)
Skin and subcutaneous tissue disorders 3(3.00) 8(0.82)
Dermatitis bullous 1.00) —
Rash 2 (2.00) 4(0.41)
Drug eruption — 4(0.41)
General disorders and administration site conditions 8(8.00) —
Malaise 2(2.00) —
Localised oedema 1(1.00) —
Generalised oedema 1(1.00) —
Pyrexia 1(1.00) —
Oedema peripheral 1(1.00) —
Pain 3 (3.00) —
Investigations 16 (16.00) 88(9.07)
Aspartate aminotransferase increased 2(2.00) 1(0.10)
Alanine aminotransferase increased 2(2.00) 1(0.10)
* Antithrombin I decreased — 1(0.10)
Haematocrit decreased — 2(0.21)
Haemoglobin decreased — 4(0.41)
Lipase increased 2.00) —
Gamma-glutamyltransferase increased 1.00) —
Liver function test abnormal 6.00) 1(0.10)
Platelet count decreased — 78 (8.04)
Blood amylase increased 4 (4.00) —
Blood alkaline phosphatase increased 1(1.00) —
Blood creatine phosphokinase increased 1(1.00) —
*Blood chloride increased — 1(0.10)
Blood gonadotrophin increased 1(1.00) —
*Blood sodium increased — 1(0.10)
Blood bilirubin increased - 2(0.21)
Blood glucose increased — 1(0.10)
Blood urea increased — 1(0.10)
Red blood cell count decreased — 3(0.31)
White blood cell count decreased — 12 (1.24)
‘White blood cell count increased — 1(0.10)
Reticulocyte count decreased — 1(0.10)
Reticulocyte count increased 2(2.00) —

ADR: adverse drug reaction, PT: preferred term, SOC: system organ class

* ; Adverse drug reaction and infection that were not predicted based on the “Precautions” in the package insert revised in January 2011.

MedDRA/J (13.1)

TG L7a, REERD S bNL 2 Ld b F
ZIERE LT A%, RIS W T HRERE
HIERIZEED Sz dr o 72,

29 H DL &G 2 N8I3 v b oo, EHHEGIC
BOTEIWEMFEBVEBIR D & &%) A7 DR s iz
(Table 8)-

HIVE I FEBUE B S MR 0 53 BF & 3 2 B RER B % 3%
BEG M O35 % 2T 7EBIEE U CRIVER ZEBUE B
REHM L7z Table 8 ([RIMEMZEBIHEN  RIMEHIZESBL
FEBIS DTN R, 2B & 3 % AR B & 7% 24 8¢ 5-101 [
B L OREASIEGHIM 2 8 2 TG % 23 729 B 0 AT

& LR oRIEHFEBIRER =% Table 9 12787,

Z T, 5 15 H A o RIE H SEBURE B B oo
E751021% TH - 7=0ixk L, 15 HELE 29 H K3 X
029 HPLETIX, #h21 1526%, 11.32% & 75Tl
L7z,

(3) PEHIZEA (Z Db R BEEE Y 2K O D)

PERSEHI T, PR L T RWwWEEIIR LT, oo
R GRS H BE B 0 & v X At 2.857 (1.594~5.123)
TH oz FREWEIIMES XY v GRESE (I
BORAME, R4, JUMEKRADRE, &) THho
720
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Table 4. Incidence rates of serious adverse drug reactions

Adverse drug reactions (PT) Patients (%)
No. of patients included in the safety analysis set 970
No. of patients with ADRs (%) 50 (5.15)
No. of events of ADRs 63
Infections and infestations 2(0.21)
Superinfection 1(0.10)
*Superinfection 1(0.10)
*Sepsis 1(0.10)
Blood and lymphatic system disorders 23(2.37)
Thrombocytopenia 9(0.93)
*Thrombocytopenia 1(0.10)
Bone marrow failure 3(0.31)
Pancytopenia 3(0.31)
Anaemia 7(0.72)
Metabolism and nutrition disorders 1(0.10)
*Lactic acidosis 1(0.10)
Vascular disorders 1(0.10)
*Deep vein thrombosis 1(0.10)
Gastrointestinal disorders 1(0.10)
Diarrhoea 1(0.10)
Hepatobiliary disorders 1(0.10)
*Hyperbilirubinaemia 1(0.10)
Investigations 26 (2.68)
Haematocrit decreased 2(0.21)
Haemoglobin decreased 3(0.31)
Platelet count decreased 23 (2.37)
Red blood cell count decreased 2(0.21)
White blood cell count decreased 3(0.31)

ADR: adverse drug reaction, PT: preferred term

*: Adverse drug reaction and infection that were not predicted
based on the “Precautions” in the package insert revised in Janu-
ary 2011.

MedDRA/J (13.1)

PERSED 9T, $FICZ OMOMFEGERN A (7=
VU R ¥gvurR 7o S VERRRUAL) AL
THEBIORIVER 25 34.43% (21/61 B1) TH Y, oo
R ERBER T 2 A BE (28| 15.62% (142/909 1) & iz L
THEVEIERREBUESIR 2R L7z, fFH SN2 oo
RBSUEHERFNONFE, TEFTA PR ER7 7L 0
NI4TV BEORYIIYY), 722 VBR(T RS
IsBIORYF ), Tut R (7L VE 7O
Ty T7TFEFN, BFVTU T F P ABLY
F7uxty) BLIOFF TV HLHR (AaFTHL) T
Holo

EELEERIZ A4 ECH Y, WIRITERERS:, &
ERERIR AR AE, /R AME B & O ER K AME D 4 1
P CTdHho7zo M/MUEAIED 1 HIERMIETH - 7205%
NP OFEBNEIEEPRAT L < IZIHZ - B L Tz,

(4) FESEPpH L

S IR IS5 A A ]+ v XA, 1.560
(1.086~2241) Td - 720 F I LO NI, HEI

MO 23 19, ERRARFE 15 B0, hOERIR 7 7 — 7 Vi
9 Bll, MEENT B X OFGE M ILTELENT IR O 45 6 71, %215
He2E, BIEBUEEEB X OHERE 0K 36, MbEvEE, &
MBLOBEERFLF =YK 2681TH o720
Jesempei: T4 ] BB 2 BRI, /I
WA 39 1 (10.83%), ML/MEIRAE B L A IO 4% 11
7 (3.06%), BHEEASS X OHEIERT 0% 41F
(1.11%) T, #mfmididas U sk - ME L Twiz,
4) HEpiFRAEA

FERRERIC BT, AHNC X 5 3EMEENDHEH R
Ehiz ke, F7:, RElOEYBEI, KES X OFEil
DRBEZ T, KRENFEEL %513 ERFOE R K5O
AUC flild 7 < 7 223320 5, MR E D FE3
PG RN T 5 2 LR E N T WAL Z 0D,
DTo2mzEMRAEHE L, MA T4 HERZTHE
S NTHEBNZDOWTER - BT 24TV, ZeMomE
AT 720

OrE MR OEIVER (£, MUNMGRD,  FnskRd,

PLMERIE D 72 &) DFEBLRI

@4, HREB X URGME (5R) ops

(1) &1 2E5% O EEH O FEBLRM
FEMABRRDENEHIZ O W TIE, MedDRA FE e fr 2z =,
(SMQ) 2.33 [FE1mkE5C X 2 MERIRANE ] 1I2H 2 FHL %
F UM U720 INERIZ I MBI A 78 11 (8.04%), #
I 31 7 (3.20%), IM/MEIRAME 26 71 (2.68%), HIMLER
B 121 (1.24%), MR 4 8 1 (0.82%), YL
ERIAE 4 15 (041%), ARMEREGEA 3 1F (0.31%), ~
< 20y M2 (021%), RERRIMERERA 1 4
(010%) TdH o7z (Table2), ThHDH L, HELEIE
PN I INCEGR A 23 15, I/ MRGRAME 10 78, £ 7 £
TR A, PUMERIRAME B X OH M ERER A D % 3
fh, A< b2 Uy MRS B X ORI D% 2 14T
& -7z (Table 4), Hmkwid, M MIEDEA 2 61, FLMERE
AE 1B, A, i MREBGRA B X O F BRI A D %
12T B 1B, M/MGRAE 3 B4R 7 Bl
HRIAE, i, SRS EE X OIMRER D D &
1 BHIEIRATH Y, 2 DM FEFNI AP G-l 1%
V3532 H, rhgefili 24 H (6P : 11 H~165 H) THk -
W1 F 72 3B W 72 o T B o RIBIEIES 7 Bl D b,
SHEFNIVITNHMOLERIC L VIBC LZEBTH Y,
RIVEFNC X 258 0A5 1 B ([2.2) FES 2 RIMEM ] ICREiR L
7oAPHEE UCHIEMEM %% A L, M/ IMGRAME % 5831
LCIELIER) THolzo 580 O 1EMIZRD Ol
JaaEIVERSEI 62 H H £ THBEFL 7228, REED F £ C
DIER U SN LD 572720, KAFELE ENz, 2D
FEBNE, OISy, 1BYEEROEMERREE DL, Migo
729D ABEf£IZ, MRSA J&Ge % 380E L 72 72 O R A & $2 5
L, ZO®BIMIRBAFEAFEBL L 7EGITH Do AHHE
GRBIZHEBHL TV D Z &0 oA & ORFEERIZEET
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Table 5. Incidence rates of adverse drug reactions and infections by patient characteristics
No. of patients . Statistical
Item . No. of patients K
with ADRs (%) analysis result

Sex Male 109 (16.47) 662 p=0.712Y
Female 54 (17.53) 308

Age 1 (years) >10-<20 1(8.33) 12 p =0.896"
>20-<30 1(4.76) 21 p=0.196?
>30-<40 6(13.64) 44
>40-<50 7(18.42) 38
>50-<60 14 (16.28) 86
>60-<70 26 (16.05) 162
>70-<80 55 (17.92) 307
>80—<90 45 (18.37) 245
>90-<100 7 (14.00) 50
Others 1(20.00) 5

Age 2 (years) <65 41 (14.54) 282 p=0.257Y
>65 122 (17.73) 688

Age 3 (years) <15 2(33.33) 6 p =0.266"
>15 161 (16.70) 964

Target disease Sepsis 35 (18.23) 192 p =0.688"
Deep skin infection 8(24.24) 33
Chronic pyoderma — 0
Secondary infection in cases with traumatic in- 22 (16.18) 136
jury, burn and surgical wound
Pneumonia 60 (15.92) 377
Multiple infections 26 (18.44) 141
Others 12 (13.19) 91

Severity of the target disease Mild 10 (14.71) 68 p =0.704Y
Moderate 73 (16.04) 455 p =0.403?
Severe 80 (17.90) 447

Underlying disease No 93 (15.60) 596 p=0.217Y
Yes 70 (18.72) 374

Complication No 8(10.96) 73 p=0.194Y
Yes 155 (17.28) 897

Complications involving the he- No 141 (16.36) 862 p=0.278Y

matopoietic system Yes 22 (20.37) 108

Hepatic dysfunction No 137 (16.00) 856 p =0.082Y
Yes 26 (22.81) 114

Renal dysfunction No 125 (16.34) 765 p=0.462Y
Yes 38 (18.54) 205

Administration period® 1 (days) >1-<7 29(8.92) 325 p<0.001**V
>8-<14 81(18.33) 442 p<0.001**2
>15-<21 29 (28.16) 103
>20-<28 7(18.42) 38
>29 17 (27.42) 62

Administration period® 2 (days) <15 110 (14.34) 767 p<0.001**D
>15 53 (26.11) 203

Administration period® 3 (days) <29 146 (16.08) 908 p=0.033*Y
>29 17 (27.42) 62

Mean daily dose (mg/day) <1,200 6(11.54) 52 p=0.346"
>1,200 157 (17.10) 918

Route of administration Oral 29(21.97) 132 p=0.018*D
Intravenous 116 (15.10) 768
Oral < Intravenous 18 (25.71) 70

Pregnancy Yes — 0
No 54 (17.53) 308

(Continued)
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Table 5. (Continued)
No. of patients . Statistical
Item . No. of patients .
with ADRs (%) analysis result
Body weight 1 (kg) <40 20 (20.83) 96 p=0.311Y
>40 108 (16.59) 651
Unknown 35 (15.70) 223
Body weight 2 (kg) <40 20 (20.83) 9% p=0.846"
>40-<50 34 (17.35) 196 p=0.304%
>50-<60 38 (17.43) 218
>60-<70 23 (17.29) 133
>70-<80 9(13.24) 68
>80 4(11.11) 36
Unknown 35 (15.70) 223
Concomitant drug(s) No 9(9.28) 97 p =0.044*D
Yes 154 (17.64) 873
Non-drug therapy No 87 (14.26) 610 p=0.008**D
Yes 76 (21.11) 360

! Fisher's exact test, ? Exact Cochran-Armitage test, ® Actual administration period

**.p<0.01, *: p<0.05

Evboo, KEOPS k% 2 EEFE - TH MmskEk
DOWMATED LNV LS, MOEROTTRENED %
bz,

(2) iR

65 % LL L OEEE ISR b - R EIERIL, I/
¥ 58 1 (843%), Al 23 74 (3.34%), I/
iE 22 75 (3.20%), HIMEREGEA 9 1 (1.31%) B L O
BEtRAEA 4 8 11 (1.16%) TdH o 720 65 Al 0 I
B L EWER & T, L < BIEHZBUERIER D
BV DIEFRD SN Do 72h, EliEB X OEEE
WZBWT, MiEs L) v SREERERAENLZh
785% (54/688 Bil) 5 X U8 4.26% (12/282 1), ML/,
e (EER% &) 13FhZ2N 320% (22/688 61) B
LN 142% (47282 B1), EIMAZZEh 3.34% (23/688
Bl) B L0 284% (8/282 1) &, ElHE DT B EAH -
725

HEE T, MAEIZZEOLND 00, MEtEo
THEL AN 22 EREOMKT (k) 12XV
BREDSR U TIKT LT b, JEihd &t U <otk
BEAVME T LCWa 72010, RFIOEEEZZITRTL, U
UNREEOREMSBEN A L2 E 2D, L L
D, EEE L IS BT B A RORNEHSEBIR
ZZFN2EN 17.73% (122/688 B) I X U 1454% (41/282
Bl) THoZdbon, AEEIBDSNLN o7 (p=
0.257) (Table 5)o %7z, #HEBIASER OHRBAILT
NTHMBEROFLRE LTHRIILTEY, BRI
i 213% (6/282 B1) 1AL, wEliEx 291% (20/688
Bl) THY, MEEICKEREIEVEE R,

EEE B 2 EERREIERNG, /MR 17 1,
M/ MRRAE 8 7, &Il 5 fF, B BibsaEA 4, P ERIR
PIEBLOANEZ O VP O& 31, EREG, ~~

N7y MR, RILEREGEA B L O EHEREGE A O 5
24, WufiE, FLE7 ¥ F—Y A, THRIBXUOEHLEY VY
VIMBEDHK 1 TH o7z HikE - EREEOEE L
TEHCREFENRGENOIMMEE L O VR RkBEEDS
HHRILIERRH 1.42% (4/282 1) 123t LiSnsd 2.76%
(19/688 #1) T, RIVEMH Z LIRS L EWIZRD b
Lo dz. B REIWEH OWIE AR INIE O %R O
YERER 7 B9+ 6 1A% 65 L OB iaE TH - 720
EEEICB W TREEDIER AL VW DIX, T4 HikiE D
TASEBIADZE L, BEAELDPEEEOEBETHT L
HoTWbZEITERTALDEE X2,

(3) REDRHE

REAITH - 7z 223 Bl % B\ 72 747 BIZDOWT, Hl
YERFEBUEBIZRIC R T HREO B % IR L7z, RER]
OEWEMSIUERFEZ IR L7722 25, KE 40kg K
i/ LA E) ORF-Tlid p=0.311 (Fisher Exact %), AR
(10kg &) OHETTIiE p=0.846 (Fisher Exact #i%E),
p=0.304 [Cochran-Armitage #%€ (Exact )] T, A&
2 & B EWERSBUER RIS 250 I3A R Tld e o
7o ([23) RIERIFIUCE % RITTHR] OHSH),
R 40 kg AWl BT 5 HIE 7 BRI /MR B 2
f, PLMERRAB L OEIMO & 14T, BIVEHZEBES]
1L 4.17% (4/96 ) TH o 72 KE 40 kg DL LEIZBIT S
W 2 R EH S BUERIZ 4.92% (32/651 ) & ILEk§ %
&, A0 kg RO 9 HEFE % fIEH 38 BUE B 3 13K
otz RIMOFEWERFEBHER R, AE 40 kg K T
6.25% (6/96 B1) Td - 7Dk L, 40 kg PLETiZ 3.07%
(20/651 ) &, 40 kg KiDIZHIH40kg L EX D b5
M o7zo 40 kg RiOBH THIMEFEH L 72 6 Bl 5 5
TlE, BIMFEROZROIRETH 2R MEKEL, ~€/ 0
Y Ufl, AN~ 2y MEZAFIZG RIS FEHEMEID
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Table 6. Results of statistical analysis after adjustments for the patient characteristics
Adjusted odds ratio
Logistic regression
Variabl Cat 95% confidence interval on (p value)
ariable atego i
gory Point both sides
estimate
Lower limit Upper limit Univariate Adjusted

Hepatic dysfunction No 1.000 1.000 1.000

Yes 1.621 0.989 2.658 0.07 0.056
Renal dysfunction No 1.000 1.000 1.000

Yes 1.026 0.670 1.572 0.455 0.906
Age (years) <65 1.000 1.000 1.000

>65-<75 1716 1.057 2.788 0.126 0.029*

>75 1.447 0.940 2228 0.42 0.093
Administration period? (days) <15 1.000 1.000 1.000

>15-<29 2.070 1.318 3.249 0.001** 0.002* *

>29 2.295 1.211 4.348 0.007* * 0.011*
Mean daily dose (mg/day) <1,200 1.000 1.000 1.000

>1,200 1.527 0.623 3.746 0.3 0.355
Route of administration Oral 1.000 1.000 1.000

Intravenous 0.626 0.385 1.016 0.049* 0.058

Oral &

Intravenous 0.939 0.453 1.946 0.549 0.865
Concomitant drug(s) (antipyretic an- No 1.000 1.000 1.000
algesics, anti-inflammatory agents) Yes 2.857 1.594 5.123 p<<0.001** p<<0.001**
Non-drug therapy No 1.000 1.000 1.000

Yes 1.560 1.086 2.241 0.006* * 0.016*

D Actual administration period
*% . p<0.01, * : p<0.05
The Hosmer-Lemeshow Goodness-of-Fit Test: p =0.699, Df =8

Table 7. Incidence rates of adverse drug reactions by age and drug administration period
No. of patients with <65 years old (282 patients) >65-<75 years old (229 patients) >75 years old (459 patients)
ADRs (%) <15 days >15 days <15 days >15 days <15 days >15 days
Thrombocytopenia 1.06% 3/282  0.35%  1/282 | 2.62% 6/229  175%  4/229 | 240%  11/459  0.22%  1/459
Platelet count decreased | 4.96% 14/282 2.13% 6/282 7.86% 18/229 3.06% 7/229 5.23% 24/459 1.96% 9/459
Anaemia 2.48% 7/282 0.35% 1/282 1.31% 3/229 2.62% 6/229 2.40% 11/459 0.65% 3/459

Administration period: Actual administration period

K<, Jt4, BIMIREF 21 ZF T VIRETH - 72,
F72, KT VT I VIMED 2 B, BREEN1HE,
HIRERRTHL I L2 RETLEMEEZALTEY,
O3B EnENAER B OHE - ELEAES
BEUCEE 252 200D 560 EEZH L Tz,
512, KE (40 kg K/ DL E) ORT-EFIH 1 H¥x
54 (1,200 mg/ H £/ LL L) O R T % LS b & TRaS
L7z R 40 kg K> P 1 H¥ 5= 1,200 mg/H
Him DIEF L 8 Bl o AT, RIVEHFEBIEHFI X 12.50%
(1/8 1) THh o720 1K 40 kg Kilin2F 1 Hix5-&
1,200 mg/ H YL LD JE BN BT 5 B EH 58 3 B 3% 1
21.59% (19/88 B) Td > 720 MIHRNAEZEZ R Do 72
(p=0544) . 1K 40 kg L EOFERITIZ, FH 1 Hx5 &
1,200 mg/ H it O Bl VR 5 BUE B3 1% 14.81% (4/27 1)

TV, 1,200 mg/H L1 TOREIVEHFEBUE B 16.67%
(104/624 f)) &L THEEEZ 2D o 72 (p=0800)
(Table 10),

(4) 5 o

e 52514 H %28 2 -8 o RSBk IZ 2
WCIRET L 720 AFI 03 5-101 1 75 15 H PL_E O RIEH 5881
FEBIEE 26.11% (53/203 B1) 1%, 15 H A O B S BUiE
B1=8 14.34% (110/767 B1) & b b HEd o7z (Table5)o A&
#2315 H UL b5 S 72 B CTrRIVEH 2 5881 L 72 53 B
D9 B, KGR 16 H H DRI L 22 I7EH %
MERBL72E 2 A, 39BI50 1FTH - 720 M/MIELIKA 6
Pk, #ifn 4 15, SREREA L, TN, NES B EVED,
MR ASE,  BOIAE B & O IERER A D 4 1 AT E
BLRRMEH TS Y, JUAED 1 F2SR)GIE L Tdh - 7225,
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Table 8. Incidence rates of adverse drug reactions by administration period to a number of pa-
tients for the respective administration periods (major adverse drug reactions involving
the blood and lymphatic system and related laboratory test abnormalities)

Administration period
Adverse drug reactions (PT)
<15 days >15-<29 days >29 days
No. of patients included in the safety analysis set 780 137 53
No. of patients with ADRs (%) 99 (12.69) 29(21.17) 6(11.32)
No. of events of ADRs 125 36 8
Blood and lymphatic system disorders 50 (6.41) 12 (8.76) 4(7.55)
Thrombocytopenia 21(2.69) 4(2.92) 1(1.89)
Bone marrow failure 3(0.38) 4(2.92) 1(1.89)
Pancytopenia 3(0.38) 1(0.73) 0(—)
Anaemia 25(3.21) 4(2.92) 2(3.77)
Investigations 61(7.82) 21 (15.33) 4(7.55)
Haematocrit decreased 2(0.26) 0(—) 0(—)
Haemoglobin decreased 3(0.38) 0(—) 1(1.89)
Platelet count decreased 56 (7.18) 20 (14.60) 2(3.77)
Red blood cell count decreased 3(0.38) 0(—) 0(—)
White blood cell count decreased 8(1.03) 3(2.19) 1(1.89)
Reticulocyte count decreased 1(0.13) 0(—) 0(—)

ADR: adverse drug reaction, PT: preferred term

MedDRA/J (13.1)

Administration period: For patients with adverse drug reactions, the number of days for which the
drug was administered before the occurrence of the first adverse drug reaction, and for patients
without adverse drug reactions, the total number of days for which the drug was administered.

Table 9. Incidence rates of adverse drug reactions by administration period to a cumulative number of patients
for the respective administration periods and over (major adverse drug reactions involving the blood and
lymphatic system and related laboratory test abnormalities)

Administration period
Adverse drug reactions (PT)
<15 days >15-<29 days >29 days
No. of patients included in the safety analysis set (cumulative) 970 190 53
No. of patients with ADRs (%) 99 (10.21) 29 (15.26) 6(11.32)
No. of events of ADRs 125 36 8
Blood and lymphatic system disorders 50 (5.15) 12 (6.32) 4(7.55)
Thrombocytopenia 21 (2.16) 4(2.11) 1(1.89)
Bone marrow failure 3(0.31) 4(2.11) 1(1.89)
Pancytopenia 3(0.31) 1(0.53) 0(—)
Anaemia 25 (2.58) 4(2.11) 2(3.77)
Investigations 61 (6.29) 21 (11.05) 4(7.55)
Haematocrit decreased 2(0.21) 0(—) 0(—)
Haemoglobin decreased 3(0.31) 0(—) 1(1.89)
Platelet count decreased 56 (5.77) 20 (10.53) 2(3.77)
Red blood cell count decreased 3(0.31) 0(—) 0(—)
White blood cell count decreased 8(0.82) 3(1.58) 1(1.89)
Reticulocyte count decreased 1(0.10) 0(—) 0(—)

ADR: adverse drug reaction, PT: preferred term

MedDRA/J (13.1)

Administration period: For patients with adverse drug reactions, the number of days for which the drug was admin-
istered before the occurrence of the first adverse drug reaction, and for patients without adverse drug reactions, the
total number of days for which the drug was administered.

ZOMOEIHII TN LK - MEIZEERTH - FWTHEIEAZEBIREI & & 12 L 7245 2 % Table 11
720 F7z, PGk H B BTSSR e B 2 & RS 28HETO7HIEBL29HLE, 15 HEL
o, EWERZEBUERIIMBIORWEMZEB E TOREKE /ARG, %5002 29 HULE/RECHE L7225, wih
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Table 10. Incidence rates of adverse drug reactions by the mean daily dose and body weight (<40 kg or >40 kg)
Body weight (kg) <40 >40
. Statistical . L
No. of patients No. of alvsi No. of patients No. of Statistical
with ADRs (%) patients analysis with ADRs (%) patients analysis result
result
Mean daily dose <1,200 1(12.50) 8 4(14.81) 27
i) p=0.544) p=0.800"
(mg/day >1,200 19 (21.59) 88 104 (16.67) 624
ADR: adverse drug reaction
D y? test
**.p<0.01, *:p<0.05
Table 11. Incidence rates of adverse drug reactions by the time of onset
It No. of patients No. of patient Statistical
em with ADRs (%) O-otpatients analysis result
Time of onset of adverse drug reaction 1 (days) >1-<7 59 (16.62) 355 p=0.154Y
>8-<14 64 (15.06) 425 p=0597?
>15-<21 26 (26.00) 100
>20-<28 6 (16.22) 37
>29 8 (15.09) 53
Time of onset of adverse drug reaction 2 (days) <15 123 (15.77) 780 p =10.084Y
>15 40 (21.05) 190
Time of onset of adverse drug reaction 3 (days) <29 155 (16.90) 917 p=0.851Y
>29 8(15.09) 53
1) y2 test, ? Fisher's exact test
**.p<0.01, *: p<0.05
DOYe b RITEHEBUERIRISRFITA BAZRO O, [l BXOTH] OFMREIBEDBD, 91.7% (354/386
"7 Bl) X 0°80.0% (36/4561) Tdh -7z (Table12),
3. HEME BRERD DL, BN THo7EFIZIBTHY, £
D AHAEOFHI D) B 4 PITRFORIEH O T FIRE I H L S 722y,
FANVERENTRS RAEF 431 BB 2 BREI R ORI F3EHLTBY, ToWNRIE, BERIIE1#, ¥ =—
&, 905% (390/431 1) THo7z0 %B, KBKFETO N & 2 WS 1 8 D& 0F%E,  Serratia marcescens 1

MRSA JE&GedE 5112
o7

2) AMMECHELLZLEEZONDLHA

BHEERKTE LT, MW, Fh 10 5%
(65 A /LA 1), AR (15 meAR /L 1),
Wida), *GBEER, AR, S0HE
DEE, JHHERERE &,
e 5011 (15 H A/ LL ),

x5 HREIT 62.9% (39/6261) T

HrET
ZL),
g (5
EIMERRDOE
Bk REREE, GG HEZ L),
P51 (29 H A/ L L),

AF- i

FigPe G (1,200 mg/ H AR/ L L), #5588, BRAISE
B L ORI OWT, HEICEEEL5 2 5
T EEZLND MG L7,

B L72IWF 09 b, AREZZENRD ONHERNA
T3, iﬂ‘%‘c%%(%‘)lﬁfﬁ%)i&iUmﬁﬂ%ﬁ/-ﬁ@é}ﬁﬁ“f%o
720 RREIE (BWird) OMMIE, RIS EAE,

MG - BGB X ORISR0 —

(17/17 #81), 100% (68/68 #51),
0780.9% (38/47 #l) THh o7z Tz,

KIEGe, Miges L OB
BYTH T 2 HRRIEBDOBO, 92.8%(77/83 i),
88.0% (190/216 1) &
1 MM 255% DG PFHiE

100%

B, Pseudomonas aeruginosa 1 BIORGEGTH o720 F
72, WIMEROEUHRE [H ] #ED 9 FIOMRFIO ) &,

Xanthomonas maltophilia, Mycobacte-
rium avium complex JEFHIE, 7 A~V F )N A JEGGE L X
O a— FES ZREMNNERZ 606 LTV 2ERA % 1

Serratia marcescens,

WU%O 720

3) %(Dﬂﬂo)ﬁﬁrr

(1) ik

(2B % Mg am
T OHEE

i_ﬁt% <‘: L TH S N2, Staphylococcus aureus

439 #,

Enterococcus faecium 2 1,  Enterococcus faecalis 2

BB L NZEDOMOHEHE 46 B TDH - 720 S. aureus 439 L2
R4 B AR (95% ETEIXE) 1% 91.1% (88.1~93.6%) T
}) D 7:: (Table 13) o

(2) Bk

REREE L THRINSNARIED ) 5, B O R R

TX7-D1

X S.aureus

SrBEAER] 213 1 [MRSA 208 #kis &
O"MSSA 5 R (EZMEIEZR Lo 2 bk % &) ],

E. fae-

cium 1 1, E. faecalis 1 B35 X U2 Do Bt 29 BT -



504 H A b = f 8 % & M &S MAY 2017
Table 12. Efficacy rates by the patient characteristics
It No. (%) of patients in which Statistical
em
the drug was effective analysis result

Sex Male 276 (90.2) 306 p=0.857"Y
Female 114 (91.2) 125

Age 1 (years) >10-<20 8(100.0) 8 p=0.541Y
>20-<30 7(87.5) 8 p=0.321?
>30-<40 24 (92.3) 2
>40-<50 8 (80.0) 10
>50—-<60 29 (90.6) 32
>60-<70 66 (94.3) 70
>70-<80 127 (92.0) 138
>80-<90 104 (87.4) 119
>90-< 100 16 (84.2) 19
Others 1(100.0) 1

Age 2 (years) <65 110 (92.4) 119 p =0.466"
>65 280 (89.7) 312

Age 3 (years) <15 2 (100.0) 2 p = 1.000"
>15 388 (90.4) 429

Target disease (Diagnosis) Sepsis 77 (92.8) 83 p<0.001**V
Deep skin infection 17 (100.0) 17
Secondary infection in cases with traumatic 68 (100.0) 68
injury, burn and surgical wound
Pneumonia 190 (88.0) 216
Multiple infections 38(80.9) 47

Severity of the target disease Mild 30(88.2) 34 p=0.487Y
Moderate 197 (92.1) 214 p=0.692?
Severe 163 (89.1) 183

Underlying disease No 237 (89.4) 265 p=0.401Y
Yes 153 (92.2) 166

Complication No 29(93.5) 31 p=0.755Y
Yes 361 (90.3) 400

Complication involving the he- No 354 (91.7) 386 p=0.026*"Y

matopoietic system Yes 36 (80.0) 45

Hepatic dysfunction No 351(91.2) 385 p=0.181Y
Yes 39 (84.8) 46

Renal dysfunction No 314 (91.5) 343 p=0.154Y
Yes 76 (86.4) 88

Administration period® 1 (days) >1-<7 124 (86.7) 143 p=0.197Y
>8-<14 190 (92.7) 205 | p=01122
>15-<21 39 (86.7) 45
>22-<28 14 (100.0) 14
>29 23 (95.8) 24

Administration period® 2 (days) <15 314(90.2) 348 p=0.837Y
>15 76 (91.6) 83

Administration period® 3 (days) <29 367 (90.2) 407 p=0.716"
>29 23 (95.8) 24

Mean daily dose (mg/day) < 1,200 13 (86.7) 15 p =0.644Y
>1,200 377 (90.6) 416

Route of administration Oral 54 (94.7) 57 p=0.051Y
Intravenous 304 (88.9) 342
Oral < Intravenous 32 (100.0) 32

Concomitant drug No 39 (97.5) 40 p=0.156"
Yes 351 (89.8) 391

Non-drug therapy No 226 (90.4) 250 p = 1.000"
Yes 164 (90.6) 181

U Fisher's exact test, > Exact Cochran-Armitage test, ® Actual administration period

**.p<0.01, *:p<0.05
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Table 13. Efficacy rates by the causative bacteria

. . Clinical efficacy No. (%) of patients in which 95% confidence
Causative bacteria . . )
Effective Poor Total the drug was effective interval on both sides
Staphylococcus aureus 400 39 439 400 88.1-93.6%
( 91.1%) ( 8.9%) ( 91.1%)
Enterococcus faecium 2 0 2 15.8-100.0%
(100.0%) ( 0.0%) (100.0%)
Enterococcus faecalis 0 2 0 0.0-84.2%
( 0.0%) (100.0%) ( 0.0%)
Others 39 7 39 71.1-93.7%
( 84.8%) ( 15.2%) ( 84.8%)

Table 14. Bacteriological efficacy

. . Clinical efficacy No. (%) of patients with 95% confidence
Causative bacteria L . . . .
Fradicated Persisted Total eradication of the infection interval on both sides
Staphylococcus aureus 164 49 164 70.8-82.5%
(77.0%) (23.0%) ( 77.0%)
MRSA 159 49 159 70.1-82.0%
( 76.4%) (23.6%) ( 76.4%)
MSSA 5 0 5 47.8-100.0%
(100.0%) ( 0.0%) (100.0%)
Enterococcus faecium 1 0 1 2.5-100.0%
(100.0%) ( 0.0%) (100.0%)
Enterococcus faecalis 1 0 1 2.5-100.0%
(100.0%) ( 0.0%) (100.0%)
Others 17 12 17 38.9-76.5%
( 58.6%) (41.4%) ( 58.6%)

720 S. aureus 213 BN 5 B DM IR (95% 155X )
1 77.0% (70.8~825%) Td -7 (Table14),

4. FER B2 6T 5 8H

1) SknE (65D R)

R MAER L 688 BIEE Sz 2O DIERNZB VT,
FIFET1E 122 10 170 #H3E 0 S, FIVE 56 BUE B 3 1%
17.73% (122/688 #i) Td bV, 65 Al OIEFEH B
\F % BIVE I SEHUE B3 14.54% (41/282 ) & Wi L CA
EAIRD SN b o7z (p=0257) (Table 5), F7&RINE
MBI OCEEZEIEHONIZ, T2 4) ) FERDOEE]
W, BEREERORRE, AHAEHEEAS 1
Pk, REEDSIMIEBIRD 2 78, BmY ) Ve Ve, M
MEREAE, BEAEEG, RIES X O/ MORAME O %
1, ZRDAHIBEE 72135 - M TH - 72 FEmi
LI, HEiEE CRIVEH S BUE B AE < 7 5 @m0
oSN HOIE, MEB L) >R EEE 7.85% (54/
688 Bil), ML/ A E 3.20% (22/688 Bi) B X S I
3.34% (23/688 B) TdH -7z,

AN Pk AT R S RE 913 312 BN X h, A AR
89.7% (280/312 i) Td - 720 65 AT BT B H %
924% (110/119 #1) &I L CTHEZ RO SN h o
72 (p=0.466) (Table 12).

2) ERREREEZATLEE

MIERNZ 205 BILEE S 720 SIS DFEFIZB VT,
BRI 38 4 53 7H 72 & & M, Bl I 58 BLIE B 3% 1%
1854% (38/205 ) Tdh o7z, BB EZ AL T
WIE B BT % FIE I F8 BURE B = 16.34% (125/765 1) &
LT, HEAIADLNLD o7 (p=0462) (Table
5)o A FEIWER O NFIE /MR 19 74, f/IR
AE 9 R, FML5 R, HEEEG, ERRREASB X OTH
DEIHTH o720 WIIEAMDEIM 1 24, RBIFELNML
INIELIRA 4 1, ERURGB X OSIMRGRAE D 4% 2 1,
BV VY VE, i, FiiEREGED B X OHUiLE o
5 LHF, DR L7228 e D AT ARG X VBT I/
NI UATZ T, TI=Y - TI/MT VR
7z —FHNBLCMPE) Ve vino& 14, £
MUIAMIERR F 72 130H 2K - B CTH o 72 BHERERE %
G5 5 BEOREHBBUERI A % 2 EIAEED S
Nhholz,

A RNVERRAT X GBI 88 BIIUEE S, HRhIZ 86.4%
(76/88 f51) Td o720 BHEEERE LA L TR WIEEF O
FRE 91.5% (314/343 ) L I L CHEZ RO O
Mo 7z (p=0.154) (Table 12),
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3) FFiEREREEZ AT L BE

FMERNZ 114 BIEE S 7z SIS DRERICB W T,
BRI 26 60 37 132 & & 4, &R %8 BUAE B 3 1%
22.81% (26/114 ) Td o720 HHEREEEZ AL TV
WIEBNZ BT % BIVE S BUERI % 16.00% (137/856 1) &
L CTHESIRD 5Nk d -7z (p=0.082) (Table
5) o @IVEH DN I/ MEGRA 14 18, /MR AME B
L OCHIMERE IR D% 3 1, B HitsiEA B L 0AIILO
%2 TH o720 WIFIAWDAIMB X O/
DE 1, RIEEDSI/MIEGRA 3 #F, A, FIERE
WA, EHRGB X OWIAE D% 11, [IE L 7225k
FEH VBT ANRGE VBT I/ FI VAT 2T —
m 7o=v- -7 3V A7 25 —¥INE XL
FEY Ve IO &1, ZRDAMIEDRF 72130
X BETH > 720 HHEREREE L A5 5 BHORIEM S
BUEGIHA5E < 7 2 HIIEEED H N h o 72,

BNV SRERNIE 46 FIDE S, BRI 84.8%
(39/46 #1) Td o720 HHEREREZ A L TR WIER O
AN 91.2% (351/385 B) &I L THEZIZRD ST
otz (p=0.181) (Table 12),

4) EME5EE (29 HMLL)

FMFERNZ 62 ISR S 7z, 29 HUL B G S 7z
BB 5 R FEBUERIERIE 2742% (17/6261) TH
0, 29 HAEMG S N7ERNC BT % EIE S BUER =
16.08% (146/908 B) & Wi L CHEIIHE A - 72 (p=
0.033) (Table 5)o FEARRIWEAIIEIM 5 (806%),
BREA DB L MUY @ 4 1 (645%) TH - 720

A VR IR HT ) S RE B X 24 BIILEE S e A AR
95.8% (23/24 1) TH 720 [29 HAGm | DIEBIOHRD
#90.2% (367/407 ) LI L CTHEEZZRDOONE
o7z (p=0.716) (Table 12),

m. = =

LAVERRAT O GORER] 970 Bk,  &IVEHT I 163 51 226 1
Ao b, EIERZEBUERIF L 16.80% (163/970 1) T
BV, KR T TORIEHFEBHERIEE 55.00% 12 MK LA
icho7. 72, BWEHONRE LKL 72, 1B
KO voRREE, s X ORERE, HREEE,
RBAE D2 BIR G TORBURIUE, AGER & AR
KREICBNTDH, MORGEE LKL THRBBIE»S
Motz FFICIMHE S L OV Vo SREEE, BRREDSE
MR BFOEIERNE 5% %88 2 5 HETHREL Tz,
—75, B X OREERE, HhEEOHENRGEHO
BIVEHNZ, A&GERE $ TH10% 22 2 HETH 5 DI
LC, ARG Tl 1% RiOBETH 1, FEkIC—
e - BB X OBG-EA OB O E B K5 F O]
VERIL, KGRI TIE 5% LLEDORBHRTH - 726 DAt
R BRERAECTIZREIEH E LTl Sha oz, Th
O KGRI F CITHEE DS <, A BUOREAH AT C LIS EE 23K
Mo 7ZRWERICE LT, Zol3 e A EPRMACECB

WTRBIYICEERELTBY, 2o L s
LTOHEEIHELTWLLDEEZ 5N,

—J, BEE U BGRERA D3 ) 29K L D b
OB E IR BRI X, I X OV o SREEE
BIUBHERREZBRE, Wb 1% KiETh Y, Fri2il
WIZIZZ W E VI TIE B> 720

BIVE BB S X OB L b Fh - 72 s L %)
YRRBEE DB X ORI O WTIE, MiEs L) >~
PNREEETIE, M40FRERKTLE, BILTWS
FEBXOPEIEF CEMTH -7z T2, BRRET
BRHLTOWAHEEYPEL > Tz oo, R
BT B L O 27 SREEEOFMDOFR G OB
e SNZZEITERHREDEVICERNT 23 0L E 25
N, M ERGRA TRl S N -RIEH O FBURMIE, &
FRIRE & P L CHEWIE e o 720

HEE R EIEL, 50 1 63 132 & 7z ARG I A
LNARHNC X % BEZEEHOERIZZDE < AYH
g - EF 2213 TH o 720 RIEETD - 72ER D JE
BB AIHEIC L 2R EVEEZON, $72,
FETHIAT 2 Bl HN72AS, 260 b ITHEIEE T 5 B
FEDBEALIZ X BB EDN, BT & AF & DR FEE%R
BEEMTH S, HEVIETREEIEEDLDO TRV EEZ
57z,

R % A U 7-AS R, BRI SEBUE B 2 A1
FREEZ2I0L LTRHESNARTI, FXg (65
e DL b 75 i), e G-I (15 B 2L R 29 HARGm B L O
29 HEL L), OB SEmNE A O B X OIS
WHRED AR T TH - 720 65mLLE 75 AR Ic2o W T
BIVEHZEH D) 27 i@ - 7-01%, ks e & i
WROBEMET LTWa 7202, EREETH5H 65
AR ORI IE L, M/MRAE, MMERD, #
Ifil & o 72 2 OFERNAFHN R BIEH 2B LR 3w 2
LIGERT 2 EE 2 67z, S 512, 65 DL 75 ARl
DIFDOFEBGIELAS 75 me LA L OFEBIRL (459 5EH)) 8T
HotzZld, 65mULEBmAIMOEDY A7 H—R
FWHE o 2R EEZ SN ED M5 D 65 %L
E B K OARL ST, 5 EOREEE D LY
A7 DEVBERTH D EEZ BN,

F 72, $e5-BtE D © O P 525 15 H A& T oRIVEH
FEBUERIE (GEUP 5 B L O M5 W 2 82 T
B 5% 2\ 7ER O BRI A E4A) 10.21% 2%t
L, 158229 HARMB L 29 HULETIX, ZhEFh
15.26% B L U 11.32% & AT EEE R L7z, 29 HPL Lo
FASER RS 15 HEL L 29 H RO 1/4 DIEBIETH
AT EEEZETNL, 15 AL 29 AR e 29 AL &
THBBIEDL D B LITFHEZ ONL D o7z, FEBFITIHE
BLO) VR EEEORIVEREIESI I, 156 H L 29
AEmBIP29HUETIE, TNFN632% B LT
755% CTdh o720 LicdioT, MM EOFEE] L LTHE
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EHELTWLEB) MHZBZTORGMEEIZLD
EIEH S BE BRI E L 2 A E0EH 5 O, 15 H L
129 HAERMIZBWT 15 HERMH 5\ ix 29 HDL IZlk
NRTHICELS RBEINIIHZ T L EERTL2HOTIE L
<, BGMMPEMICR S 2 LIk ) SEHOBREE R D1
mL, Nt TEMERBED ) A7 % Ri 387 &
E Y (W

Z DO FFRGEIFHE KA OPEHICOWTIL, RS
72 OMOMHSATEHE AL, AL FREZBRE, &
30 1T, EERMEOREOH 2 BEH T 555
FMEES NSRBI NTE Y, ZOMoOMESEEH &5 <
Db OHPUMIAER 22 L2 X ), HILENAAR SN S
CEDPHSENT WS, & SIZHHHEEGNCA U2 BIfEH @
% L BIVIMURVRETH B Z 05, AHIEOPEHIC X
D, FRICIERORIEHEBOBE % FA S8 72k
WEZ BNz ZOMOMEGEFEN KA [H] BHo
MR ] B L, JEREEEMNSS L, b
W - BIEL TV BRERIRITIE A ETH - 72 HEGET
A & ARH E OMBEAEHIC X o> TREHZSEB L Tw»
L0 THIUE, PHHICE Y, FEEERIE D BV
HHEEZONDLD, TOLH)RMENDALNLZ WD
MAEAEH & ORI 25 o 72,
FEFMFEITOWTIL, FEEYEEZD L D), FE
HEEXRELRTVWI A2 EZHLTEBY, FEEYBREZ
DLDODWBIZL > THRBLZFHS D, FANCLL D
ZOPORWDHEETH B Z EHh 5, KH O FEEHRA
BEINBEWI ELRIEHOHER FA X456 —NTH
% LEz N7z FREC, EIVERGEBNCS 2> 72 iiE
M Re Ht I BB AT 608 % FE 0t L C v 2 B IR &
M2 ELRLT VWO, KRHAOHGIZTINLDFES
EELICHEHELRLTLALTWE EREZON, £D9 2
THYVAZDEWEREHEEZ oz, EREWERIZ,

IMINCERA 39 71 (10.83%), ML/ IMEIRAME 3 & OV I
D% 1111 (3.06%), HHEMEREA S & OIFHRERH O &

47 (L11%) T, i3t L < dilsk - mEL Tw
t;&#% BETRPLEZ T, BWEHREHEOY 22
BV LICERALTWSLDEEZ bR,
Kﬂ@%ﬁ%&@ﬁ%f%éﬁﬂ%%@@ﬁm@,i
N2y RY TASEO T AN F— G2 WHT 5 2 21
R 27 D0TH Y, HefkE etk orIfEH TH
HEEZOLNTWAY HERAIEA & L CHEIMEFROH
YER OFEBURBLIZ DOV TRRES L7285 8, e 2RIl <
Ho7zDIX TR TH o720 D9 BLIET L7 LERNIZD
Wi, BINEBEOEALIZ X 28BN RE L, APHET
B D ARHKI BGRB8V £ B A TH
2 WE DAL X 25 BA b, RADFECITHEE
MG LmMaEEEbo TRV D EEZ BN F 72,
o> 1RGN RFrOfmE % BIVEH 33 62 H H ¥ Tl
L7275 WRIMICERAT CTE R IZRAIET

Hotze TOREBNZ, AFBGHAPUMERAME % 8 BL
LTWaZENHLAAEDRERIIBETELVDHD
D, KHFNOPG-H IR 2 AR - T MR DN 2572
DONBNWT ENL, MOBEROWREMN S #E 2 Sz,
B DOSRETVT N HMOERIC X ) IEE L AR
T, BHARETH L7200 REHEE 7o 72RERITH - 720
INLEEETLHE, WFEVPEEEE SN-IN5 O
BHZDOWT D, RHNT K HEMERRORBIERIE W T
HHIERBETHIDOTERVWEEZ D, APFICE
WG, RIEEB X IR A OER 2 bR &, &0 E
B BIVE NI AHN B G- RT3 32 H, Ay 24 H (#
PH 11 H~1656 H) T - BIE F 72 13RI Vw725 T
W7z DR X912, iR O RIVE S BHE BRI 5
o725, #EYLMIEELT) 720, [ Lok
B THEEWEL WA X ), @l M i v
BWThbEEZ LN,

fi o & i FAIEH CTdH 5 Fihi, ARE B L O 5010 (#%
Hat) OREIIOVWTHME L. FRICOWTE, &
%%t#nW%%Tﬁmﬁﬁ%wﬂﬁmwﬁﬁﬁtﬁﬁ
WA EAZRO SN, 72, ERISRNEICEHLTD
FRBOEENRKRE N LD S, EBRE I 24555 7%
HEREMGEIIAY L # 2 72, REIZDO VT, 40 kg KD
BHIIBWTE, BRRAMED S AR OB 501 & 0 4
AREICE A EMIRE F 7213 2R WIRESFE L2 2
EATRIZEEINTED, RAOIEHICL Y Sha LS4,
BIVERZEBIMEZ LR EEbDEERZ LN, 851
RE (40 kg £ii/LL ) oRT-LFH 1 OG5 (1,200
mg/ H A&/ LL 1) O T % Ml A b8 CTRIER S BURR
B L72E 25, 40 kg Kili/ ML EoWFHIZBWTH
BHRBICEAHEREEIRL, RO ELRNEE
R ONT. G OEEIZOWTIE, AH PGB
A3 15 H DL EoEIVE R FEBUE B 26.11% (53/203 B1) 14
15H%ﬁ@ﬂﬁﬁ“ﬁfﬂ$bﬁ@éﬂwﬁwﬁwib
bEDo 72, HGkbH L RIVE S BURE 2558 7 2
s, EERSSBUET R ORWER S E COH
Bar Mo CEfEMEHRBN T 2Lz 25, 28
HEToO7HITEBL29 HY L, 156 HUL /&K, %
5NT 29 HYL /RO R T, WihoW& b EIfEH
RHUERIRICEZIED SN h ol T, H5MRHA
BN 720 TR L FLomF T B L
CIFMWZ - MEL TV ERS, IR SEWEHIZW S
BTHDIEPHERSNITZ, BEGHBOEBEIZOWTIE
PERD SN CEOMEH LS I TiEEERE L Tw
LNETHY, FEOHRICI VIFRIRE I LITR
W ECHIE L 72,

AT BT 5 ExFI 90.5% (390/431 #1) TH Y,
FKFRRE F T MRSA FEBN X3 % A &3 1E 62.9% (39/
62 Bl) TH o720 KRBT 2 AHMVEREMIZ, KA
XBHERRTH L), KARETORRIE, FHE
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AMEEH & U TR L7 TR BRI 12 X 2 BRR R A1) 2
T, BGHTRICHER) GREE3deE) L shi
JEBIOFERTH - 720 KA L FFRIC, KADZDODIE
BB T IRBREEEERIC X 5 B H R 58 f 5 A E
WRMIIEH & LT SN TB Y, L5 TRICH R (R
Mo F 7o 3k3) R SNERNE 72.1% (44/61 1) T
H otz KRAE T, RTINS N - G0
W Z GOMOTREO P TR TH L 2 L, —KiL
BT D720, PRGSO 720 OfF ks a k)
WCROOLNL L, R EIKERE TORBRRLI DS
WHMRIZO BB > TWwWAH b DEEZ b/,

AR EEZ L2522 0N RETLLT,
SRR (B B L OEIEROEELD - 720
B (BWis) MoAREIT [HREUESE] 2RwT
Wy 88% LAETH Y, B Th o7z —T1, [HIEUK
gu| BILOEMZRROGIHE [H] OFRFIEE TR
LODOWTND 80.0% U ETHY, FFICHEZRVWEE
A ON o HEEGD D B, WA TH - 7hEpli, 9 Flrk
4 BIHARHK OO W ASF G AR F 72 3 A HEL A
LTBY, IVEERBETH- 72 EEEE T
LRIz b0EZ SN, /2, EHGROA
BHE [ @ 9 BIDHEFID 5 B 5 FIAAHK O #EISI D
WICHERCEGLTBY, TOZ LERFEL TIFSHE
HiZhozbDEE2 5N,

RERT EOAMEBIOWHERZHB L7225, Bl
SR & A &9 Staphylococcus aureus TH 1),
WA 2 A %03 (95% X HE) B L 0L
(95% EFAX M) 1 BDB D, 91.1%(88.1~93.6%), 77.0%
(708~825%) &, WINHEHETH -7,

HNAEREATLEZETHL, WilmE (65E),
EhReREE T AT 5 BE, IR ELZ AT 5 BF,
INSOFFEAHLTWARWEE LKL T, BEHIE
HUERIZB X ORI E b o 7ze — T, KM
D5 (29 HLLE) Tl 29 HAKGmiH 512 X TRIEM 5
BUEGIHAE < % BHEIATH S FzA%, Arh#ICHERI

KHNRD T2,

DLk, AHARRICID, HEZHT TORADLE
BB LOBFEMEIIONT, BEE MR NT,
PR EEE 2 25 2 FIHIT W EE 2 bz, [FEE
12, RFEGIZHo T, §TI8 MR EOESE] T
EEREL WS B, Mgz @Mmiciry, &
MEREEROFBIZOWTEERBIZEL, @I
B35 ENEELEZ b,

Ci 3

PA Ry 7 AMERBKEHE IS 2By, BEL
T— e TR ZEIVWE LABEFTITERHFVLLE
KR

FIZEAH H TS © 358 BN, RHERE, AN,
BREPFELZT7 74 VA ttoHETH %,
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Postmarketing surveillance of linezolid
Akira Yuasa”, Sonomi Sato”, Hiroyuki Houzawa® and Naomi Sugimoto"

Y Medical Affairs, Pfizer Essential Health, Pfizer Japan Inc., Shinjuku Bunka Quint Bldg., 3-22-7 Yoyogi, Shibuya-ku,
Tokyo, Japan
? Post Marketing Study Strategy and Management, Pfizer Japan Inc.

% Japan Clinical Informatics & Innovation, Pfizer Japan Inc.

Linezolid (Zyvox"™) was approved for the additional indication of treatment of patients with linezolid-
sensitive methicillin-resistant Staphylococcus aureus (MRSA) infection in April 2006. Subsequently, postmar-
keting surveillance of linezolid was conducted from August 2006 to March 2010, and the data of 978 patients
were collected from 127 study sites. Data from 970 and 431 patients, respectively, were used to analyze the
safety and efficacy of linezolid for the additional indication. The following results were obtained:

1) Adverse drug reactions were reported in 16.8% (163/970) of patients, which was lower than that re-
ported at the time of the regulatory approval (55.00%). The most common adverse drug reactions were
thrombopenia (78 patients), anaemia (31 patients), thrombocytopenia (26 patients), leukocytopenia (12 pa-
tients), bone-marrow dysfunction (8 patients), abnormality of hepatic function (6 patients), superinfection (5
patients), and diarrhoea (5 patients). Serious adverse drug reactions occurred in 50 patients (63 events); how-
ever, most of these events were clinically manageable, and in the patients in whom the events did not re-
verse or resolve, the primary disease/complications was considered to be responsible.

2) We focused on adverse drug reactions involving the hematopoietic system. Although the incidence of
adverse drug reactions involving the hematopoietic system was not high, we consider that periodic examina-
tion of the blood is necessary for appropriate management of the adverse drug reactions according to the
precautions listed in the approved labeling. The effects of age, body weight and duration of drug administra-
tion (total dose) on the safety were also investigated as investigation items of special interest. Since no new
safety concerns were identified from these investigations, it was concluded that there was no need for the
adoption of any additional safety measures.

3) Of the 431 patients included in the efficacy analysis, the drug was assessed as clinically effective in
90.5% (390/431). This percentage was higher than the percentage of 62.9% (39/62) in patients with MRSA in-
fection reported at the time of the regulatory approval. The clinical efficacy and bacterial eradications rates
were high (91.1% and 77.0%, respectively) in patients infected with S. aureus, which was the most commonly
identified causative pathogen.

These results confirm the high clinical usefulness of linezolid even under actual usage conditions.



