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Table 2. Case composition
ABK VCM TEIC
No. of cases evaluated
479 93 24
Cases included in the analysis of efficacy (Criterion A and Criterion B cases 953 47 15
according to the Review Committee decision)

Cases excluded from the analysis 226 46 9
Reasons for exclusion (duplication included) 299 48 10
Insufficient clinical laboratory data 82 16 3
Information on chest X-ray examination not entered 61 8 3
No bacteriological test before the treatment 39 6 3
TDM nonevaluable 27 0 0
MRSA not isolated 26 8 1
Patient died from underlying disease 20 5 0
Poor evidence of pneumonia 16 1 0
Others 28 4 0
Cases included in the analysis of clinical efficacy 221 42 13
(Criterion A cases) 170 31 9
Cases excluded from the analysis 32 5 2
Clinical efficacy nonevaluable 32 5 2
Cases included in the analysis of bacteriological efficacy 203 37 11
(Criterion A cases) 152 26 8
Cases excluded from the analysis 50 10 4
Bacteriological efficacy nonevaluable 50 10 4
Cases included in the analysis of safety (adverse reactions) 470 86 23
Cases excluded from the analysis 9 7 1

Presence or absence of adverse reactions not entered 1 0
Presence or absence of adverse reactions unknown 8 7 1
Cases included in the analysis of safety (clinical laboratory tests values) 461 87 22
Cases excluded from the analysis 18 6 2
Presence or abnsence of abnormal test value not entered 11 2 1
Presence or absence of abnormal test value unknown 7 4 1

ABK: arbekacin, VCM: vancomycin, TEIC: teicoplanin
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Table 3.

Patients’ clinical background

[Cases included in the analysis of efficacy (Criterion A and Criterion B cases according to the Review Committee decision) ]

Background factor Grouping ABK VCM TEIC Total
No. of cases 253 47 15 315
Age =15 years old 5 1 6
16—=64 years old 106 24 6 136
=65 years old 141 22 9 172
unknown 1 1
Disease sepsis alone 25 8 33
pneumonia alone 159 25 12 196
other infections 69 14 3 86
Severity mild 19 5 24
moderate 97 8 2 107
severe 130 30 13 173
unknown 7 4 11
Underlying disease no 26 2 1 29
yes 225 44 14 283
unknown 2 1 3
Endotracheal intubation no 170 33 6 209
yes 78 12 9 99
unknown 5 2 7
IVH (intravenous hyperalimentation) no 78 13 5 96
yes 170 32 10 212
unknown 5 2 7
Previous antibiotic treatment no 26 5 1 32
yes 219 41 14 274
unknown 8 1 9
Average ABK daily dose 0-<100 mg 16 16
100-<200 mg 79 79
200-<300 mg 137 137
=300 mg 21 21
Average VCM daily dose 0-<1,000 mg 11 11
1,000-<2, 000 mg 20 20
=2,000 mg 16 16
Average TEIC daily dose 0-<400 mg 7
400-<800 mg 8
Duration of treatment 0-=7 days 61 12 1 74
8-=14 days 126 24 7 157
15-=21 days 45 4 4 53
22—-=28 days 14 5 1 20
=29 days 7 2 11

ABK: arbekacin, VCM: vancomycin, TEIC: teicoplanin
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Table 4.

[Cases included in the analysis of efficacy (Criterion A and

Underlying diseases (top 9 diseases)

Criterion B cases according to the Review Committee decision) ]

No. Underlying disease ABK VCM TEIC Total
1 subarachnoid hemorrhage 12 3 4 19
2 diabetes mellitus 16 1 17
3 cerebral infarction 12 12
4 lung cancer 9 2 11
5 intracerebral hemorrhage 6 6
5 pelvic fracture 4 1 1 6
5 bronchial asthma 5 1 6
5 angina pectoris 6 6
5 multiple trauma 4 2 6

ABK: arbekacin, VCM: vancomycin, TEIC: teicoplanin
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Clinical efficacy

Table 5. Bacterial species simultaneously isolated before treat-

ment (top 9 most frequently isolated species)

[Cases included in the analysis of efficacy (Criterion A and
Criterion B cases according to the Review Committee decision) ]

No. Bacterial species ABK VCM TEIC Total
1 Pseudomonas aeruginosa 47 8 3 58
2  Kilebsiella pneumoniae 12 1 13
3 Enterococcus faecalis 7 3 1 11
4 Stenotrophomonas maltophilia 7 1 2 10
5 Candida albicans 6 1 7
6 Coagulase—negative staphylococci 5 1 6
6 Enterobacter cloacae 6 6
8 Serratia marcescens 3 2 5
8 Acinetobacter spp. 2 2 1 5

ABK: arbekacin, VCM: vancomycin, TEIC: teicoplanin
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[Cases included in the analysis of clinical efficacy]

[ [ [
ABK | 74.7% (165/221)
VoM | 64.3% (27/42)
TEIC |30.8% (4/13)
[ |
0 20 40 60 80 100
Efficacy rate (%)
[Cases included in the analysis of bacteriological efficacy ]
Bacteriological efficacy
[ [
ABK | 43.8% (89/203)
veM |35.1% (13/37)
TEIC |45.5% (511)
[ [
0 20 40 60 80 100

Eradication rate (%)
Efficacy rate= (markedly effective +effective) / (markedly effective + effective +slightly effective+

not effective)

Bacterial eradication rate=eradicated/ (eradicated +decreased +unchanged)
ABK: arbekacin, VCM: vancomycin, TEIC: teicoplanin

Fig. 1. Analysis of efficacy (1) (Criterion A and Criterion B cases) .
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[Cases included in the analysis of clinical efficacy

Clinical efficacy

(Criterion A cases) |

I [ ] I
ABK | 76.5% (130/170)
veM | 67.7% (21/31)
TEIC 22.2% (2/9)
0 20 40 60 80 100

Efficacy rate (%)
[Cases included in the analysis of bacteriological efficacy

Bacteriological efficacy

(Criterion A cases) |

[ N
ABK | 46.1% (70/152)
veM |34.6% (9/26)
TEIC |37.5% (3/8)
[ l
0 20 40 60 80 100

Eradication rate (%)
Efficacy rate= (markedly effective +effective) / (markedly effective + effective +slightly effective+

not effective)

Bacterial eradication rate =eradicated/ (eradicated +decreased +unchanged)
ABK: arbekacin, VCM: vancomycin, TEIC: teicoplanin

Fig. 2. Analysis of efficacy (2) (Criterion A cases).
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Table 6.

[Cases included in the analysis fo clinical efficacy]

B OEREF 1 79.0% (109 #1/138 #1), VCM 1 H
13 47.6% (10 #1/21 #1), TEIC ff i # 1% 27.3% (3
Bl/11 60, MEFENRREE, ZhENR, 49.6% (63l
/127 %) , 25.0% (5 51/20 1) , 44.4% (4 B1/9 BI) T
Holo

REMIIOWTIE, REHZREHERE X ORIRB AR
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WA fil) %88k L7zo ABK R BEOEIVEHI S BLH L
5.3% (25 1/470 1), VCM fi H # 13 5.8% (5 %1/86
Bl), TEIC M F# i 13.0% (3 61/23 Bl), ML
RERBRIEE, FhEFN, 8.7% (40 K1/461 1), 8.0
% (TH1/87H), 182% (4 B1/22H) TH -7z,
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Analysis of efficacy (3) (Pneumonia, sepsis, burns)

[Cases included in the analysis of bacteriological

efficacy]
Clinical efficacy Bacteriological efficacy
ABK VCM TEIC ABK VCM TEIC
P ) 79.0% 47.6% 27.3% 49.6% 25.0% (44.4%)
newmoma (109/138) (10/21) (3/11) (63/127) (5/20) (4/9)
Sepsi 58.3% (87.5%) — 27.8% (80.0%) —
epsis (14/24) (7/8) (0/0) (5/18) (4/5) (0/0)
B 69.6% (80.0%) (0%) 17.4% (40.0%) (0%)
s (16/23) (4/5) (0/1) (4/23) (2/5) 0/1)

Efficacy rate = (markedly effective + effective) / (markedly effective + effective + slightly effective + not effective)

Bacterial eradication rate = eradicated/ (eradicated + decreased + unchanged)

ABK: arbekacin, VCM: vancomycin, TEIC: teicoplanin
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Adverse reactions

[Cases included in the analysis of safety (adverse reactions) |

T
I 15.3% (25/470)
E \
| 158% (5/86‘)
13.0‘7f (3/23)

ABK

VCM

TEIC

0 20 40

60 80 100

Occurrence rate (%)

Clinical laboratory values abnormalities

(abnormalities not causally related to the test drugs were excluded)

[Cases included in the analysis of

safety (clinical laboratory tests values) ]

T
8.7% (4‘0/461)

i 8.0% <7/‘37>
]

ABK

VCM

TEIC

18.2% (4/22)
|
0

20 40

60 80 100

Occurrence rate (%)
ABK: arbekacin, VCM: vancomycin, TEIC: teicoplanin

Fig. 3. Analysis of safety.
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Table 7. Adverse reactions
(Duplications included)
ABK VCM TEIC
(470 cases) (86 cases) (24 cases)

no. of cases with % no. of cases with % no. of cases with %

adverse reactions adverse reactions adverse reactions
Acute renal failure 9 1.91 2 2.33 1 4.17
Renal function decreased 6 1.28 1 1.16
Hepatic function disorder 4 0.85 1 1.16
Nephropathy 3 0.64 1 1.16
Drug eruption 1 0.21
Eighth nerve lesion 1 0.21
Thrombocytopenia 1 0.21
Creatinine increased 1 0.21
BUN increased 1 0.21
Pancytopenia 1 4.17
Neutropenia 1 4.17

Total 27 — 5 3 —

ABK: arbekacin, VCM: vancomycin, TEIC: teicoplanin
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Table 8. Clinical laboratory tests values abnormalities
(abnormalities not causally related to the test drugs were excluded) (duplications included)
otomsos) | oo | (22ense0 ABK vem THIC
no.of | % no.of | % no.of | % no.of | % no.of | % no.of | %
cases with cases with cases with cases with cases with cases with
abnormal abnormal abnormal abnormal abnormal abnormal
values values values values values values
Creatinine 24 5.21 2 2.30 1 4.55| HbY 1 0.22
BUN 20 4.34 4 4.60 1 4.55| Na 1 0.22
GPT 15 3.25 1 1.15 1 4.55| K 1 0.22
GOT 13 2.82 2 2.30 1 4.55| Cl 1 0.22
ALP 8 1.74 1 1.15 Blood sugar 1 0.22
Total bilirubin 4 0.87 St + Seg” 1 4.55
WBC 3 0.65 1 4.55| UA* 1 1.15
Platelet 3 0.65 1 4.55| FDP-DD’ 1 0.22
LDHY 3 0.65 2 2.30 Ch-E¥ 1 0.22
CRP 2 0.43 Unknown 1 0.22
y-GTP” 2 0.43 1 1.15
Cer 1 0.22 2 2.30 Total 106 — 16 — 7 —

“lactate dehydrogenase, "y—glutamyltransferase, “hemoglobin, “S-T segment, “uric acid, “fibrin degradation products D—dimer,

#cholinesterase
ABK: arbekacin, VCM: vancomycin, TEIC: teicoplanin

[Cases included in the analysis of efficacy (Criterion A and
Criterion B cases according to the Review Committee decision) ]

(n=253)

70 g

60 59

50

40f] ]

3026 |

No. of cases

20

13
7 8 7
10 ¢
1 1 1 0 1
0 a 74
1 2 3 4 5 6 7 8 9 10 11 12 13 14

Days after treatment initiation

Fig. 4. Day of first TDM after initiation of arbekacin
treatment.

2 L 72AEBI A3 93 B (19.4%), W& L 72 4E 1 25 55
(11.5%), ZEH D 77 » 72HEB 23331 B (69.1%) T
Holo

ABKO@GHO1IAHSG B EHGELEEOFEE
Table 10 {278 L 720 Wi IR &)1 5% A3 0] 6 7 A5 R Pk f# AT
HGER 221 Bl 5 B, WAl 1 H 5 225100 mg &K
5 DHEBNIE 10 61, 100~200 mg A i O i F11 69 51,
200~300 mg Kl DAEFIZ 123 B, 300 mg LL EDHEH]
21981 TH o720 TDMIZ & - THREGZEH S N7z 5E 6
34658 BITH o720 %3, 400 mgx0.5 [8l/H & i,
18400 mg % 2 HIZ 1 H#HE 535 L WHE5ETH -

Table 9. Difference between initial and final daily dose
[Cases included in the analysis]
Change in dose ABK VCM
I d 93 cases 19 cases
ncrease
(19.4%) (20.4%)
55 cases 26 cases
Reduced
ecee (11.5%) (28.0%)
N 331 cases 48 cases
one
(69.1%) (51.6%)
Total 479 cases 93 cases
ota
(100%) (100%)

ABK: arbekacin, VCM: vancomycin

720 TOXIHIZ, 1HEGEB L OBRGERLICH:
2TV, %7 TH 100 mgx2 |/ H¥x 538 & U8 200
mgx1 [bl/H¥#EZ5 33 E&ER0K 55% % 5D Twiz7z0,
IS 2 OB G R NT L7,

100 mgx2 B/ H#E G- FEOFGER Iy — v 2710 —
F ¥ — MTFig. 51Im L7z TNENDOKRY 7 ALK
WERB LR EEREZL L2 AR L TIE, 100
mg X 2 [/ H¥53E1E, AR NS (BRREIR) 221
BloHH 68BIE EDTW, ZDHH TDMIZ L Y #
22 E LERNE 31 6T, £EFIL45.6% TH
5720 PHBAEEOMAN [RBE MR EEDTE S i b
o7z) H28 B, [RIRAT GO0 23261, [WiiE
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Table 10. Daily dose (initial) of arekacin and change in dosing regimen
[Cases included in the analysis of clinical efficacy]

Change in dosing regimen

Daily dose (initial) ~ No. of cases
none yes
<100 mg 10 5 5
100 mg-<200 mg 69 42 27
200 mg—< 300 mg 123 77 46
(100 mg x 2) (68) (37) (31)
(200 mgx 1) (54) (40) (14)
(400 mgx0.5)* (1 (0) (1
=300 mg 19 12 7
Total 221 136 85

*400 mg was administered at the rate of once per two days.

W% BEFE L7720 ] D1BITH o 7o G HEEE
L7-ERIZ 3 DI L7z 1 HEEAIIRE LR L
dae TRl 18T EzRS L2GE

W], ZhDAogear [ZoMoEE] LEFRL.
[FDOMDOETE] & o 7ML, 1HZBRWTTRT
1H1EERSGFEICEEIN TV, ARFRIZOVWTAD
&, ZEETLZ316I0H B, ARITH - 7RI 22
Bl (71.0%) THolo TOWHRIE, [RE] LESH

R261H Y, 1002 AR TH - 7ze W] L7ERNIL
146dH Y, 116 (78.6%) BHXTH > 720 [T D1l
DER| Lo fEMT156H Y, 96 (60.0%) »°
ARMThHoleo 22T, [WE] - [ZOMOEE] O
i, MR EHEI NP M L-L A, T
NOYE S, FEEGEREL S o 7R F 7213 5 iE Bl
THo720

WHRRICBE L TY, ARIEMT S (TR 1R 8%)
203 BHZ DWW CTHERICHET L7-& 25, Fig. 51RL7
X1, FEOMEMTH -7z,

200 mgx1 B/ H¥ 5-FE0FGEE Ny — v &, [k
12, 78—F % — b TFig. 6 12 L7z HREICHL
Tix, 200 mgx1 ml/H# 53546109 5, TDM IZ X
D53 % W LERZ 14 51T, ZHEEKIL25.9%
& 100 mgx2 /A58 L W bl dolze BGHEEHE
OB, &plEd [RB#EMPRESE N7
TH o720 PHHFEE S NIER 14 H1IX, 3 H1% v
T, 1H1EFEGFEICEEISNR T2, ARIFRIZOVT
AbL, HHGEL L 14D L, HRTH - 7-5EH
X 10 B (71.4%) TH o720 TOWRIE, [HE] L
THEBIA 2810, 161 (50.0%) BETH > 720 [H
w2 L7211 8d 0, 86l (72.7%) AR TH
[ZOMDEE] Lo EMZLIAD Y, A
MTHhotze 22T, [WE] - [Wr] OmEIf, MR

272

Initiated with 100 mg X 2/day Dose reduction

Efficacy rate 75.0% (51/68)
Bacterial eradication rate 40.7% (24/59)

Efficacy rate 100% (2/2)
Bacterial eradication rate 50.0% (1/2)

Changed to 150 mg X 1/day

Efficacy rate 100% (2/2)
Bacterial eradication rate 50.0% (1/2)

No change (54.4%)
— Efficacy rate 78.4% (29/37)
Bacterial eradication rate 44.1% (15/34)

Changed (45.6%)

Changed to 200 mg X 1/2 days

Efficacy rate 0% (0/1)

Bacteriological efficacy nonevaluable

— Efficacy rate 71.0% (22/31%) [
Bacterial eradication rate 36.0% (9/25)

Other changes

*Reasons for change:

Efficacy rate 60.0% (9/15)
Bacterial eradication rate 41.7% (5/12)

Changed to 200 mg X 1/days

Efficacy rate 54.5% (6/11)
Bacteriological eradication rate 40.0% (4/10)

Optimal blood level not achieved 28 cases
Insufficient therapeutic effect 2 cases
Other 1 case Dose increase Changed to 300 mg X 1/day
| How dose increased: | —
Efficacy rate 78.6% (11/14) Efficacy rate  100% (1/1)

* Increase in dose but dosing frequency
unchanged

#*Increase in dosing frequency but dose

Bacterial eradication rate 27.3% (3/11)

Bacteriological efficacy nonevaluable

I I
! I
|
| |
: unchanged :
| %Increases in dose and dosing frequency |
I How dose reduced: [ severe infections.
I % Reduction in dose but dosing frequency I

' unchanged [

I %Reduction in dosing frequency but dose I

: unchanged I

| Reductions in dose and dosing frequency !

| Other changes: Change (s ) other than :

| increase or reduction of dose occurred |

e e e e

Nine of the ineffective cases with dosing regimen change had severe underlying diseases or

Efficacy rate= (markedly effective +effective)/ (markedly effective + effective +slightly
effective +not effective) ;
[Cases included in the analysis of clinical efficacy]
Bacterial eradication rate =eradicated/ (eradicated +decreased +unchanged) ;
[Cases included in the analysis of bacteriological efficacy]

Fig. 5. Pattern of change in dosing regimen (arbekacin 100 mgx2/day).
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EHEEN AP ERFLZEZ A, WThoEd,
HRESAEIE R % b o 7ER £ 72 X FIEIERITH - 720

WIHAERICBE LTS, AR S T 210 %) 5
203 B D WTHBRICHET L72L 25, Fig. 6 1I/RL7z
912, FAMOERTH > 72,

BHSEREZ Lo 7HERICBVT, WhIEAZ -
7e¥%5-4:13 100 mgx2 [H/H ¥ 533 & UF 200 mgx1 1/
HiX G TH o720 2 020G HFEOENZHRME, &
MO SR L, Fig. 7 (2R L7ze BEAFIZ, 100
mgx2 [/ H¥ 53 Tl AR 78.4% (29 #1/37 1), 200
mgx1 [/ H¥Z 53 T AR 87.5% (35 1#1/40 #) T
Hotzo HEAKESYL (WH) TrMmeEzrEiLize
A, FEAIMRHBEN 272 (p=0.286 - # 0D 95
%CIL: —7.6~25.9%). MW FHR R TS, 100 mgx2
W/ H ¥ 53 Tl 44.1% (15 61/34 1), 200
mgx1 [8l/H & 535 CTIlX W H 3 43.2% (16 #1/37 1)
T, HiEAKHES% (W) CTrmerELi-L s,
AEAEIBRIB SN2 o7 (p=0.941 - #D 95% CI:
—24.0~22.2%) o HEVEIZBT HEEHISHRIZ, £
hZhb55% 4B/136)), 5.0% (51%1/101 %)) T,
BEEEIMB SN R o7 (p=0876- Y A7 Lo 95
%CI: 0.18~2.68%)

SEBIEL DL H o 72 i 9128 > T, 100 mgx2 [/ H %
b & 200 mgx1 [l/ H ¥ 5- 05 % A xhiE, etk
O H S FARICHE L, Fig. 81ZmR L7z, Mikogs
b, ERRE, MEFWRR, ReMIIBWT, Fig. 7
koMM A /R L, AREAKES% (M) T e
EEGLI-EZA, AEEIBRBEN P72 (F0F
N, p=0.515 - %D 95% CI: —12.9~25.9%, p=0.879
- D 95% CL: —25.9~30.2%, p=0.742- ) 2 7 It
® 95% CI: 0.12~5.76%) o

Im. = %=

Pt MRSA #E 3 #l1E, wIhd, ¥—slind s %
DOMHEEF TERS W e+ 2RISR
T, F72, M 7D ABUELLTICT, o, ¥—
7L HAHMELLICEA LWL IC LR & B,
gk 7 EORIWER 2B 2 Witk 23h 5 L vwbh
TWb, TOXI)ITHRREN - REREBOKCIIH
Tk, TDM % FEh L CHLHP e 2 8 L 2235 %5
THLIEDPEETHLTW,
ZOEHIRBEROD L, FUMRSAHENE D L H (21l
HENTV L0 HERERAL, 3510, MmpEE
EEME - BEMICET A HEHmAMNEL T, Lh#EZ
58 % a3 % HW T, Pt MRSA 3 TDM WF7E4 %

Initiated with 200 mg X 1/day Dose reduction

Efficacy rate 83.3% (45/54)

Changed to 100 mg X 1/day

Efficacy rate 50.0% (1/2) Efficacy rate 100% (1/1)

Bacterial eradication rate 46.0% (23/50) Bacterial eradication rate 0% (0/2) Bacterial eradication rate 0% (0/1)
No change (74.1%) Changed to 150 mg X 1/day

Efficacy rate  87.5% (35/40) Other changes T Efficacy rate 0% (0/1)
Bacterial eradication rate 43.2% (16/37) | || Bacterial eradication rate 0% (0/1)

Changed (25.9%)

Bacteriological efficacy nonevaluable

Efficacy rate 100% (1/1)

Efficacy rate 71.4% (10/14*)
Bacterial eradication rate 53.8% ( 7/13)

Changed to 300 mg X 1/3 days

Efficacy rate  100% (1/1)
Bacteriological efficacy nonevaluable

Dose increase

i “Reasons for change:

Changed to 200 mg X 2/day

{Optimal blood level not achieved 14 cases i N Efficacy rate 72.7% (8/11) BR Efficacy rate 100% (2/2)
: : Bacterial eradication rate 63.6% (7/11) Bacterial eradication rate 50.0% (1/2)
I How dose increased: :
I %Increase in dose but dosing frequency I Changed to 250 mgx 1/ day
: unchanged I F £ the ineffecti
#* Increase in dosing frequency but dose I our of the inetlective cases 1
! " unchanged [ with dosing regimen change had . Efficacy rate 100% (2/2)
: # Increases in dose and dosing frequency I severe underlying diseases or Bacterial eradication rate 100% (2/2)
| How dose reduced: ! severe infections.
| % Reduction in dose but dosing frequency unchanged:
| % Reduction in dosing frequency but dose unchanged | Changed to 300 mg X1/ day
| ® Reductions in dose and dosing frequency L
| Other changes: Change (s ) other than increase | Efficacy rate 100% (3/3)
: or reduction of dose occurred [ Bacterial eradication rate 100% (2/2)
Efficacy rate= (markedly effective +effective) / (markedly effective+effective +slightly Changed to 400 mg X 1/ day
effective +not effective) ;
[Cases included in the analysis of clinical efficacy] T .
Bacterial eradication rate =eradicated/(eradicated +decreased +unchanged) ; Bacterial eradEifcf;ctziisz i;:i igg‘;:; E;ﬁg;

[Cases included in the analysis of bacteriological efficacy]

Fig. 6. Pattern of change in dosing regimen (arbekacin 200 mgx1/day).
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Clinical efficacy [Cases included in the analysis of clinical efficacy]

y2test p=0.286
100 mgx2 78.4% (29/37)
200 mgXx 1 87.5%
‘ ‘ ‘ (35/40)
0 20 40 60 80 100

Efficacy rate (%)
[Cases included in the analysis of bacteriological efficacy]
Bacteriological efficacy

100 mg X2 44.1% (15/34) L
y “test p=0.941
200 mg X 1 43.2% (16/37)
0 20 40 60 80 100

Eradication rate (%)
[Cases included in the analysis of safety (adverse reactions) ]
Adverse reactions

100 mg X2 5.5% (4/73) 2
I z “test p=0.876
200 mg X1 5.0% (5/101)
0 20 40 60 80 100

Occurrence rate (%)

Fig. 7. Comparison of 100 mgx2/day and 200 mgx1/day dosing regimens for efficacy
and safety (arbekacin in cases without dosing regimen change) .

L [Cases included in the analysis of clinical efficacy]
Clinical efficacy

y2test p=0.515
100 mg X2 81.5% (22/27)
200 mg X 1 88.0%
‘ (22/25)
0 20 40 60 80 100

Efficacy rate (%)

Bacteriological efficacy [Cases included in the analysis of bacteriological efficacy]

100 mgx2 50.0% (13/26) 9
I z “test p=0.879
200 mg X 1 52.2% (12/23)
0 20 40 60 80 100

Eradication rate (%)

. [Cases included in the analysis of safety (adverse reactions) ]
Adverse reactions

100 mgx2 4.0% (2/50) X
‘ y test p=0.742
200 mgXx 1 5.4% (3/56)
0 20 40 60 80 100

Occurrence rate (%)

Fig. 8. Comparison of 100 mgx2/day and 200 mgx1/day dosing regimens for efficacy
and safety (arbekacin in pneumonia cases without dosing regimen change) .

AL, ARRERZEFML 72

L D ME I B W T, MRSA K G IE O iK% I2 8T
MRSA # %2 L, TDM % %k L 728ER # x5 & LT
fEFFEREZ A L7245 R, PUMRSA 1%, bRl
b (89.8%) HiiH (54.6% Y65 kLl L) O EE
(84.0%) B X U ESE (54.9%) ONli%k (62.2%) 2%
CHHENTOLEENW SN E kT T2, EFOD
18.4% 7 5 1 MRSA DAVIZ P. aeruginosa %3 [F BF I KR
H iz,

AP LT, ABKfEAE, VCM ffif#, TEIC

I BE 2 BALIC T 5 2 & IZWEETH 5, ABKEH
FEIZBWT, o 28 X ) SRR R 23 5 7273,
COBFEDEE, FHEAROEID LY, BRRET
D7, F 72 MRSA BGPTSR N & G 2 & T
DHEBWNIEGD %L EORTFHBHE L TWDL I EER
Shize $72, AR ABK HHEHCTEL o 2 HE R
WTEe LT, ABKOTDM A S - & bRIFEMITHEL
e EZLNL, TDZEiE, UTIrbhi#s
&7, GEREOMEICLY, TOEFIRALND,
RAEVEIZOWTIE, BIEHEBIRDS & OHRRMA L
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WHRHEFEEZ, Theh, ABKEHTIE5.3%, 8.7%,
VCM i i #CTid 5.8%, 8.0%, TEIC ff fi# Tid 13.0
%, 18.2% Td Y, ABKMEHI# L VCM i HI # Cid[H
BETH-72, TEICHHBICBCE, BIEABIY
BRI S & D BURNE A o 7208, DD %
< eI EE L v

RIVEH B & CERRAMERE T I b A0 b 0T
HY, K- BEELRLDIIRL, BHEDODLDOIELH -
720 ABK fEHBHEGIE S O TEMREIEH A A S
M, B 8 R &S L BICEED S zas, &
ok R L 72 AREFNIE, 200 mgx1 W/H T4 H
WG L& 22, GG H ORI 8.5 ug
/mL, #%5-2 HH O &I iEED 6.4ug/mL, +J
A 0.5 ug/mL T o 72728, MAEEK W & H
WL, %5 5HH XD 400mgx1 M/ HIZHWEL-E S
5, BAO NI 7fliE 0.4 ug/mL TH Y, KM
A 175 ug/mLICEY, 2 HE&ES L% (&5 7H
H) 12, B L) OHEHEMICHL L DR LIEDZDIZ,
Behzmk L7z, FEEIZABK & O RBEBZRIZ [725
AWEEMED D | & LTwd, REERIZES dk 2 H R
BRI L T ize CORNBEEIWSEN L0 LR
bhd,

¥\ TDM % 90 L 72 H &, ABK %55, 56.9
%DIERT 3 HLAN, 84.6% DIEHI TS5 HLUHAT, »
HLIFAZ -7 DIE3 HH TR 1/4 DEREZ 5D T
W, T, ABlokGEERKL-%, 3 HHOE
IR R 2w L, TDM % % L T BIEBID % 52 72
el EZ LMD, K, TDMITAERMES L Ov%ett
EHERT 57-DICEET A D TH Y, R TDM %=
EMiT 5L OUERE2EMNTLEDOTH S, 4
DA TIEX, ABK DEIREI R I1EH 75% L @<, i
Bl HEBNIZ B\ TIEH 80% DEMERALNTe T D
ZriE, ThFETIE, ABKIZREMom» S LIS
CwiEzoh, 3 LL#EYLESEMTbNE o
eI EHBENEZEZ LN, DF ), BEVEE MR
L, A% 505720 TDM A E DO THHTH -
7l EBRTHIDTH S,

MRSA EGHED G HIZEE LT, ABK OARHILRE
MAERE IR L, ZOER L NVIE Tug/mL L EE
ZZbMN, 8~10ug/mL 22 % L & LICEWVERKWY
HNEI S SN S A, 100 mgx2 B/ H#E5ETEZED
BRI 2 EK T 5 Z L IEHEET, Chefidb7:9
124, 200 mgx1 [Bl/H#EGEEIC LD, mEMPiREz
ETFBZEDHBTH B EDMENEL HDBYP, T,
TR A 12035 ABK 200mg 1 H 1185 HRK
B RORNEIES X O ZEEsIRET S h, Zaic
B W EDEE I N TV 5>, 4Bl ERAE
BIcix, WEBS-CTR 25% O 54 FIIZEB VT 200 mgx1
b/ H¥ 52397 b7 4f, 100 mgx2 [l/H %5 T ik

Eh7-6861D 5 % 11 5175, TDM D4 %, 200 mgx1
m/A#FGICERERSNL 2L, 31.2% (69 #1/221 %)
FEFNZ BT 200 mgx1 [0/ H D5 #EPEIRS LT
HZLIFFEHITREZLETH S,

ARG L725EBNE, TDM %9046 L, i % i
LMY HEZAE L TS LTwb 720, KRAZ
N7-Hi¥k-HETH5 [1H 150~200mg % 2 0112455
F1IZEBL 2 WERZHES S /225, 200 mgXx 1 A/
HIZ GO BRR AR - MIE AR08 - d RS BERIX
100 mgx2 W/ H#%Z 5 L RS OEHKETH o720 T3/
7 ay FRETHSH ABKIZPAE R EVWZ LB LW
RO FREMREIERZ b2 EFAoNTH
DY, ZOZEPESHBEIES CONEORF ML
RL7z—HWEFEZbNL, BRIZBWTIE, 73 /7Y
Iy FREDOLH LB ENTDODRTEBY, N ¥
—ZRICEDBT IV YAy FREOEFNED A H =X
LOWED % & 5T, Prins S, BKRIZBITS 1
H¥% 5.2 ® gentamicin % 1 T 53 %} (once a
day #5-) #%, 1 HZ 853 5 HEICHKL, FE
DEMERH Y, BHEEPERNZEZ2HELLY, 25
2, SE4E, 7I2 2V a v FREDOLIHLEEKS L
SREHRGHEELE LAY TF )Y AELT, 1H1
4253003 1 H S 5nl$ 53 & i L CH RN, “4
BCHEDLETH o2 I FHEDVL L ALN L,
INLOMRZPIEFVAELT, T3/ 7Y aY FR
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isepamicin {IZBWT, 1 H 1 M&F5FEOHFHEIRD
bh, RBINTWDY,
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WS 572012, TDM 2SE b THME =T
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B, TDM IZ & 055 7 SRYpBhRE Bk & IR ok
& OF R BEM IOV TIZNEREOTETH 52,
X ik
1) EAKREIES: 73 B ARRIUEY B~ o RiE L,
7 X/ BCHERSE DR L BIIR, I Y v —F L 34:

579~581, 1998

2) EAKEAES: 7 I EAEAEOH L v, p. 55~
84, M ESEAE, WA, 1989

3) kM BA, BILPHESR, EEEFAL, M Vancomycin
D in vitro PLR I OGS, Chemotherapy 40: 581~
591, 1992

4)  EAKECER, NG TDM Wik (R, &
IEE M) o p.1~68, EIRREEEFH Bk &S, K
I, 2000

5) SiAMIFE, FHH—%, WIEHA: MRSA ~OH L
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B3P 510 Infect Control 9: 32~38, 2000
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The purpose of organizing the anti-MRSA drugs TDM study group was to survey how anti-MRSA drugs
are actually used in clinical settings and to collect information on the serum or plasma concentration,
clinical efficacy and safety of anti-MRSA drugs aimed at the establishment of more suitable dosimetry
regimens. Clinical cases in which an anti-MRSA drug [arbekacin (ABK), vancomycin (VCM) or
teicoplanin (TEIC)] was used and who had undergone TDM during the period from April 1999 to
December 2002 at 50 participating medical facilities nationwide, were assessed for clinical efficacy, safety,
etc. of the treatment. The total number of cases collected was 596 (479 treated with ABK, 93 with VCM
and 24 with TEIC). After examination by the Review Committee for the Authenticity of MRSA Infection,
221, 203, 470 and 461 cases of the ABK treatment group, 42, 37, 86 and 87 cases of the VCM treatment
group and 13, 11, 23 and 22 cases of the TEIC treatment group, respectively, were subjected to the analysis
of clinical efficacy, bacteriological efficacy and safety based on the occurrence of adverse reactions and
safety regarding clinical laboratory tests values. The clinical efficacy rates were 74.7%, 64.3% and 30.8%,
the bacteriological efficacy rates were 43.8%, 35.1% and 45.5%, the occurrence of adverse reactions was
5.3%, 5.8% and 13.0% and that of abnormal clinical laboratory test values was 8.7%, 8.0% and 18.2%,
for the ABK treatment group, VCM treatment group and TEIC treatment group, respectively. Since the
number of cases and background factors differed from group to group, the investigation was performed
mainly with the ABK treatment group, which was the largest group. In the ABK treatment group, the first
TDM was performed within 3 days after initiation of treatment in 56.9% of the cases and within 5 days
after the initiation of treatment in 84.6% of the cases, with the largest number of cases (approximately
1/4 of entire cases) having first TDM performed on day 3 of treatment. The ABK dosing regimen was
changed (dose and dosing frequency) in 45.6% of the cases under a 100 mg X 2/day regimen, which was
used in the largest number of cases, and in 25.9% of those under a 200 mg X 1/day regimen (the main dose).
In 77 cases with no change in the dosing regimen, the clinical efficacy rates for the 100 mg x 2/day regimen
and 200 mg X 1/day regimen were 78.4% and 87.5%, respectively, and the occurrence of adverse reactions
was 5.5% and 5.0%, respectively. When these efficacy and safety results were analyzed by the y” test at the
5% level of significance (two-sided), no significant difference was observed between the ABK 100 mg x 2
/day regimen and the 200 mg X 1/day regimen.



