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Consent obtained
20
Not treated
1
Treated
19
Completed: 11
Discontinued: 8 Excluded from safety
Excluded from efficacy 0
5
Efficacy analysis Ineligible disease: 2 Safety analysis
14 Not meeting 19
inclusion criteria: 1
Completed: 9 Applicable to Completed: 11
Discontinued: 5 exclusion criteria: 2 Discontinued: 8

Fig. 1. Analysis population.
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Table 1. Subject demographics and baseline

Background factor N =19

Pneumonia 17 ( 89.5%)
Diagnosis Sepsis * 1( 5.3%)
Respiratory tract infection 1( 5.3%)
Mild 3( 15.8%)
Severity of infection Moderate 8( 42.1%)
Severe 8( 42.1%)
Gender Male 15( 78.9%)
Female 4( 21.1%)
< 65 7( 36.8%)
Age (year) 65 < 12 ( 63.2%)
Median (Min — Max) 69 (35—92)
< 50 9( 47.4%)
Body weight (kg) 50 < 10 ( 52.6%)

Mean (Min — Max) 53.3(40.0—75.0)
Underlying disease/ None 0( 0.0%)
Complication Yes 19 (100.0%)
Concomitant drug None 0(_00%)
Yes 19 (100.0%)
Previous antimicrobial drug None 0(_00%)
Yes 19 (100.0%)
< 50 4( 21.1%)
Creatinine clearance 50 < to < 80 3( 15.8%)
(mL/min) 80 < 12 ( 63.2%)

Mean (Min — Max) 90.7 (27.0—201.0)

Total dose of ABK (mg) Mean (Min — Max) 1,632 (200 — 2,800)

* This patient had Staphylococcal bacteremia and SIRS (systemic inflammatory re-
sponse syndrome).

Table 2. Susceptibility distribution of causative MRSA

Test drug MIC (ug/mL) MICso MICso
025 | 05 1 2 4 8 128 >128 | (ug/mL) | (ug/mL)
Frequency 0 6 4 3 1 0 0 0
ABK | Cumulativefrequency | 0 | 6 | 10 | 13 | 14 | 14 || uo | o 1 2
r Cumulative percentage 0.0 429 714 92.9 100.0 100.0 100.0 100.0
Frequency 0 4 9 1 0 0 0 0
VCM | Cumulative frequency | 0 | 4 | 13 | 14 | 14 | 14 || | | 4 1 1
| Cumulative percentage | 0.0 | 286 | 929 | 1000 | 1000 | 1000 || 1000 | 1000
Frequency 0 5 6 2 1 0 0 0
TEIC | Cumulativefrequency | 0 | 5 | 11 | 13 | 14 | 14 || | U | 4 1 2
| Cumulative percentage | 00 | 357 | 786 | 929 | 1000 | 1000 || 1000 | 1000
Frequency 0 0 0 0 0 0 2 12
MPIPC | Cumulative frequency | 0 | 0 | 0 | 1 o | o | o || 2 | o >18 | >128
r Cumulative percentage 0.0 0.0 0.0 0.0 0.0 0.0 14.3 100.0

BB OERB R G L 2 HERERS Iz Blo) LB LB ZRVZ 13 HITRGRT - ik

W2 9BITHE SN, HEFIL667% ThHo 7 R OMIR ZERRD R A 2 S, MRSA 1265 LT [HllR %
2) AR ZRR) R RIS D (HE+RD) | & ShElgE Gk - )

MR AR R % Table 518 L7zo AR RS 14 13462% Th o7z Tz, fBIER QMR AR)RIX
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Table 3. Pharmacokinetic parameters of ABK

Cmax Ctrough T AUCo-24 CLtot Vss
(ug/mL) | (ug/mL) (hr) (ug-hr/mL) (L/hr) (L)
N 17 17 12 12 12 12
All patients
i ) Mean = SD 16.2*5.1 1.1+1.7 8.06 =7.44 103.1 £66.4 261*1.69 | 15.3*£3.6
(Patients determined)
Min —Max 7.2—23.1 0.0—-5.3 1.96—23.73 36.5—2224 0.56 —5.47 10.4—-20.2
Patients with normal N 10 10 5 5 5 5
renal function Mean £ SD 152*5.7 0.3*04 3.51+2.67 58.6 £22.5 3.71+1.31 146 £4.3
Cer (mL/min): 80 = Min —Max 7.2—23.1 0.0—-1.2 1.96—-8.3 36.5-96.3 1.81-5.47 10.4—-20.2
Patients with mild N 3 3 3 3 3 3
renal dysfunction Mean = SD 14.8*24 0.2+0.3 3.95+2.32 62.9=*18.0 3.30*1.06 | 15.9*3.9
Cer (mL/min): 50 = to < 80 Min — Max 12.4-17.3 0.0—0.6 2.51-6.63 45.6—81.5 2.27-4.38 11.6—19.3
Patients with moderate to severe N 4 4 4 4 4 4
renal dysfunction Mean = SD 19.8 3.7 39%1.1 16.82 £6.02 188.8 £24.0 0.7£0.14 15.7%+3.5
Cer (mL/min): < 50 Min —Max 14.6—23.1 2.7-53 10.27—-23.73 165.3 —222.4 0.56—0.87 10.6—18.5
25 - 58~45.3 DHFPHIZ 54 L T /2o Cmax B £ Uf Cmax/

MIC W RDOHECTHIK L /2L 25, BT A—F LA
WD BN 72 AR S % 20 o 726

BB T 5 Cmax/MIC @ % — 4 v MMl % CART
FRATIC & 0 MRS L7, ERRRDA, MR 22 Rh k)
9% Cmax/MIC o4& LT, #1118, 9.29
BEBEINb 00, FELLT O & 45 %28 2 72
HECAHRE, MK - WARIHAN R AEETRO N
Lotz LehoT, BHikRs =7y MEZEHTE

Blood concentration (ug/mL)

I o7,
0 : : : & : : : : Cmax/MIC & A#E & D4R % Table 7 (27" L 720
Do a6 R o MIC AT BRI T50%, T OB
‘ . 20% THY, 8 LLEDHREIZ 80.0%, 8 Al D MR
Flg.- 2. Bl.ood concentration pr(?ﬁles of ABK. ey 333% Td o L 7 7}) -5, 2|§( %ﬁf)‘ ,:) 13 Cmax/
—@— Patients with normal renal function
—~— Patients with mild renal dysfunction NaboLHfigEshi: 75‘, r&]ﬁﬁ‘@ % < , Cmax/MIC
(Cer 2 50 mL/min to < 80 mL/min, n = 3) D5 =7y MEZWHCT S S L IEEEECTSH - 7,
—ll— Patients with mo.derate_ to severe renal dysfunction 4. BV A
(Cer < 50 mL/min, n = 4) R ) "
Values are Mean = SD 1) E 'E‘AJJE"H( * 1@’,_%4}’)?% iz E@@— 5% ﬁ%%%
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WM RIGO 1R Lo llE S 2o 72 1612 B < BNTZH, BRI E ORPEBRIEEE Sz,
13 BIZDWC, il ABK 21 & A5k Bk % MET L 2)  ER *ﬁﬁfﬁ B aHERE (KRB
720 BB, MWENRE L ORI, PGHKT - kR B)
DR FEIIRNEA THEARE] TH o7z 1H %R 12 B AR Ml S5 45 Bh 2 Table 9 1278 L 726 ﬁ$$§i
BIZDWTHRE L7z, 19 B 9 1 (47.4%) 1217 o s i/z, %0)&75‘
BeHHT PR ERC B AR R, MEENAE ABK L ORREMBRSGETE 2 0HSL FEIMEH) |
DA R IZ Cmax B & U Cmax/MIC O ER it &= % %1 (36.8%) 12 12 2D iz, 2 BILLEL 5&}%1/7_5%
Table 6 127K L72o Cmax/MIC O F¥1{#IE 197 TH Y, FL L LT, [HFmEkE o=s8n] 23361, [ EmekE
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Table 4. Clinical efficacy
Timing of . Effective Ineffective Effectiveness rate *
. Evaluation Unevaluable Total

evaluation or Cured or Not cured or Cure rate *?

At the end of X
Effectiveness 10 4 0 14 71.4%

treatment
At follow-up Cure 6 2 9 66.7%

*1: Effectiveness rate (%) = Effective/(Effective + Ineffective + Unevaluable) X 100
*9: Cure rate (%) = Cured/(Cured + Not cured + Unevaluable) X 100

Table 5. Bacteriological efficacy

L . Evaluation L Eradication and
Timing of evaluation . Eradication Decrease Not change Unevaluable Total
item decrease rate
At the end of Eradication/
5 7 1 14 46.2%
treatment decrease
Eradication/
At follow-up 2 4 3 9 33.3%
decrease
Eradication and decrease rate (%)
= (Eradication + Decrease)/(Eradication + Decrease + Not change) X 100
Table 6. Summary statistics of Cmax and Cmax/MIC by presence/absence of effectiveness
Parameter Effect N Mean SD Minimum Median Max
Effective 10 15.50 5.12 7.20 14.15 23.12
{05 5' P2 < s s N I
Ineffective 3 17.25 2.63 14.60 17.30 19.86
(M@/ML)  Fem ool
Clinical Total 13 | 1591 4.63 7.20 14.80 23.12
efficacy Effective 10 | 2044 12.38 5.78 20.94 45.28
Cmax/MIC Ineffective 3 17.28 15.06 7.30 9.93 34.60
Total 13 19.71 12.44 5.78 19.64 45.28
Effective 5 17.02 2.84 13.50 17.30 19.86
Cmax [ T T T T T e
Ineffective 7 16.36 4.86 11.12 14.60 23.12
(0777 51 5 R e B e Rt Lt SERES BRI
Bacteriological Total 12 | 1663 3.99 1112 16.05 23.12
efficacy Effective 5 | 2415 9.61 9.93 27.00 34.60
Cmax/MIC Ineffective 7 18.32 14.25 5.78 12.42 45.28
Total 12 20.75 12.38 5.78 20.94 45.28
Table 7. Relationship between Cmax/MIC and effectiveness MR ZSE M N DO WTE, $XTRIVER & e Sz,
=] A
Crmax/MIC Effectiveness Crmax/MIC Ineffectiveness RS Eg L Tk [EEEE] 2714 ﬁ: [HEFEED 25 3 #FCa
X, X,
rate rate oM, [HE] OFEBRITBEDO SN LD -7,
5< 76.9% (10/13) <5 0/0 3) W &ﬁi$§1
6= 75.0% (9/12) <6 0.0% (0/1) KBERTIE, BELAFERES L LCE [Yavyy |
7= | mowony | <7 0.0% (0/1) 1B B e AWERHIE COPD - 4D AP
5= | s00ms0) | <3 383% (113 20 IO LY IR C | F 7o) 2 A TR0
9< 77.8% (7/9) <9 25.0% (1/4) Bz B EEE LTV AL, 4 — = Y S OB BT
< % Sy K y:
0= | SR =10 008 ) WA L, WRARRE A AT AL L 7oK R R
$$%%WL7377ﬁ%ﬁtt%®k%x%ht:k
o, EEEE L ORBBERIEHRE S NI
Bl THERE S8, i ZUER KRR R, 4) ﬁ%&ﬁ%$%

[ H R

s engh 2B TROObNT, 2, £

NS O 7 THFBRER A /030 ], [ HERE =388 J,

BB G- SN2 1900 ) HinBh IR ERIZ 8

BT d o 7253,

AEFRIIDZPILIEE LA ERR
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Table 8. Adverse events (Subjective Symptom/Objective Finding)
Adverse Events (AEs) All
(MedDRA: SOC, PT) Causality | Drug-related

Number of subjects evaluated for AEs 19
© Number of subjects with AEs (%) | 0(474%) | 3(158%)
© Numberof AEs noo 3

Cardiac disorders Tachycardia 1( 5.3%) 0 ( 0.0%)
”””””””””””””””””””””””””””””””””””””” Abdominal distension | 1( 53%) | 0(00%)
Gastraitestinal dionders L Cheis ] 1530 | 00000
Diarrhea 2 (10.5%) 2 (10.5%)
”””””” Nausea | 1(53%) | 0(00%)
' General disorders and administration site conditions | | Pyrexia | 1(53%) | 0(00%)
* Musculoskeletal and connective tissue disorders | Joint swelling | 1(53% | 0(00%
 Skin and subcutaneous tissue disorders | Rash | 1(53% | 1(53%
 Vascular disorders Shock | 1(53%) | 0(00%)
Table 9. Adverse events (Abnormal change in laboratory value)

Number of All
Adverse Events (AEs) (MedDRA: SOC, PT) subjects evaluated Causality Drug-related

for laboratory !

Number of subjects evaluated for laboratory findings 19

© Number of subjects with AEs (%) 9(74%) | 7(368%)
© Numberof ABS v 12

Investigations

i Blood creatinine increased

[Tavy 7] PEELZ1IHZTTHo 72,

T/ 7 ay FREREETIE, BRERE S X O

DBEEDN Lok & ‘éh’cwé Lrn, EhkhE
B, BEREBEEOAFERERITOVTRE L. Eikael

HOFERLIL 3H(158%)3 HICRD NIz T d
B E R EEB TH Y, M RER 2 7F, 12
L7 Fo VBNt Th o 7o RIS R CEETHE
L7225, Wb iR & o JIEBRIEEE S TR
MmNz, B, WHEEL DY S L) RER,
At RIEERD SN Do 720

5) il ABK #EE & a0 Bk

TEMBHHR 19 FloH B, Ik ABK B & A35E
SN2 o 72 1 BB X O/ MRS R oo 1 B L
PE SN 2o 2102 B 176D WT, i

ABK i & e o MR B L7z,

BIVEHOFENIZPK/NS A — 7 OBEHKHEE %
Table 10 1SR L 720 £75T 2 — 7 2 BIEH ORBAHET
L7225, BWEHOARIZE > TPK /8T A —%
WCHL 2 RETRVWEEZ DN

BITEH ORBU B 2 KT TRk D 25 H T (
NG A—%, BEYER) 20V AT 4 v ZERGHIC
DGR L7c#ER, RIEH OBLE AR »E@ET%IEE
M SN ol LD oT, REBEROBENSIX
Cmax H 5\ d ~ 5 7R & FIVER O Z8 3 I 72 B
3RO LN o7,

ABER IR DA LTI TR M A 12 u g/
mL DLk, A REEAS 2 ug/mL DL EASH D B3I
&5 8 Mt R R B R T ORISR ELS 2B &
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Table 10. Summary statistics of PK parameters by presence/absence of adverse drug reaction
Adverse
Parameter drug N Mean SD Minimum Median Max
reaction
Presence 14 16.78 544 7.20 17.30 23.12
Cmax [ T T T T T T
Absence 3 13.57 1.19 12.42 13.50 14.80
L7774 1 ) T T T T S B
Total 17 16.21 5.08 7.20 16.74 23.12
. Presence 14 1.48 1.70 0.40 0.45 5.30
Ctrough 7777 T T T T T ey
Lo Absence 3 0.47 0.12 0.40 0.40 0.60
Subjective (ug/mL) k-l
symptom/ Total 17 1.30 1.59 0.40 0.40 5.30
Objective Presence 10 8.74 7.98 1.96 543 23.73
. TP e T R B T LA
finding (h” ; Absence 2 4.67 2.77 271 4.67 6.63
) Y EHE
Total 12 8.06 744 1.96 4.67 23.73
Presence 10 110.96 70.01 36.50 78.95 222.40
AUCo—4 1777 T T T T T T T
Absence 2 63.55 25.39 45.60 63.55 81.50
(g » hr/mL) b e e
Total 12 103.06 66.40 36.50 71.55 222.40
Presence 10 17.26 5.05 7.37 17.02 23.12
Cmax [T T T T T T T T e
Absence 7 14.71 5.11 7.20 13.50 21.60
(MG/ML) bl
Total 17 16.21 5.08 7.20 16.74 23.12
‘ Presence 10 1.32 1.74 0.40 0.40 5.30
Ctrough 7777 T T T T T T
Absence 7 1.28 1.48 0.40 0.50 4.03
Abnormal (ug/ml) -l T
change in Total 17 1.30 1.59 0.40 0.40 5.30
laboratory Presence 8 6.78 6.07 1.96 4.61 19.63
T s S E e B e R
value (h” ; Absence 4 1061 | 10.20 2.35 8.18 23.73
) T e S S
Total 12 8.06 7.44 1.96 4.67 23.73
‘ Presence 100.75 65.92 48.90 71.55 222.40
AUCo—4 177 T T T T e
Absence 4 107.68 77.37 36.50 105.45 183.30
(UG * MI/ML) oo oo b b
Total 12 103.06 66.40 36.50 71.55 222.40
Table 11. Relationship between incidence of adverse drug reac- Bl B 2 BNCEIERZEBL L 7228, 2 ug/mL A DIE

tions and blood ABK concentration (Cmax value of
12 ug/mL and Ctrough of 2 ug/mL)

Number of patients who developed adverse drug
reaction/number of all patients

Cmax
Ctrough
< 12 (ug/mL) 12 < (ug/mL) Total
< 2 (ug/mL) 2/3 4/10 (40%) 6/13 (46%)
2 < (ug/mL) 0/0 2/4 2/4
Total 2/3 6/14 (43%) 8/17 (47%)

ZRONTWD. JE DR H o722 Lh 5, KIBERIC
BUI5Cmax12ug/mLBILNT 7®RE2ug/mL &
RIVE I FEBUHEE & OBIRZ MET L7z (Table 11). 72,

Cmax 28 12ug/mLU EH D VIE -5 7BREN2ug/
mL PLETH o 72BN FEBL L 72 RIfEH % Table 12 12
R L720 Cmax 2512 ug/mL L EOFEF 14 61D 5 & 6
BNCEIERI 2S5 BL L 7245, 12 ug/mL Kl 4Bl (3 F1H
2BNCHEBL) LB L CRMEHORBIBESEE 52 &
oz 72, BT 7BED2 ng/mL U EOER 4

B (13 B 6 I 53) L RMEH ORI IXIZIZF L
TdH o720 EHEEBERIEH 25380 &7z 3 Bl o Bk
A, Il ABK 2 % Table 13 (278 L7z, [HH 7 L
TF= B AR 5Nz 16, Cmax AS199 ug/
mL 22+ 7 7iRED 40 ug/mL & EEEZ/RL T,
AERNIHERE R B L CREEREE AL, H5MEY
ZLTFZy - 2)T T ABEL, BEEREAMET LT
WIEBITH o5 7z —7, [HRERINISTRD Sz
281D~ T 7 REITHR/MENEERETH D, Cmax d
12 ug/mL AF3E & EICE WE T 2 Do 720 F 72, BB
B 2 L7 F= v O IR Sy, Bk d
IEH R RERITH - 72,
m. = =

ABK OAEBRFE MR O KR - FRE, 1 H 150~
200 mg (i) % 2 T CHE5T2HDTH 77,
LA L, Fi4coBGHER "5, 1H1H%51C752
T, AREEICHEELTWwWA EEZ 5N TV A Cmax
D, HEMWICHEETAEEAON5 T 7iIREEZT
I LN TE, RN EEHESRX VBT 22 LW
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Table 12. Adverse drug reactions noted in patients with a Cmax of > 12 ug/mL or a Ctrough of

> 2 ug/mL
No. Adverse drug reaction
1 Diarrhoea
2 Blood creatinine increased, Eosinophil percentage increased
Diarrhoea, Band neutrophil percentage increased,
Cmax 3 White blood cell count increased,

12 < (ug/mL)

Monocyte percentage increased, Blood urea increased

Rash, Monocyte percentage increased, Eosinophil percentage increased

Eosinophil percentage increased

Blood alkaline phosphatase increased

Ctrough

Blood creatinine increased, Eosinophil percentage increased

[S20 I NSRS G N

2 < (ug/mL)

Eosinophil percentage increased

Table 13. Creatinine clearance, Cmax and Ctrough in patients who developed an adverse drug reac-

tion related to renal function

Adverse drug Observed value Cer Cmax Ctrough
No. . .
reaction (mg/dL) (mL/min) (ug/mL) (ug/mL)
! Baseline : 161
Blood creatinine | Maximum
2 ) ‘ o 40 19.9 4.0
increased after administration : 2.40
(Normal range: 0.5—1.0)
Baseline 19
Blood urea ! Maximum
3 . ' .. R 201 13.5 < 04
increased after administration : 27
(Normal range: 8 —20)
| Baseline 1134
Blood urea ! Maximum
7 . ' .. R 92 11.1 < 04
increased after administration : 38.3
(Normal range: 8.0 —19.7)

FrE N 7zo 1999 4E A 5 2002 4E 12 20 F THEME S vzt
MRSA 3 TDM #2212 & A LIk K & L BB ToOR
RIFZE (ABK fJH#EE L C 479 B1) O E, S, KRB
BCTIEABK O 1 H 1 H#GESL S HWORTWS &
W) EEN Do TELY, 22 THIE, 200mgl H 1
W3 50 F 8, aths X ED B E R L,
PK/PD D #iEAH 5 1fiirh ABK 5 & B ahk, & tko i
BRIz THIRET L 72,

RGBT BV TS L7z MRSA #kI2xh 9 %5 ABK
» MIC 1 05~4 ug/mL % 78 L, MICwid 2 ug/mL T
Hotzo FEHBIEDEEZRBLZICL 22D ST,
MRSA 125§ 2 &I IR SR & 1T & A EED
53, PHLIZEA TV AV D EE X bz,

ARIBERTO MRSA i3t 2 BRI R (HA%) 13
714% Td o 7o S RI O TAEIE R ILBEH I, A OHE %
POWBREGREZEZRTHE, BOENRThHolmL %
AbND, Tz, MREFERE YL - BASE) 1L 462%
T - 72. P MRSA 3 TDM BFZE &1 & 5 FRERFZE DK,
HETI1E, MRSA i RISx3 2 BRRANE (Fxh%) &, 1
H 200 mg 2 53514 5-Tid 81.5% (22/27 #1), 1 H 1 ¥

5Tl 88.0% (22/25 B), & 7= MBS ARYF (BT 23)
1%, 2 5EIRS-TIE 500% (13/26 B1), 1 H 1 \H%5-Tix
522% (12/23 B) Tdh 72" KRB TES AR
AL, PT MRSA 3£ TDM #f2e & O & (ZIFFRFEE O
WRTHY, 20 RIFREHRE BB S h7,

ABK O %hE1E Cmax L B L, ZOFBEE
F7ug/mLUETHY, 9~12ug/mL TIEESIZEW
R REA LN L EZ 5N TWw A2, LaL, 1
H 200 mg 2 &% 5 TR Z 0 MBE2EKT 5
EDVRREERGEEN D VP, ThEMRT5720I121F, 1
H1H&ESEICE) Cmax 2 @052 ERHEHEZEZ
5Nbo ARIEERTIE 17 Bl 15 $1C Cmax 1& 10 ug/mL
UETHo722 05, TOX) %2E\ Cmax & L
T, BFREEIEONDDEER N, 512,
TIVZ)ay FRHHETH % ABK IZ PAE AW
Z &, BEKAEOERBRFIEHZ O L5,

1 H 1 F$513 2 588G & R TRZEOGR1EZ R
L7zbneEz bhiz,

PK/PD /%5 2 —% (Cmax/MIC) & A#EDBEHRZ

BELze 2 n, RBEBROKEESD S 1E Cmax/MIC 78
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7~8% LN BGEIZIIHFET BRI VBESNS D
D EHEEE SN2, PK/PD NI SEBI A A7 <,
Cmax/MIC ® % —7% v Mtz WIS 52 LIZWEET
Holze B, KALPIZT VAT 4 v 7 HREFNVEH
W RRET O R, Cmax/MIC A% 8 Dl k4 2 B3R A 5
DPRERFTH Y, BREIRL OHE LD SN L i
HLTEY, KB DHELE S N7z Cmax/MIC & [k
DOFERTH > 72,

REFTORWEH OZBEEZ, HBREAEIR - WEIRT
158% (3/19 #), WRARMRAfEIEH 2B Tt 36.8% (7/19
Bl) ToH-o7zo L MRSA 3 TDM WFFEEDOBAETIE, 1
H 200 mg 2 55&1#%5-C55% (4/73 1), 1 H 1 Wl#%x5-C
(& 5.0% (5/101 ) OEIWERFEBIRTH - 72 KRIBERIC
B 2 RIEH O FBERITH MRSA 3 TDM W78 4 O B
WMEDRREP o208, RMOBEWERIZED bk o
720

TI2ZY Y FRPEEICLZEIEH L L CREBE
E EEEEORFBREIH SN TN S, RIGERERIR O
WA SCE B2 TR IREAS 12 ug/mL ML E, &K
M EEEEAY 2 pg/mL L LA D R S5 & 4 8 ik
BESLEBEREORREIKEL L EEZLNTY
bol Lt SN Tz,

KGR TRRO O N7 FRERE B ORIERNE, M RE
Wm2fk, mprLrrF=v¥micdh, BEIET
NRCEECTHE L, (M7 L7 F= H D30 &
N7 160L, FEfBe LB rez AL, %50
I oLy F=v - 20T AL, BEREINMKT
LCWERITH o720 —77, [HHIRFEB DD &
Nz 26z onTid, wERIPERICEZ LT F=0 D
ZENIEOONT, BRED EEEMATH 722 L
L, Thb 260 [IMHRFEREMN] (TERERICEEL 7
HL TR WD E 2 bz,

F 72, KIBEBORERES 5 1%, Cmax 2812 ug/mL YL ED
FEF) T 12 pg/mL #iii O FEF) & A~ CTHEIEH FS B
EXRETEsrI R, 0V R5 4 v 7 AIRGHTIC
BT H Cmax & FIEH ORI 2 BEIZED S
Nedole MT7iRE2ug/mL & EIVEH ISR &
DBRIZOWTHRBETH o 720 BES? Y, Cmax, b
T 7 REDSERRE IS KT T OWTRET L, IiE 2
L7 = U (e 5-BiAE & ik LT 05 mg/dL DL I
D LR ORBAEZ, WTFNOPK /8T XA -5 THHE
FERDLDPo722 L, Cmax HY12 pg/mL Y EOFER,
N 7IREAN 2 ug/mL DL EDIEFICBWCIEZ LT
FUWMOAICHBEREZRD o722 LG L
TWwbo —7, ABK TRREIWEM, FICEHERMEORIE
AR N 7iRE2EHT L EHPEET, HEL
T7REF2ug/mLU T ZEEF LV EOHmED H
R KRBT, T 7RI 8 E BB E A
2 ug/mL A, PEAOHRAABREERTGCTH o720 2D

IIHIWABKIH1H#HS TR Cmax 2 &< 25D
D, KW bTTREIEONDL ZEDHRTE, £<4D
BETIS 7iREZ 2ug/mL Riica >y ba— 145
ZEDMEEEEZ BN, B, Cer 850 mL/min A
THhLHEELD LOEBRKT 26T 28T, +7
TWEE 2ug/mLREICHZ 2L ETE Radol
B, ZOX) RBFTIIHRGHBEEZLERL THEHT 5%
DOWBHPLE L VEEZ SN,

TV Ay Mk 2EHEEICELTIE, BRY
WITMEREE IS X A HIE, BOET, BiEREICL O
FVEK, HOL BB, S50 &%k, A
LNTWV 5, W FREEOMIEIRE L CIZHEINEH 8
NTHY, HEIZEBICRCTENZY, RESGEZ 3
ZELHHED, HEEZELLEVWZIELHLEINTWVS,
IR L AIEREEO &5 B R I LR k3B A
XoTHRLBH,ABKIZT I/ 7)) ay FERUEED %
MR EEAE <, F/2, MRS L EREO
BEICELWERIFEOONL RV E ENRTWEY, Kk
BRCld, DL VIEHE, I, 550X E0T 3
7)Y FRPMEBICE A2HHEEEZRET S X ) LiE
W, FTRIEED SN h oo,

fiiDHT MRSA FOKERE 7 — & L RIGERRE % Lk
Wit U7zo BabtEom Tid, MRSA M3t 5 A%
BAEE LKL Z2A, VCM ORI F1Z 720%,
TEIC DERRANAR B & OB A1 ah K (MRSA H25) 1&
ENZEN846%, 700% TH-o7:*, LZD ITDWTIZ,
VCM # A e L CEB L - EFERILERBEICB W
T, LZD OWIRBEB X OMEEN R ZEhEh
60.0%, 714%, VCM ZZNZ 474%, 263% TdH o
727, INHDT ENnL, RKirHIZEIT S ABK 200 mg
1 H 1 #5335 0BRRE (714%) B L OHIHEE9R)F
(46.2%) 1%, MEHOFHEE HFRETH D LEZ SR,
WIZEEMEOM TIE, BWEH ORIVHEIX, VCM DKFE
BHBIUHEERTRET—7 TIXZEnLE1308%,
134%", TEIC OKiER7— % TlE 229% TH - 727,
LZD Ti&, VCM Z xRk & U CHM L - I E ML
BElzBWT, LZD ORIWEAFIAIL 55.0%, VCM Tid
431% TH o722, L1z > T, KiEERIZEB T 5 ABK 200
mg 1 H 1 m¥5-E0RIEH B (BRMEIR - i &
158%, BRRMRAEIEE 28 36.8%) 1%, M3EH] DR &
KEREZ LD 120

DLk, ABK®200mgl H 1 W$53C X > THEW
Cmax & 6N, BENLAREIRD Sz, 72, £<
DBFETET 7IEIF 2 ug/mL RIS 2> ba—
Vah, BEWEHREBBHENSE L L3k o/, I
S5OfEHRL D, ABK200mgl H 1 H¥xS5-HE06HMEZ
WA TE,

ABK ® 200 mg 1 H 1 [IF5EAEA S i, miH
FEZBOTIENTELIENS, HBIZILEED
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ERRLWHEIE A Z &, EMRFEMOZEIRY, & 3) Galloe A M, Graudal N, Christensen H R, Kampmann
WREREMOWMS Z L L, BB To X)) v J P; Aminoglycosides: singf;e or multiplef daily dos-

] - . el ing? A meta-analysis on efficacy and safety. Eur J
n%e IX1H1ERGE, EFRKTEDS “f})”: Clin Pharmacol 1995; 48 39-43
% OPAT (outpatient parenteral antibiotic therapy)* {2 4) Blaser J, Konig C: Once-daily dosing of aminogly-
X BALRGHFICDELTBY, 2FEHRO-0D ARG cosides. Eur J Clin Microbiol Infect Dis 1995; 14:
WD & 72 5 72 MRSA i 98 7% & 0 % O FHR B 1029-38 - . .
bIRT 5 L H2 O s desee i eosiaear

L meta-analysis. BMJ 1996; 312: 33845

RIGBROEFEICERL, TSI 7272 72 TR0 30 figk 6) Munckhof W J, Grayson M L, Turnidge J D: A meta-
BEBREMLEM (FE I3 EBRERYEE) OJeEFICEH W analysis of studies on the safety and efficacy of ami-
LET noglycosides given either once daily or as divided

- . o . doses. ] Antimicrob Chemother 1996; 37: 645-63

FLWEEE PR S i bR SR v Tm il BRAIA, T2 7) Hatala R, Dinh T, Cook D J: Once-daily aminogly-
AL PR dr L v & — - BT, HARER R R coside dosing in immunocompetent adults: a meta-
R B IEE 2E R ¢ FIRE TR, B ARERN RS B s b s e analysis. Ann Intern Med 1996; 124: 717-25.
Peitat v & —  NIAGE - WIS SR AR e 8) Freemfm C D, Str;%yer.A H: Mega-analyS}s of'meta-
O, b T T B R analysis: an examination of meta-analysis with an
TR AR« R, BRI BT IR AR N emphasis on once-daily aminoglycoside comparative
RN, R0 72 R 528 M IR 9 B & e i N A trials. Pharmacotherapy 1996; 16: 1093-102
NS, WIBRFEE Y v ¥ — KRk et v 9) Ferriols-Lisart R, Alos-Alminana M: Effectiveness

R o7& PO Bk AL e KR and safety of once-daily aminoglycosides: a meta-
f — a E%LEJ . ﬂ(i%ri% DKEET [Smi Zﬂ . analysis. Am ] Health-Syst Pharm 1996; 53: 1141-50
e, SRR AL RAL R B ar s & v 10) Bailey T C, Little ] R, Littenberg B, Reichley R M,
F =3 B, BN KRFEREANTREREE IR Dunagan W C: A meta-analysis of extended-interval
Ped B - EIEET M, EEEASGESAH dosing versus multiple daily dosing of aminogly-

= . . s ides. Clin Infect Dis 1997; 24: 786-95

ARG A S RISER) © A HAE KRR, #iE T Rw b cost ’
. . ) . . o s 11) Ali M Z, Goetz M B: A meta-analysis of the relative
R - T - SR, &k A BB A efficacy and toxicity of single daily dosing versus
KHEMREIERBENE - FARER, FMIREA R multiple daily dosing of aminoglycosides. Clin Infect
i L 2 e S RS A B PR < DS - G, HE Dis 1997; 24: 796-809 o
BB SR BV SRR | IRk, AR Esibeipg gy, 12 Hatala R Dinh T, Cook D J: Single daily dosing of

N AN ) IR O aminoglycosides in immunocompromised adults: a
7 LV —NRE D AR TIZ, ELR RS R R R systematic review. Clin Infect Dis 1997; 24: 810-5
BB SE — R © THSE, SRR LR R 2 R v 13) Kale-Pradhan P B, Habowski S R, Chase H C, Cas-
P G RE X S Bl (SR h V&SR - WREMEE) - BEHTE A, [EL tronovfa F C: Once-daily. aminoglycoside§: a meta-
K2 N T K2 R B e G (2% - analysis of nonnieuopente and neutropenic adults J
FUBRGIRY, WP I, (ORI M) = SR —, TR PR 14) Marra F, Partovi N, Jewesson P: Aminoglycoside ad-
BER MR BEP SRR - ZARF A - FHHE—ES, [ ministration as a single daily dose— An improve-
IR AR ST - w2 o bR i B da rh g e« B, ment to current practice or a repeat of previous er-
SRS TR S PR IR RS - A5 I, rors © - Drugs 1996 0% 31470

g ) S e 2 s . o 15) Barclay M L, Kirkpatrick C M ], Begg E J: Once
lﬁ%&}u‘“‘%k%ﬁ&ﬁ‘“‘%qj(”ﬁ”]g DR daily aminoglycoside therapy—TIs it less toxic than
Ry, WALR BWRBERas R © SRIEOERE, EL RS multiple daily doses and how should it be moni-
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An open clinical study of arbekacin 200 mg q.d. in patients infected
with methicillin-resistant Staphylococcus aureus (MRSA)
—A clinical pharmacology study—
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Keizo Yamaguchi” and Yusuke Tanigawara®

Y Department of Emergency and Critical Care Medicine, School of Medicine, Keio University, 35 Shinano-machi,
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University Graduate School of Biomedical Sciences
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A multi-center collaborative open clinical study was conducted in patients infected with methicillin-
resistant Staphylococcus aureus(MRSA) to determine the efficacy and safety of arbekacin(ABK) administered
at a dosage regimen of 200 mg q.d. and the relationship between efficacy/safety and blood ABK concentra-
tion (PK/PD).

Among 19 patients administered ABK, 14 with pneumonia were included in efficacy evaluation and all 19
in safety evaluation.

Effectiveness (clinical efficacy) against MRSA-caused pneumonia was 714% and eradication/decrease
(bacteriological efficacy) was 46.2%, showing favorable results. We thus confirmed that the 200 mg q.d. regi-
men of ABK would be effective against MRSA-caused pneumonia. Evaluating pharmacokinetic parameters,
mean Cmax and Ctrough values were 16.2 ug/mL and 1.1 ug/mL, respectively, and the elimination half-life
was prolonged in patients with moderate to severe renal dysfunction. As a result of PK/PD analysis, it was
estimated that the expected clinical effect could be obtained when the ratio of Cmax/MIC exceeded 7 or 8,
but it was difficult to clarify the target value due to the small sample size. In safety evaluation, the incidence
of adverse drug reactions related to subjective/objective findings was 15.8% and the incidence of adverse
reactions related to abnormal laboratory findings was 36.8%, and no unknown adverse drug reactions were
observed. As a serious adverse event, shock was noted in one patient, but the causal relationship to ABK was
ruled out. When patients were categorized with Cmax by whether or not reaching 12 ug/mL, regarded as a
safety benchmark, the incidence of adverse drug reactions was not higher in patients with a Cmax of =
12 ug/mL than in those with a Cmax of <12 ug/mL. This was also the case when the trough concentration
of 2 ug/mL was used as another safety benchmark.

As mentioned above, high Cmax and excellent efficacy of ABK were achieved by the 200 mg q.d. regimen,
and the trough concentration was controlled at <2 pg/mL in many patients. The incidence of adverse drug
reactions did not increase with this regimen. The usefulness of ABK 200 mg q.d. was thus confirmed.



