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Table 1. Daily dosing frequency of “SBT/ABPC”

Mild Moderate Severe
1 dose/day 1.8% 0.9% 0.3%
2 doses/day 60.6% 54.7% 27.4%
3 doses/day 11.8% 18.5% 12.4%
4 doses/day 10.9% 18.8% 29.1%
6 doses/day 0.3% 0.9% 0.9%
Others 3.2% 3.8% 4.7%
No answer 11.5% 2.4% 25.3%

Mean 2.4 doses/day | 2.6doses/day | 3.1doses/day

Analysis of data from doctors currently using “intravenous SBT/
ABPC” for the treatment of infectious diseases.
n =340

Table 2. Daily dose and dosing frequency of “SBT/ABPC”

QD BID TID QID Others
Mild | Moderate | Severe | Mild | Moderate | Severe | Mild | Moderate | Severe | Mild | Moderate | Severe | Mild | Moderate | Severe
1.5 g/day | 0.7% — 0.4% | 0.3% — — — — — — — — — — —
3 g/day 1.0% 0.6% — 24.0% 6.4% 0.8% | 0.7% — 0.4% — — - - 0.3% 0.4%
45¢g/day | — — — 0.7% — — 8.3% 8.8% 2.0% — — — 0.7% — 0.4%
6g/day | — — — 139.7% | 47.6% 34.3% | 2.0% 4.6% 56% |11.0% | 15.2% 26.6% | 0.3% 1.8% 1.2%
75g/day | — — — | — — - | = — - | — — - | — — 0.4%
9g/day | — — — — — — 1.3% 4.0% 7.3% — 0.6% 24% | — 0.3% 0.4%
12 g/day | — — — — — — — 0.3% 12% | 1.0% 2.1% 9.7% | — — 0.4%
Others 0.3% 0.3% — 4.0% 2.4% 1.6% | 1.0% 1.2% — — 1.2% 0.8% | 3.0% 2.1% 3.6%

Analysis of data from doctors currently using “intravenous SBT/ABPC” for the treatment of infectious diseases, excluding doctors responding

“unknown” .
Mild; n =300, Moderate; n = 328, Severe; n = 248
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e QILICKT LT, RS T A AUNICTPIiREEZZ /2L w) RIEKIL748% T, MEH 1 4H12) OBH
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Table 3. Change in dose by severity if “SBT/ABPC” 12 g/day becomes available

Current In case of availability of 12 g/day

Mild Moderate Severe Mild Moderate Severe

1.5 g/day 0.9% 0.0% 0.3% 0.6% 0.3% 0.3%
3 g/day 22.6% 7.1% 12% | 14.0% 1.2% 0.0%
4.5 g/day 8.5% 8.5% 1.8% 6.1% 2.6% 0.0%
6 g/day 46.8% 66.8% 49.4% 47.4% 33.0% 1.8%
7.5 g/day 0.0% 0.0% 0.3% 0.0% 0.0% 0.0%
9 g/day 1.2% 4.7% 7.4% 3.5% 16.1% 2.6%
12 g/day 0.9% 2.4% 8.2% 6.4% 30.1% 82.5%
Others 7.4% 7.1% 4.4% 8.2% 13.2% 6.1%
No answer 11.8% 3.5% 27.1% 13.7% 3.5% 6.7%

Analysis of data from doctors currently using “intravenous SBT/ABPC” for the treat-
ment of infectious diseases was analyzed, and data from doctors who would want to
use “intravenous SBT/ABPC” at 12 g/day if it becomes available.

Current; n = 340

In case of availability of 12 g/day; n = 342

6. SBT/ABPC #5-HDIMHRENY I 2L —2 3 ¥

FLFEE 30 1 & % 15gx2 M, 15gx3 M, 15gx4m, 3gx2l, 3gx3nl, 3gx4miZ>wTSBT/ABPC
BHSRBOMABREND Y I 2L— 3 v (Fig 1) 558 L7z ABPC ® MIC 12825 < TAM ik, 3T/ - HRET
H53gx2ANIBVT TAM ZHEEIHIEH WA CTE 2 HEMETH 2 30% 282 %5 TAM #5515 DiE, MIC
2mg/mL TH 575, 3gx3~4 G LGN EZERT LT, 30% 2825 TAM 21551501, MIC8mg/
mL F T A L7 (Tabled),

£ =

ARATIE, REENTWDE I HRAKHER6g &, WCkoAhz S FHhEB X OEE & gL T8 ThH D SBT/
ABPC x4t & L, SBT/ABPC OEHRDGIIBIFAMHERE, 1 HEKHEZ 12gICHETLI L2100V TOE
%, 12g/HETHETE S &)1 - 72846 D SBT/ABPC ORI O ZEAL % Meat L 72,

ARMAEOEH 425 4D 751% D3 ICT % A3 5 EHEBICHE LTz 2 LA 5, I3 PR3 o 8 1F 3 L6
T HEBPBNENL WV EHELE I NI,

SBT/ABPC ##:5-9 % FE 5B, Migk (979%) TH o720 FEHATPESIEICH T ML, FHEFIfE
AT 5LWHHEIZ156% 2L EF 5Tzl HARICHT 2 HERNOEZEOEFIEWT BIRD 1 HeKHRE
6gZMMT 2L LA IIHPERETIZ668% THLOIIH L, FIETIZ494% 2L &Fh, 1H6g 22 HEZ
B595 & LAEANEETIE159% EPEED 71% OB LETH 722 05, HEOKBEHE TIZEEMTT
DEMEREDL DMLV E W) EBS OHWiAH B LB EINT, £, 1 HORGRIEICMET 2 BAEE I 0%
TR, RBRENHETH S 2\ &) FIEAEIES X O EE & HIEBM ETH 720123 L, EAETIZ 4 [
EVHEA201% &, 2 &) HED 274% & Lo Twie, $72, BAED 1 HEKHARTH L 6g ThHhoTh,
1 H 4 5247 bTwbEaE, BAE 11.0%, HEE 152% IS L, HEAETIX 266% TH o720 HEEEICH LTI
H 4 n#2 50 & 5% Th - 721 50121E, PK-PD BEnI - TH 5% # % L SBT/ABPC ® TAM % hIFCH
MEEZEHOL S L VIBREGOBRND L EEZ NS,

SBT/ABPC ® 1 HiRKHEMN 12 g F TR INLLAEOMUHEINOELE RS L, HikE R REE L 3T 51H
FHCZALIZ W DD, FIEFINDOFKGEEGH 156% 75 41.8% ~E LKL, HHEMZR LZEEED 91.2% 281
HHEBERZALT 2 E Lz ERC, BEREENO 1 HHRICOWTIIEEICH L TI12g/H2MHT 2 L v FEEH
825% T, BIRD 82% D 10f5L 2 o720 12g/HEMHHT 5 & W) BIBIIEE, PEETH ZNEFN64%, 301% &
BUIRD 09%, 24% 2 HRESEMLTVD, SOHME LT, BYSEOEIERE L L CTHE, HEEDBETHOLRNT
b, EEERE - SPHEAYHESED Lo BE T NS X 0 ES o AR T LSRR E 2 L, ko EiE
LD T2 3 0HAEHELTWL I EREREINL, T2, Wi RIEEEE D 748% H K 9 %/ H 5
L, 70 6% DEEE PR EDOTEFH 2 F3% 6 24/ HIHEHLTEBY, SBT/ABPC %12 g/H T THREHWEEE 72 5
T, HVSRR LA RERE M Z L E L2k 7 2 ARICEATSBT/ABPC 25t - 7 ¥~ — BHEHRKA
/:.‘f\~ ) VRERMHT L ERIRI NI,
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Fig. 1. Simulated blood ampicillin (ABPC) profiles following intravenous infusions of
SBT/ABPC 1.5 g or 3.0 g over 30 minutes twice, three times, and four times a day.
The dashed lines indicate profiles for SBT/ABPC 1.5 g and the solid lines for 3.0 g.

Table 4. Time above MIC (%) calculated from simulated blood concentration pro-

files of ABPC
ABPC MIC 1.5g%X2 1.5gX3 15gXx4 3gXxX2 3gXx3 3gXxX4
2 mg/mL 29 44 58 37 55 73
4 mg/mL 21 31 42 29 44 58
8 mg/mL 14 21 28 21 31 42
16 mg/mL 8 11 15 14 21 28

DD, ERROBIIB W THig B3, Tl W R GEd] % 012 SBT/ABPC O #5128 = — X% b
DI LIIFEHERNE L BNREOW F»S5H 52 TH Y, SBT/ABPC 1 HERKHED 12 g ~OHREIZ, EHIKD
WCBVWTEIENTWELEEZONS, L2LAaWS, BEMIRAVR L-HHZ A L, 1 HHE S HGREBEZMP L
72356, EBRC SBT/ABPC DB IO RPGONLEDEPDVEELRA ¥ e LTHEPFEI-TL %,

ZFZT, HiEERE 3050k B 15gx2m, 15gx3 [, 15gx4 ], 3gx2 [, 3gx3 M, 3gx4MiZOWTSBT/
ABPC ¥ 5RO RIED Y I 2L —Ya Y #fTo 72,

Table 4 [Z/RTHERZE D L 12 SBT/ABPC OHili %2 HbETHRET L THA S &, 2008 4E D H AR L HREF & D4 [H
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Table 5. Recommended administration method for pneumonia, lung abscess
and peritonitis according to severity

Severity
Mild Moderate Severe
None - Mild | 3gx2 3gx2 3gx2-3
Underlying disease *
o . Moderate 3gXx2 3gX2-3 3gX3-4
comorbidity severity
Severe 3gX2-3 3gX34 3gX4

%J%]EZ‘L:;BUéfﬁqjﬂﬁi%@I%E KR T 5 MRIRA (R= ) VRN %EKA (penicillin-susceptible Streptococcus
pneumoniae : PSSP), ~_=31) »HEEREER N BN (penicillin-intermediate resistant S. pneumoniae : PISP), ~<=
) UG R (pen1c1111n-re31stant S. pneumoniae : PRSP)), 4 ¥ 7 VIV HRW (B-F 27 ¥ v —¥}|@ET v ¥
) V&% (B-lactamase non-producing ampicillin susceptible : BLNAS), B-5 7 # ~—VIEpEET v ¥ 1) Uip
SEREiT: (B-lactamase non-producing ampicillin intermediate resistant : BLNAI), -5 7 ¥ ~—¥I A7 v ¥
) Vit (B-lactamase non-producing ampicillin resistant : BLNAR), -5 27 #~—¥BE7 v €2 Vit (-
lactamase positive ampicillin resistant : BLPAR)), €527+t 5 +- 7% 55— 2B L OMEAHE 2B 5 SBT/ABPC
@ MICyw (ug/mL) X, ZhEh, 2 (2006, 2, 4), 8(1, 4, 8 8), 025 BLU8THo72T b, WTFNOK
W2k LT3 SBT/ABPC @ 3 gx3~4 %512 & ) TAM (G GEIHFIEH A cx 2 HEfETH 5 30% % £ %
e, THRAEMENIREONDLEZOND, MEEOELRENETH 2 HAMER I, BEDLIEIZBWTSBT/
ABPC O @IS HE & L TR S T W25, Prevotella spp., Peptostreptococcus spp.33 & U Fusobacterium spp.\Z 381
% SBT/ABPC ® MICy (ug/mL) iX, ZhZh4, 05BLF1THB'ZLnd, Wwihd SBT/ABPC 3 gx3~
4MFEEGIZE ) TAMIZ30% ##82, 1 ARKHEN12g FTHWETLZ LT, AkombErsMiics s, 72,
IR 5 D EZRK T T d 5 KWt 8 X U Bacteroides fragilis \2 313 % SBT/ABPC @ MICw (ug/mL) N Zh, 4,
8THHY, winy SBT/ABPC D 3gx3~4 #5125 ) TAMIZ30% =Bz, 1 HiRKHED 12¢g FTHET S
LT, AR ESHIfRETE 5, KIBWEICOWTIRIHILSBE L 2o T b, KBHIZEBIF 5 SBT/ABPC
D MICs B LU MICw (ug/mL) iZZFNZFN, 625 B LU25 LOHEYL SNTWB25, #80% OKBEHIIH L Tix
SBT/ABPC ® 3 gx3~4 #5512k ) TAM 1 30% 2z 5 ESN, AREIEGEFL & TFHISNEZ L0
O, lHEKHEZ 2gFTHETALIZLOERIIRNEVEEZ 5,

SBT/ABPC @ 1 Hig KM= OB E & $ 5 OBNMIC X D time above MIC & B3 L, Jigt, MRS s X OMEE %
OFEFERBEITTE2AEMMUDIETLEEZONL I ENS, EEER - AUHEREGZ EOREFEILOBREFZ 3
DOEEAREEEORHVEIERE T 2E8MEOM EAHFTE 2, Ko T, EERE - SIHEDERE, Mk &
DOEFALDOEEE T %2 & D BERLEE LD C R 2 BAYERF TN LT, 1H 12 g&G 21TV, BEERE - 60
JEASHEEZR &, 1 H 12 g 28 E Sh bl ikﬁfﬂ:@ﬁl‘ﬁlﬂ?%%f:f FEREEIZEL 2V, 1H6g T4 T
BWEHIBIESNALEICII I A 9gHG5 %2175 %L, Table5 IR T & 912, HEDEIEFEIZIG LT, SBT/ABPC #
1M3g 1H3ME/AZIZ1IM3g 1H4MES L, 1HHE: 12g i'(iéij"éx_kﬁ“ééi LWwEEzbhb,

Y EowEier s, SBT/ABPC O1HmKHREZ 12g/H, 507 4 MRS 52 L Thi%k, gL X IR
PEEDOEERKNE Z A N—TELPREIPELNDL L L LIS, HMEFEEIMCET2Beb R TcExreELS
Nize ANWNZ ZLET Y EDY COMFBERRERRE, WIRLH 1M HrMTcHY, 1M 3g 1H2MEE
5 (6g/H) 5 1M 3g 1HA4MKS (12¢g/H) &1 HHRIHREE ZoHETD, 1oL RIT3g %D
57, Cmax bETH L 205, REMANOB IV VEEZ SNLY, BHERS ICHET 22l ERIcow
TIESHOERICHFREL 72w, RREONER O 84% 2EEMRE O - 7 ¥ < —ECHEAEDOFE|EZ ZE L/ PiE3E %
WEToTWEHELTWDLZ NS, M EE B, EERE - APHERINE 2 EOEEIDOGEHRINT% b 2 BH
R HEIERED T < HEA 2 RYYE RIS L Cid, HEEICS LT, SBT/ABPC % 1M 3g 1H3MEAE1M3g 1
Ham$5 L, 1 HHEZ 12g $THRTEX S L9, bAENIBIFS SBT/ABPC ® i - H&EZ U 2 JTH T 4
LERETHDHEEZ TV A,

& &
SBT/ABPC IZH§ 2 IS L 071 HEKHROMREICH T 2 BIFRAAOK R, ERKROWIZBWT1 HRK
MDD 12 g ~OMEZ HES AMEIADHE TH o 720 MHREDY I 2L —2 3 ¥ 55 SBT/ABPC O HES G- TId
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EAHIFTE 5. L oT, FEAMEEFBRIC, FIEEORWIEIGERF I LT, EERIISCTIAMEZ 12¢
FTHETES L9, DOEIZHITS SBT/ABPC O - HEZUDH L HF TR HLRETH 5,
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Results of a questionnaire survey on the daily dose of sulbactam/ampicillin

Japan Society of Chemotherapy Unapproved Drug Issues Review Committee
Advisory committee on high dose sulbactam/ampicillin

Hiroshige Mikamo, Junichi Kadota, Yoshio Takesue, Katsunori Yanagihara

The approved maximum daily dose of sulbactam/ampicillin (SBT/ABPC) is 12 g in EU, USA, China and South
Korea, while it is 6 g in Japan. Using a questionnaire including a profile of the respondents and affiliated institutions,
we investigated 1) the daily dose of SBT/ABPC prescribed in a real clinical setting; 2) the opinions on the increase
in maximum daily dose of SBT/ABPC up to 12 g; and 3) the change in the prescription practice if the 12 g/day regi-
men of SBT/ABPC was to be available. This questionnaire was sent to the members of Japan Society of Chemother-
apy.

As a result, valid responses were obtained from 425 institutions (the response rate: 17.2%). In current clinical
practice, SBT/ABPC was primarily prescribed for pneumonia. In some cases with severe infection, a higher dosage
and/or a dosage of 3-4 times a day of SBT/ABPC was prescribed as off-label use. About 80% of respondents agreed
with the increase in the maximum daily dose of SBT/ABPC up to 12 g. Furthermore, if the 12 g/day regimen of
SBT/ABPC were to be available, there would be greater willingness to prescribe the 12 g/day regimen for severe
infection (such as severe pneumonia) among respondents. Considering pharmacokinetic and pharmacodynamic the-
ory, the increase in the maximum daily dose and the frequency of dose would extend the time above MIC, and
thereby the efficacy for the key causative pathogens of pneumonia, lung abscess or peritonitis should improve.
Therefore, the increase in the maximum daily dose and the frequency of dose in Japan would benefit patients with
the risk factors for severe infection and with refractory infection, and this is due to the improved efficacy.

To meet the needs of current clinical practice in Japan, we conclude that we need to work toward changing the
dosage regimen of SBT/ABPC in Japan to be the same as in other countries, and thereby patients with severe infec-

tions in Japan could be treated up to the 12 g/day regimen, depending on clinical conditions.



