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Table 3. MICs of piperacillin/tazobactam exceeds 30% of the time above MIC
Dose 225g 45¢g
Drug . .
. Daily dosing 2 3 4 2 3 4
concentrations
Creatinine clearance (mL/min) MIC (ug/mL)
0 32 64 64 64 128 128
10 32 32 64 64 64 128
20 32 32 64 64 64 128
Whole drug 30 16 32 64 32 64 128
concentrations 40 16 32 64 32 64 128
50 16 32 32 32 64 64
82.6 16 32 32 32 64 64
120 8 16 32 16 32 64
0 32 32 64 64 64 128
10 16 32 64 32 64 128
20 16 32 32 32 64 64
Free drug 30 16 32 32 32 64 64
concentrations 40 16 32 32 32 64 64
50 16 32 32 32 64 64
82.6 8 16 32 16 32 64
120 8 16 32 16 32 64
Table 4. MICs of piperacillin/tazobactam exceeds 50% of the time above MIC
Dose 225g 45g
Drug . .
. Daily dosing 2 3 4 2 3 4
concentrations
Creatinine clearance (mL/min) MIC (ug/mL)

0 16 32 32 32 64 64
10 8 16 32 16 64 64
20 8 16 32 16 32 64
Whole drug 30 8 16 32 16 32 64
concentrations 40 8 16 32 16 32 64
50 4 16 32 8 32 64
82.6 2 8 16 4 16 32
120 1 4 16 2 8 32
0 8 32 32 16 64 64
10 8 16 32 16 32 64
20 8 16 32 16 32 64
Free drug 30 8 16 32 16 32 64
concentrations 40 4 16 16 8 32 32
50 4 16 16 8 32 32
82.6 2 8 16 4 16 32
120 1 4 8 2 8 16

AKANOFHERIK T EZ BT A2 REO[MHHHICHET S
TR ST v, F7z, KRIEDRRIRABR DB
TiE, BRI TR ICBT 5 B EIRER Lt MG
ENTVZRn,

Z 2 T4, BRANDWHI S EEIZB1T 5 PPK AT
WREHNT, PKPDZ# Y Ia2lb—Ta v L, BiaEE
THRHICBIT S TAZ/PIPC OR KRG ik EHE L7z
SLENC BT 5 TAZ/PIPC O ¥ 57X, Cer fEiA% 40
mL/min K OEIERZICOVTRESINRTWSL Z E
#BEI, ENTERSNZHRRBICBVL T, FR
HBHED Cer # 40 mL/min PLEICERZELTWS, £Z T,

AIFHTCTLX, Cer %40 mL/min KO B EOLEIZON
T TAZ/PIPC OE @5 iEEBatd56 2L L L%
TAM OB L, PIPC OEFHINHIVER & e KB HAER A
WMETELZENEN30% & 50% 1I2i%E L, Cer Z&IC
PIalb—va vy L7Z%TAM &, il kEHD%
TAM Z8HE12, BRI T EEICB1F 5 TAZ/PIPC
DOEWP G =B L OG- R HEE L7z,
ERRRESIEFORAICB VT A5¢ % 3L Lk
D% TAM %% 30% LLE (BEEIHI/ER) & 50% Bt (%
KBERER) 2R3 MICIZZNZN32ug/mL & 16
pg/mL THY, Cer 2540 mL/min PLF Tl 2 NITH Y



364 H A& AL % # &

¥ a

& JULY 2011

=

Table 5. Recommended dosing of piperacillin/tazobactam in patients with renal dysfunction

L . Sepsis/pneumonia/ Urinary tract infection

Creatinine clearance Pneumonia . i i K .
. . Urinary tract infection (Complicated cystitis and
(mL/min) (Serious case) . .
(Serious case) pyelonephritis)

>40 45g%4 45g%3 45g%2
20-40 45gX30r2258%4 45gX20r225gX3 225 g% 2
<20 45gX30r2.25gx4 45gX20r225gX3 2.25gX2
<10 45g%20r225g%4 225g%2 225 g% 2
Hemodialysis 45gxX2o0r2.25g%X4 2.25gX2 225g8X%X2
CAPD 45g%x20r225g%4 225g%2 2.25 g% 2

T5G51345g D 2 MG L 225g D 3 ML TH -
720 TAZ/PIPC OWILAE, Mgt & OVHE - HEHTEOH
METE bR s e /B 2 LT, Cer %% 10 mL/min
FTHETLTWLEETIE, 45g D 2 M5 F 7213 225
gD3MPFPTGITBNTDH, BHREEFEZIC45g% 3
W45 L7ckE L MEo /PR TE L EHES N
Too 7o, BENi 7R & O - HEIEMEOMi g O
LT, Cer 2810 mL/min ¥ KT L CTWAEA T,
JHiEE - HEE45¢g % 3M T /213225¢g # 4 A543
LIk, 45g & 3RS L2 & [FE O AR
FBTEDLEHTTE T2, AR R B R e/
BHERERTIZ 225 g % 2 M55 2 HEEHESHERE T X
bEEZ NIz,

VIoHRzFLDH2E, BREKTEZATHHARAN
DEFAEBRZ BT, Table5 12”9 TAZ/PIPC O
FEHEPHERSNL EEZ SN,

KEE 7 7y RICBIT L HEHMHTGTOHRkEL %5 Cer
&, Wb 40 mL/min KiiEHLE LTBY, 1 Hix
KHABRTH 5 45g D 4 M5 250 FE % Cer 1& 40 mL/
min L EOYEE ENTwb, 72, Cer fA"20 mL/
min KiGOEEITIE, EHITHET S I L25fERS N, £
OHEEFRIZ, ARG TS, Hike HE
WIRIEEH LT, 2NFE T, TAZ/PIPCOHANE
SHEINIZ BT 2 3B 2 R R L 2B E i S
TRV, ThOHOREHRSS, WEHEOREWEREIL
ERBES R THIUTEP L TV 5 2 L HER Sz,

AF D Clinical Laboratory Standard Institute (CLSI)
WZBIFETVLA 7KL Y M, WHEICE > THERR S8,
WOEWT LA ZRA ¥ MIIBEE W T % 64 ug/mL
Thbo AWMITE L LTERE - BERMEOBRIIED 55
HEE, RABRARIESETA K4 2228w Tidh
U EOFE—RINED—2 L LTAREL5gD1H 3
HF 7213 4 RS AHER I N TV D, REOENE - #Eik
DM fBE I3 5 HE: - HEA 1 H 4 m$h &
ENTVD T L DOF YA PK-PD BT O F A 5 b
AENLbOLEZOLND,

Akatid PPK ATAE RIS DL Y32 =33 v T
Hbo Gk, BEEBKTEZAHTLIEETREIKEG SN
TROEYFHEB LCHEEFOMICA LRI SN

% TAM & MIH RN T 72 R RD RO BRZ I S A
1L, FERMEICED K HERBIOME» RN 5,
X ik
1) ¥l B, HEREE, ZARFA, ik E, K,
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piperacillin (B2A L 1 : 8 #HK]) ORI HER, H
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Dosage and administration schedule adjustment of tazobactam,/piperacillin
based on PK-PD analysis in patients with renal dysfunction

Kohya Shiba
Jikei University School of Medicine, 3-25—8 Nishi-Shinbashi, Minato-ku, Tokyo, Japan

We estimated the optimal dosage and number of dosings of tazobactam/piperacillin(TAZ/PIPC) in pa-
tients with impaired renal function by simulating the relationship between the pharmacokinetics and the
phamacodynamics(PK-PD) using the population pharmacokinetics(PPK) analysis based on the renal func-
tion, i.e., estimate value of creatinine clearance(Ccr), in Japanese patients with community-acquired pneumo-
nia.

For patients with sepsis and pneumonia or patients with severe pyelonephritis and complicated cystitis,
the recommended dose is 2.25 g administered thrice daily or 4.5 g administered twice daily when the Ccr is
between 10 and 40 mL/min. On the other hand, for patients with sepsis and pneumonia in whom the Ccr is
less than 10 mL/min, the recommended dose is 2.25 g twice a day.

For patients with very severe or intractable pneumonia, the dose of 4.5 g administered thrice daily is rec-
ommended in patients when the Ccr is between 20 and 40 mL/min. When the Ccr is between 10 and 20 mL/
min, and less than 10 mL/min, the recommended doses are 2.25 g administered four times daily or 4.5 g ad-
ministered three times daily, and 2.25 g administered four times daily or 4.5 g administered twice daily, re-
spectively.

For patients with less severe pyelitis and complex cystitis, the recommended dose is 2.25 g administered
twice daily when the Ccr is between 10 and 40 mL,/min.



