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PE R NEFAEISIZ 81T A Tazobactam/Piperacillin® ZE5ERY « BRIRAIFRES

LI

=R - £ OO - TR

VLA b E A AR

p-7 7 ¥ < —E%E Hltazobactam (TAZ) & piperacillin (PIPC) & D {4t F AL & Hltazobac-
tam/piperacillin (TAZ/PIPC) 122WC, b b FEAMMPLEN, KHEMSAEEIT ORE
BXUOBKIEHETY, DTOKELE2, b b FEERE S £ — NP TIATAZ/PIPC
IX, 4°CT24M5M, —20C T4#M, —80CTILAME TLXETH >,

TAZ/PIPC 1.25¢/% U°2.50gH.I0] il A E % O VSO BT R R RIFTH o 72, &5 &
O EIRS & O FEBIIRO RS ML i EE131.25¢3% 5 TPIPCE L T40.63ug/ml, 2.50g#%
5C125.0pg/ml% 7R L72e F5 B L OFEHMNIER MM E1.25¢8%F T1.09~26.58ug/
g 2.50g4% 5 CT2.16 ~68.76,/gDRIT AR LTz, 72, EMMIZBVTLTAZL
PIPCOEREII, 121214 TH -7 BHRIBAE LT, BRAEGIESE S L O ERE
GediE 10K L CARHILAN1.25 ~ 2.50g il #FE) 1 H 2, 4~8AM&KS LA Tod
o7, MRS S H, AL, AH2BITH o, BITERIEIRD 2o 72,

Key words : tazobactam/piperacillin, 3-lactamase inhibitor, P& % AFHE G, RN B EE,

i AR SR

Tazobactam/piperacillin (TAZ/PIPC) i&, -7 7 %
< — Y% #ltazobactam (TAZ) & LR =) 2D
piperacillin (PIPC) % Bt & (UMbt 1:4) L 72 7EST F 4541
T, AMEEGTEARRSHS L ORILF T ¥R S
HTHEIRE Sz, RANE, 7T AGTER D S Rk
BHEatr I oBMEBLY, -7 v—LHIl&
BRI $ TRVt AR b7 A ERT,

Al6], 4 (X TAZ/PIPCORGKBIH BTE % Wt ¥ 5
BT, Il oBat B & O i A FHa
BHSE AT BERICH 2 A 70T, LTIZZDK
WeWE T 5o

1. MSEESNBIT

1) HREME L HE

TAZ/PIPCOMEE eI oV TiE, & P FEM
Hix ) v EEREMEE (1/15M, pH7.0) T 72 (3B BRATIE K
THhESA—bFL, FEI A= M QO%BMEEFEY
o= M) ICAKE —EmRINL, 4T, —20CH &
—80CIZRIEL 72, REMICREELWEL, V¥
R iR 3 72 IR K P COREME L L 72,

KRR OV BHLSERET 2 st T 5 BT, KAMRSG O
7] 2 % 15 7 Bl o 44 i b AT 2 1240 12 A H)
1.25F 7213250 % frai 12 siid e L, i L 7othes
W (FEAE, FESE, TESEE, e, NE,
PR%E) D—EB & RELE 5 & [FEF O ERIR, FE SR

HOOFETHRILL, mEAIE L, 2B, ek
I EBIIRAE SRR & Lz BURIERIUE + 53 1 20k
L7k, —20°C Collk L, AME3Em TR S
PRI CTTAZIZ DWW Tt Escherichia coli 603, PIPCIZ
ST hd Micrococcus luteus ATCCI341EZAER & T 5
FA A7 P CIREERE & EhE L 72,

2) MR

V) 2 ERAR RS & B R R e T O U & Fig. 112
ik L7zo TAZ/PIPCOMBEHZEEII DT, AR
YKL A FEMBEERE Y A= FRTIETAZIE, 1
R CIETEm A A SNz, —T7, U v ERREELC
L BKREY 5 — FTIE, TAZ/PIPCIZ4°C T24H5HH],
—20C T4, —80CCILLAMEF CHKETH»72,

PRSI T  b b TEAREE, fiRg, S, KB X
OPREE, RSO RBITORME I Table 1, 28 & UFig.
2, BICRTEBYTH S,

AHNE G HBARI E TORMIZ, 1.25¢%5 D%
B RG4S 5 3FERI40 TH D, 2.50g8K5 D
W41y D 5 30EH 4055 Th b,

eI gL, PIPCIE1.25gi%2 5 D& 455712
Abn, RHEK FEERVTLS40.634e/mTH
5720 TAZH FARIZ, 4547 T10.16pg/mlz R L 72
—F, 250eix 5 O E415ITA SN, PIPCIE125.0
pg/ml, TAZIE28 14pg/mlziR L7zo HEHRE FEH)

*T136 WRlEBILHIX KE6-8-5
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BRI BT B i iR IR OHERS & L 72,
FEO&E DB LOTEMNESR PR, I0E) ToM
MrTh DA, 1.25¢85 D EPIPCIZ1.09~26.588/
gDRENH LN, WTHOMBIZB VT L4551
SR ER L, DIBEE L 720 TAZIZOWT 3040
~5.84ug/g DI ENTE H A, PIPC L MO % R

(pg/ml)
307 TAZ

L7z, FEREEIZ2IEM505%ICB W TY, PIPC
2.964g/g, TAZ 0.7,g/g% 71 L7295, MO#M#IZ v
Ti3, PIPCII3MEMI40% 1%, TAZIZ3BERI 389> 1% LLFE
&, WERERRDTOmRIEE 2 -7, —F, 2.50¢
5 OB &1L PIPC 2.16 ~68.76pg/g, TAZ 0.60 ~
13.30,g/gDFEITAT A H AL, WF RO BRE BV

(4°C)

40

ol )

PIPC
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Residual concentration

Storage time (hrs)

(ug/ml)
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Fig. 1.

Stability of tazobactam/piperacillin in human uterus tissue.
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Table 1. Concentration of piperacillin and tazobactam in serum and genital tissues
after 60 min d.i. of tazobactam/piperacillin (1.25 g)

Time after Serum (pg/ml) Tissue (ug/g)
Case | Age | BW . .
no. | wr) | ke admmls-tratlon Drug vein uterine tube | ova endo- myo- cervix portio
i (min) ¢ artery Y| metrium | metrium vaginalis
PIPC | 40.63 | 40.63 | 14.08 | 14.86 11.72 12.52 23.56 26.58
1 41 535 45 ......................................................................................................
TAZ | 10.16 | 10.16 3.52 | 3.92 2.56 2.96 5.48 5.84
PIPC | 17.19 | 17.19 5.48 | 11.72 4.28 4.68 10.20 8.60
2 44 495 83 ......................................................................................................
TAZ 3.91 3.91 1.09 | 2.76 0.78 0.90 2.56 1.96
PIPC | 9.38 9.38 3.12 | 3.52 1.96 2.36 4.28 3.92
3 43 495 112 ......................................................................................................
TAZ 2.25 2.25 0.70 | 0.70 0.45 0.50 0.99 0.75
PIPC | 5.48 5.48 ND ND ND ND ND 2.36
4 38 710 130 ......................................................................................................
TAZ 1.37 1.37 ND ND ND ND ND 0.50
PIPC | 4.30 3.91 ND 4.68 ND ND 1.76 2.96
5 49 376 170 ......................................................................................................
TAZ 1.07 0.98 ND 0.99 ND ND 0.40 0.70
PIPC | 4.69 4.30 1.27 - ND 1.09 ND 1.27
6 46 490 218 ......................................................................................................
TAZ 1.12 1.07 ND - ND ND ND ND
PIPC | 1.17 1.17 ND ND ND ND ND ND
7 36 ’720 220 ......................................................................................................
TAZ 0.27 0.27 ND ND ND ND ND ND
PIPC: piperacillin, TAZ: tazobactam
ND: not detected
Table 2. Concentration of piperacillin and tazobactam in serum and genital tissues
after 60 min d.i. of tazobactam/piperacillin (2.50 g)
e Serum (pg/ml) Tissue (ug/g)
Case | Age | BW T”.m.e aftgr - -
no. | (yr) | (kg adm1n1§trat10n Drug vein Uterine tube | ovary endo- myo- cervix | Porto
(min) artery metrium | metrium vaginalis
PIPC | 125.00 | 125.00 | 68.76 | 68.76 | 50.00 68.76 68.76 68.76
1 37 410 41 ........................................................................................................

2 46 72.5 80 ........................................................................................................
TAZ 9.38 10.16 | 2.56 | 2.56 0.70 2.96 2.56 2.36
PIPC | 56.25 | 56.25 | 12.52 - 6.64 14.08 17.20 14.08

3 49 520 108 .....................................................................................................
TAZ 14.07 | 14.07 | 2.96 - 1.56 3.12 3.52 3.12
PIPC | 14.07 14.07 | 3.52 | 7.84 6.24 5.84 5.84 6.24

4 48 720 138 .......................................................................................................
TAZ 3.13 3.13 | 0.72 1.76 1.37 1.13 1.13 1.56
PIPC 5.48 548 | 3.12 | 7.84 - 3.12 4.88 3.52

5 44 550 220 ......................................................................................................
TAZ 1.27 1.27 | ND 1.46 - ND 0.80 0.60

PIPC: piperacillin, TAZ: tazobactam
ND: not detected
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Th, 455 CRERELARL, DA#mL 7z, 30l Thoto,

405 HIIB VT, SHMPIZPIPC3.12~7.84pg/g, I. BB K It A

TAZBIERF T ~ 1.46pg/gD B FRD H N7z, 1) &%

PLE, SfmcEERERLEHBICLVETDOIESDE FE I AR G\ 2§ A ERIRIGH & L T1991
HROND OO, KEOWEANESFHAMANBITIARY  F6AD 51992828 OMICLFINREZZH 5\ 1T

(ug/ml) Vein (nug/ml) Uterine artery
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Fig. 2. Concentration of piperacillin and tazobactam in serum and genital tissues after 60 min. d.i.
of tazobactam/piperacillin (1.25 g).

O : piperacillin, @ : tazobactam
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AT, FEENESN66 %3 RIZTAZ/PIPCO
x5 %4757z,
N7 LIVF — OBEREITE (, KEFRSH I
DIMER OB IZIThL R -7,
$x5.757E1%, TAZ/PIPC 1.25g (M) £ 72132.50g(F
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MEEBIETENRESR, FETERE EEFEN
g, ShRRlREE, FENEA - TEMNESRE, BRE
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Concentration of piperacillin and tazobactam in serum and genital tissues after 60 min. d.i.

of tazobactam/piperacillin (2.50 g)
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@ : tazobactam
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MR DB 1BIET6HIT, ERIZ1ITHEDNHA8E TH 72,
FRPR R O FIE S TARRIE 52 & ) EEBMEN R
AZHUAICE L LEL, HRICESTHETEHW
FEATRASHUAICKENEm TR L, FO®RIAK
WCHED o g ErEME L, 548 DET, RO
BHLNLEWLDEERhE L7z, BRI T N
RETEFEAFEYOREREITV, EOMOFHNER
TIIBEAE I Z o0 THRE L7z, MIEFENRIIHRA S
NREEHOHREY A TEMEILGES), WL, TVEB
L OB T THE L7,

2)  ERRBGHE

Mt L7zefld X TIEHTH - 72,

MUF, SERZFRT 5,

FEBILIE, TFREENE £ 39.9COEAD IO L F &%
2L, BEHAIREKOTE MM L 72
Thb, FEKE, HEES, ¥7 7 AFOVTRLO
JF9 b o b, WBC 26, 260, CRP 3+ Z 8@ 72,
FENAEY % 8 3% L Haemophilus influenzae (MIC:
TAZ/PIPC 0.1g/ml; PIPC 0.1pg/ml) 23K M S 4172,
KEFe G, 7HBIIEME, RIEFTRAEE LI

DFENE LT, FFENOSHER b KL,

JEFI21, THREEMN & 38.6 COFREAGRD b7+
EEBRRTH L, FERl, MBI, ¥/ 7 A8
DOWFTNIZHEFA RS S, WBC 18, 690, CRP 4
+ R, RERY- %, 3HH TIZIZREMN R H%H
oL, 6H BB, RIENT AR L2 OF
ELT, FRNEMB LU Y 79 ARyl e gL
T ERIIBRBTE Lo 7z,

JEBI3 1L, SHATIZ M L AR S, 394CTO%R
BB YL OTHEIBWYBEOONEBETFENRERLTH
Bo FEAKEL, VB, ¥ I ABOVTIUILE
fnAvile H 4, WBC 9, 290, CRP 4+ 2 3272, FH|
5tk MR ML, 6HHICIIME, KIETR
Ml Lo fme Lz, FENEYEEL
coagulase-negative (MIC: TAZ/PIPC
1.56 g/ ml; PIPC 3.13pg/ml) 33 X U Peptostreptococcus
prevotii (MIC: TAZ/PIPC 0.1.g/ml; PIPC 0.1pg/ml) °
B sz ARG, FRNBEYORFEIBRET
Hotz,

JEBIAIE, 37.6TC O, AFEEHEEINAREDY

Staphylococcus

Table 3. Clinical efficacy of tazobactam/piperacillin treatment

c Dose Organism (§-lactamase) N
ase |Age . . otes .
D Ty - Efficacy |Side effect
o |60 o d(a:)& days tgﬂ before after (clinical response) reacy | Side efiecs
— fever | low abdominal pain |
1 |48 dometrii 2.5 8 20 uHe i;fsiuefzza B tenderness of rt. adnexa ! ood _
e AR (FCase o CSase—) WBC 23,260-4,800 &
e CRP 3+ -+
fever | low abdominal pain |
.. 5.0 Douglas pouch tenderness of rt. adnexa |
2|2 adnexits gy 0B - WBC 18,690 7,180 good
CRP 4+ - —
uterus: fever | low abdominal pain !
puerperal 5.0 CNS (PCase+ CSase—) _ tenderness of rt. adnexa ! _
312 endometritis |d.i.v. 5 % P. prevotii WBC 9,290—5,410 good
(PCase — CSase —) CRP 4+ — —
pus: fever |
2.5 ) tenderness of rt. adnexa !
4 | 17 | vulva abscess div. 4 10 f}.}gyogefescs . - WEC 15.550—9.520 good -
ase ase CRP 4 — —
sterus: fever | low abdominal pain |
5 130 endometritis | 5.0 5 95 | CNS ' E. coli tenderness of rt. adnexa | ood B
adnexitis | d.i.v. P K. pneumoniae| WBC 9,430—5,190 g
- prevoti CRP 4+ ——
. .. | 2.5 fever | low abdominal pain |
6 | 20 |pelviopertonitis div. 4.5 11.25 | not tested not tested tenderness of rt. adnexa | good

CNS: coagulase-negative Staphylococcus
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BOONTHERE T, VIR FR S AH 2 55 L
72 JEJE, WBC 15. 550, CRP 4+ %387, KA
5, 60 HIZIZME, RIEFRIHELLL-OFM
E L7, R oE#IZ XV Streptococcus pyogenes (MIC:
TAZ/PIPC 0.1g/ml; PIPC 0.05,g/ml) 255 B & 11 7=
A, ARG HBRTIZEEL, BERLBRETH -1,

FEBSIE, SUETREEE, RAOEDOLNIFEHEN
fEg - FEMELSRRTH S, 38.0C DR, TR,
TELSE, ¥ 7 AEOVITNDOIERLED LR,
WBC 9, 430, CRP 4+ % 87z, AHMEHG%3AHET
W, WBCIE#IL, EROMEIFEDLN, THHIZ
IICRPOIEEFILZ B2, Hhe Lz, FENE
WOEEFEIZL DONSB L P, prevotii?hS B S 7z, R
A5 %, FTENSEERILE coli (MIC: TAZ/PIPC
3.13ug/ml; PIPC50ug/ml) 33 & O Klebsiella preumoniae
(MIC: TAZ/PIPC 25ug/ml; PIPC > 100ug/ml) {23t
L7,

JEBI6IE, 382C %2, THREMAZIE -5 RIE
BERTHD, FEEM, FEEEm, 577 AFOVY
NOILIF RO H N7z, AFIRGH, R I L
CHEICERKIERROM I Lo E Lz, Wik
FIIERL TRV,

W ETAZ/PIPCOERIRE A L L5 &, FERELL
T OMRBEEAE (FENBE, FEMEHRE EHET
FNRESR, MBRIER, FERNES - FEESRR, &
BRERE S & 15)) 661D B &R ATRD H /e,

MBI DIRGAHEBI A6, SR OWMRE THRE L 2 72
W&, CNS, P. prevotiits 28k, S. pyogenes, H. influenzae
K1 DETHTH o720 TON, -5 27 ¥ ~— ¥
HERRIZFERIZ L 0 M SN ZONST D - 72 MH Y
L, HI3H, WLB, REH2BITH -7,

m &8 £ B

TAZ/PIPCA %5 L -6l &z, FHRNIEKL 7
RO BMMEMEIERIEEED b NG o7z, KA
R HOBRBEBEOHEBIZOVTD, IR
RN T,

V. # =

PIPCIZIEE R ANRY PIVERT LRV ) ¥

THY, SEMREEFIECHER SN TS, 5E,
HEROZERIZ L DiHEEO BB EEIZ L > Twb
A, R AR OMRERGIE BT A RAEICB W
TOE colixlZLDET BT T LREFEPHL T Ny
R ED 77 AGHROIIER= ) 2§ A
HEAIEML TV 57, ZOMHEo—ERE LTE-5
7Y —EDEEVRHITOENS,

TAZ/PIPCIEp-5 7 ¥ v —¥HEHITH A TAZ LI
WAL YPIPCOBERITHY, 77 LEHEEY
577 LBEHEICH L CTIRIZVCIMENEZE L, -7
7y —BIZLAMMEEIOF LA ERT E 72,
RYEEERIC BT D, ENEERGEIBONT
AV SN

KA IR OV EDLE LT, AFID1.25B &
UF2.50gD FUEEHER D, AESAE~NOBITHL
Mt L7z, 5 #%TFEBL0TEREESHASE N
1.25¢ CPIPC & L C1.09~26.58ug/g, 2.50gC2.16~
68.76ug/g s BIFTRBITN AL NIz, T/, KK
BWTHTAZLPIPCOBKEILIZIZIZIATH 0 2
NS OMEIE, FEFEARSEROREEISFHINS E
BB I A TAZ/PIPCOMIC % +412 E[H 5 B
T, BREOFAMERETLEEZONL, KA
Z1[E, 1.25g8 L U250 AV 7-BIREHETIX, M
SRRIESHIIx L CaFNCR RO, T2, 4
BOREIZBNT, -5 27 ¥ ~—Y¥EREETLHEK
E1RTH o 72D BRR AR ADFED b7z,

DiEORSE LY, TAZ/PIPCIE, FEIRARMES O
BRRGLRE (A LC1E, 1.256~250g0 5 & T+5
RO ARAESHHFETCE2b 0L Bbhb,

X [

1) YP-1440%, pp. 17~21, B AT kv, (5
ER R A, KIBEMFER, LEX
FEAE)

2) ANHEG  BRYGEZWIC B A bFERE, E
ImARLOHR 41: 939~947, 1989

3) YP-14¥KE, pp. 52~55, REPERER, (O
HRSERL K S, KIS SRFZERT, =&V~
LAF3ERT, BIBKEFEMAY)
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Clinical pharmacokinetics and evaluation of tazobactam/piperacillin
in the field of obstetrics and gynecology

Seiji Matsuda, Saburou Andou, Kinki Oh and Chizuko Kawamata
Department of Obstetrics and Gynecology, Koto Hospital
6-8-5, Ohjima, Koto-ku, Tokyo 136, Japan

Tazobactam/piperacillin (TAZ/PIPC) is a combination drug of a 3-lactamase inhibitor (TAZ)
and PIPC at a ratio of 1:4. The stability of TAZ/PIPC in human uterus tissue was studied, and
homoginate concentrations of TAZ/PIPC in serum and genital tissues after drip injection were

measured. Clinical efficacy was evaluated.

TAZ/PIPC was stable for 24 hours at 4C, 4 weeks at —20C and 11 weeks at —80T in

human uterus tissue homogenate.

Transfer of TAZ/PIPC into genital tissues after a bolus drip injection was good. The maximum

serum concentrations of piperacillin in vein and uterine artery were 40.63 pg/ml with 1.25
administration and 125.0 xg/ml with 2.50 g.
Transfer concentrations of PIPC in genital tissues were 1.09 ~26.58 ng/g with 1.25

g

g

administration and 2.16~68.76 ng/g with 2.50 g. The ratio of tazobactam to piperacillin in

genital tissues was about 1 to 4.
In the clinical evaluation, TAZ/PIPC was administrated in 5 cases of pelviopertonitis and

1

vulva abscess at a daily dose of 2.50 g or 5.0 g for 4—~8 days. Clinical evaluation was good.

Bacteriologically, 3 cases showed eradication, 1 showed exchange and 2 were not evaluated.

No abnormal reaction due to the drug was noted.



