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1) #A#l0.5g/0.5g ¥ [6] & i&#AIR N 5% ) panipenem D i PR, i AE2R SALA B
RRE L 72, 5 HM]1 SEEBOFEBRML S S L ORI E#IROLPBEIZZNE16.19~7.84ug/
ml, 7.07~8.40ug/mlT, MBEICEIIED SN Lh -T2, 72, FEMBSE L UFEMBESEELE
WEEIX1.52~3.21ug/g NEREIC S L, HHEBMICERLBREZIZO LN L, -7,

2) BARVRILEEBIC AR % 85 L &R, BERMROHETEE TS - 213§ XTHH

BUETH > 72,
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Panipenem/betamipron (PAPM/BP) (3 =3#kX
SH TR I NI H NN~ F L R HE F| panipenem
(PAPM) & organic ion transport inhibitor T 5
betamipron (BP) # 1 : 1 (E&) cBAL 2 HES
R#EXITH 5, PAPM i3 B-lactamase (2K E T, £

NIRZEVER L 3% ¢, methicillin-resistant Staphylococ-

cus aureus (MRSA), Enterococcus faecalis %# &L 7
7 LB, Pseudomonas aeruginosa % &G 7 7 L&
W, Bacteroides fragilis, Clostridium difficile % &

UBEAMEFICE N EEE 2R, SEREEIC
Lo ARRPIEFRERICBE W TLEN T NEHS DD
LNTHY, PREMER~DIEH L imipenem (IPM)
ICHANFFWE I N T BY, —F, BP I3 BHM R
I~D B-7 7 7 LFIOIR N AR % HABIHHT 5
A% AFLTED, PAPM OBICHT 2% M 2 55
5&EN T3, BPI3cilastatin (CS) & B4, &
TeraxX7F5—t- [ HEERR—EEKEIER 2
BEUVWKERNE T I VEBEHEKTH LY,
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4|, F#H 53 PAPM/BP 0 g ABHEBURSAE 2
x+9 B FMME AT 5 BT, AERE %O ERK
FEBEMRM PR & I AR S PIRE + A
ET B EE DI, BRPERICAF 2 %5 L ERAIRE
BLUREMERTFT L 2OTHRET 5,

I. EBmes

1. ¥RBLUVFHZE

1990 7 A& M 8 B £ ToOMICIBIIERKEWBR
REERARC BT TFELTEMNS L TR EREHAT %
HATL72BESBIZ AR E LIz, Fl5MIZ36mE~44
%, PKE A5 1344kg~52kg THh » 72, ¥ 5 FH &t
PAPM/BP %# & &7 LH T8Il L 72 RAKIR IR I &
HTHMIBNIZ0.58/0.58 % 305 il AT C & iEEIRM %
5 L 7z, A&l 514855 ~ 1205 1= M8l O FE Bk % 7
BEZH L, FEBIRIMOIRI L FEFICFHERD & 3R
ERATL 72, MAUIIIRIIEER e I M4 8L, 1M
morpholinopropane sulfonate £ % # (MOPS)
(pH7.0) %1 : 142z T, —20C LA FIclEEREL
72, WHLZFEIZITFEREDS, TEESH TFTENE
FEERHRIC, FEMBIRIIINE, IEFN LM
G, EBEAEKTAELR L RIFREL 2%, &R
P —20CLUFICHBERTF L 72, A B AiEm TS 5
T F = B R4S TR 3 TORERE % RRAKIREEERE & L 72,
Mg s & U ZAHNIBE D RIE X PAPM (3 bioas-
say i, BP3&E&EHik7 v~ 777 4 — (HPLC)
HERGY,

L EnfilsE 13 = ek N FRATIC TITh 7z,

2. Bk (Table 1)

A KI5 1% 491 .58 1 #% > PAPM o) F & B Ik 11

WEE, BRI A BEEI36.19~7.84ug/ml, 7.07~8.40
pg/mlTHY, 2.08METRIENEN, 4.41ug/m],
4.13ug/ml % 57 L 72, BP ?1.58F B 4% o) I8 B i
0.83~2.56ug/ml, 0.88~2.46xg/mlT, 2.0
2 ENZFN1.51ug/ml, 1.44ug/ml#%7RL 72, PAPM,
BP & { FEBARI AP R & BB IR I oh 8 R o Rl 2
1338 b N h - 72, $72, PAPM, BP O FEi&s
JUFEMBB~OBATICEL TH, SHEEHIcZER
TBEZIZHLNT, BEBMHL BRI TIZIZENEN
1.52~3.21ug/g, 0.19~1.52ug/g T, I % & E 0
25~60%TH - 72,
1. BEPRRVIRET

1. NRBIUHE

199048 2 A 5128 F TOMICIBN BRI KN BK
B 7 & UNIC Z BB REERIC ABE L 72 i ARHRGIiE B
RUBIENRE Lz, RRIZFEMBESL36, 75
WK 3B, ERTERR1IM, BREKELIHN, FE
EREARBA AP, BEEBER2HTH -2, BEHE
137A&| % 1 [E0.5g/0.5¢ % A= F AL K100mlLL Eic &
L, 1H?2ESESFRNEZS L, 85581 RA
ELT3HUEI4BLUAE L7z, BRMENEIZEM
BT RO#EMS & A mBke, CRP &, KRikfEZ ¥ ni*E
fE% BZ I EBE»IT, TER,, "Hh, TERH.
IERPETHIE L 2. MR RIZRA & LTRSS
LR CHIBERE # 1T\, TE%k,, T, TES
W, "WL, "IE) OSEETHEL . el
I3RS R L 5 Ic BB RO BMERR S & CERK
REERENDHEEL LREF L2, 72, BRMRSE &
VMBS RORFICE S AALESL "BHTH

Table 1. Tissue concentration of intrapelvic genital organs after administration of panipenem/betamipron

Plasma Uterus Adnexa
Case B?dy Time* Test (ug/mb) (ug/g) (ug/®)
No Age | weight (min) | compounds - )
. Kg) uterine cubital portio uterine myo- endo- oviduct | ovary
artery vein vaginalis cervix metrium | metrium

panipenem 7.84 8.40 2.37 2.89 3.21 2.84 2.78 2.77
1 44 52 85

betamipron 2.56 2.46 1.26 1.27 1.40 1.46 1.12 1.52

panipenem 6.68 7.07 1.52 2.13 1.80 1.70 2.30 -
2 36 51 85 -

betamipron 1.15 1.30 0.56 0.57 ND 0.57 0.78 -

panipenem 7.26 8.05 — 2.75 1.91 2.01 1.82 -
3 40 — 85

betamipron 1.21 2.07 — 0.52 0.31 0.66 0.62 -

panipenem 6.19 7.37 — 2.81 2.36 2.90 2.25 -
4 40 44 95

betamipron 0.83 0.88 - 0.35 0.19 0.92 0.51 -

panipenem 4.41 4.13 1.64 2.09 2.00 1.50 2.08 -
5 44 — 120

betamipron 1.51 1.44 0.86 0.63 0.69 0.52 0.92 -

»

: after administration
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M, "ER, "ERMtEL, o 3KME TR, TH

EL7,

2. B (Table 2)

ZHEBIOWEE % Table 2 ISR ¥, FHSHIT19%
~58%%TH - 72, BEHRIZ3I B~12BMT, BRkE
#(33.0g/3.0g~12.0g/12.0g TH » 7z,

R RZNRI3, HETEEN 16 (Case No.6) # K&
%, B onT TH%, ULEoKREL»ESLN, 136
TES, 260, TER, 1B TI00%DERETH -
7z, ME¥EZNR TIE, AHIESHENC 5B & SHER
B 6 tRH 0 BE X 1, Staphylococcus epidermidis, E.
faecalis, Escherichia coli O 4 ¥%kh#5-144% L 72, E.

Table 2. Clinical results of panipenem/betamipron treatment

Treatment Isolated organism* Effects
Case Diagnosis o Side
No. Age (Underlying disease) daily dose duration species MIC bacteriological | o ffects
(g X times) (days) (wg/ml) clinical
.. not-tested unknown
1 | 23 Adhexits 05/05x2 5 — | -
not-tested good
- negative unknown
9 23 Adnexitis 0.5/05%2 6 - —
=) negative good
i negative unknown
3 | 20 Adnexitis 05/05%2 5 — | -
(=) not-tested good
. Escherichia coli 0.05 eradicated
4 2 Endometritis 0.5/0.5%2 5 - —
(=) not-tested good
Endometritis / negative —unknown
5 19 0.5/0.5%2 6 - _
(=) negative excellent
negative unknown
6 2% Endometritis 0.5/0.5%2 4 Escherichia coli 0.05 unknown —
(abortion) Enterococcus faecalis 0.78
Streptococcus agalactiae 0.012
Puerperal intrauterine negative unknown
7 33 infection 0.5/0.5%2 5 — —
(-) Staphylococcus hominis 0.39 good
. negative unknown
8 29 Infected abortion 05/0.5%2 3 _— —
(=) negative good
. Enterococcus faecalis 0.78 eradicated WBC 1
trit . -
9 46 (}"ngnie?ir:z 0.5/0.5%2 5 Staphylococcus epidermidis 12.5 GOT t
myomectomy) not-tested excellent
- Staphylococcus epidermidis unknown
10 57 Par'ametntls 05/05%2 7 _ —
(cervical cancer) not-tested good
Enterococcus faecalis 0.78 unknown
1 57 Parametritis 05/0.5%2 12 Pseudomonas aeruginosa 0.78 good —
(ovarian cancer) Enterococcus faecalis 0.78
Bacteroides spp. -
.. Enterococcus faecalis replaced
12 58 Parametritis 0.5/0.5%2 11 _repaced _
(cervical cancer) Citrobacter freundii good
. N negative unknown
13 21 Pelvic peritonitis 10 1.0x2 8 3
(=) not-tested good
. L negative unknown
14 57 Pelvng peritonitis 05/0.5%2 1 _unknown B
(ovarian cancer) not-tested good
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Jaecalis I BEX 17z 14 (Case No. 11) Tix, #&F#l
BERLEIIHESEL, 251 P aeruginosa, Bacter-
oides spp. H R I N7z, FIFIZHETIE % (HEAR
Bk L7z, B E. faecalis 5yBES 1172 1) (Case
No. 12) TiiAFE 5 1% Citrobacter freundii HRH &
NETREAR»BDH LN,

BIERIZEBICED b h -2 h, BBEREER
ETizAmkE, GOT D LR % 18IcBdHrzdhs, Wi
NLBETH- T,

FERELFHTH -2 18287 T 2 (Fig. 1),

JEF) No 9 46%, FEZSREASER

19904F 1 A22 B FESEIC THER FELHMHITE,
BBBIEFATH 722, 2A9IB L) ABICRE
(38.1C) »*& b N2 Lighiimic ERBIET A A L N,
FEERERABL L2 E N, FHE LD ofloxacin %

1 H600mg, 2 HRE&E L 720" EXTH - 7272 AH
0.5g/0.5¢ 1B 2[E, 5 Bk E5E2iT7-72. #5418
BT, SWE, EE 577 A8EFL EDOEME
FERITERICHEL 72, %5 018400/mm?7Z - 72 B 1L
BRfiz 5 2 HBici24500/mm* & &EL, CRPED

'90,Feb. 8 9 10

ElRtic 8 S 2 HHN4 .52 L3 515130, 1L EEHLL T
W3, MIEFORE CIXRGRIC S. epidermidis, E.
Saecalis FREE N, BREBRIISTWHHITERL 12720
FEHER "HE) L Lz, FHHI»BHTERL 2288
BITH B0, BHERRZZED N>z b DD, BE
REMERE & L 5%, alzkl, GOT n&ELH
HEBDH LIz,
1. # =

PAPM/BP i3 H L BB E NIz H VLR ARH
#%] PAPM ¢ organic ion transport inhibitor T
52BPn1 .1 (BEEWK) NEA#TH B, PAPM o)
HHESIZBEFED H N SRR LARHEFITH 5 IPM &
1BIZFEET, BARREEY> L LTBEAENE, S
aureus, E. faecalis 70 ¥ D75 LG, E. coli b ¥
DT T LEHUER B. fragilis 7c ¥ DFERHEEIC L %S
AMEH2RT, K&M¥ICBEL T IPM TRIE: &
NT 2 PREERICNT 2 HBIEH V2 3, &
ZNRERRBERARICB W THEI N T WY,
¥/, BioHT 2EeMIcO>wTh, BPOEAICL
D, NEHLNTW S,

11 12 13 14 15 16
1 I

] 1 ] 1

39

| panipenem/betamipron 0.5g/0.5gX2/ day

Body
temperature
(C)

Isolated organism

Secrection +
Press pain +
Lower abdominal pain +
WBC  (/mm®) 8400
CRP
GOT u/mn 22
GPT u/n 12
BUN (mg/dl) 9.2
Creatinine 0.7

(mg/dl)

Fig.1. Case No.9,

t

Enterococcus faecalis ()
Staphylococcus epidermidis (+)

t ]
Staphylococcus (+) (=)
epidermidis
+ - —
+ — -
+ - -
4500 7700
4.5 0.1
53 23
12 12
2.9 6.8
0.7

46y.0. Parametritis
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LU EOR# % b DA DR ARFRBA O BIGH RBF
2N, 4, FESI2 PAPM/BP M@ A rE2ssH&N A~
DBATHE & & I IR ARHBURSE 146112 5§ 2 BRFREIRR
HEiTo 7,

FHRHEG P BENRE I LEBI TCORETICE ¥ %
> 7275 PAPM I3 B BERITHELZRL, IR >~
R LV THSMRET L IIIZRLERTH - 72,
BARRYSE THBEEENT VW EEEICN L, AFI
BEFLZMENEALTEYN, BRICBWTL %M
BFEHMRVFTELIBRITEEEZ LN D,

ERERBIRRET T3, AFEDBEMEDFHE# MiET 513
EDEBIEE TIE % D%, BRIEI00% LR TE 2R
Th-t2, MBEFHHRICOVWTRBEOTES NI2E
Bl &L H VBRETIZ b > 720, 5FIHhTiH

%, 26, TETR, 1BB L0 THETEE, 26ITH
72,

HEMWEICOWTEL, PEBILH»SEERIZ 1AL A
SNY, BKREBENRELEE L LD kh 72,
P&, WMARHSSREES 513, 77 L%, BHH,
BEAMESE Z{0EEIRESNTEY, LIrLE
BREATHDLIEHNECL>T B, BENIZ, Kk 2
R7ZbMNE, BHEAREN BT 50T, RARGHEEK
BPFEIC O BREEZ LN, &6 bRFHIET S

EHTH D EHEET S,
X ﬁk

1) E¥—3F, SH%  $380 8 ALEFREFELHEA A
XEBL, FEL >R 7 41), CS-976, k5, 1990
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FUNDAMENTAL AND CLINICAL STUDIES OF PANIPENEM/
BETAMIPRON IN OBSTETRICS AND GYNECOLOGY

Mutsuo Ishikawa®’, Masashi Ishikawa?, Tetsuya Shimizu, Tenshu Hasegawa?,
Hiromitsu Haga?, Hisatomi Mizoguchi®, Yasuko Saitoh?®, Kohki Yamashita®,
Takayuki Ishiya®, Kazuhide Mure®, Kazuhiko Hayakawa®, Tomofumi Yamazaki®,
Hiroshi Wada”, Tsunenori Nishimura®, Yutaka Torii®, Shigeo Shibata®,
Yoshiyuki Uchigata'® and Masahiko Abe!'"

YDepartment of Obstetrics and Gynecology, Asahikawa Medical College

3-11, 4-Sen, 5-Go, Nishikagura, Asahikawa 078-11, Japan
2 Asahikawa Red Cross Hospital
3Sapporo Social Insurance General Hospital
“Sapporo National Hospital
®Nikko Memorial Hospital
9Kushiro Industrial Hospital
"Kuriyama Red Cross Hospital
®Monbetsu Hospital
“Nayoro Municipal General Hospital
'9Bihoro Health Insurance Hospital
'"WEngaru Kousei Hospital

Fundamental and clinical studies of panipenem/betamipron, a new carbapenem antibiotic, in
obstetrics and gynecology were performed, and the following results were obtained.

1) Concentrations of panipenem in the blood and female genital organs after 0.5g/0.5g single
intravenous drip infusion of this drug were measured. Blood concentrations in the uterine artery and
basilic vein at 1.5hours after the treatment were respectively found to be 6.19~7.84 and
7.07~8.40pg/ml, showing no significant differences. Tissue concentrations in the uterus and adnexa
ranged from 1.52 to 3.21 ug/g, showing no marked differences among the organs examined.

2) Inthe treatment with this drug in 14 patients with gynecological infection, 13 patients eligible
for the evaluation of clinical efficacy showed good or excellent responses.

3) No side effects were occurred. Only 1 patient demonstrated slight increases in white blood cell
count and GOT.



