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Table 1 i27R¥ & J I RIZBF 5 % THEM24E
~39i% (F30.474%), & &170.0cm~178.0cm (¥

174 .2cm), 1KES57.3~67.8kg (FH#162.4kg) TH 5,
BEREIIRBRICHML L REBEOHE, NE, GRENHE
HEIZOWTHS @A EZ 2 LT, EHICL5ME
FrLAEEETH S, HEEIZTLREFICR
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BRANRIGT 2+ 2%, BEBRIELSEMCEDESREL
THEETH D EHKE N, REHEIZFR2E8 A
~FEH2FIATHY, HIRRHREEE SNAZR
1B-ICERE NI,

2. IHBREB L URENE

& w1 8 Al PAPM/BP1000.45 3% B (Lot no.
ML752, panipenem (PAPM) 1000mg /71fi, betami-
pron (BP) 1000mg&4) D 1/54 T % BRI & A
W, V)7 TIS®OHARE) 200mlK P VICIEREL,
60 viiEERE A 1 H 2 | (126fEEkE), 5 B (&
#H 1m) &9 EBAT- 72,

3. REEAY Y 2— B L UREEE

Fig.l1 ic PAPM/BP 7 #ifi# 5 RB 24 2 2 —
iRk 72, 72, Table 2 ICIIREBEHEBARL7-, B
B, EERICERSERORAEZITY, GEBRIBLERMC



CHEMOTHERAPY

290 SEPT.1991
Table 1. Background of characteristics and allocation of 5 healthy male volunteers
in a multiple-dose study on panipenem/betamipron
Study Dose Diluent . Volunteer Age Height Weight
. . Injection ..
no. panipenem/betamipron Volume no. Initial (yrs) (cm) (kg)
41 H.T. 29 170.0 61.8
42 G.F. 34 173.0 57.3
. . 43 K. H. 26 178.0 67.8
VI lOOOr:g/lOOOmgXZ S(;l(l)t)a-'lf@ :Olv 4 M.S. 2 176.0 66.7
or Sdays m min 45 T.s. 39 174.0 58.4
Mean 30.4 174.2 62.4
S.D. 6.1 3.0 4.7
&) ABBRICEE E HEINHBREICKREI N, L7,

TEWNHEAZOREII RS PERY, #EXKT1HE
BIUEBHHRELLTT7THBICT- 72,

4, MAEB & FRRENDIRI & REBE D RIE

KENEhE L URSHBICHBRE VR L, HP
PICIHEHT CE OB L T3 +287:, RISRERE
W, —EARERL 2, mifE L CRBREKIL Fig. 1 1
RYRFHICERIRL, REFOER*LTELT 5201
1M 3-(N-morpholino) - propanesulfonic acid (pH
7.0 %8Nz, BEbic—80C THEELAE X TRE

PAPM O Bl EmEBREK 70~ 777 4 —
(HPLC) %43 & Uf bioassay &£%ic X W4T~ 72, BP i3
HPLC &%, /- PAPM OER&#MHTH 5 RIT6-2
DRNFEIZH T HAA v F v 7#EICL 5 HPLCEY%
AWTiT» 72, %8, PAPM o HPLC # & bioassay
rick 2 REBIIRF LB SR L 0T, T4
NFEHIFEEL L THPLCENE2#FERL 72,
PAPM o HPLC iz & % Bl B 13, Mm#%0.3ug/
ml, JR1.0xg/ml, BP D Z#15130.2ug/ml, 0.54g/ml

Day 1 L
Item Time after administration (h)

0 0.25] 0.5 1 1.5 2 3 4 5 6 7 8 12 13 14 | 24,0
Drug administration t ——
Symptoms O o | O @] @] @] O o)
Percussion @) @)
Blood pressure O O | O O|lO|O ]| O @] @] O
Pulse rate O O | O O|lO0O| 0O |0 O O O
Body temperature @) (@) O| O | O O O O
ECG O
ECG (Holter)
CCr O O
Coombs' test O
Skin test O
Hematology O O
Blood chemistry O (@)
Urinalysis O O
Blood concentration OOl O|]O0O|O0]0O|O O O O e}
Urinary concentration | O O @] @] ol O OO

Fig. 1.

Schedule of multiple-dose study on panipenem/betamipron
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Day 2 | l Day 3 I I Day 4 L
Time after administration (h)
ftem O 1|2 |4 [12]13[14]240{ 1 | 2 | 4 [12]13|14240] 1 2 | 4 [12]13 |14 (240
Drug administration —— [ nd [ d —— —— ——
Symptoms O (@) O O
Percussion @] O @) O
Blood pressure O (@) O O (@] @] O
Pulse rate O @] @] O O O O
Body temperature O O @] O O O O
ECG
ECG (Holder)
CCr O O O
Coombs’ test
Skin test
Hematology O O O (@)
Blood chemistry @) O (@) O
Urinalysis @) O (@) O
Blood concentration | O | O OO O|0 O
Urinary concentration | O O|O0|0O OO O|0|0O OO O|0|0O O|0O

Fig. 1. Continued. Schedule of single-dose study on panipenem/betamipron

[ Day 5
Item Time after administration (h)

0 0.25 | 0.5 1 1.5 2 3 1 5 6 7 8 12 24,0
Drug administration t
Symptoms O O @] @] @) O (@]
Percussion O O
Blood pressure O O O O O O O O O @]
Pulse rate O O O O O O O O O O
Body temperature O O O O @) O O @)
ECG 677
ECG (Holter)
CCr O O
Coombs’ test O
Skin test
Hematology O 1 O V
Blood chemistry O T 67
Urinalysis O Oﬁ
Blood concentration O @] O @] O O O O O Oi Bﬁ
Urinary concentration O @] @] O O @) @]

Fig. 1. Continued. Schedule of multiple-dose study on panipenem/betamipron
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Table 2.

Clinical laboratory tests

Items

1) Signs and symptoms

2) Physical examination :
3) Laboratory tests
a) Hematology : RBC,
MCV,
b) Blood chemistry : GOT,
BUN,
D-bil, CRP, Coombs’ test

c¢) Urinalysis
d) Others

blood pressure, pulse rate, body temperature, respiratory rate, ECG

hemoglobin, hematocrit, WBC and differential counts, platelets, reticulocytes,
MCH, MCHC, PT, APTT, fibrinogen

GPT, AL-P, LDH, LAP, y-GTP, CK, amylase, T-protein, albumin, A/G,
creatinine, UA, Na, K, Cl, Ca, P, Mg, glucose, T-chol, triglyceride, T-bil,

: pH, protein, glucose, urobilinogen, blood, ketones, specific gravity, sediment
: NAG, A2-microglobulin, creatinine clearance, skin test

Th b,

5. BRE)IFOIRT

BP, PAPM (2D T, Mg % JEMR T/ 2 5
7'u 77 4 MULTI®% A \» Ttwo compartment
openmodel 1% Ti3®, A, B, a, BDENAT)
v FER, EFHRETHEM (Vass), THRABERIHA (L2
B EFHEBL, 72, ETNLVEKFOBITECLY,
45 vh 8 BB R AR T I ARE (AUC), &5 m#E7 ) 7
TR, FINVT I AEERL 2,

1. & %

1. PAPM o ifu#t g & & U R kit

PAPM/BP # v ) % T35 ®z &L, SiEHE
(1000mg/1000mg/60min, 9 [E]) L 72B > PAPM o) fi g
higEE % Table 3, 4, KpHEit% Table 5, 6 I27RL

72

SRR E5#TEICEBIT 5 PAPM o msEh BRI 5
B T40.58~46.66ug/mlNfEZ /KL, &BEES T
EHNTYXEFREND LD, BULLETH-
72, E£72, #%5 1EB & 9 EENFL Mg REHS
13, BEKRTHERHLICHA L, RSB SBERT
L1.2ug/ml%ERL, 7HRBIZICIIREBRUTEZ-
72, —%, HB5FthL L1260 F THOEHEMER P
WHRIZ LB ERBICHE T, 19.6~25.5%NE% KL 12,
WIS BN BT L Rp~HEiHE X /- PAPM
DITIF80% LA LA #5174 2 BRI LINIC BRI S LT H Y,
4BERTF TICHENZIZ E A X3 T L, 8 ~128RR
thHEMERIZ#90.1% IRV EER R L 72,

UbomighiBrEs L CRPHEMEROER2 S,

Table 3. Plasma concentration of panipenem during multiple-dosing of panipenem/betamipron (Study no. VI)
Dose Volunteer Plasma concentration (ug/ml)
no. 0.25 0.5 1.0 1.5 2 3 5 7 24 hrs
41 16.86 27.74 39.64 16.71 10.18 4.36 0.88 0.00
st 42 19.72 34.86 48.95 22.56 14.35 5.56 1.70 0.00
43 10.30 22.56 30.42 17.75 11.33 3.93 0.47 0.00
44 18.72 28.97 41.65 20.02 12.95 5.95 1.69 0.00
45 17.12 28.58 45.02 21.84 13.01 6.28 1.23 0.00
Mean 16.54 28.54 41.14 19.78 12.36 5.22 1.19 0.00
S. D. 3.68 4.37 6.95 2.53 1.62 1.02 0.53 0.00
41 19.91 28.86 44 .41 15.87 10.30 3.49 0.92 0.00 0.00
9th 42 20.03 30.93 44.51 21.64 12.90 4.80 1.93 0.00 0.00
43 9.72 18.03 31.08 16.94 9.81 4.45 0.00 0.00 0.00
44 14.40 26.85 41.62 19.58 10.80 5.44 2.11 0.00 0.00
45 17.75 30.40 46.96 21.84 11.72 4.45 1.58 0.00 0.00
Mean 16.36 27.01 41.72 19.17 11.11 4.53 1.31 0.00 0.00
S. D. 4.36 .27 6.24 2.70 1.23 0.71 0.86 0.00 0.00
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Table 4. Plasma peak levels of panipenem after each administration of panipenem/betamipron (Study no. VI)
Volunteer Plasma peak level (ug/ml)
no. 1 2 3 4 5 6 7 8 9
41 39.64 38.75 43.77 N.T. 4]1.41 N.T. 40.49 N.T. 44 .41
42 48.95 45.30 52.00 N.T. 50.26 N.T. 49.30 N.T. 44.51
43 30.42 35.77 41.19 N.T. 35.47 N.T. 33.72 N.T. 31.08
44 41.65 39.59 44.13 N.T. 41.38 N.T. 45.44 N.T. 41.62
45 45.02 43.48 52.21 N.T. 50.86 N.T. 53.28 N.T. 46.96
Mean 41.14 40.58 46.66 43.88 44.45 41.72
S.D. 6.95 3.81 5.10 6.57 7.64 6.24
N.T.: Not tested
PAPM 3% 51£128f F TIC, ZDIZ E A DR & AL, TEMICIIRBBERUT 2N, mEEHREH#

DKL, ERIBZEICBVTHERNBENLTE)II
BHLNT, PAPM OERERMEII v 2 & A FERR R
nr,

2. RI76-200miEHFIBE S & R HEH
RI76-2n m4E R IERE % Table 7, FRpHEit # Table
8, UIT/RL 72, R976-213 ¥ 5 BAtA7% 1 BE [ H B\ i31.5
HETREMEPBELRL, #5513 FNFN6.94
ug/ml, 6.72ug/mlTH 72, 5 1EB & 9EBNF
Hm¥EPBEHRE L, REERTHRES»ICHIL, &
5 Etat% 3R TIZ & b Ic#dug/ml, SERITIZIZF N
ZN2.16ug/ml, 1.75ug/mlEITIZRIELHER & 7% -
2o —H, HRE5HI128EM $ TOFYRMIR P e
FREBIZEWT, 63.2~79.8%NELXRL 72, 5
1EB & 9 Bl B RS &, RIT6-20 kL
SR E TICIT LA EHRTL, 8 ~128RoRepHEt
B3 2%LUT &L1EWZ L H53BsH 67z (Table 6),
DEomifEhigEs & CRPHEMHEB DR 5,
RI76-212 3% 54128 f1 F TICZ DT L A KRN &
DERL, EE9 ERS5I2H W T LIKABIRENESIZ
BHLNT, RIT6-2DKNEMMEIZ 2 2 & HFEE &
Nz, 272, PAPM & R976-20 R skt # &4 5
EHBDENEE %0 5 2 EH 5, PAPM O %EKRNT
DRBIITEAE RIT6-2ANEWT B LD EEZ LN
5,

3. BPomiEhBE s & Rk

BP o) it 4% v i# F€ % Table 10, 11, F& it %
Table 12, 13ic/RL 72, &5 THIZEIT 5 BP o
M8 L 5 BSEY) T19.83~22.33ug/mlN il % 7R
L, &E5 CIITRISHMETH > 72, 72, #51
BB & 9mENFEEMmMIERBERFR I, BERT%E
RPICHA L, BE5HBHSBMTE L1120, 1ug/ml %

BIJTIEFETH 72, —F, ®EH%I2HEH F THF
YRR Pkt A KR 5 BV, 87.3~95.6%
EIERIFNEE R L 72, TG RENICBWTY
Rep~$Et X 17z BP DI31385% L1 EA#% 5-1% 2 BEE
VUNIicBEfE N TE ), 48 TIcHEIIZEA Y
T L, 8 ~ 12 R IR AP HEMEAII490.1% &R E 2
N AN

UromighiBES & CRPHEMH#ER DEED L,
BP (385141205 & TIC Z DI L A E RN L 0 iH
*L, I EHREICB N THERHNEIENLEYITEE
51T, BP OKNERMEIZ v 2 & R E Nz,

4. PAPM, BP ! #E&#% 58N 22— 3 >~

PAPM £ L U BPi2oWw T, 1 B HES RO MmEH
BENHERE% two compartment open model I= %
TiHT, A, B, aBlUBLNENALT7) v FEE
2K, EHEHEERNL 2L —2 3 =T EEK
L, Fig. 2, 3 Ic/RL 72, B, EAELEMIC7 2
FL7zo T 68 o0kt 91285 2 B HLUBENER
iz 22— 3 MEER—BL T I Db,
PAPM/BP # JLEEE & H @A A L 9 BLESK KRS
L T4 PAPM b & F BP DN B I E{L L %«
W AR b7z, PAPM/BP #5885 ) 35k FE 3
/%5 x—4% % Table 14~16IZ7R” L 72,

5. WEM%E

1) BaERIEK

RAEBRPIZHERERZFRZ LD 1BIL 4h 572,
7, RELCMEMRLALN LY 512,

2) YRtk

miE, Rfn, RE, R GCERTXToORRT
BRELE#IALSN LD -T2,
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Table 7. Plasma concentration of R976-2 during multiple-dosing of panipenem/betamipron (Study no. VI)
Dose  Volunteer Plasma concentration (ug/ml)
no. 0.25 0.5 1.0 1.5 2 3 5 7 24hrs
41 2.19 3.93 7.50 5.49 5.48 3.72 1.55 0.67
1st 42 2.27 4.88 9.02 7.46 7.41 4.16 3.44 1.75
43 1.18 2.88 4.85 4.55 4.20 2.97 1.41 0.55
44 1.94 2.07 6.28 5.09 5.06 3.96 2.31 1.30
45 1.65 3.74 7.06 6.18 6.07 5.75 2.10 0.97
Mean 1.85 3.50 6.94 5.75 5.64 4.11 2.16 1.05
S.D. 0.44 1.07 1.54 1.12 1.20 1.02 0.81 0.49
41 1.99 3.92 7.87 7.19 5.69 3.79 1.33 0.00 0.00
9th 42 1.87 3.66 7.36 7.40 6.64 5.00 2.41 0.56 0.00
43 0.76 1.99 4.69 6.78 4.96 3.09 1.19 0.00 0.00
44 1.39 2.61 5.98 6.09 4.22 3.97 2.17 1.05 0.00
45 1.37 2.92 6.52 6.12 5.68 4.13 1.66 0.71 0.00
Mean 1.48 3.02 6.48 6.72 5.44 4.00 1.75 0.46
S.D. 0.49 0.78 1.24 0.60 0.91 0.69 0.53 0.46
3) ERRME

FIEBREICERT 2 BN BERREBENES)
(Table 17) i3 A& b ch > 72, #EBENo. 42 THIMEBK
DL (4500/mw—2900/mr) H¥A SNz H, BE5HTL
NEHTH ) BREBOEH L E2 bh, FH L nE
EHRZ LW EBbh b, BRETIIRS®RT4HE
12134100/, 7 H B Ti133200/mr & DB 2R L 72,
MEECFRE T2 CK D—BH D EHH»EE) (Kkik,
T =R) HICHEREN. 42 (65—175 TU/1) &Nod5 (65
—132 1U/1) icg@h b itz, Z oMo g EbFEmRz
& - REREBEIZCTHORRTL, RELLTHIIED
bl h -7z,

1. #* -3

IBIESHEHAEY ) § T3IS®CIZBHEL /- PAPM/
BP» 1EHE 9EBNKREIZDWT, PAPM, BP &
L URIT6-2D MR EHR Y7 # — ¥ — % Table
14~16ic/R L 7z, PAPM o 1 [ H#:5-8 N3 A 57,
FE, AUC, JRepHEMER, M7 ) 77> 2B LU0
B2 T 7> Table 14ICRL72 & 512, #FNFN
16.76 1/body, 0.99 hr, 65.38ug-hr/ml, 23.1%, 4.17
ml/min/kg 3 £ 150.97ml/min/kg ¢ BEHEh, 2N b
DEIZ I EHBRGRHENHELIZIZEE TH - 72, BEHRY
DEBEIFEKICERL TREL-BOEE LI12IZE%
TH -7z, BP (Table 15) 1 BIB/RGEDSHE
T, i, AUC, R, m#E7 ) 7728

SUBZ7VT 7> 23N FN22.80 1/body, 0.81
hr, 28.84xg-hr/ml, 88.5%, 9.55ml/min/kg, 8.44
ml/min/kg * EHE N, TN 5NMEIZ 9 B HKZRSHED
18, F7BEESPnEBRAEKICHERL THRELLFED
1B & IZRETH - 72, > T, PAPM, BP n¥ipkh
BRI GRICEHEABR THARL T, IBRESHE
BCTHEBLTCOLIZIZAIETH B Z eh o bnk, 1
Bl B # 5 B o> R976-2 (Table 16) ¢ AUC i327.28
ug-hr/ml& PAPM O#40%DMETH D, Craxid6.94
ug/mlE PAPM & 4 IBENH1/601E, FEH
132.02 hr &£ PAPM o# 2 f5nfE%RL, £ bHid 9
EEHSED/ T 2 —FELIZIZEETH DI LHE
HoNtz, bz &» 5, PAPM/BP Yk NE)
RiZ, BREZIBIESHRE AR L CLEERAR
KTHEBL TULIZIZEBETH 5 Z EHRBEI NI,

BIfERIZEE b e h* - 72, Imipenem (IPM) i35
[ HBRBOHFTY ) & TIFOTHEMEL 128, BIfERAY
BB EBENIN TS, 72, F1F L0338
HEEFRAERLEIN T3, ARBTIIPANKRIEIC
FRIFEKRE L ITWIEEICRE Y 17 7205, IPM TA
Ltz & ) % GOT, GPT » F&MzASH L LT, B
# P B,-microglobulin, 7V 7 F=>27) P58
T UM BRFERAEE I 3T L PAPM/BP i3k E
MR % 2REMBERE2BD U h 572,
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Table 10. Plasma concentration of betamipron during multiple-dosing of panipenem/betamipron (Study no. VI)
Dose  Volunteer Plasma concentration (ug/ml)
no. 0.25 0.5 1.0 1.5 2 3 5 7 24 hrs
41 12.33 16.60 20.03 3.78 2.31 0.83 0.00 0.00
1st 42 15.68 22.26 25.83 6.68 3.68 0.99 0.21 0.00
43 9.20 15.15 18.68 6.58 3.56 0.88 0.00 0.00
44 15.22 22.00 26.70 7.50 4.70 1.67 0.32 0.00
45 11.89 16.10 19.28 4.59 2.87 1.54 0.00 0.00
Mean 12.86 18.42 22.10 5.83 3.42 1.18 0.11
S.D. 2.65 3.43 3.84 1.57 0.90 0.39 0.15
41 13.16 16.66 19.83 3.55 2.16 0.66 0.00 0.00 0.00
9th 42 15.53 19.16 24.68 7.05 4.31 1.41 0.14 0.00 0.00
43 8.75 13.01 17.14 6.12 3.63 1.08 0.00 0.00 0.00
44 12.40 16.99 22.44 7.37 3.81 1.45 0.23 0.00 0.00
45 12.53 15.16 19.90 5.71 3.02 1.06 0.12 0.00 0.00
Mean 12.47 16.20 20.80 5.96 3.39 1.13 0.10
S.D. 2.43 2.28 2.87 1.51 0.83 0.32 0.10
Table 11. Plasma peak levels of betamipron after each administration of panipenem/betamipron (Study no. VI)
Volunteer Plasma peak level (ug/ml)
no. 1 2 3 4 5 6 7 8 9
41 20.03 19.53 20.09 N.T. 20.81 N.T. 19.21 N.T 19.83
42 25.83 23.61 24.86 N.T. 25.55 N. T 26.47 N.T 24.68
43 18.68 18.02 20.14 N.T. 18.81 N.T 19.77 N.T 17.14
44 26.70 20.13 24.50 N.T. 24.73 N. T 24.96 N.1 22.44
45 19.28 17.87 21.11 N.T. 21.73 N.T. 18.02 N. T 19.90
Mean 22.10 19.83 22.14 22.33 21.69 20.80
S.D. 3.84 2.32 2.36 2.79 3.77 2.87

N.T.: Not tested
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Plasma concentration and predicted value from the data

of I-st administration
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Fig. 3. Simulation curve of betamipron plasma
concentration after 1000mg/1000mg panipenem/
betamipron infusion on first administration

Table 14.

Plasma concentration and predicted value from the data
of I-st administration

X : observed data (mean+S.D.n=5)
50- — ! simulated curve

: f ] :
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Fig. 2. Simulation curve of panipenem plasma
concentration after 1000mg/1000mg panipenem/
betamipron infusion on first administration

Pharmacokinetic parameters of panipenem after multiple-dose of

panipenem/betamipron (Study no. VI)

AUC Urinary Clearance

Dose Volunteer vd t1/2
s %% (0AINF)  Excr. Plasma  Renal
(mg) ~ no. (I/body) (bt} (ugehr/ml) (%) (ml/min/kg)
41 H.T.| 16.2 0.87 59.0 20.4 4.58 0.94
42 G.F.| 146 1.25 77.6 13.3 3.75 0.50
43 K.H. | 21.0 0.87 50.6 26.5 4.87 1.29
Ist 44 M.S.| 16.8 1.07 69.3 25.3 3.60 0.91
45 T.S.| 15.2 0.88 70.4 30.0 4.05 1.22
Mean 16.8 0.99 65.4 23.1 4.17 0.97
+SD 2.5 0.17 10.6 6.5 0.54 0.31
41 H.T. 14.7 1.01 61.2 17 .4 4.40 0.77
42 G.F. | 131 0.75 70.6 16.2 4.13 0.67
43 K.H. | 21.3 0.71 47.3 30.7 5.19 1.59
9th 44 M.S. 22.1 1.75 68.0 21.9 3.67 0.80
45 T.S. | 14.1 1.24 69.2 29.8 4.1 1.22
Mean 17.1 1.09 63.3 23.2 4.30 1.01
+SD 4.3 0.43 9.6 6.8 0.56 0.39
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Table 15. Pharmacokinetic parameters of betamipron after multiple-dose of
panipenem/betamipron (Study no. VI)

AUC Urinary Clearance

Dose Volunteer Vd ss t1/2
128 (0-INF.) Excr. Plasma Renal
(mg) ~ mo- | (I/body)  (hr)  (ugehr/ml) (%) (ml/min/kg)
41. H.T. | 21.1 0.72 24.2 87.1 11.14 9.70
42. G.F 17.2 0.83 33.2 83.6 8.76 7.32
43. K.H. | 24.6 0.52 24.4 97.1 10.08 9.79
Ist 44 M.S. | 19.0 0.80 35.9 89.3 6.97 6.22
45. T.S. | 32.1 1.17 26.5 85.2 10.79 9.19
Mean 22.8 0.81 28.8 88.5 9.55 8.44
+SD 5.9 0.24 5.4 5.3 1.70 1.59
41. H.T. | 18.9 0.63 23.8 93.9 11.35  10.66
42. G.F. | 17.8 0.61 32.5 95.3 8.93 8.51
43. K.H. | 29.3 0.60 22.9 95.8 10.74 10.29
9th 44 M.S. | 22.8 0.75 29.9 75.8 8.37 6.34
45. T.S. | 22.6 0.64 25.7 92.7 11.10  10.29
Mean 22.3 0.65 27.0 90.7 10.10 9.22
+SD 4.5 0.06 4.1 8.4 1.35 1.81

Table 16. Pharmacokinetic parameters of R976-2 after

multiple-dose of panipenem/betamipron
(Study no. VI)

AUC p Urinary

Dose Volunteer (0-INF.) t1/28 Cmax  tmax Excr.
(mg) 10 (Lg.hr/m)) () (ul/ml)  (hr) (%)
41 HT. 236 1.64 7.5 1.0 745

42. G.F. 38.0 2.67 9.02 1.0 69.8

43. K.H. 185 1.71 4.85 1.0 51.7

Ist 44 M.S. 274 254 6.28 1.0 59.4
45. T.S. 289 1.5 7.06 1.0 60.8
Mean  27.3 2.02 6.94 1.0 63.2

+SD 7.2 054 154 0.0 9.0

4. H.T. 23.2 1.44 7.87 1.0 81.7
42.G.F. 288 1.63 7.40 1.5 80.2

43. K.H. 18.3 1.41 6.78 1.5 58.6

9th 44 M.S. 25,1 208 6.09 1.5 58.7
45.T.S. 239 1.64 6.52 1.0 65.1
Mean  23.9 1.64 6.93 1.3 68.9

+SD 3.8 0.27 071 0.3 11.4
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X [ R : Penipenem/betamipron ) &#E ik 7 o = |
1) F##E S, b . Penipenem/betamipron i2B§§ 3 777 4—(HPLC) Iz & 2K NBERERICHET
MEFETE (8 18) In vitro 3 EYEA. Chemo- % #iEt, Chemotherapy 39 (S-3) : 197~205, 1991
therapy 39 (S-3) : 83~101, 1991 5) AMES, HNIEA, FRBI{2%  Penipenem
2) MEKE, HERRE, &R, HEBKE, REBXE bioassay &1 & %A i8I E 2 BT 5 Mt
%, AMIES®, NFEZER, B#HKEH . Penipenem/ Chemotherapy 39 (S-3) : 190~196, 1991
betamipron NEEKSE | HRABR—F 1% BEKRSE 6) WM &, BNEHEN . <A 3L 2B MEER
#KB—, Chemotherapy, 39(S-3) : 242~264, 1991 AP, ®EilliE, HR, 1983
3) HEXE, HRMRE, £tk BEBEBK=S, REX 7) wlE— bl & BE & 4PWEEFE:
*, AMIES, JIFEFEH . Penipenem/betamipron Imipenem (MK-0787), Cilastatin sodium (MK-
NEKRE I HRABR—E 28 EHRH{SABR—. 0891), MK-0787/MK-0791F i)K % 1 #HH R B,
Chemotherapy 39 (S-3), 265~288, 1991 Chemotherapy 33 (S-4) : 357~378, 1985

4) ARER, RBEX, WBES, BEES NRE

PHASE I STUDY OF PANIPENEM/BETAMIPRON III
—DISSOLVED IN SOLITA T3®——

Mitsuyoshi Nakashima", Toshihiko Uematsu", Satoru Nagashima?,
Hiroshi Inaba?, Kazuhiro Kosuge", Keiko Hirano?, Masazo Tajima?,
Atsushi Kurihara®, Masato Ichikawa?®, Toshio Terao®
and Masafumi Hisaoka®
YDepartment of Pharmacology, Hamamatsu University, School of Medicine

3600 Handa-cho, Hamamatsu 431-31, Japan
2New Drug Development Department, Sankyo Co., Ltd.
¥Product Development Laboratories, Sankyo Co., Ltd.

Panipenem/betamipron (PAPM/BP) has a broader spectrum and greater potency as well as
Tienam ®, The safety and tolerability of 1000mg/1000mg PAPM/BP dissolved in SolitaT3® given
every 12 hours for 5 days were evaluated in 5 healthy male volunteers. No side effects related to
the drug were observed. The maximum plasma level of panipenem was observed at the end of the
infusion and its level was 41.14 +6.95ug/ml. Urinary recovery during first 12 hours was 23.1%
6.5% as unchanged.



