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CHEMOTHERAPY MAY 1887

Oxacephem R#iAEYK 6315-S (Flomoxef) D [k §EE 5
BLUM/MRBERREIC X T A ERIC 2V TORRIIFR

NERA - BEIEE - BFFRIE - RAERA
MR - ER E - =R
RSB R ST AT

6315—S (Flomoxef) D ik B E# # & T MI/MTBERIEICH T S ERHERH LUT ORKER
f»'.o

1) 6315-S (300 mg/kg/H) HLUED 3 HfIkTH % 1 — (2—-hydroxyethyl) — 1H—tetrazole—
5-thiol (HTT, Na#i& LT 97 mg/kg/B) 21818, 1:AMEBRMKANEHLIEN 5o
b FFD 7 —glutamylcarboxylase % FH % L & i - 7z, In vitro T3 Latamoxef 4 Cefotaxime
23 ~10mM ORET LICEEREM A MBI L7zAt, 6315-Si2 10mM THREALMMETRA
-7, ‘

2) 6315-S WEHMAKEHE S v bTII T 0 bo v EVEM (PT) KKE@ESA L, 120, ¥
SIVKRIEHEES v T2 PT 2K Lo Chid 3 GI#IC N-methyltetrazolethiol
(NMTT) 2&HiEPRic OB L TR SN, COPTORERIEBESY IV KBEICLOER
bl

3) 6315-S |2 | M#E#HERS LT In vivo T 5 v b l1/MROD adenosine diphosphate
(ADP) # & U collagen i< & 5 $E#8% 1% L %540 720 In vitro Cid 2,700 & 7243 8, 100 ug/ml
EVSHERETELEY b, £ MI/MID ADP ic &k 2 k&£ E MBI L 7245, Latamoxef %
Cefotaxime ICBRXTHEM 7o T7bH, 6315-S (2 ADP ik 32— EOIMHERAREHT
FONERE T RBREL NS L, Chic¥ L, Latamoxef ¥ Cefotaxime (3 —KE8E% bH
FL7o b FMI/MRD collagen &EL I L Tid 6315-S iz Latamoxef ¥ Cefotaxime & » #\»
MEERAETR L. COEAD aspirin S HKT 5L ELREHTH 1/80 TH- 12,

4) Collagen % 7:13 ADP imtgkic@ZbHohns5 v b, 94 ¥, t M/HRD In vitro d
thromboxane A,(TXA,) &% 6315-S IFmBETMH L/, Zhid Latamoxef ¥ Cefo-
taxime ICOWT HREIEBEICED S, Aspirin O TXA,SRM#MER L 6315-SDEh &%
hgdas, ELRERTLI/300LUTTH-1o

MAYEKSEICH MR b L < IS IKERER AR
HOoNBBEDH LI EMNBEINTVWS ! ~20,
hoDHEDIERT AMBARKEL 221283 5h 5,
EB—3Ey IV KARMCHRT 2 MKRERORRT
b0, BERM/NMIBREDET TH 5,

E—OMBSIIEY I KORSEERT2H0T,
E7:  Kofg5ickhplisg@l sz ¢ 15 171820
ts v KizEL L TREFZICEF NS Bacteroides
fragilis % Clostridium septicum 75 & —EDBAME
bINEEETHOT, RELESICHERERIEIVWES
AR ERE LS8 SR’ BAOEY I U KEE
BORERTAER. EYI  KORSHRETZEER
SNTW, LALEYS, BRABICLXDERSNS

Ey v KARLTRINSAFAINTWE0EN
KOWTIIBERDSH 54 2 A TH 5, HOLLANDER
5242915 5 NEBVWTES 3 K,(menaquinone)
DR, S SEFRIRRIC L HRRANBE LR
ELTVAY, BABBOFELET 25 v MERARSER
D, #F1R3EY I KRZEMTHBELELDTEE,
B b L ¢ 13 %Fic menaquinones NEET B
rhboTES I K RZRENXBRENEOD
T RiIi—HRNE T B LT EORIMETS
D, EBMICLBELEIhIRICERRWVWEEL OGNS,
—%, %< D cephem RILLEMRA, Cefamandole,
Cefoperazone, Cefmenoxime, Cefpiramide, Cefme-
tazole, Cefotetane, & 7*, oxacephem D Latamoxef
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% &id, 3 Erfigtic N-methyltetrazolethiol (NMTT)
LEAMEE LTHD. CORREIRMERENART
sADIEFROOTHIH, M, D NMTT AL
43V K REERERFOLEARENMT EOTRAY
ot BEBMEE S NI, LIPSKY'* ™ 12 NMTT ¢
EROES 3 v K KFHRERFEARICLRADRE
By TN INANEFINLENBTEE LA
#, 7-glutamylcarboxylase i=Xt9" 5 [ #{ER 1342
pohtih-7k*?, LML, Vitamin K epoxide
reductase BEINZOT*' ™'Y, NMTT RE % 2
vKod4 7 VERETERR £ I KRZRR
KBWTRESZ I VKRZEMEL, EY IV KE&E
HRERFOLARENMMTE2LELONZ, LAL,
ChiES IV KBBRIOVBRCEEE B35 b0
ThHbo

F_OMBRII/MIRIEDET TH 3, — ot
YRESMMUSERE 2 BRT 5 LR TTILNTL S
fEH & h T, Penicillin G ® Carbenicillin (3
adenosine diphosphate (ADP) ic & 3 [fil/ME $28 %
EELY, #a&HMELYT 5 Sulbenicillin iCDWT
bRAKORRANEE SN TWVAS?Y, Latamoxef i<
WTit, ADP B8R I3fHE T 2 DD thrombin &R
3%{t?<{, collagen % epinephrine ¥ L Tid
MEERERTAEEROE(L TRV I EABEIhTY
5100 REMEIC & B I/MUEERIAF ORI K
ERARBENTWIEWA, Latamoxef® , Carbeni-
cillin, Penicillin G*® {2 [l /M B > ADP-recepter
ERAMICIIEE LW, /MBI R IcES
L. 88 ADP OiVMRBE~ DS %2HET 20T
BEVWHEEZ SN TWVWB,Thromboxane A,(TXA,)
EAROLS) LEETH 55 malondialdehyde DR
KEEIZEDONLWVS LHEINTV S,

TAESE O I BEE s & O/ MR BB AR I3 B 1
REOVTREBD L S BENH Z0T, SEFI
A& N1 6315-S (Flomoxef : FMOX) ic> W T,
9 VK kEEBERT <MY 2 568 5 L /MR
BRIEICH T 2RI oW T, Fic Latamoxef 35 & 6
Cefotaxime & 1.8 L >8Rt L7

I. REHEELULE
L MERER B4 5 B8R
KMITI2 11~13 M8 D Jc1-SD %k 5 v hEFEW,
RECIERDS » FHERSENY (Jd-CA-1, BX
V7, M), BLUHRBAM LAY Y IV KRZHE
BERVR, —BoER Tz, BAMEICLDERSL

Table 1 Composition of vitamin K-deficient
diet

Vitamin K free casein 18.0%
Sucrose 67.6%
Mixture of rapeseed and soybeen oils 8.0%
Salt mixture (Hegsted salt) 4.0%
Fibers 1.5%
Vitamin mixture ) Adequate

a) Vitamin K is not included,

3EY I VK, OERERA L TRBRET S oic, B
XS &7/ Wistar LB S v PERAV, ES
IV K RZEE DM IZ Table 1 iRTIL Th BN,
WK ICHIEST B & 30~50 ng/gPEY I v K 2BFL
TWh, b, EREHOE Y I v K, 8Kki3# 500 ng/
g Ch -t Invivo DERTIZ, 6315-S, Latamoxef,
Cefotaxime % | 53k 300 mg/kg, 6315—S o 3 (IR T
% %1 — (2 - hydroxyethyl) — 1 H—tetrazole—5—thiol
(HTT), ¥ & ¢ Latamoxef @ 3 frflili TH 5 N-
methyltetrazolethiol (NMTT) (3 Nasf& LT, &1
€h 97 mg/kg, 93 mg/kg (5 FR&ELTE3L5-S &
& U* Latamoxef @ 300 mg/kg ICHH%4d 28) %18
1B, 1865 L TRIRNESR L. EYI VKR
Z5v PELTR, B2y KRZEHOBRSME
LRI—BMSEHDOEEEMEE L 2o

RS % 24 BRI EITEV, WEARREL F%x
flitt LESIC SUTTIE 5°Y AL TH I 70
V—LEARLI, ALK 70y —LESIZ-T0
CTHIERE L, MER-IRZE—HAMIE]OE
TrBHoALVN, SEI |AMLUANIKRIESAET L
1o

7 —Glutamylcarboxylase D iEtE iz BRI 5 3
K, b L3R B ES 2 v K, (Bxh menaquinone—
4) ZAWTSUTTIE 5°% OFEICHE L TAIE L1225,
HMIBR O DTESTHS, Thbb, FAHLLA
170V —LEH400u11250u] D5 mM BEOCER
(Phe-Leu—Glu—Glu-Leu) %#MX, 30l OB&Hk
(0. 25 M sucrose, 0.025 M imidazole, 0. 5 M KCl, 1
mM dithiothreitol 28 ¥ pH 7. 20 & & k) =M<,
A5i10ul 0B THEY I VK (5mg/ml, x4/ —
NiEHK), X, 10ul D 1.0mCi/ml ® NaH'*‘CO,
BEAEMA, 17°CT 30 HEIREL . RVT, 2ml O
#% 10% trichloroacetic acid (TCA) &% MA, 304>
R EskepicB® U 7ctk, 1,000X g C 10 4308005 8
Lo REIGOBRB LUORIGERM I LEICEEL,
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170V -LRRENAMERFRESNERTERT 5.
EmEmES, Liicii CO, /2% 5 HMEML
TREKGD NaH''CO, 2% L /-, XKD penta-
peptide iCER DA E N7 BIHHERRIE L 7z LTI
ERANERE L > TERSN - RERFH1EET S
A% 0.2 M @ Na,CO, il i iEMM, 27-7-U#% TCA
TUEMSE2%EMMEL2EMDELcDL, ImloD
NCS (Amersham) iZi8#M LI DA Z hic iksie % A
Bl $ 70V -LREEKIE LOWREY OFEY
TRIEL, MREHRImg 20V -LEAHD 30
MRV AEFNBMHERTRIAL . In vitro DR
BT EEBLVEY I VKREZAHTHERLES v
PAOSEBLAIZ oY —-L%2AVT, RIERIc 6315-
S, Latamoxef, Cefotaxime, HTT, NMTT X ¥ %
MeoBRECRERICAMLTENL, £0ERAZRN
L7,

Zobro UM (PT), A5y bDABEST
BAMBOELTAE S I v K OKEEBRAT A
WE o v b (Wistar k5 v b, 10~1588) oW T
bRET L7, PT RMAKRENMBEBAES (707 v
7, Hyland, = ##i3¥) 28\, YoboryEV/TFZX b
¥y} (Hyland, Z6i3) 2HVTHRAIEL 2o —8
DERTREAKICY v 75 XF~ (Warner-Lambert,
NS ERV.

2. MUMRESRICHAT 2R

KEITiE Jcl-Wistar iS5 » b (&H 240~280 g),
NIBS—-JW it % ¥ ({6 % 2. 0~2. 3kg), Slc—Hartley
FEELE Y b ((KE420~560g) £V, B3 Na—
pentobarbital (Somnopentyl ; Pitman—Moore) ¥
BTF(5 v b 50mg/kg, i. p. ; 74 ¥ 20~25 mg/kg,
i.v.;ELEY b 30mg/kg,i.p.) I, BEEI/I0E
D3.8% 7 UMY — ¥ — B EUEERI & L THRImL,
20°CT 180~210X g T 7 ~10 SR &E.Loo 8 L TE f/h
#RMn4% (PRP) %187:c PRP Z9ML Kb 0k %
& 542 1,800X g T 10 53Rl 53 BE L Z /i I 3%
(PPP) %187 PRP 4 OM/MEMIZI - ALY — A
S—2RVWTHAL, LETHNT PPP 2RV TN
B 50~60X 104/ pl IS K HICHRU, 1,
BEYERECRERABFLORML, £~ PRP %2H
L invitro DERICHEL oo

/MR §EE K613 BORN DA oL, 779
A—4%— (FEBLERT ¥, Model AUTO RAM-61)
2HAVWTHIELR, PRP400u]l (5v b, o4 ¥) F
743230l (E b, ELEY DZAEARAF:F 2 -Xy b
IKAQ, 3TCTL1AMEFHMEL DL, 50ul (FijH)

310l (RE) OWREKIEBE IR LT
SMASMAEMA, 2 M TCTHR (1,200 rpm) %,
BRBENW S04l (ME) £7/22 1041 (RE) %N
A, BRCKDECIBEEDORALEEWEIERLL,
M/MED MBI, PRP 5 X0 PPP OB E%eh
FhOoKBLU100% L L, MMMIEM&D PRP g
KAREEBAMREL Lo HREOBANRSES
TERREMBROBAKRREOME S RREARE (%)
AWM L7, £7:, collagen MDA IZILXMEN
%, KM NGET 5 F TOM (lag time) bRE L1,

ATP M ti# o # %€ i & Lumi-aggregometer
(Chrono—Log) 2R\, MIROHFEZICLH WYL
PRP 2051 iR — 5 — TR L 2> MR 1041
ML, 1 2#%ic Luciferin—Luciferase ##f (LL :
Chrono—Lume #3085, 50mg/1.25ml) 2541 % Mm%,
JICORBT T 1 N&ICHRERNT 1041 ZHEML,
BB LU Z /L 2o LL KB TicFHEL,
ATP oG L CEORREAR L1, BES0D
ATP (Sigma) % PPP ic&sm U, #SMedhifisfEkls:,

Ex vivo DERTIZ, BREABMTHEL TSI}
i21 B2 300 mg/kg D 63156—S, Latamoxef, Cefo-
taxime # & {f Carbenicillin % 1 8 1 HOWAT3H
Mg L TBRAESR L, BKiEsS 3% Na-
pentobarbital Bk# T (50 mg/kg, i. p.) &ML T
PRP 2% L it, COPAR=AHERZAW, PTO
BMEICIE 1/10 BD 3.8%, £ L TH/MEBBRME
LO%D7 L MF b)Y aBERREME L TR
7o

Thromboxane A, (TXA,) OME: TXA, 038
Ik - THi%/: TXB,% TXB,[*H JRIA # v b (NEN)
ZRHVTHME LR, $abb, 77U IA-F—%AL
TIVMEBREZRAIE LR 1041 %2, o0 UDAR
L7 R (30 2 M @ indomethacin & 5mM @
EDTA #&Uifi) WA, +iXo{#wli, 30
B\ -20CT—RBR L7 tkic TXB ARE L

OI. ¥ & B &

1. v MF3 27 av—L0Dy—glutamylcarboxylase
it 5EH

6315-S & & ZRAM{L AN % — ARG S L KO
&M (X Table 2 35X 0 Table 3 iITRT & THbe.
Table 2 (3B RXEHF 5 v b ORMTSH Y, Table 3
BESIVKRZEHETS v bORRTHEH, ©
ThOEBOERZDOALM o, LAK-TS
6315-S 12 300 mg/kg @ & C—EMBHESS LN
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Table 2 In wivo effects of 6315—S, latamoxef, cefotaxime and their side chains on
r —glutamylcarboxylase activity of rat liver microsomes (ordinary diet)

a) Daily dose No. of Substrates
Groups (mg/kg) rats Pentapeptide Bndogenous protein
(%X 10® dpm/mg protein/30 min)

Control 6 6.75 + 0.41°) (100%) 1.68 £ 0.10 (100%)
6315—8 300 6 7.281 0.21 (108%) 2.02: 0.12 (120%)
Control 3 6.54 + 0,98 (100%) 1.60 ¢ 0.23 (100%)
HTT—Na 97 3 6.06 £+ 0.12 ( 93%) 1.42£ 0,03 (89%)
Latamoxef 300 3 6.99¢0.19 (107%) 1.77 £ 0.04 (111%)
Cefotaxime 300 3 5941030 ( 91%) 1.51+ 0.03 (94%)
NMTT-Na 93 3 6.10+ 0.42 ( 93%) 1.59¢ 0.11 (99%)

a) Compounds were injected iv once a day for one week.

b) Mean t S.E.

Table 3 In vivo effects of 6315—S, latamoxef, cefotaxime and their side
chains on ¢ —glutamylcarboxylase activity of rat liver microsomes

(vitamin K deficient diet)

G a) Daily dose No. of Substrates

roups (mg/kg) rats Pentapeptide Endogenous protein
(X10® dpm/mg protein/30 min)

Control 3 8.83 + 0.33% (100%) 2.75 + 0.26 (100%)
’ 6315-S 300 7.93+0.55 ( 90%) 2.73+0.15 (99%)
HTT—Na 97 3 8.75+ 0.10 ( 99%) 3.19 + 0.54 (116%)
Control 3 9.05+ 0.35 (100%) 2.76 + 0.25 (100%)
Latamoxef 300 3 9.94 1 0.22 (110%) 3.49 £ 0.06 (127%)
Cefotaxime 300 3 8.34+ 0.24 ( 92%) 2.79 + 0.08 (101%)
Control 3 10.85¢ 1.14  (100%) 3.08 + 0.46 (100%)
NMTT-Na 93 3 10.69 + 0.47 ( 98%) 3.24+ 0.19 (105%)

a) Compounds were injected iv once a day for one week. Vitamin K deficient diet was fed for

one week ad libitum.
b) Mean  S.E.

@, 7 -glutamylearboxylase #E# i FHEER IR &
BoetEZoha,

7 ~GBamylcarboxylase it = %4 3 In vitro @
fRRi2 Table 4 5 & 0¥ Table 5icRd T & Th o
Table 4 B E#H 5 v M@, Table 53 I KX

Z5y MFDI 70V —LEBVWTITH - 1BEORKT
% %, Latamoxef ® Cefotaxime (3 & REAH 10 mM
TiIpHEA R LA, 6315-S, HTT, NMTT L &3z
EALHEZRET,0815-SBEYI VK RZAS v
FCTIIERRETHELANZEDEKE X Latamoxef,
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Table 4 In vitro effects of 6315—8, latamoxef, cefotaxime and their side chains on
7 —glutamylcarboxylase activity of rat liver microsomes (ordinary diet)

Final concentration

Groups 0mM 1 mM 3mM 10 mM
(X10* dpm/mg protein/30 min)

6315-§ 3.7740.02°)(100%) 4.02¢0.11 (107%) 3.78#0.17 (100%) 3.700.14 (98%)

HTT-Na 3.77¢002 (100%) 3.90 £0.08 (104%)  3.78% 0.11 (100%) 372 0.03 (99%)

Latamoxef 4,881 0.04 (100%) 5.07 £0.16 (104%) 4,56 + 0.05* (93%) 3.62+0.19* (74%)

Cefotaxime 4.88+0.04 (100%) 4.56 £0.16 (93%) 3.86 ¢ 0.08* (79%) 2,99 ¢+ 0.13* (61%)

NMTT—Na 3.77+0.02 (100%) 3.64 £0.06 (97%) 3.55+ 0.03* (94%) 3.58+ 0.14 (95%)

a) Mean t S.E. in 3 determinations.

* Statistically significant (P < 0.05).

Table 5 In vitro effects of 6315—S, latamoxef, cefotaxime and their side chains on
v —glutamylcarboxylase activity of rat liver microsomes

(vitamin K deficient diet)

Final concentration

G
roupt 0mM 1 mM 3mM 10 mM
(X10® dpm/mg protein/30 min)
6315-S 8.88 + 0.49 a)(100%) 8.99 £ 0.44 (101%) 8.42+0.27 (95%) 7.03+0.03 (79%)
HTT—Na 8.88+ 0.49 (100%) 9.41%0.10(106%) 8.67+0.17 (98%) 9.01%0.06 (101%)
Latamoxef 12.76 £ 0.42 (100%) 12.12+ 0.36 (95%) 11.58%0.37 (91%) 8.651% 0.12* (68%)
Cefotaxime 12.76 £ 0.42 (100%) 11.94 ¢ 0.34 (94%) 9.67 £ 0.34* (76%) 6.69 + 0.20* (52%)
NMTT—Na 8.88+ 0.49 (100%) 9.154# 0.06 (103%) 8.37 £ 0.50 (94%) 8.20%0.08 (92%)

a) Mean ¢ S.E. in 3 determinations.

* Statistically significant (P < 0.05).

Cefotaxime & O FHFICFH I - 720

2. Sy bDToborE UM (PT)iCd 5EH

Table 6 (3 BEHEDF v hBXUEES v bA2E S 3
vKRZEHTHEL, SEREMED PT o453
e B L 7o T B.Latamoxef, Cefamandole,
Cefoperazone, Cefmetazole, Cefotetane 75 & 3 Gf i
#ic NMTT 22L& nwins PT OERAZB*
L, 6315-S bR PT 0iER AR L. £/, &RIC
(3EBEL7cAS, LI NMTT 2 HTT bEY 3 »
KRZ5y bictLT PTORER%Z/R L, LAL,

LRILAMRVWTH L EFHETHE L T 28
LTRIEAETR &Moo LT, 6315-S&&
O HTT id NMTTH L ¢ i3 NMTT 2abiEmie
BL&S5icEs I VK RZ@Mc B\ TIR, PT OER
ZRAXTEEEZONS, ‘

3. M/MREERICHS 5 (EH

Table 7 i 6315—-S, Latamoxef, Cefotaxime,
Carbenicillin # BHEEMET S » M8 HEKELE
B DI/ MR BEREES L O PT ot 4 2 HBILA D
DTH3, 1 B4 300 mg/kg DEERTIR, /MK
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Ta:bié‘b‘ ‘le'f.fect_s‘of various antibiotics on prothrombin time in conventional
and germ—free male rats on vitamin K deficient diet

’) Daily Prothrombin time
Groups dose
(mg/kg) Conventional Germ-free
(sec)
Control S 16.0£0.36>¢) 175+ 0379 229+ 1.32%)
6315-S 300 - 24,21 3.17* -
Latamoxef 300 25.3 ¢ 0.89* 28.4 1 3,56* -
Ceftriaxone 300 16.0 £ 0.29 - -———
Cefotaxime 300 15.9 £ 0.22 18.8 ¢+ 0.83 -
Cefamandole 300 - 29.6 + 3,02* -
Cefoperazone 300 -—— 33.81 3.65* -——
Carbenicillin 300 - 19.0 ¢ 1.06 - ——
Cefmetazole 300 - - >53.0*
Cefotetan 300 - _—— 34,5t 3.14*
Cefotiam 300 - —_—— 20.4t1.32
Cefoxitin 300 - —-——— 25.8+ 1.36

a) Compounds were injected i.p. once a day for 8 days. Vitamin K dificient diet was fed for

8 days ad libitum.

b) Mean ¢ S.E. in 45 rats.
c) Determined with the use of Prothrombin test kit (Hyland).

d) Determined with the use of Sinplastin test kit (Warner-Lambert).
* Statistically significant (P < 0.05).

Table 7 Effects of 6315—S and various antibiotics on platelet aggregation and prothrombin

time in conventional male rats on ordinary diet

Daily No. Prothrombin Platelet aggregation (%)
Groupsa) dose of time ADP Collagen
(mg/kg)  rats (sec) 0.3 uM 0.5 uM 10 ug/ml
Control - 5 141 ¢ 0.2%) 44.8£3.3 82.8¢2.3
(2) (4)
6315—S 300 5 14,51 0.2 36.5+3.3 82.5¢ 2.0
Cefotaxime 300 5 14.0+ 0.3 35.8%4.2 75.0¢ 3.9
Control - 13.9+ 0.4 21.2+ 3.6 52.5+ 4.4 90.8 £ 2.7
(4) (4) (4)
Latamoxef 300 5 14.02 0.1 19.4¢ 1.1 51.0t 1.6 88.1:1.1
, (4) (4) (4)
Carbenicillin 300 5 14,1+ 0.1 18.5% 2.2 49.3+2.2 87.41+ 1.4

a) Compounds were injected iv once a day for 8 days.

b) Mean ¢ S.E,

() : No. of rats examined.
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Table 8 Effects of 6315—8, latamoxef, cefamandole, cefotaxime and carbenicillin
on ADP-, arachidonic acid— and collagen—induced rabbit platelet

aggregation in vitro

Final No. Platelet aggregation (%) 4 Lag
Groups conc. of ADP Arachidonic acid Collagen time
(ug/ml)  tubes 10 uM 300 uM 20 ug/ml (sec)
Control Saline 9 62.520,7b) 75.0£1.0 79.3£0.5 7224
6315-8 900 4 78.6£0.8 ( 0.9) 764
2700 3 66.8:1,2 (-6.9) 68.9t1.9( 8.1) 68.7¢2.1(13.4) 10929
8100 3 59.4:0.9 ( 5.0) 38.4£0.1(48.8) 33.8£4.6(57.4) 21737
Latamoxef 900 3 79.620.6 (—0.4) 774
2700 3 50.820.2( 4.3) 72.0t0.8 ( 4.0) 75.9:1.7( 4.3) 90%0
8100 3 52.74¢0.7 (15.7) 67.821.5( 9.6) 70.321.6 (11.3) 15648
Cefamandole 900 3 80.521.0 (~1.5) 7424
2700 3 59.32£2.1 ( 5.1) 71.421.7 ( 4.8) 69.5£1.4 (12.4) 1076
8100 3 45.6:1.2 (27.0) 64.120.9 (14.5) 0 (100 ) -
Control Saline 15 §7.6£1.1 71.5£0.4 78.9£1.0 6413
6315-S 900 3 78.3t1.3( 0.8) 6415
2700 3 70.0£1.0 (11.3) 109t6
8100 3 29.2+3.1 (63.0) 253217
Latamoxef 900 3 59.4£0.5 (-3.1) 74.4£1.0 (—4.1) 79.521.6 (~0.8) 683
2700 3 52.9%0.7 ( 8.2) 69.8£0.6 ( 2.4) 75.1¢0.0( 4.8) 8210
8100 . 3 45.221.6 (21.5) 63.8¢1.4 (10.8) 70.1x0.5 (11.2) 239£17
Cefotaxime 900 3 60.2£1.8 (~4.5)
2700 3 $3.3£1.2( 7.5) 73.2¢0.2 (-2.4) 76.220.7 ( 3.4) 804
8100 3 46.9t1.1 (18.6) 68.3:0.8 ( 4.5) 71.6%1.3( 9.3) 12010
Control Saline 14 60.6£0.6 67.0£0.6 80.5£0.7 7122
Latamoxef 900 3 61.3:0.4 (-1.2) 78.3£0.8 ( 2.7) 782
2700 3 59.6£0.4 ( 1.7) 67.7¢0.5 (-1.0) 77.3t0.2( 4.0) 891
8100 50.321.1 (17.0) 64.2¢1.4( 4.2) 69.7£1.0 (13.4) 16419
Carbenicillin 900 66.8t1.4 ( 0.3) 79.6£1.0( L.1) 7122 .
2700 3 59.8£1.3 ( 1.3) 65.320.5( 2.5) 76.0%2.1( 5.6) 9619
8100 3 50.5¢0.4 (16.7) 58.1£0.8 (13.3) 0 (100 ) -

a) Maximum increase in light transmission after ADP, arachidonic acid and collagen (PRP = 0% , PPP = 100%).

b) Mean ¢ S.E.

( ) : Inhibition in % compared to the control.

BEEEIC D, PTiIc b2 E{bRBbDonlih -1,
74 ¥ PRP O fivMREERICH T 5 in vitro TOEIK
KIDEM 2 Table 8 IR & TH 5. BMOEE
kb, FLERACIO GRS VLEMTHDT,
—o0+E v b DERICIINEE L THIZ Latamoxef %
BAWTHERTE 7o Table 8 MNSEHLMITEL,
in vitro CIVMREREEDRERN T 2 B4, KR
EEA 2,700 H 53 8,100zg/ml &\Wo o BDTHEW
BETBINIZOMEREA B ENHRIZ V. L

HoT, FEBRNLARTESINCOL) LHRET
EROVER%HB L1, 6315-S i ADP BRICHLT
i Latamoxef, Cefotaxime, Carbenicillin iz 8~ff
AMEL, 8,100 2g/ml 'E%)Gi&/u&’m%f’ﬁmlﬁgﬁ
Shilhhote CHIRRL, 77% F/BMBRIHLT
i3 6315-S 2t D XA I B <B|VEHFEAERL
collagen ¥## i % LT & Latamoxef %> Cefotaxime
XDHVHEEMEMAERLA, %7, Carbenicillin b
collagen B3 iH VB AR %R L7, Lag time O
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Table 9 Effects of 6315—S, latamoxef and aspirin on collagen
(10 z g/ml)—induced rabbit platelet aggregation in vitro
Final No. Lag Platelet Inhibi.
Groups conc. of time nnre;ntlon" tion
N (mM) tubes (sec) (%) (%)
Control Saline 6 99 £ 3°) 75.5¢ 1.9
6315—S 2 3 936 71115 5.8
4 3 118:1 69.7¢ 2.1 7.7
8 3 180+ 8 59.3:1.4 21,5
16 4 - 0 100
Latamoxef 3 1137 73.3%3.6 29
8 3 145+ 8 69.811.4 7.5
16 3 297+ 29 59.1+2.8 21.7
Control Saline + DMSO 6 116+ 7 73.9+0.8
Aspirin 0.025 4 107 £ 8 724112 2.0
0.05 4 199 ¢t 16 51.9t4.0 29.8
0.1 4 - 5.3¢5.3 92.8
0.2 3 - 0 100

a) Maximum increase in light transmission after 10 ug/ml collagen (PRP = 0%, PPP = 100%).
b)Mean ¢ S.E.

Table 10 Effects of 6315-S, latamoxef on ADP (0.5 M)-induced guinea
pig platelet aggregation in vitro

Final No. Platelet Inhibi-
Groups conc. of aggregation * tion
(ug/mM) tubes (%) (%)

Control Saline 9 86.9 ¢ 1.1%

6315-S 900 3 74.7 £ 8.0 14.0
2700 3 57.7+2.3 33.6
8100 3 489t 1.5 43.7
Latamoxef 900 3 83.1¢2.1 4.4
2700 3 42.1 3.5 51.6
8100 3 1.9¢1.7 97.8

a) Maximum increase in light transmission after 0.5 uM ADP
(PRP = 0%, PPP = 100%).

b)Mean ¢ S.E.

ERLRREDETICZEFLTH SN,

Table 9 i3 6315—-S, Latamoxef ® collagen kEBic
NS4 aspirin DE M EHBLADDOTH B,
63158 13 Latamoxef 1Bt ~#y 2 5 <, £/, 8

mM @ 6315—S ic X 2P ER R aspirin D 0. 05
mM L AHEHRICIEET 2EEAON S, BER
ICLTH¥1/160 Th 3,

Table 10 i3 €LV E v FI/NMEDO ADP BRICXT 3



a78 CHEMOTHERAPY

MAY 1987

Table 11 Effects of 63156—8, latamoxef, cefamandole, cefotaxime and carbenicillin
on ADP (0,75uM)—-induced guinea pig platelet aggregation in vitro

Final No. Platelet aggregation Inhibi-
Groups conc. of tion
‘ (ug/ml) tubes (%) s Primary ©) Secondary ° (%)
Control Saline 4 92,62 0.6%) m
6315—-S 900 3 92.3:1.9 3/3 0.3
2700 3 879 8.0 1/3 2/3 5.1
8100 3 65.7 £ 1.7 3/3 28.7
Latamoxef 900 2 95.3 2/2 -2.9
2700 3 68.6¢ 7.7 2/3 1/3 259
8100 3 28.0£ 0.9 3/3 69.8
Control Saline 9 86.9 1.2 9/9
Latamoxef 900 3 87.1+ 1.2 3/3 -0.2
2700 3 75.9¢ 5.2 1/3 2/3 12.3
8100 3 368t1.1 3/3 57.7
Cefamandole 900 3 83.5¢ 25 3/3 39
2700 3 60.1% 1.5 3/3 308
8100 3 22.2+2.2 3/3 74.5
Cefotaxime 900 3 78.2t 7.4 1/3 2/3 10.0
2700 3 53.7+ 1.8 3/3 38.2
8100 3 1832 1.4 3/3 78.9
Carbenicillin 900 3 84,6 £ 2.7 3/3 2.6
2700 3 82976 1/3 2/3 4.6
8100 3 56.7 £ 1.7 3/3 348

2) Maximum increase in light transmission after 0.75 uM ADP (PRP = 0%, PPP = 100%).

b) Mean ¢ S.E.

¢) Appearance rate of the primary and secondary aggregation.

6315—-S D e % Latamoxef DEh LB L bDT
Hbo ADP EEFBE/ERA 1 6315-S DAMTHVAS, &
EDRANZIEB AL 6315-S DT IR T Ic kIR
DHDEETH DIt L, Latamoxef (3B BMETIZ
HEN—RERLEAET 28 TH5, Hlb, ELEY b
DA, HERLSH KL T ORI, —KRERDAHD
BETHY, ThULOBEEI—XKBEROEELFRTE
EAoNb, COLIRRERKEITVT63I5-S &
UMb DREMBEDER 2 BT 5 &, Cefotaxime b &
RET—REREZHE L 7o hCarbenicillin 2 ZRE$

DEELRTICIESE - 7o (Table 11),

CODZ Eidt MiVNED ADP RISV THEDEN
7-o Table 12 2773 & {, Latamoxef % Cefotaxime
138100 ug/ml CHHESN 40%LLE, Hib, —RESEL
bLAA—REBLIEE L, LiL, 6315-S iEHR
¥40%iIciEE O, —RMEOBHEDATH 1. E. €
LRETHE L it Fig. | iIoR3m<{ T4 5, Car:
benicillin {2 2, 700 2 g/m] Tidi & A LRIEERAERS L
Mo7ehi8, 100 L g/ml CiRxEVEEERALZRLE:

Table 13 & O Fig. 1 I3 & b /MO ADRBRRE
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Table 12 Effects of 6315-S, latamoxef, cefotaxime and carbenicillin
on ADP (3uM)-induced human platelet aggregation in virto

Final No. Platelet Inhibi-
Groups conc. of aggreguion') tion
(ug/ml) tubes (%) (%)
Control Saline 6 75.8
6315-S 900 2 56.2 25.9
2700 2 50.3 33.6
8100 2 439 42,1
Latamoxef 900 2 72.1 4.9
2700 2 64.9 14.4
8100 2 239 68.5
Control Saline 16 792+ 0.5 b)
Latamoxef 900 4 78.8+ 0.8 0.5
2700 5 53.6 5.2 32.3
8100 4 23411 70.5
Cefotaxime 900 4 782+ 1.2 1.3
2700 5 55.9¢ 6.8 294
8100 4 27.0¢ 1.8 65.9
Control Saline 9 77.9+0.3
Carbenicillin 2700 4 75.0+ 0.3 3.7
8100 3 26.0 £ 0.6 66.6

a) Maximum increase in light transmission after 3 uM ADP

(PRP = 0%, PPP = 100%).
b)Mean ¢ S.E.

42 6315-S, Latamoxef 3 & Uf aspirin D{EH %
HELA-bDTH B, 6315-S & aspirin LIz S BE
TH—RELZHE L7 VA Latamoxef (ZFHE L 7o
C DAL Table 10 5 X TF 12 ISR Lok & —B9
5,

Table 14 i3 & MVIME®D collagen dERIcHd56315-S
OYEf % Latamoxef OfEF & B L bDTH B, 7
Y ¥M/MRDIES & F#Ei 6315-S i1 collagen i
# L Latamoxef & h b3V HEEA%RL o

Table 15 i3 & MiVIMRD collagen #BEICXTd56315-S
DR % aspirin LB LA bDTH 5, MEAL LR
BEENIZEELR LA, 6315-S fEHRELRE
T aspirin D# 1/80 T&H - 7=,

7y MPRPI33.8% 7 T B — ¥ —%tikEH &
LTINS L 72852 collagen ot LA AR LBV,
Ehiz Ca** % id %M, heparin ZHEEERI & LT
Bhat, 2300k, BOBEDS L B -5 — Bl

(3.13%) ZRWTHRIT 2091 collagen i3t LK
659 B, TD&KHNEHET 6315-S H & U Latamoxef
DF v F/MROD collagen &R I T 2 ERZ LB L
fz Dbt Table 16 DHMTH 5, £ bF 3T HF DI
& &3IC, 5 v bD collagen 43 Latamoxef ©
MElxh, 6315-S TR\VEEBERMAOALICHRE
M- 1c. Aspirin (RARKFEICHEEEAE L Ab
DY FIIBRTEREALBEE L, 1ib, ADP Bic
X4 BERIE Y FOBA L I2IZE U T, Latamoxef A%
HMOAEERERL 6315-S DFERIZETE, - 2o

Fig. 234 *¥LXU5y b PRPICHEARED
collagen %0 L =B D M/ MREER/ <5 — o & [f1/MR
5D ATP B/ — 2R LI bDTH B, collagen
DARICIKEL TREOMBIIES LD ATP o iE
LKL,

Fig. 3 374 FM/MRD ATP futiicxt 4 % 6315—
SELUMDEHDEREZLBERFT LAKKRTH 3,
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Table 13 Effects of 6315~-S, latamoxef and aspirin on ADP
(52 M)—-induced human platelet aggregation in vitro

Final No. Platelet Inhibi-

Groups conc. of -weﬂ:ion') tion
(mM) tubes (%) (%)

Control Saline 4 81.8
6315-S 2 2 71.3 12.8
4 2 56.8 30.6
8 2 55.3 32.4
16 2 50.0 38.9
Latamoxef 2 2 79.4 2.9
2 70.2 14.2
8 2 44.1 46.1
16 2 29.1 64.4

Control DMSO 2 74.8
Aspirin 0.025 2 66.5 11.1
0.05 2 62.3 16.7
0.1 2 52.8 29.4
0.2 2 53.9 279

a) Maximum increase in light transmission after 5 uM ADP
(PRP = 0%, PPP = 100%).

Fig.1 Effects of 6315—S, latamoxef and aspirin on ADP (5uM)-induced
human platelet aggregation in vitro

Drug PTE L DP SuM P8 4 np s uM
( niM) ADP 5uM (niM) N (mfd) "
E Or = iea tmn
§ | Femine| 16
2
]
g 8
o
] 0.2
% 0-1
5
0.05
4 0.025
2 Control
1min 2
, Control Control

100-
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Tabel :14 Effects of 6315-S and latamoxef on collagen (2 yg/ml)—~induced human

platelet aggregation in vitro

a)
Final No. lag time Plnele:. Inhibition
Groups conc. of (sec.) aggregation (%)
(mM) tubes ! (%)
Control Saline 8 5142 77.6 £ 0.8%)
6315—-S 1 3 50%2 68.0% 1.5 12.4
2 3 521 60.1+1.3 22.6
4 3 58z:1 43.1+ 23 44.5
8 3 672 23.6¢1.1 69.6
16 3 8816 12.0+ 0.7 84.5
Latamoxef 4 3 51¢+2 75.1¢0.5 3.2
8 3 611 62.0+1.3 20.1
16 3 93+ 2 18.2+0.7 76.5

a) Maximum increase in light transmission after 2 ug/ml collagen (PRP=0 %, PPP=100 %).

b) Mean ¢ S.E.

Table 15 Effects of 6315—-S and aspirin on collagen (24g/ml)—induced human

platelet aggregation in vitro

Final No. Platelec®)
Groups conc. of aggregation Inuibition
(mM) tubes (%) (%)
Control Saline 5 67.6 £ 1.5%)
6315-8 1 3 57.2+ 2.0 15.4
2 3 48.4¢ 1.4 28.4
4 3 33.3+0.7 50.7
8 3 253+ 0.9 62.6
16 3 18.4+ 0.3 72.8
Control Vehicle®) 3 702 1.4
Aspirin 0.025 3 57.8t1.1 17.7
0.05 3 43.62 1.5 37.9
0.1 3 22.4+ 0.5 68.1

a) Maximum increase in light transmission after 2 ug/ml collagen (PRP=0%, PPP=100%).

b) Mean ¢ S.E.

¢} 30mM Tris—HCI buffered saline (pH 7.4),
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Table 16 Effects of 6315—S, latamoxef and aspirin on ADP— or collagen—induced
rat platelet aggregation in vitro (3,13% citrate) o
Platelet upepdon" (%)
Final cone, No. of
Groups (mM) tubes ADP Collagen
1M 20 ug/ml
Control Saline 5 58.1¢ 0.4% 79.0 0.6
6315-S 8 3 57.8+ 0.2 ( 0.5) 779+ 0.4 ( 1.4)
16 3 57.0£ 0.8 ( 1.9) 67.0£ 0.6 (15.2)
Latamoxef 2 3 57.62 0.5 ( 0.9) 78.5+ 0.6 ( 0.6)
4 3 52,6+ 1.0 ( 9.5) 73.7+£ 0.3 ( 6.7)
8 3 42,6+ 1.1 (26.7) 411t 10.5 (48.0)
16 3 18.81 2.0 (67.6) 0 (100 )
Control DMSO 3 56.7 £ 0.6 82.8+ 0.5
Aspirin 0.4 3 54.9x 0.4 ( 3.2) 783209 ( 54)
0.8 3 49.4+ 1.0 (12.9) 74.0¢ 0.1 (10.6)
1.6 3 42.9 £ 0.7 (24.3) 67.7¢+ 1.4 (18.2)
3.2 3 22.0£ 1.2 (61.2) 0 (100 )
a) Maximum increase in light transmission after ADP and collagen (PRP = 0%, PPP = 100%).
b) Mean ¢ S.E.
( ) : Inhibition in % compared to the control.
Fig.2 Collagen induced platelet aggregation and ATP-release in vitro
Rabbit Rat
— Collagen (ug/ml) - Collagen ( ug/ml)
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— 10 [
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_ 10 ()] [ WM
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e 5 I
(ug]ml) 25 h(lollage 4
. 4 pg/ml 204, 1
1.25 2 i ! ; <5 132 7
1 [ L5 25-050,5
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Fig.3 Effects of 6315-S, latamoxef (LMOX),
cefotaxime (CTX), cefamandole (CMD)
and carbenicillin (CBPC) on collagen—
induced ATP-release from rabbit
platelets in vitro

Gain x 0,005
ATP release LL: 204l
6315-§ ATP (uM)]
Collagen 4 mM 1 min
-8 mM
5 ug/ml ~Control 4 8
2

Gain x 0.005
ATP release )

r LL: 204l
r CTX 8mM |
L LMOX 4 mM 1
F Collagen LMOX 8 mM 1
r Swe/ml CTX 16mM ]
[_ LMOX ]
16 mM—
Gain x 0.005
L ATP release LL: 20ul |
L CBPC 8mM 4
L CMD 4mM |
I Collagen Control )
[ Sug/ml f CMD 8mM ]
[ CMD 16mM |

CBPC 16mM

63156-S b & A d A, Latamoxef, Cefotaxime,
Carbenicillin & 16 mM &\ > 7- & RE Tid ATP
BHEELL, 41, FLMH LAY, 4mME
R8mM & R TR, BIHBS ORI B E
T35DD ATP BHORIGRIZ Y I BB O RS E &
D bBEER L

4. M/MR® thromboxane A, &3 2/EM

Fig. 4 i34 # PRP icfi~* OBRE D collagen % %
MU ABEOM/MREESE TXA, £ROBFRERTHRK
TH 3, Collagen DF A T 31§ > CEBEARLE
MHIBES 2 N MARBERIJZEALED ORI,
UL, TXA,DER R collagen o iz i iE Hp

LTETLR. =4, "HFI/MIUTEVT—RERL
MRS LIE\WV ADP QIR T2, TXA, DERMIzL< 1B
ShlEh- 7,

Fig.5 374 /MR collagen $Micxd 5 6315—
S, Latamoxef, Cefotaxime, Carbenicillin 0 £ %
HBELALDOTHSB, MIRE 14.4mM 22 THRLA
eI RAIM DRI E LB T BICIRARERTH A,
Thd TXA, OERERERERL

Fig.8 ikt b/MED ADP &tk & TXA DM
FRERM LASKMKTH S, KMES3 1M D ADP ixt
LIZRRRETRLIA LD 4], —RRERDITH1:
LD2PTH 1M, TXA,DEKIZ ZIRBERORE L
BlMLTWB I EMNIMAA S, PVWT, ADP ik 3
ZIREEENRB 4 2R T 6315-S, Latamoxef, Cefo-
taxime, Carbenicillin @ in vitro TOYHRAEBRDIEL
HB L, Z0RER, 14.4mM Tid ADP ik 32K
BEBLXU TXA, A I3ELHEESN, £/, 4.8
mM THRELREELECTHRE LD 7,

Fig. TI/R LD 1.6 mM ORKIBETITE -2
BROLIAT, COBSITRERN—MAERL, T/
TXA, 6 bMAEFICE EE > TV, BB, TOK
#K\2 control BERE 2HDFEETH B, COEETIR
Carbenicillin @ fEH 22 2§ » - 2 »%, 6315-S,
Latamoxef, Cefotaxime DfICiZ KX/ 2RAEH S
T EMHRIE, 5 e,

INSDBRMANS, TXA,DEMIZ - REBEDRE L
B L, ZXREEROME| & TXA,ERKBAEE ZETT
BLEZOND, 6315-S IHERET TXA, &% M
B LA, #DH &3 Latamoxef % Cefotaxime i
RTHEOVLDTREN -,

m % =

6315—S i3 oxacephem RIAEMEICHEINBH L
WHAME TH 50T, £ DOMBEERB L O/ Mg sk
R BIEHERFT 51cH7-0, Fi< oxacephem &
REMB TH 5 Latamoxef & B L7-A%, Latamoxef
DERLREEDICBHEINTOVERTRLBVWDOT,
@ cephem RITEMHE & bHBERFT L7,

HEETR &SI, EMHEIIC L 5 HmAgER I p#
THEMERORBBEICIE, KAMLT, EY3I VKK
FHREIRTIcMEd 5 b0 & M/MRBEEICET 2 b
DEND B, BEICWAE, ChiMARENBEETS
M/MERDE LS A5, BIEHBSCbZEOMIZE
hThy, o, EERPEICEOTIRAREMEAE
EE®RE (DIC) bHERT DT, ThicES /MR
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Fig.4 Effects of collagen (A) and ADP (B) on platelet aggregation and
thromboxane A, synthesis in rabbit platelets in vitro Thromboxane A,
was determined as thromboxane B, by radioimmunoassay
Rabbit
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WTREBKRE» S KB TERShTHWELEL SN B,
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BLEZONTVS, THbbL, BHEEETICI €L
R U/MB LI CHERIBIRINE R 1324 2%, 1) Uk
ENLTRINE N EH, K 5> ORIUIMERRIC &
B DM TH 5 DT, menaquinone DURIY (L
LRV EEZ 5N B, Menaquinone 248 L TRIN X
NFHINTOARIOENIRERHATHD, Xoic, B
NERTIARELTR2IBIEHRLEVI L bH - THS
BRBSHATVLIEW, LHL, 5y McBVWTHEEDK
MEHHTDIEVS>KARELUNS LRXLBILT 2
Gy—UTHETAEIT, 3HMOHBARALLLRESY
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ERALES ha Y H T 5 R F WM (APTT) DER,.
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# prothrombin (PIVKA) otém, Ff3I7ov-40
7 —glutamylcarboxylase @ iEHME V> EF
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Fig.5  Effects of 6315-S latamoxef (LMOX), cefotaxime (CTX) and carbenicillin
(CBPC) on collagen—induced rabbit platelet aggregation and

thromboxane A, synthesis in vitro
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Fig.6 ADP-induced human platelet aggregation and thromboxane A, synthesis in vitro
Six male volunteers (A through F) participated in this study
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‘Fig.T Effects of 6315—S, latamoxef (LMOX), cefotaxime (CTX) and carbenicillin
(CBPC) on ADP-induced human platelet aggregation and thromboxane A,

synthesis in vitro
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Fig.8 Effects of 6315—S and aspirin on thromboxane A, synthesis in rat platelets
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EFFECT OF 6315-S (FLOMOXEF) ON BLOOD COAGULATION
AND PLATELET AGGREGATION

Kivomisa UcHipA, Haruro Takase, YAsuHArRU NOMURA,
Hisato KakusHhi, TsutoMu SHIKE, TADASHI OKABAYASHI
and SinNicHl MIHARA
Shionogi Research Laboratories, Shionogi & Co., Ltd.

The effects of 6315—S (Flomoxef) on blood coagulation factors and platelet aggregation
were examined experimentally and the following observations made.

1) 6315-S (300 mg/kg/day), or its side chain 1 —(2-hydroxyethyl)—1 H—tetrazol—5 thiol
(HTT, Na salt, 97 mg/kg/day), administered once a day for one week by i.v. injection,
caused no inhibition of y—glutamylcarboxylase activity in rat liver. In vitro, 6315-S de-
creased enzyme activity at very high concentrations such as 10 mM, but the inhibition was
less than that produced by latamoxef or cefotaxime.

2) 6315—-S had no effect on prothrombin time (PT) in rats fed an ordinary diet, but
increased it in rats fed a vitamin K-deficient diet. Increased in PT was also produced by
other antibiotics containing N-—methyltetrazolethiol. The hypoprothrombinemia was normalized
by vitamin—-K injection.

3) 6315-S caused no change in rat platelet aggregation when injected i.v. for one week.
In vitro, 6315—S decreased ADP-induced platelet aggregation (rats, rabbits, guinea pigs and
humans) at very high concentrations such as 2,700 or 8,100 xg/ml, but to a lesser extent
than latamoxef or cefotaxime. 6315—S showed little inhibition of ADP-induced primary—wave
aggregation, but latamoxef or cefotaxime inhibited not only secondary—wave but also primary—
wave aggregation. 6315—S showed a stronger inhibition of collagen—induced platelet aggrega-
tion than did latamoxef or cefotaxime. The inhibition caused by 6315—S, however, was less
than 1/80 that caused by aspirin.

4) 6315-S inhibited collagen— or ADP-induced thromboxane A, synthesis in rat, rabbit
and human platelets in vitro at very high concentrations. The inhibition was also produced
by latamoxef or cefotaxime to the same extent, but was about 1/300 that caused by aspirin.



