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BEEC DL TR L7z, MRIZEENREOS L84, [IEXX20], MEL2HTH
5, B5a 5% 7 HB I M/MRE, HIMEAERE, m/MRKERE, mM/MREEEEE, M/VK
ATP fjutikE, 7o bo s EUrEl, BUSS bor K77 25 65, 74 7Y /=%
Yy 747V URREY, PUYEFAM, ANTFITRFUT AL, BI-VI-IX - XEENR
F, Protein Induced by Vitamin K Absence or Antagonist (PIVKA-II) ##IEL 7-, &%
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Cefminox sodium (LAF CMNX) @774 %
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Table 1, Subject background

Case Age Sex Diagnosis Underlying disease
1 80 M Pneumonia 0Old pulmonary tuberculosis
2 26 M Pneumonia -_—
3 70 F Bronchitis Old pulmonary tuberculosis
4 65 M Bronchitis Bronchial asthma
5 67 F Pneumonia Old pulmonary tuberculosis
6 82 M Pneumonia Diabetes mellitus
7 53 F Pleurisy Gastric cancer
8 64 F Pneumonia i
9 78 F Pneumonia Bronchial asthma
10 74 M Pneumonia Old pulmonary tuberculosis
Pulmonary aspergillosis
11 55 M Pneumonia e
12 44 M Pleurisy —
13 76 M Pneumonia Old pulmonary tuberculosis
Diabetes mellitus
14 67 M Pneumonia Lung cancer
15 46 M Bronchitis Bronchial asthma
16 82 M Pneumonia /Lung cancer
17 79 M Pleurisy Diabetes mellitus
18 51 F Bronchitis Bronchial asthma
19 75 M Pneumonia Bronchial asthma
20 50 M Pulmonary suppuration Diabetes mellitus
21 68 M Pneumonia Bronchial asthma
22 7 M Pneumonia Old pulmonary tuberculosis
Pulmonary aspergillosis

CMNX iEEAIE LT1IHCMNX &L Tdg*
2B, &2 EHRIEK 100 ml 2B LK 60 £

TRIEFEL 2,
2. ®REEAR

CMNX 85/ L 5% 7 BHICLLT OME % fE1T

L7z (B&3E, HAD).

i/ (PLT, x10%/xl), ik (BT, min’

sec”), M/MR¥5%AE (Platelet adhesiveness, %),
M/MREEERE (Aggregation activity, MAX %), M
/MR ATP fitiiBE (ATP release activity, uM), 7
o bo vt oiE (PT, %), @S o R7T
AF vEE (APTT, %), M7 47V /-5 {#
(Fbg, mg/dl), 7 ¢ 7Y v H#EY (FDP, ng/dl),
rarRT7TAM (TT, %), ~NNXFFAF VYT AL
(HPT, %), &@EKHRFI -VI-IX-X (I[-VI-IX:
X, %), Protein Induced by Vitamin K Absence or

agonist (PIVKA II, xg/ml)

BIERC oL TR EfEEROM, B5Fi%OBK
REMOEE =ML 7,

3. EHRHE

RZIRYE I RM, BWERL L OBKER - 8K
WOWk - futk, CRP, HMmER#HZ L OREREOH
B EDSBOHNCHIN LES - B%) - ERHD 3 BFE
R, BYMULEL > TEMEREHE L, £,
HIBEFRC RERBEOMHKE b > THEL 72

4. MEFH®%

/v # ik, Baker 810 % LE&HA ¥ —5
YR L DRIEL 72, BT it template Ivy &, M
MRS HE 1T Salzman ik ® iz,

M/MREREHED 3 E T 20GHTEDT 4 AKX
TNVESHE CTHIRI 2R L, $FARIMM 9 mlixwL
3.8% 7 B ) v L% 1ml OEESTRRENT
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Table 2, Clinical efficacy
Excellent Good Fair Unevaluable Efficacy
rate (%)
Bronchitis 1 1 1 1 66.7
Pneumonia 5 7 2 83.3
Pleurisy 1 1 1 50.0
Pulmonary
; 1 100.0
suppuration
Total 7 9 4 2 80.0

& (B, 1,000 [O1%= 10 7ML L T fu/MR 0
#% (PRP) %87, M/MREHIFERICHWLERTII,
R—AOZM/MMrinsE (PPP) T&HHRL T PRP o
/MR % B 20~40 X 104/l I RBL 2o DWT
PRP c@EEEYE L L TCADP-a5 -4 -2
7V e YRV EF MR, ZHNSMAY AR
#% HEMATORACER V MODEL PAC-4S R
THM/MEREEELXREL . EVWEOBRE X
ADP1x10°M, 2x10"*M, 1x10°M, 2 7 — %
v 10 ug/ml, 3ug/ml, 1ug/ml, TEAXA7Y »1X
10*M, YA +EF>1.2mg/ml, 1.5mg/ml & L
fo BERIIBREEE (%) KLORL L, VMR
DATP i H BE 1X, H & »» U ® PRP i< luciferin -
luciferase reagent ##ML TH %, LIEBREEEY
BRMZ3Z > TEL S ATPRHREER 7 0/
o 7 # %! Lumiagregometer Model 400 = X » fIsE L
7z HUtEEIE photomultiplier tube 2/ L T lumi-
nescence ¥ EHEMICHIE L o, MHEELYWE 21X
10°M ADP, 5ug/mlas—4% >, 1X10*Mx
27V, 1.2mg/ml ) A b F 2Bz, PT X
Quick &, APTT i3#E# %, Fbgit b o v B U,
FDPiR77 v 7 AGEEEC IV E-RDEEHEL /2
TT ix Owren &, HPT i348#gk, M -VI-IX- X
PT - APTT ic# U CHIEL /2o PIVKA-II1ZZ 7 v
7 2 8t £ (latex agglutination method) % F \»
2o

FTRTDF—% i1k Mean+SD TE L, HetFHIE
WRMNEDH 2 t REEZAVTCRRE S KT EE
EHDEHEL .

III. m |

1. BK%E (Table2)

BERSIROYEREETH > 12 20t LT, EZ
T8, BB, EXAFITENEIZORBTH >,

Table 3. Bacteriological efficacy
(8 Cases, 9 Strains)

Eradicated Replaced

S. pneumoniae 1 1
H. influenzae 2 1
K. pneumoniae 1
M. catarrhalis 2
P. maltophilia 1

7 2

24 BID S 5 1 GUIFBIES, 2 Bl xERFKRSH]

i~ imipenem/cilastatin sodium *#5 s h@EWHTH
S IHEFITH %,

2. MEFHRIME (Table3)

EREI 8ES I BB S NREFIZ0%TH
Ste FDDLEMHKIZTEK, BXFR2EKTDH
272,

3. M/MVRBRAE - MKSEEIREERTE

ERERZRE Y CMNX #5§i#% TR,

A, /MRS - e - f/MREEERE (Fig. 1)

5ROV R Mm/ME# 32.3+14.4, HImEFR 5
327 +1°90", M/IMVRKEERESL.9+15. T, RE®KTIX
40.2+13.4, 6°09"+1'81", 49.1+20.5 CERZ%7%
DR o7,

B. m/VMREEERE

a. ADP 1x10°M, 2xX10°°*M, 1x10°*M
(Fig. 2)

BREROBAKBEERDFY X ELT9.4£7.3,
69.5+8.5, 68.8+19.5T, % 5% T 1378.8+6.4,
69.8+4.8, 60.0+25.1 CTEEZ.2ZD Lo,

b. 27 —4%>10ug/ml, 3 ug/ml, 1xg/ml
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PLT BT platelet adhesiveness

PLT: platelet count
BT: bleeding time

paired t-test

Fig.1. Changes in PLT, BT and platelet adhesiveness.
1x10°M 1x10° M 2x10°M
Max. % Max. % Max. %
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w0{ w{ 1004
~—
804 80 1 80 4 %
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201 20 J 20 A
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paired t-test
Fig. 2. Changes in ADP aggregating activity.
10 pg/ml 3 pg/ml 1 pug/ml
Max. % —NS— Max. % —NS— Max. % —NS—
1004 100 1 100 1
80 4 80 1 80 1
60 60 60 1
404 404 401
201 204 20 1
0
before after before after before after
paired t-test

Fig.3. Changes in collagen aggregation activity.
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(Fig. 3) EREEWD Lo T,

BEROBRAKEEEDFEYIZE470.9110.9,
64.4+22, 55.5+22.3 TH S H T2 74.1£4.0,
69.7+19.9, 47.2+30.2 THEEX2RD 1o 1,

c. TEAXA7Y>»1x10™*m (Fig.4)

BERT1366.4£19.6, MEHTT4.525.9 L A K
ErFDLR oI,

d VYA bMEFrl1.2mg/ml, 1.5mg/ml (Fig.
4)

BEHI O3 &KL53.6+33.1, 66.2+23.8 TH
E#71350.0+£32.1, 68.3+14.3 t EXZ2 W%
Moz,

C. Mk ATP fixHikE (Fig. 5)

ADP 1x10°M

b. 35—%>5 ug/ml

BEMOYS 22,5116, EHTIIX2.5£1.7 T
HEREERED oI,

c. TEAZ7VY1XI0*‘M

BEMOFHIZ2.1+1.8, #EHTIIZ2.1+1.8 T
ERELRRD Lo T,

d. VAbEF>1.2mg/ml

BERMOPHIZ1.6+1.8, ®E5EHTIZ1.3£1.1T
ERELTD Lo T2,

D. PT:APTT-:Fbg:FDP.:TT-HPT (Fig.6,
7

PT +« APTT +Fbg« FDP+ TT - HPT O¥t5{# 12 %
nheEh, $£5811393.9+19.1, 91.6+14.6, 516.4+

Epinephrine 1x107*M

Ristocetin 1.2 mg/ml

BREROFHIX1.321.1, 5% TIX1.421.1 T 137.6, 249.6+395.1, 83.3+17.6, 109.5+£23.5 T
Ma):o‘?- NS Max‘l(:)/:w NS Ma’:(:: NS
80 80 801
60 601 601
404 404 401
201 20 20
0 before  after before after 0 before after

Ristocetin 1.5 mg/ml

paired t-test

Fig.4. Changes in epinephrine and ristocetin aggregation activity.

—NS+ rNS—
uM uM
54 54
4 44
34 34
24 24
14 14
before after before " after
ADP 1x10°°M

rNS— rNS—
M uM
51 54
44 C 4
3 3
24 2
1 11

before after 0 before after

Collagen 5 ug/ml Epinephrinel 1x10-5 M Ristocetin 1.2 mg/ml

parired t-test

Fig.5. Changes in platelet ATP releasing activity.
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—NS— r—NS— r—0.01—
100 100 500+ \
\ —
504 50 ~—
1004
0 0
before after before after before  after
PT APTT Fbg
PT: prothrombin time paired t-test
APTT: active partial thromboplastin time
Fbg: fibrinogen levels
Fig.6. Changes in PT, APTT and Fbg.
—NS— —NS— % —0.01
1609
ng/dl % 140
1204 1204
1,000 1004 100
804 80+
60 601
5004 —_—
40 40
/
20 20
100
! t—rnrcr—— 0 0
before after before after before  after
FDP TT HPT
paired t-test

FDP: fibrin degradation products
TT: thrombo test
HPT: hepaplastin test

Fig.7. Changes in FDP, TT and HPT.

B 5% 1389.1+15.7, 99.4+17.4, 422.4+112.6,
198.4+266.6, 75.1+21.5, 110.1+28.7 T#% Y Fbg
DHBEBRTEECETL 2, FOMIKSHIHD
BICEBZREDONZ» ST,

E. II-Vl-IX-X (Fig.8)

B 5§ O FY ik &£%105.8+29.0, 94.1+37.6,
140.9+53.5, 99.8+29.4, # 5 #% i3 £4115.5+
30.9, 102.8+39.5, 168.9+83.9, 132.1+66.7 CH
BEEETD RIS,

F. PIVKA-II (Table 4)

g5k T2PRMETH -,
4. EHIfER

CMNX #5 228h3Blic b5 A7 3+ —€D
LREBDID, DT LBETREETAPHIE
RLUT,

IV. # =

1980 RV 201 3 28 3 A DHEYH AR,

FRINFREEZND TV, LHL, ZOREATF
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% NS4 % rNSq y rNSA 0 rNS9
3007 300T 300+ 3009
200 2004 2004 ;r‘ﬁ::j 2001
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= X =
e
0 before after before after before after before after
il VI X X
paired t-test
Fig.8. Changes in coagulation factor levels.
Table 4, Changes in PIVKA-II (ug/ml) COONa  r i
)
(latex agglutination method) I:l O, A CH?'ST&}I; T Ho
Case no. Before After "OOC-—(‘I—CH;SCHzCONH--I:-L ! —I\II:
) <1 <1 ; CHOH S
NHa*
2 <1 <1 ) i .
3 <1 <1 Fig. 9. .Chemlcal structure of cefminox
‘ <1 <1 sodium.
5 <1 <1
6 <1 <1 DB-778 LREYVEORMTHIHMBEOR=
7 <1 <1 ) URBEEQCEES L THESEOSHEE M, M
8 <1 <1 JAERFF P75 LHBNEDY REBEH L OES
9 <1 <1 PHETZ2ILRLEDRPLOLICHOVWERBIEAEZTRL,
10 <1 <1 FELT/ 70 NEBS L UBREHE I L TELE
11 <1 <1 HanTw3, SEIOKETHL CMNX 0BE#XIZ
12 <1 <1 B0%TH o7z, BAS'IF, 1,137 PIOBRERREIC
* 6 g/day NLUTRENERY ThHo et RT3, %7z,

PIVKA-II: Protein induced by Vitamin K Absence
or Antagonist

VY UiiteRE T P oRERRER L TATMMEEOLER
PHEMERS S OHMmMER" & BB L - T
ETV3, SHLERIEHS, KKBERL EHBELIT
RIBBLFEOS M- BIEL T T EBTFREN,
SORRLTHALRNEMEORRERBREC > T
2xlwZlEThs,

CMNX® 3 Fig. 9 IcRL7ZE <770 XK
YRBO TR S/ BEBETOEERE7 7~
1o REWET, %OEHIX Dual action iz Xk %
Multi-bulge DRI T S BHEER, ThbbiEX

BIERICBIL COEBR LD ELHEEELTY
ERAMOBVWNEMETH S Z LBTIRENT,
X5z, 1988 EIZL 7 x ARMEMESES L 12
ERbhA2HMIC L 3 6 FIDFETHES*RNBICL7 =
LFRTIEWE & HMBER - MBEEERY & OBFRIE
Baho25H%, zORERFICOVT, QEF >
KRS CBEET 3 b0, Q/Mr#ECHETZ LD
D22CKFlENTWwE, ODFEEE L TIHESRER
Bick20E% 3 VKERTRY RPHEVERS
wkBabE sy I KELBANME (Bacteroides
fragilis, Clostridium septicum %z ¥) O 8 & #l
#1210 LAY ERIS (N-methyltetrazolethiol %,
UFNMTT LBET) k3t 2 v KIKEERR
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F OSRG-S L EBHIOLN TV, FHCH
L €, Lipsky '@ NMTT 5t % 2 > K #7785t [
KT &S EEFRIC 817 5 y-Glutamylcarboxyl 1t
RIS %ML, y-Carboxylglutamic acid % & £ /¢ \»
HTER{A O PIVKA #&ERR X, EXLBERFORZ
EELTIEERE LS, 24, NESMBZEOR
HeLTbEs 3K cycledtE s 2 > K epoxide
reductase DRAEIC & 2 e b~ Tn b, @DFRE L
L TR ECIVMREHERREOMGIC L 2 bDeFZ N
Tw2a"™, ZOMFEE LTI, 1) prostaglandin 4:
SR OME], 2) M/MRICE £ T % cyclic AMP
O, 3) ADP /ML & 78 —DREEIHE 2 &
BIEE ST 5, W51 12 CMNX o ik 1 ##
KBLIRTHEECOLTRIL, 74 FIZCMNX %
40mg/kg/H A2 1H1EKE L BT ADPEE £
i, a7 —47 CEEECEE IR, &5 I MKEERE
BECOHE LD RO LI LERELTWVWS, L
L, M/MREESBZOLDIZ DL TRV E R+
B AN T B S THEMEKS S HnfARm R
EBF L THL AN SBROMARLBFINLEDS
Thb,

— R EHNC & B I/IMRBEEEINS] L Z OB DM
BREENERTIEEbhTED, SEHEHESIZ
CMNX #5% 7 H B /MRBREE B L 72, 5
B U 7- ARG E AR B RERMIHICB T AR
EYELEENTEY, 5E Fbg B CMNX £ 5%
THELZET 2R L oSSRk ERER P BBk -
CRP 2 EREFRAEMSHKEL TEBY, THIIREDHA
BLOEEPRML TV EEZ 6N, iz, B
BAEFEZ Db DPHETORENE FEX704FF
ERBEAK 72 Y) PREBCEEL TR LEE
TERW,

%k 5 13, CMNX o - BER B LIZT#
BIZOWTLEAEZ2ITV1L3MU4F O S 5104
(0.74%) CEGEERECRE LD H, £hb
ITEREE - SHHELE L T A8I05% R LS
It o THEBIE o e L BT %, SEIORE T
b CMNX 121 H 4g, 7 BH# S T fn/MREEE - M0
R EEE e L ERICE/ R & LIGESIE
CRECFEATELRHAYMETDH 5 LABAE NI,
ZOERICIBEORELERL, +32EESLE
Thb,

AREERZ DI04 D, YRMBEREZ B L UMK
- DEBNEEHBL £T,

X 73
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F, &M %, ®kEZRR Cefminox o kMMM

Clinical evaluation of cefminox sodium and investigation of its
effects on platelet function and blood coagulation

Norihiro Kaneko, Takanori Akizawa, Kazukyo Nakagami, Minehiko Yamada,
Hidehiko Ohtsuka, Michiaki Narushima, Kazumasa Tanaka,
Hajime Suzuki and Eisei Noguchi
Division of Respiratory Diseases, School of Medicine, Showa University, Fujigaoka Hospital,
1-30 Fujigaoka, Midori-ku, Yokohama 227, Japan

Hideo Terada

Division of Hematology, School of Medicine, Showa Universiuty, Fujigaoka Hospital

The efficacy of cefminox sodium (CMNX) in the treatment of respiratory tract infection and its
effect on platelet function and blood coagulation were investigated. The subjects were 22 patients
with respiratory tract infections, 14 with pneumonia, 4 with bronchitis, 3 with pleurisy, and 1 with
pulmonary suppuration. CMNX was administered by drip infusion in a dose of 4 g/day. Clinical
efficacy in 20 patients with respiratory tract infections was as follows: excellent in 7 cases, moderate
in 9 cases, and poor in 4 cases. The over-all efficacy rate was 80% . Bacteriologicvally, a total of
9 strains were eradicated. No objective or subjective side effects of CMNX were detected, although
slight transaminase elevation was observed in three patients. The effects of CMNX on platelet
function and blood coagulation were investigated, i.e., before administration of CMNX, and again
after 7 days of administration the following parameters were measured: platelet count, bleeding
time, platelet adhesiveness, platelet aggregation, platelet ATP release activity, prothrombin time,
active partial thromboplastin time, serum fibrinogen, fibrin degradation products, thrombo test,
hepaplastin test, coagulation factors II, VI, IX, X, and PIVKA-II. The results failed to reveal any
effect on platelet function or blood coagulation. Thus it was concluded that CMNX is highly
efficacious in the treatment of respiratory tract infection and that it is a safe antibiotic in terns of
platelet function and blood coagulation.



