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HBEZDOWTHRE L, ¥7:, minocycline & fid HEg
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1) EFELEHEE

DTerRTEREA VI, —EHD HERIBRES
B WESWTRADFHGEY 60kg & LTHEIHL
7o

daunorubicin (DNR BB{A%I3E), 5mg/ml/kg

minocycline (MINO B& v £ ) —), 3.33mg/ml/kg

oxytetracycline (OTC HA X 27 1 7), 8.33mg/ml/
kg

doxycycline (DOXY B8 7 » 1+ —), 3.33 mg/ml/
kg

rolytetracycline (RolyTC ~* zx } « £ 4 .2v), 8.33
mg/ml/kg

tetracycline (TC &8 7 » 1 +—), 8.33mg/ml/kg

cefmetazole (CMZ =3t), 33.33 mg/ml/kg

cefmenoxime (CMX HHIKZTE), 33.33mg/ml/
kg

cefotaxime (CTX ~# &
ml/kg

« Uy V), 33.33mg/

* BRI [X _EXEs 2-10-35



904 CHEMOTHERAPY

JULY 1989

latamoxef (LMOX #5%285U3%), 33.33 mg/ml/kg

cefuroxime (CXM B& 75 » V), 50.0mg/ml/kg

ceftizoxime (CZX BERIEH/T L), 33.33 mg/ml/kg

methicillin (DMPPC H5AH%), 16.7 mg/ml/kg

benzylpenicillin (PCG BB{ABIZE), 10* U/ml/kg

ampicillin (ABPC P, 16.7 mg/ml/kg

carbenicillin (CBPC &%~ » 1 % —), 66.7 mg/ml/
kg

kitasamycin (LM EPEEEE), 6.78 mg/ml/kg

erythromycin (EM kK HA$%), 20mg/ml/kg

dibekacin (DKB BB{4HU%), 1.67 mg/ml/kg

gentamicin (GM =, + 7 x §4&), 2mg/ml/kg

polymyxin B (PL &8 7 » A 4 —), 2.5x10*U/ml/
kg

amphotericin B (AMPH =3t), 0.5mg/ml/kg

2) ®EHE

FRIIT X THANAEHEERREEY (AHE)
Do & o TITIE»T, BIRY et LR, BN
5L, BECHE ERELESAEREY, GE 2.5~
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#=a2— UrMmEF (AXAEK=%, Biophysio system
180) & #EHE Lico MENREL Th b, ZEXEBER
iz histamin phoshate (His: B§ ¥ 1k2, 1pg/ml) %
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TV, —EDIRFT, His (0.1pg/kg) 2 KEAH
JRE v#5 LT His i 2RXEXFEAN, Tieb

%, DNR izxT 5 MEHAEHE (Ab) DR EEHEX
#-B#(3, His, DNR, Ab, DNR, His, Ab, DNR, His,
Mix, His, Mix, His OJIEF T#5 L, DNR &5#%0
MEB T3R8 L, ¥4 MINO X3+ 5EERE
WE (Ab) DEEF~I- L ¥i3, His, MINO, Ab,
MINO, His, Ab, MINO, His, Mix, His, Mix,
His DJEFT#&E L, MINO HE#HOMERT #3g
L7
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Table1 i2ix MINO kR U tetracycline RITEHE
T#% OTC, DOXY, RolyTC, TC o * h Zhi
DNR *XE#5 Lic#H4& D, DNR 5% OMmERT
K&K L1, OTC %713 DOXY o%Fh#Fh & DNR
RIS T LMENET Lic, i OTC Lox
E#53EA Tk DNR 0 ZIERED # 6.7 f£Li
h, ZOBIEEE His it LTh L7 {5 Thotoo

KiZ cephem FREYEOEEHF L DNR o0fx4b
B HHE LDt Table2 TH5, CMZ BXERET
DNR B ED 3 TMEXB T IE, XHKEK
B 5 THEHE His © 77% ¥ THEXB T X¢1, CMX
RXEHRE T3 BEFER /2 DNR LE UT [l
535 L, B His © 0% ¥ TOEYBET €1,
&5iz, CTX (% DNR & D% F#45T DNR B
Sof2fEE cmMEXT I, L» L LMOX, CXM
(2. DNR LB TLIREAY ME*BRTFTI®BZL
e hs e,

Table 1. Daunorubicin and tetracycline antibiotics

DNR-administration 1st 2nd 3rd
25.8 19.4 172.4
0TC 100.0% 75.0 668.2
23.4 28.0 30.4
DOXY 100.0% 119.6 129.4
Ve 8.7° 8.7
Roly 100.0° 100.0
15.1 3.8 3.6
TC 100.0° 25.2 23.8

s ; evaluation I
b : evaluation II
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¢ Table 2. Daunorubicin and ceplllelzn"antibiotics

DNR-administration Lst 2nd 3rd 4th ]
" 125 37.5° ' 25.0 77.8.
CMZ , : C
100.0b- 300:0 - ; 200.0 622.0
14.8%- 148 167 9.9
CMX .
. 100.0%- . 100.0 - . 112.8 614.2
i 21.6 | 52.2 L 545 ‘375
CTX i ' T ¢
| 100.0% - . 200.0 208.8 143.7
LMOX 9.1° 9.1 111 0
L +100.0° i 100.0 121.9 0
‘ 18.2¢ Y [ 8o ! 17.4
CX o ; s ¢ .80 X .
M +100.0% - . 478 ’ 43.9 ' 95.6
* 1 evaluation I [ { ’ ‘
b evaluation II 3 e o b - -
Table 3. Daunorubicin and penicillin antibiotics
DNR-administration 1st 2nd 3rd 4th 5th
5.7 11.4 21.6 31.6 23.5
DMPPC 100.0° 200.0 368.4 554.3 412.2
PCG 20.7° 13.8 6.9 139.1 188.9
100.0° 66.7 33.8 671.9 912.6
‘ 9.5° 4.8 13.2 4.8
ABFC 100.0° 50.0 138.9 50.5
5.3 5.3 5.3 33.3 66.6
BP ;
. CBPC 100.0° 100.0 100.0 633.1 1,266.2
* > evaluation I ' .
b evaluation II l !
Table 4. Daunorubicin and macrolides, polymyxin B, aminoglycoside or amphotericin B
DNR-administration 1st 2nd 3rd 4th 5th
LM 21.12 31.6 47.6 81.8 104.3
100.0° 149.7 225.6 387.6 494.3
22.22 22.2 13.3
EM 100.0° 100.0 59.9
PL 15.22 15.2 41.0 109.1 183.3
100.0° 100.0 269.0 717.8 1,205.9
DKB 20.0° 26.1 34.8 70.0 55.6
100.0° 130.5 174.0 350.0 278.0
oM 9.12 13.6 10.0 21.0 84.6
100.0° 149.5 109.9 230.8 929.7
10.5° 21.0 21.6 34.6
AMPH 100.0° 200.0 205.7 327.7

2 : evaluation I

b : evaluation II
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Table 5. Minocycline and cephem antibiotics
MINO-administration 1st 7 2nd 3rd 4th Sth
' 22.28 20.0 21.1 8.9 25.0
CMX
100.0® 9.1 9.0 40.1 112.6
34.9* 11.1 11.1 21.0 33.3
CTX
100.0° 31.8 31.8 60.2 95.4
25.0° 31.6 10.5 10.0 10.5
LMOX
Ox 100.0% 126.4 42.0 40.0 42.0
17.4* 17.4 0 9.1 0
CxM 100.0° 100.0 0 52.3 0
15.22 10.5 10.5 0 0
czx 100.0% 84.0 84.0 0 0
CPZ 18.2* 22.2 22.2 35.3 20.0
100.0° 122.0 122.0 193.9 109.9

2 evaluation I

b evaluation II

Table 6. Minocycline and oxytetracycline, benzylpenicillin, kitasamycin or polymyxin B

MINO-administration 1st 2nd 3rd 4th 5th
oTC 18.22 52.2 69.5 346.2 100.0

100.0° 286.8 381.9 1,902.2 549.4

PCG 12.5b 11.8 5.9 56.3 28.6

100.0 94.4 47.2 450.0 229.0

LM 5.3 15.0 10.0 15.0 21.7

100.0° 283.0 188.0 553.0 409.0

PL 5.0? 5.0 10.0 2.5 7.5

100.0° 100.0 200.0 50.0 150.0

a  evaluation I
__ b:evaluation II

s DER% penicillin RFLEHEICOWTHTE-
72, Table 3 127% Lz X 5 i2, penicillin RITEHE DB
&1zt DMPPC & DNR »#x%E#53 %5 & DNR #ih
BEDH 3.6 5KV ETmMEX TR, MMONEHNE
L DNR r»XE#HE L TLMEIRMET Linh - s,
HEREOR TRES TS L, KUTHENTHSE
fsH bR, HTh PCG & DNR % U TS L
7-Bic 13, DNR BM#r5 o 6.7~9.1f, £2¥ His ©
1.39~1.88 fEDMERT &R LT ,

X &tﬁﬂo;‘ﬁﬁo HiEmE L DNR Lo fiBic X 3
ME~DHE R FA~Ic0b Tabled THb, LM, EM,
PL, DKB, GM, AMPH o%*h¥h& DNR LOXE

BETEHE VAT LNERTREDLRT, BIRE

By Ex tc LM THiE# His © 47% TH-T1

¥%, ThX¥hli DNR »RAEEE L-Bs, £hc
MEATRETAE@N & 5 h, T LM 5501t
PL & DNR ! DR ECiak & il EBTAZRLN
1o Tiehb LM 0413 DNR Bty 5o 4.9 £,
BR¥E His © 1.04 f£, PL 04 DNR Bmip 50 12
& BE¥E His © 1.8 5 Th -1

WIZHIEIO#H 4T, MINO % DNR &G L84
BBy MERRTHFE I hIcnT, =0 MINO #{t0
TAEMBE LA ED ¥ THRE L, Table5 i3 ce
phem RHALEWE & O Z AR 1D MINO #5#
DMERTRER LA, WiFho fikimEr MINO
EBFRLTIMERINE LA EHBRYES feh o oo

SEF I, DNR EHEB LIBAK S el ERTY
RIcTZ ENBEOME 7L - fo EHE OTC, PCG,
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LM, PL oZxhFh & MINO %X E# &R U FEHE 5
LizkER % Table6 /R L7, OTC & MINO LR LU
tetracycline RHIAEHBE THH L1 b 6T, XEE
L8 0E LTl 5 & & MINO #5.4% ol FERE T E
BRECKEL LY, TOROAMKEE T MINO B
W E D 19 f£, B His o3 LTS 3.46 f5% CTME
T i, PCG, LM, PL L DX FHE TIRMER
12 LA EHBIRALRIED - i F DB ORI ST
WTC, BEOMERT %R L1,
1. # =

DNR r#x« OHEWMEDE L 2REFZS K LUR
By s Lic BE&0 ME~D BB oWT R LICEE
%, OTC, CMZ, CMX, PCG, LM, PL o &£¥#| &
DNR %* R 5T 5 &L 2Mis—BEOMmER T A58
Bhteo ¥t, MINO :ORKHRETIE, A0
OHAEWBE D 5 BFE L tetracycline RiI2B3 % OTC o
&#EIIEE%E&'FE‘S%ﬁ:o

chbo, Ak » TERT*FET 5 NEDE
G2, REREANE - BT, BiEE1rS
FRHOAZELEEHTETH T LB A TRARET
Hho LithiaT, B eI, MERETHFEIND
X5 A BN RELEINDAIEMELD Do
NERTYFETHIHENBERCOWTARDE, RER
5 X ) ARBEEOFNELM X A MERT %5
R Lic, 2hit, Z2o0HHEDOARREAN TOEEN
HEFEALEXL LN B, Thil LicAHEOGREE
PEBCEL LA LICBR LTV E D2 s Litialy,
LSEIOEBRICAV BERIZ, RAO—BOBEREZS
ER—EEHEELTWALD, BT, TOXhE
OEREFRZ Y 2w, BEMEOEELLTIUE, &
DEREOKERTIIRLTRKEVWELIIELL LV, EHIT
ReEEOEm»SERTHE, SEN, —BOMERT
KDOWTOSERICRE L s, Thiiilic OTC,
‘PCG, PL oxhrh & DNR #ER#&E5T5 L, ME
DEFME (FEB) HEHRACTRELYETD 1/2 AT L
TXoHEER T BCES BN Abhic, ZDBR
RABR ST X > T —BED mMERETZ /R Sichoic
ABPC ZoWTHEBDLNBEELDH - 1

B, HADEIENOH®EY LEIfFR OBRE »

BME LTofARIbI, FUBMEYE LERIE
WE LD AN EHRAKEN BRTREWTTbhT
Wb, AR TR X 5 7eZ EMEEROBITI T
BZHELILELITHATHY, SEOFMILBEY L
BLTH5LDTH5bBo
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DECREASE IN BLOOD PRESSURE CAUSED
BY ADMINISTRATION OF ANTITUMOR
AND ANTIMICROBIAL ANTIBIOTICS

AxiHiko Yamamoro, Mitsuniro NuMaTa
Department of Antibiotics, National Institute of Health

KinacHIrRO SHiMIZU

Department of Internal Medicine, Tokyo Women’s Medical College

Transient and drastic decreases in blood pressure were observed when DNR was alternately or
simultaneously injected with OTC, CMX, CMZ, PCG, LM or PL into cats at clinical doses. The
same phenomena were observed when MINO and OTC were alternately or simultaneously injected.

The percentage decrease against histamine standard was 170% for the third alternate administration
of DNR and OTC. ’

The maximum percentage decrease against histamine standard was 90, 77, 190, 100 and 180% for
simultaneous administration of DNR and CMX, CMZ, PCG, LM and PL, respectively. The percent
decrease against histamine standard was 100-350% when MINO and OTC were simultaneously injected
into cats.



