RESULTS =

‘Isolated guinea pig ileum 3

The antibiotics streptomycin, kanamycin,
viomycin, neomycin and paromomycin did not affect
the spontaneous contractions ef the guinea pig
ileum in concentrations upto 1 Pg/ml.The sponta-
neous contractions of the ileum were however, in-
hibited (PFig.1) by the antibiotics in concentra-
tions of 10 Pg/ml and above. The ileum fully re-
gained its spontaneous contractions on changing

the bathing fluid.

The responses to histamine (100 ng/ml) were
not affected by 10 Pg/ml of the antibiotics..In
higher concemtrations (100 Pg/ml end sbove) the
antibietics inhinited the responses to histamine

(100 ng/ml)(Fig.1).

The cummlative dose-response curves 1o ace-.
tylcholine (100, 200 and 400 ng/ml) were shifted to
the right by all the antibiotics. It was possiole
t0 obtain a maximal résponse to acetylcholine in
the presence of the antibiotics. The logarithm
(x~1) was plotted against the negative legarithm
of B, where x is the dose ratio and B is the corre-

sponding molar concentration of the antibiotic.
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The calculated regression line was fitted and the
intercept of line witn the abscissa: (at zero level
gave the pA2 values. The mean pA2 values were cal-
culated from the individual pA2 values. The data

are summarised in Table I.

For competitive antagonism the theoretical
velue of the slope (b) of the pA plot is -1.0
{(Arunlakshansa and Schild 1959). The mean slopes
given in Table I for the various pA plets are in

fair angreement with the theoretical value.

Unlike the antibiotics the degradation pro-
ducts, streptidine and streptamine did not inhibit
the spontaneous contractions but potentiated them
in concentrations of 1 Pg/ml. Streptidine itself
induced contractions in higher concentrations (100
Pg/ml,and above). The responses to histamine (100
ng/ml) were inhibited by streptidine (1 mg/ml and
above) and the cumulative dosewregponse curves of
acetylcholine (100,200 and 400 ng/ml) were shifted
to the right as in the case of the ant;bietics.
However, the vaeluesof slope (b) were less then
-1.0 in all experiments (Table I) indicating that

the antagonisim was noncompetitive.

Streptamine (1 mg/ml) induced powerful

]
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_Figure No.2
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Pig. 2 3 Isolated guinea pig ileum suspended in Tyrode
solution (5 ml bath, %7°C). Responses strepta-
mine at STR. Panels A show control responses to
streptamine (1 mg/ml). Respenses shown in panels
B and C were obtained after the addition of
stropine sulphate (10 ng/ml ATR) and hexamethonium
bromide (10 Pg/ml 06) respectively to the bath.
Time cycle, % min.



contractions of the guinea pig ileum. The spasmo-
genie action of streptamine (1 mg/ml) and strepti-
dine (1 mg/ml) was completely blocked by atropine
(190 ng/ml ) and hexamethonium (10 Pg/ml) (Fig.2).

TIsolated frog rectus abdominis muscle.

All the antibietics inhivited the contrac-
tile responée to cumulati%e doses of acetylcholine
(2,% and 4.5 Pg/ml). The analysis of data on anta-
gonism of acetylcholine by the antibiotics was
similar to that aescribed under guinea pig ileum.
The data are summarised in Table I. Thé values of
slopes of pA plots suggest that the antibiotics

antagonised acetylcholine competitively.

Streptidine also inhibited the contractile
respenses to cumulative doses ef acetylcholine
(2,3 and 4.5 Pg/ml). The cumulative dose-response
curves were shifted to the riéht but the value of
slope (b) was less than -1.0 (Table I) indicating

that the antagenism was noncompetitive.

Streptamine failed {to inhilbit the contrac~
tile responses to cumulative doses of aéetyleholine
(2,3 and 4.5 Fg/ml) in concentrations of upte 100
‘Pg/ml. In higher concentrations (150 Fg/ml and

above) the responses to cumulative doses of acetyl-
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Figure No.3
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Fig.3s Isolated frog rectus abdominis muscle suspended ﬁh
frog Riner solution (25 ml bath, 30°C¢). Cumulative
dose responses to acetylcholine (Ach) (2 pg/ml) at 1,
(3 }J.g/ml) at 2 and (4.5 p.g/ml) at %. Panel A shows
control responses. Responses shown in panel B, C and
D were obtained after the addition of streptamine
(180 Pg/ml STR1, 720 r.g/ml STR2 and 2.9 mg/ml STR3).
Panel E shows recovery to acetylcholine responses.
Time cycle, 15 min.
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Fig.4

Figure No. 4

STREPTIDINE Ad S5TREPTIDINE Ach PaROMOMVCIiN

Isolated rabbit hearts perfused with oxygenated locke
solution (10 ml/min, 37°C). Panel A shows the responses
to adrenaline (1 pg Ad) and streptidine (10 mg). Panel B

shows responses to adrenaline (1 pg Ad) and streptidine

(10 mg) of heart obtained from a reserpine treated rabbit.
Panel C shows responses to acetylcholine (3 pg Ach) and

paromomycin (10 mg). Time cycle, 5 min.



choline (2,3 and 4.5 Fg/ml) were potentiated by

streptamine (Fig.3).

Isolated rabbit heart:

The antibiotics did not affect the isolated
rabbit heart upto a dose of 1 mg injected in the
cannula leading to heart. In higher doses (5 mg
and above) the antibiotiecs elicited negative ine-

tropiq action (Fig.4). The recovery was immediate.

The negative inotropic action of the anti-
biotics was not blocked by atropine (10 ng/ml per-
fused for 30 min), though the respense to acetyl-

choline was completely blocked.

Streptidine and streptamine (100 pg/ml each)
elicited a positive inotropic action (Fig.4). This
action was not dese related that is the responses
to higher doses (1 mg and above) were not proper-
tionately increased.The stimmlant action of these
compounds was not observed in hearts obtained from
reserpine (5 mg/kg i-p.48 hr before the experiment)

treated rabbits (Fig.4).

Rabbit aortic strip and perfused rabbit ear artery:

The contractile respenses to adrenaline
(10, 20 and 40 ng/ml) and %o noradrenaline (10, 20

and 40 ng/ml) of the isolated rabbit aortic strip
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Pigure No.5

B C F !
i Hy |
Qo r I
|

10}

50
|
-2 % |

] e oo woe o 4080 .o o
123T125T325T123T123 123
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¢t~ Rabbit ear artery ﬁerfused with oxygenated Kreb
bicarbonate solution (10 ml/min, 37°C). Responses:
to 2 ng, 1 ng, and 0.5 ng of adrenaline at 1, 2
and % respectively., Panels A and F show control
responses. Panels B, C, D and E show responses
30 min after perfusing neomycin 10 ng/ml, 100 ng/mil,
1 Pg/ml and 10 Pg/ml at N1, N2, N3 and W4 respectively.
Time cycle, 2 min,

Fig.
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were not affected by the antibioties and the
degradation products in concentrations ranging

‘between 10 ng/ml to 100 pe/ml.

Similarly the rise in pressure in response
to adrenaline (0.5, 1 and 2 ng/ml) and noradrena-
line (2, 4 and 8 ng/ml) of the perfused rabbit ear
artery was not affected by the antibietics and the

degradation products (10 ng/ml to 10 pe/ul)(Fig.5)]

The effect of the antibiotics and the degradation

produets on the blood pressure 0f cats

Antibioties 2. The blood pressure of 72 catbs

ranged between 110-140 mm Hg. The mean blood pre-
ssure was 120,0 + 8.5 mm Hg. In & few cats the
blood pressure was high initially but became steady

(120-140 mn Hg) within 30 min.

Ten mg/kg of streptomycin, kanamyoin, viomy-
cin, neomycin and paromemycin did not affect the
blood pressure of anaesthetised cats. Twenty to
thirty mg/kg of streptomycin elicited a sharp amnd
an abrupt fail in blood pressure ranging between
15-20 mm Hg. With 20-30 mg/kg of the other antibio-
ties the fall ranged between 30-50 mm Hg.: iig.o).

The recovery was complete in 3-4 min in the case of

streptomycin and viomycin (3 experiments each).
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Figure No.6
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Fig. 6 := Cat blood pressure (wt. 2.4 kg), chloralose anaesthesia.
Responses to acetylcholine (1 Pg/kg Ach),histamine
(0.4 Fg/kg H) and streptomycin (20 mg/kg SM). Panel A
shows control responses. Panel B shows responses %o
acetylcholine (1 pg/kg Ach), histemine (0.4 P.g/kg H)
and streptomycin (20 mg/kg SM) 30 min after atropine
sulphate (1 mg/kg). Panel C shows responses to \
histamine (0.4 Pg/kg H) and streptomycin (20 mg/kg
SM) 30 min after mepyramine maleate (1 mg/kg).



However, with kanamycin, neomycin and paromomycin
the blood pressure recovered to 80-90 ﬁer cent of
the control level at the end of 4 min and fluctua-
ted in a wide range of 1‘30 mm Hg. Ultimately at
the end of about 30 min the blood pressure attained
a steady state at about 75-80 per cemt of the

control level (3 experiments each).

The depressor response to a high dese (20
mng/kg) of these antibiotics were not blocked by
atropine (1 mg/kg) or mepyramine (1 mg/kg) injec~
ted 30 min before the antibiotics (Fig.6) although
those to acetylcholine (1 Pg/kg) and histamine
(0.4 Pg/kg) were blecked by the respeetivé anta-

gonists (3 observations each).

Repeated injections (5-6 for streptomycin
and 2-3 for the other antibiotics) of 10 mg/kg of
the antibiotics administered at intervals of 10 min
affected the blood pressure in a manner similar to
higher deoses (20-3%0 mg/kg) injected all at once
(3 experiments each). The blood pressure was not
affected by the first injection; however subsequent
injections elicited an insidieus fall in bloed
pressure which at the end of about 60 min became
steady at about 40 per cent of the contrel level.

A similar pattern was observed with repeated
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injections (10 min interval) of higher doses
(20-30 mg/kg) of the antibiotics. However, the
fall in blood pressure was rapid and cumulative.
Following the last dose, the baéal bloed pressure
decreased in about 30-40 min to 40 per cent or less
of control. Normazl saline or adrenaline (10 Pg/kg)
could not restore the blood pressure and the cats

uttimately died (3 experiments each).

Repeated injections (5-6 for streptomycin
and 2-3 for the other antibiotics) of 10 mg/kg
doses at longer intervals of time (30 min) did not

affect the blood pressure upto 3 hr (Table II).

Degradation products 3 Streptidine and

streptamine (10 mg/kg) elicited a rise in blood
pressure measuring about 10-20 mm Hg. The pressor
responsge to streptidine commenced after about 1 min
whereas fhat o streptamine was almost instantaneou
The pressor response was sustained for about % min
with both the compounds and the recovery was

eomplete.

The magnitude of the’pressor responsé to 20
mg/kg dose of streptidine did not differ from that
to 10 mg/kg dose, though the duration was longer
(7-10 min) than with the former dose.The magnitude

of tne response with 20 mg/kg of streptamine was
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Facing Page 46. Figure No. 7
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Fig., 7 := Cat bloed pressure (wt. 2.6 kg control and 3.1 kg
reserpine treated), chloralose anaesthesia. Control
responses to streptidine (10 mg/kg) of a control cai
is shown in panel—As -Responses-—to-streptidine (10
mg/kg) in reserpine (5 mg/kg i.p. 48 hr before
experiment) treated cat is shown in pamel B.



comparatively greater (25 mm Hg). Further i?creasé
in response was not observed with doses higher
than 20 mg/kg. Following the initial rise in blood
pressure with 20 mg/kg or higher doses there was
an insidious fall in blood pressure which levelled
off at 85-90 per cent of the control level in 20-3%0
min (3 experiments each). The compounds did not
affect the blood pressure of reserpine (5 mg/kg
2.p., 48 hr before experiment) treated cats (3

experiments each) (Fig.7).

Repeated (2~3%) injections of 10 mg/ké of
streptidine and streptamine administered every 30
min produced an initial rise in blood pressure
which recovered to control level in aboﬁt 15 nmin.
Thé control level was maintained for apbout 3 hr

(Table IT).

Modification of the responses of cat blood pressure

to different drugs by the antibiotics and the degre

dation products 3

Histamine : The control mean depressor res-
ponses to 0.1, 0.2 and 0.4 [lg/kg of histamine were
33.3 + 7.6 per cent, (51 observations) 39.4 + 8.5 pelr-
cent (59 observations)and 49.9 + 9.4 per cent (50
observations),respectively. The recovery of depre-

ssor responses to 0.1,0.2 and 0.4-Pg/kg histamine
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Figure No: 8
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Fig. 8 2- Cat blood pressure (wh. 2.5 kg upper record and whe
2.8 kg lower record) chloralose anaesthesia. Res~
ponses to 0.1 pg/}gg;" 0.2 pg/kg and 0.4 pg/kg of
histamine at H1, H2 and H3 respectively. Strepto-
mycin (10 mg/kg X 6 every ®min) and streptidine
(10 mg/kg X 2 every 30 min) were given cumula-
tively. Panels A show control responses. Responses
‘shown in panel B were obtained 30 min after the
administration of the test compound. Responses in
panel C were obtained 60 min after the administra-
tion of streptomycin amd those shown in panel D
were obtained 30 min after the administration of

P-286 (1 mg/kg). Pr286 was given 3 hr af'ter strep-
tomycin. Time mark, 1 min.



:

was complete in 1 min. With 0.4 pg/kg of histamine

tne recovery commenced after a pause of 20-30 sec.

Following the antibiotics or the degradation
products, the depressor response to histamine reco-
vered as usual. After the depressor response had
returned te normal there was a secondary rise in
blood pressure. The secondary pressor response
occured gradually over a period of avout 30 min

following the last instalment of the cumulative

dose of the antibiotics or the degradation products.

Thirty minutes after the administration of
the last dose of the antibietics, the vasodepresson
response to 0.4 Pg/kg of histamine recovered rapid-
ly and culminated into a small secondary rise in
blood pressure (Fig.8). The responses to 0.1 and
0.2 Fg/kg of histamine were however, only depressoxn
in nature. Subsequently, the vaseodepresser respon-
ées to 0.1 and 0.2 Pg/kg of histamine also culmina-
ted into a secondary rise in blood pressure. In tne
beginning the magnitude of the secondary pressor
response was small with all the three doses of

histamine, but increased and attained its maximal

at 60 min from tne last dose of antibiotics (Fig.8]).

The biphasic response to histamine continued to be

elicited upto 3 hr (Tables III,IV,V).
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dary pressor response to all the three doses of
histamine could be elicited a2t 30 min after the

last dose (Pig.8). It became maximal by about 15

min later (total time 45 min). The biphasic responde

continued to be elicited upto 3 hr(Tables III,IV,V)

P-286 (1 mg/kg) was injected 3 hr after the
last dose of the antibiotics and their degradation
pfoducts. Thirty min later, the presser response tg
histamine (0.1, 0.2 and 0.4 Pg/kg) was not blocked
(Fig.8). Similarly, in adrenalectomised cats
(adrenalectomy was performed after eliciting a
panel of modified responses to histamine), the

pressor response to histamine was also not blecked,

McN-A-343 : The response to McN-A-343 (10
and 20 pg/kg) was biphasic in nature in most of
the experiments. The response commenced immedia-
tely as a sharp fall in blood pressure followed
by an equally sharp and rapid recovery culminating
into a pressor response. The depressor component
of the response lasted for 30 sec and ¥he presser

component for about 1.5 min.

Ten Pg/k:g of McN-A-347% elicited biphasic

response in 27 cats and depressor response in




14 cats while 20 Pg/kg of McN-A-343 elicited bi-
phasic response in all the experiments (47 experi-
ments). The c:ontrol mean depressor response to
McN-A-343 (10 Fg/kg) was 23.1 + 7.4 per cent and
~the control mean pressor response was 8.9 + 9.2
per cent (mean of 41 observations). The control
mean depressor response to 20 Pg/kg of McN-A-343
was 28.8 + 9.1 per cent and the control mean pre-

ssor response was 21.4 + 5.7 per cent.

The response to McN-A-343% (10 ]lg/kg)a
following the antibiotics and the degradation pro-
ducts was biphasic in all the experiments including
14 cats which exhibited pureiy depressor response
with 10 ’Ag/kg dose of McN-A-343 in control experi-
ments. The depressor response to both the doses of
McN-A-343 was not significantly affected following
the antibiotics and the degradation products where-
as the pressor component was significantly increa-

sed (Tables VI and VII).

Maximal potentiation of the pressor responsg
to both the doses of McN-A-343 (10 and 20 Pg/kg)
was obtained about 30 min following the last dose
of the antibiotics or the degradation product. The

increased pressor response was maintained upto 3 hr.

The response to McN~A-343% (10 and 20 Pg/kg) was
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Facing page 55.
Figure No.9

]
o
¥

McN-A-343 T McN-A-34% T McN-A-343

STREPTIDINE ATROPINE

L i

"Fig. 9 t- Cat blood pressure (wt. 3 kg), chloralose
anaesthesia. Responses to McN-A-3%43 (20 Pg/kg).
Panel A shows control responses. Response:z shown
in panel B wasc obtained 30 min after giving
cumulative doses of streptidine (10 mg/kg X 3 every
30 min). Panel C shows response to McN-A-3%43%
30 min after atrepine sulphate (1 mg/kg).
Time mark, 1 min. '



Facing Page 55
Figure No. 10

180 ¢
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VIOMYCIN

Fig. 10 :~ Cat blood pressure (wt. 3 kgl), chloralose
anaesthesia. Responses to 5 Pg/kg and 1O{Pg/kg
of DMPP at 1 and 2 respectively. Panel A shows
control responses and panel B shows responses 30
min after the administration of viomyecin (10 mg/
kg X 2 every 30 min). Time mark, 1 min.



completely blocked by atropine (1.0 mg/kg) imjectei
30 min before the challenging dose of agonist

(rig.9).

DMPP : In all experiments DMPP (5 and 10
ug/kg)'produced a sharp rise in blood pressure |
commencing after a short latent period of 20-30 seg
and lasting for 2 min. The control mean response
following 5 Pg/Kg of DMPP was 21.5 + 8.3 per cent
(45 observations), and that following 10 Pg/kg of
DMPP was 42.0 + 9.0 per cent (38 observations).

The pressor response to DMPP following the
cumulative doses of the antibioties and the two
degradation products was increased in & mamner
similar to that following McN-A-343. The increase
in the pressor response to both the doses of DMPP‘
(5 and 1C)Pg/kg) was highly significant (Tables
VITI and IX). Maximal increase in the response was
observed 30 min after the last dose of the anti-
bioties or the degradatiop products and continued

tobe elicited upto 3 hr (Fig.10).

P-286 (1 mg/kg) was injected 3 hr after the
last dose of the antibiotics or the degradation
products. Thirty min later, the pressor response
to IMPP (5 and 10 Pg/kg) was completely blocked.

The presser response to.a higher doses of IMPP
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(50 Pg/kg), could, still be elicited (2 experimentd
Similarly the pressor responses to 5 Pg and 10 Pg/
kg of DMPP were not elicited in adrenalectomised
cats (adremalectomy performed after eliciting a
panel of modified responses to h;stamine). The
pressér response to a higher dose (50 Fg/kg) counld

pe elicited in adrenalectomised cats.

Adrenaline and noradrenaline : The responsd

to adrenaline (1 Pg/kg) was variable. K The response
was pressor in %5 experiments, biphasic i.e. pre-
ssor followed by depressor in 15 experiments and

purely depressor in 7 experiments. The response to
2 Pg/kg of adrenaline was, however, pressor in all

the experiments (60 observations).

The control meam pressor response to 1 Pg/kg
of adrenaline was 23.9 + 8.5 per cent (50 observa-
tions) and that to 2 'ug/kg was 35.5 + 10.2 per-
cent (60 observations). The recovery ’was complete

in about 1 min.

The cumalative doses of the antibloties and

two degradatien products did not affect the pressoy

response to adrenaline (1 and 2 pg/kg) significantly

(Tables X and XI). The depressor response to 1 Pg/

kg of adrenaline (purely depressor or depressor

e
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component of the biphasie response) was changed to

pPressor response.

1(The response to noradrenaline was pressor
in all the experiments. The control mean response
to 1 and 2 Pg/kg of noradrenaline were 39.1 + 8.6
per cent (51 observations) and 49.4 + 13.9 per -

cent (44 observations) respecéively.

The responses to both these doses of nor-
adrenaline were not affected upto 3 hr following
the cumulative doses of the antibiotic or the de-

gradation product (Tables XII and XIII).

Modification of the responses of the cat bleod

pressure to vagal stimulation by the antibiotics

and the degradation products :

The blood pressure of cats dropped instanta-
neously in response to stimulation of the right

vagus nerve (10 volts, 0.5 m sec, 20 Hz). Vagal

escape did not occur when stimulation was maintain+

ed for a period of 10 sec but it occured when the
stimulation was continued for 15 sec or more. The
blood pressure recovered to basasl levelon termina-

tien of stimulation.

Thirty min after the last dose of cumulativ%
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Facing Page 64.

Figure No.11

120

100 |

go

60 |

Lol

KANAMYCIN ‘

Fig.11 3- Cat blood pressure (wt. 2.5 kg), chloralose
anaesthesia. Responses to vagal stimulation
(10 Hz) and kanamycin (10 mg/kg). Panel A
shows control response to vagal stimul ation
and panel ¢ shows response 3 hg: after the
cumulative administration of kanamyein
(10 mg/kg X 2 every 20 min). Time mark, 1 min.
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Figure No.12
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STREPTAMINE

Fig. 12 :- Cat bloed pressure (wt. 2.8 kg), chloralose

anaesthesia. Responses te vagal stimulation at
different frequencies (2,5 and 10 Hz) =nd to
streptamine (10 mg/kg). Panel A shows control
responses to vagal stimulation at different
frequencies. Panels ¢ and D show responses 30
min and 3 hr respectively after the cumulative
administration of streptamine (10 mg/kg X 2

every 30 min). Panel B shows response to strepta-
mine (10 mg/kg)STR). Time mark, 1 min.



administration of streptomycin, kanamycin, viomy-
cin, or paromomycin, the fall iﬁ blood pressure in
response to stimulation of the vagus (10 v., 0.5 m
sec duration, 20 Hz) was inhibited to about 40~-50
per cent of the contrel level (Fig.11). The vagal
escape occured by the end of 5—7‘sec and the bleod
' pressure compLetely recovered to the basal level

(5 observations).

The response to vagus stimulation following
neomycin was similar to that with other antibiotics
except that the secondary rise in blood pressure

was observed in 2 out of & experiments.

The fall in blood pressure in response to
vagus stimulation following streptidine was not
inhibited. Howéver, the vagal escape occured 2-5
sec after the start of stimulation. The secondary
rise in blood pressure was observed’(S observa-
tions). The response to vagal stimulation was
completely blocked (Fig.12) following streptamine

(6 observations).

The effect of the antibiotics and the degradation

products on the superior cervical ganglion of cat:

The heights of control mean contractile

responses of the nictitating membrane to preganglip-

f4



Pacing Page 65.

Figure No. 13-

A B

STREPTAMINE

i o ——- -

Fig.13 :~ Cat nictitating membrane (wt. 2.3 kg), chloralese
anaestheslia. Responses to stimulation of pregang-
lionic sympathetic fibres of superior cervical
ganglion at different frequencies (1, 2 and 5 Hz).
Panel A shows control responses and» panel B shows
responses 3 hr after the administration of strepta-
mine (10 mg/kg X 2 every 30 min). Time mark, 1 min.



nic stimulation of the superior cervical ganglicn
at 2, 5 and 10 Hz were 38.7 + 7.4 mm (35 observa-
tions), 45.3 + 8.% mm (38 observations) and

49.4 + 6.2 mm (30 observations) respectively. The
contractions commenced immediately following tne
stimulus and attained maximum height in about 6-7

sec. The response lasted for about 2 min.

Streptomycin, kanamycin, viomycin, neomycin
and paromomycin (20 ~ 60 mg/kg) did net affect
the ganglionic transmission since the contraction
heights to stimuli fellowing the antibiotics were
not significantly different then the centrol
heights (Tables XIV, XV amnd XVI).

The sensitivity of the nictitating membrane
was more in cats used for experiments with sirepta
mine; hence frequencies of 1, 2 and 5 Hz were
employed. The results indicated that the responses
of the nictitating membrane were significantly
increased with all the frequencies (1, 2 and 5 Hz)
(Fig.13). The contractions in response to 5 Hz and|
10 Hz following streptidine were potentiated whilg
those in response to 2 Hz were not potentiated.
The potentiation lasted for 3 hr freom the last
dose of these compounds (Tables XIV, XV, XVI).

&b
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Modification of the responses of the dog blood

pressure to different procedures and drugs by the

antibiotics and the degradation products s

Blood pressure : The antibiotics (10 and 20

mg/kg each ) did not affect the blood pressure of
dogs. Streptidine (10 mg/kg) and streptamine (10
mg/kg) however raised the blood pressure of'the

dogs in a marmer similar to that in cats. The magni-
tude of the rise in response to gtreptidine was not
dose-related, though the response to higher doses

(20 mg/kg) was sustained for longer duration (10-15
min). The responses to 10 and 20 ng/kg of strepta-
mine were dose related though higher doses (30 mg/

kg) did not show a proportionate increase.

The responses to histamine (1 and 2 Pg/kg),
MeN-A-343 (10 and 20 pg/kg), DMPP (5 amd 10 Pg/kg),

adrenaline (1 and 2 Fg/kg), and noradrenaline (1 and

2 pg/kg) were not modified by the antibiotics and
the degradation products. However, if the initial
responses to adrenaline (1 Pg/kg) were depressor or
biphasiec, they were converted to completely pressor

responses as was observed in cais.

The vagal effect on blood pressure was modi-
fied in a manner similar to that described for the

cat blood pressure.




The contraction of the nictating membrane in
response to preganglionic stimulation of superior
cervical ganglion was not affected by the antibioti

cs and the degradation products.
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