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Megalomicin A phosphate is a new, stable, water-soluble salt of the new
Micromonospor^-produced macrolide antibiotic megalomicin A. The studies

reported here suggest that the phosphate salt has the same spectrum of acti-
vity and in vitro potency as the insoluble base. Of particular interest is the
substantial degree of activity seen against several gram-negative bacteria in

comparisonto that usually seen with other macrolides. Mouseprotection tests
suggest that the salt is morepotent than the base whengiven subcutaneously,
but this is undoubtedly due to the greater availability of drug when given in
its soluble form. Solutions of megalomicin A phosphate were well tolerated
intramuscularly by monkeys, dogs, cows and rats. Compared to commercially
available forms of lincomycin, erythromycin and oleandomycin in dogs, megalo-
micin A phosphate produces serum levels with equal or greater peak values
and significantly prolonged duration. The prolonged duration of serum levels
was also seen with megalomicinA base as reported in earlier studies. Initial
tolerance and toxicity tests in dogs and rats suggest that megalomicin A
phosphate will be safe and well tolerated. This antibiotic preparation shows
promise as a new injectable antibiotic in manand also for use in the treat-

ment of diseases of veterinary importance.

Megalomicin A is one of the components of the megalomicin complex, a new
Micromonospora-produced macrolide antibiotic complex first described by Weinstein
et al.^2). Details of the biological activity of the complex as well as the individual

components were described by Waitz et al.z). In these studies3), it was found that
intramuscular administration of megalomicin A base to dogs resulted in a "depot"
effect in which increased doses resulted in similar peak levels but with longer duration.
This suggested the possibility that a soluble salt of megalomicin A for parenteral use
might give higher peak serum levels. Extensive chemical efforts, to be described

elsewhere, led to the development of megalomicin A phosphate, the potassium dihydro-
gen phosphate salt of megalomicin A base. This paper presents the results of bio-
logical studies with megalomicin A phosphate in comparison with several reference
macrolide antibiotics.

Materials and Methods

Twolots of megalomicin A phosphate were used most extensively. These assayed,
in terms of megalomicin A base, 700 mcg/mg and 650 mcg/mg respectively. For compa-
rative purposes the following preparations were used : megalomicin A base, Schering lot
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4106-34-1, 1,000 mcg/mg ; erythromycin ethyl succinate (erythromycin IM), Abbott lot 823-
1007, 50 mg/ml ; lincomycin hydrochloride (lincocin IM), Upjohn lot XS 256 C8, 300 mg/
ml and oleandomycin phosphate (oleandomycin IM), Roerig lot 86929, 100 mg/ml, and
erythromycin base, USP, Farmaceutici SpA, 980 mcg/mg.

In vitro and in vivo test procedures were similar to those described by Waitz et al.3)
Protection tests were done using groups of 7~10 male CF-1 albino mice weighing appr-
oximately 20g each, with control groups of 10 mice each. Treatment was given shortly
before and 4 hours after intraperitoneal infection with approximately 107 organisms per
mouse. Control infected mice died 18~24 hours after infection, while survivors in treated
groups were determined 48 hours after infection. PD50 values were calculated by probit

procedures. All drugs were given as solutions in sterile distilled water, when possible, or
as suspensions in 0.5 %aqueous carboxymethyl cellulose which were ultrasonicated to
reduce particle size. The dogs used were beagle-type mongrels of both sexes weighing
approximately 10 kg each. Rats were of the CF-E strain with males weighing approxi-
mately 170g each and females weighing approximately 150 g each. The monkeys used
were mature rhesus females, weighing between 6~8 kg. The cows used were normal
Holstein, weighing approximately 1,300 lb (590 kg) each. Serum, milk, urine and feces
levels of megalomicin were determined by the procedure described in Weinstein et al,l)
Other antibiotics were determined as described in the U. S. Code of Federal Regulations.

Results and Discussion

In Vitro Activity

The in vitro activity of megalomicin A phosphate in comparison with erythro-
mycin base and lincomycin hyrochloride is shown in Table 1. The spectrum of acti-
vity and potency of the megalomicin A phosphate is quite similar to that described
earlier for megalomicin A base1"3*. Megalomicin A phosphate is approximately equal
to or slightly less active than erythromycin and lincomycin. As described by Waitz et
al.3), megalomicin A is cross resistant with erythromycin and is bound by serum to
approximately 25 %. Similar data were obtained for megalomicin A phosphate.

In Vivo Activity

The protective activity of megalomicin A phosphate is shown in comparision with
Table 1. In vitro activity of megalomicin A phosphate, erythromycin base

and lincomycin hydrochloride in yeast beef broth pH 7.4

O r g a n is m
N o.

S tr a in s

M IC  (m c g /m l)

M eg a l om i c in  A ph o s ph a t e E r yt h r om y c in b a se   Li n c om y c in  H Cl

S ta p h y lo co c cu s a u r e u s l l 0 . 3 0 .  0 1- 0 . 75 0.  0 3- 0 . 75

S tr ep toc o c cu s p y o g en es l l 0 .3 - 7 .5 0 . 3 - 0 .  7 5 0. 3 - 7. 5

S tr ep to co c c u s f a e c a lis 3 0 . 3 - 3 . 0 0 . 0 8 0. 3 - 3. 0

D ip lo co c cu s p n e u m o n ia e 6 3 .0 3 . 0 0.  3 ~0 . 75

E n ter o c o cc u s s p . 5 0 . 7 5 - 3 . 0 0 .3 0. 3 ~ 0 .  7 5

A er o b a c ter s p . 2 7 .  5 - > 2 5 > 2 5

E s ch er ic h ia  c o li 5 0 . 3 - 7 . 5 7 .  5 - > 2 5

H a em op h ilu s in fl u e n za e 3 3 . 0 2 . 5 0. 3

K le bsie lla  p n e u m o n ia e 3 0 . 7 5 ~ > 2 5 7 . 5 - > 2 5

Ne i s s e r i a  g o n o r r h e a e 3 0 . 7 5 - 3 . 0 1. 0 0 .  0 75 ~ 0 . 3

P r o te u s s p . 3 0 . 3 - 0. 7 5 1 7 . 5 ~ > 2 5

P se u d o m o n a s a er u g in o sa 5 0 . 7 5 ~ 7 . 5 1 2 .  5 ~ > 2 5

S a lm o n ella p a r a ty p h i B 2 0 . 3 ~ > 2 5 7 .  5 - > 2 5

M y c o ba cte r iu m  s m eg m a tis 1 0. 8 7. 5 0. 0 8

M y co p l a s m a g a l l i se p t i c u wi * 1 0. 0 5 0. 1

* PPLO broth and agar.
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Table 2. Protective activity and toxicity of megalomicin A phosphate,
erythromycin base and lincomycin hydrochloride in mice

O rg an ism
T reatm en t

route

MegalomicinA phosphate Erythromycinbase** LincomycinHCl

P rotective

S taph ylococcu s au reus G ray s . c . 1. 5 30 3. 0

S tap hy lococcus au reu s S m ith s . c . 4. 0 40

S taphylococc us aureus W s . c . 1. 5 2 0 2. 0

activity S trep tococcu s pyog en es C s . c . 5.0 90 50

P D 5( S trep tococcu s p yog en es C 203 s . c . 18. 0 134 50

(m g /k g y S trep tococcu s p yog en es 22 s . c . 2. 5 50 2. 5

E sch erichia coli A T C C  1053 6 s. c. 200. 0 160

P seu d om on as aerug in osa S c s . c . 7 5. 0 130

A cu te tox icity L D 50 (m g/kg )
I. V . 75 22 5

I. p. 350 500 1, 20 0

The drug was administered as a solution in sterile distilled water (megalomicin, lincomycin) or as an ultra-
sonicated suspension in 0.5 % aqueous carboxy methyl cellulose (erythromycin). The total dose was divided

into two and given at the time of and then 4 hours after intraperitoneal infection.
From Waitz et al.3)

erythromycin base and lincomycin hydrochloride in Table 2. The lincomycin and

megalomicin A phosphate data were obtained from parallel experiments. The PD5C,
values obtained against infection with gram-positive bacteria were considerably lower
with the megalomicin A phosphate than those described earlier with megalomicin A
base. This perhaps is due to the greater availability of antibiotic from the soluble

salt as opposed to the insoluble base. Megalomicin A phosphate was equal to or
superior to lincomycin hydrochloride and substantially superior to erythromycin base
against the strains described in the table. Attempts were made to use the commer-
cially available erythromycin ethyl succinate for protection tests but these were not
successful due to the toxicity of the commercial preparation in mice at therapeutic

doses. The acute intraperitoneal LD50of megalomicin A phosphate was the same as
that obtained for the base: 350 mg/kg. The acute intravenous LD50 was 75 mg/kg.
Megalomicin A phosphate is thus slightly more toxic than erythromycin base and
3~4 times as toxic as lincomycin hydrochloride in acute tests in mice.

Absorption and Excretion in Dogs- Single Dose
The absorption and excretion of megalomicin A phosphate after intramuscular

administration to dogs was compared with megalomicin A base, erythromycin ethyl
succinate, oleandomycin phosphate, and lincomycin hydrochloride. The latter 3 anti-
biotics were used in their commercially available form. All preparations were given

as a single intramuscular dose of 100mg which approximated 10 mg/kg. The results
of these studies are shown in Table 3. With reference to the magnitude of peak

serum levels, megalomicin A phosphate produced levels which were substantially higher
than those obtained with megalomicin A base and erythromycin ethyl succinate but
similar to those obtained with oleandomycin phosphate and lincomycin hydrochloride.
With the exception of megalomicin A base which has been reported earlier(Waitz et
al.3)), to produce serum levels with prolonged duration, megalomicin A phosphate
showed greater duration of serum levels than any of the other antibiotics studied.

Megalomicin A phosphate administered to dogs intramuscularly produced significant
serum levels as long as 24 hours after dosing in contrast to that obtained in dogs given
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Table 3a. Serum levels in dogs after a single intramuscular dose of
100 mg (approximately 10 mg/kg) of several macrolides

D o g . S e r u m  l e v e l s  ( m c g / m l)  a t  h o u r s  a f t e r  d o s i n g

N o . 0      1      2 2 4     4 8

M e g a l o m i c i n  A  p h o s p h a t e

a q u e o u s  s o lu t i o n

1 0 0  m g / m l

9 0

9 0

2 6 6 *

2 6 8 *

9 4 *

1 . 2  0 . 7  0 . 3  -  A * *

4 . 6  1 . 0  0 . (  0 . 3  0 . 4

5 . 8  -  1 . 5  -  0 . 4

3 . 7  1 . 8  - 0 . 3

0  4 . 2  - 1 . 5  - 0 . 3
蝣

M e a n 3 . 9 0 . 8    1 . 1 3   0 . 3    0 . 3 5

M e g a l o m i c i n  A  b a s e  a q u e o u s

s u s p e n s i o n  1 0 0  m g /m l

6

6

8 9

6 3

0 . 3  0 . 5

1 . 5  1 . 1

0 . 6  2 . 0

2 . 0  2 . 3 1 . 1  1 . 4 7

0 . 3

0 . 7

1 . 3

1 . 7

0 . 4

0 . 4

0 . 7

1 . 1

0 . 3

0 . 5

0 . 4

0 . 1

A

0

A

A

M e a n 1 . 0 0 . 6 5 0 . 3 A

E r y t h r o m y c in  e t h y l

2 3 6 * 0     1 . 4 0 . 8 0

2 0 6 * 1 . 3 0 . 8 A

s u c c m a t e  n o n - a q u e o u s

s o l u t i o n  5 0  m g / m l

5 2 0 . 8

1 . 1 6

0 . 8 0

M e a n 0 . 8 0

O l e a n d o m y c i n  p h o s p h a t e

a q u e o u s  s o lu t i o n  1 0 0  m g / m l

9 0 0 3 . 0    2 . 1    0 . 8

2 9 0 0 3 . 1 2 . 0 0 . 9 A 0

M e a n 3 . 0 5    2 .  0 5 0 . 8 5

L i n c o m y c i n  H C l  a q u e o u s

s o l u t i o n  3 0 0  m g / m l

1 7 0 2 . 4 3 . 1 0 . 8 A 0

6 0 4 . 4 2 . 7 0 . 7 0 . 6 0

M e a n 3 . 4 2 . 9 0 . 7 5 < . 6 0

* See also Table 4.
** A-active but below the level of the assay procedure.

oleandomycin phosphate or lincomycin hydrochloride. All preparations were well
tolerated by the dogs except for the erythromycin ethyl succinate which appeared to
produce considerable pain upon injection. Urine levels for all antibiotics (Table 3b)
generally reflected what was seen with serum levels. Significant hepato-biliary excre-
tion of all of the test antibiotics was suggested by the presence of significant anti-
biotic activity in the feces after intramuscular dosing. With reference to urine levels
of antibiotic, megalomicin both as the base and the phosphate appeared to be most
like lincomycin.

Absorption and Excretion in Dogs - Multiple Dosing

Serum, urine and feces levels of megalomicin A phosphate were obtained from a
small number of dogs of both sexes from a probing four week intramuscular toxicity
study. Included in this study were 3 dogs receiving megalomicin A phosphate intra-
muscularly at a level of 40 mg/kg/day, 3 dogs at 10 mg/kg/day, and 3 dogs which
received erythromycin ethyl succinate at a level of 10 mg/kg/day. Two control dogs
received saline intramuscularly. The serum, urine, and feces levels obtained after
the first, 7th, 14th and 28th doses are shown in Table 4. As expected, serum levels
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Table 3b. Urine and feces levels in dogs after a single intramuscular
does of 100 mg (approximately 10 mg/kg)

P r e p a r a t i o n
D o g

N o .

U r i n e  l e v e ls F e c e s  l e v e l s

0 - 2 4  h r s . 2 5 - 4 8  h r s . 0 ~ 2 4  h r s . 2 5 - 4 8  h r s .

- , / m l l  ^ f m c g / m l  T o t * m c g / m l  T o t a l m g  m c g / m l  T o t a l m g

9 0 9 9 2 5 . 6 3 9 7 . 0 4 0    3 .  4    1 1 0 2 . 3

9 0 1 9 5 2 9 . 3 5 0 6 . 3

M e g a lo m i c i n  A 2 6 6 * 24.  7 0 . 2

p h o s p h a t e  a q u e o u s 2 6 8 * 2 2 . 4 5 . 5
s o l u t i o n  1 0 0  m g / m l

9 4 27 .  5 5 . 8

M e a n 1 4 7
2 5 .  9    4 5 2 5 . 9

6 . 7 4 0    3 .  7 3   1 1 0    2 .  3

6 1 7 5 3 5 . 0 3 7 8 . 3 4 8 1 . 3 8 4 4 . 2

M e g a l o m ic i n  A 6 1 5 5 2 9 .  4 2 8 1 0 . 5

b a s e - a q u e o u s 8 9 1 9 . 5 7 . 6 1 . 9 3 . 1

s u s p e n s i o n  1 0 0  m g / m l 6 3 2 4 .  5 6 . 0 1 . 2 3 . 4

M e a n 1 6 5 2 7 .  1    3 2     8 .  1 4 8    1 .  4 6    8 4 3 . 5 6

E r y t h r o m y c in

e t h y l  s u c c i n a t e

n o n - a q u e o u s  s o l u t io n

5 0  m g / m l

2 3 6 *

2 0 6 *

5 2

9 . 9

l l . 2

8 . 2

5 . 2 1 . 7 3 . 7

M e a n 9 . 7 6 3 . 5 3

O l e a n d o m y c in
9 0 6 6 l l . 9 3 2 3 . 8

p h o s p h a t e - a q u e o u s 2 9 0 4 9 1 7 . 2 5 3 . 8

s o l u t i o n  2 5  m g / m l
M e a n 5 7 . 5   1 4 . 5 4 3    3  D .o

L i n c o m y c i n  H C l

a q u e o u s  s o l u t io n

3 0 0  m g / m l

1 7

6

2 2 0  3 7 . 4

1 8 0  4 1 . 4

7 7

7 5

6 . 8

2 . 8

M e a n 2 0 0   3 9 .  4 7 6   ¥  A A

* See also Table 4.

with megalomicin A phosphate at the 40 mg/kg/day dose level were substantially
higher than those obtained with the 10 mg/kg/day dose level, in contrast to megalo-
micin A base. The 10 mg/kg/day megalomicin A phosphate treatment produced sub-
stantially higher serum levels and with greater duration than those obtained with a
similar dose of erythromycin ethyl succinate. With both megalomicin dose levels, but
not with erythromycin, serum levels after the 7th day of dosing tended to be slightly
higher than after the first dose but did not generally increase after this.

Fourteen Day Toxicity in Rats
An initial 14-day toxicity study was conducted in rats. Groups of 10 female and

10 male rats each, were given daily intramuscular doses of 10 mg/kg/day or 40 mg/
kg/day of megalomicin A phosphate in a volume of 0.15~0.20 ml/dose. Groups of 5
male and 5 female rats each were utilized as saline-treated controls. Animals were
weighed daily and observed for gross untoward effects. Aside from a slight dose

related inhibition of weight gain, toxic effects were limited to some inflammation at
the injection area in all treated and control groups. No obvious gross toxic effects,
were noted.
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Table 4. Chronic intramuscular administration of megalomicin A
phosphate and erythromycin ethyl succinate to dogs

 S e r u m  l e v e l s l  T o t a l

Do g D ay of  ( mc g/m l)  a th ou rs af te rd os ing  2 4  h o u r sr e c o v e r y ( m g )t e s t  h r .  h r s .  2 4 h r s .  U r in e  F e c e s

 S e r u m  l e v e l s !  T o t a l

Dog Dayoftest (mcg/ml) athours afterdosing1 4 24hr. hrs. hrs. 24 hoursrecovery(mg) u r i n e  F e c e s

M e g a lo m i c in

A  p h o s p h a t e

4 0  m g / k g / d a y

( 2 0 0  m g / m l)

ll.0  7.7  1.5 182. 0 7.0 14.5  8.0  1.2 115. 7 1. 76.6 7.3 1 . 7  1 1 6 . 2  1 . 3
2 6 6  2 1  4 . 4 1 . 6 0 . 8

2 6 8  2 1  7 . 4 2 . 3 0 . 7

9 4  2 1  6 . 6 1 . 5 0 . 9

M e a n  6 . l l. 8 0 . 8

2 0 . 9

2 5 . 2

2 1 . 0

2 2 .  4
M e a n 7 . 7  1 . 5  1 3 7 . 9 3 . 3

2 7 9 9 . 1  2 . 3  2 . 3  1 3 2 . 0 2 6 6 2 8  -  -  0 . 8 2 7.  5

3 2 2   7  6 . 8  3 . 6  3 . 4  2 1 0 . 0  - 2 6 8 2 8  -  -  0 . 9  3 0 . 0

9 2   7  1 6 . 0 1 1 . 0  3 . 4  1 5 3 . 0 3 7 . 8 9 4  2 8 -  0 . 7  1 6 . 0

M e a n 1 0 . 6 5 . 6  3 . 0 1 6 5 . 0  3 7 . 8 M e a n     -  -  0 . 8 2 4 .  5

3 2 2  1 4  2 1 . 0  7 . 9 2  1 4  2 0 . 0  9 .

1 6 5 . 0  -

8 3 . 0  -

1 6 8 . 0  -

E r y t h r o m y c i n

e t h y l

s u c c i n a t e

2 3 6  1  1 . 4 0 . 8 0  9 . 9

2 0 6 . 1  1 . 3 0 . 8 < . 0 6 1 1 . 2

5 2  1 0 . 8 0 . 8 0  8 . 2

5 . 2

1 . 6

3 . 7

M e a n    1 8 . 7  7 . 7  2 . 4  1 3 8 . 6 M e a n 1 . 2  0 . 8  0   9 . 8   3 . 5

279 21 13.08.62.7155.0 -322 21 14.09.01.9 119.0 -92 21 20.010.02.7195.0 -ean 15.79 . 2 2 . 5 1 5 6 . 3  -
2 3 6  7  1 . 1 0 . 7 0  1 0 . 8

2 0 6  7  0 . 9 0 . 3 0 . 0 7 1 3 . 2  2 . 4

5 2  7  1 . 7 0 . 5 0  1 2 . 2

M e a n     1 . 2  0 . 5 0 1 2 . 1 2 . 4

2 7 9  2 8 -  1 . 9   9 . 9  - 2 3 6  1 4  2 . 1  0 , 8 0   6 . 3

3 2 2  2 8 -  -  2 . 6  3 4 . 5  - 2 0 6  1 4 1 . 0  0 . 9 0   4 . 4

9 2 2 8 -  -  3 . 4  1 0 8 . 0 1 0  m g / k g /d a y

( 5 0  m g / m l)

5 2  1 4 2 . 3  0 . 9 0   9 . 3

M e a n -  -  2 . 6  5 0 . 8  - M e a n 1 . 8 0 . 9  0   6 . 7

M e g a l o m i c in

A  p h o s p h a t e1 0  m g / k g / d a y( 50  m g / m l)

2 6 6

2 6 8

9 4

0 . 2

5 . 5

5 . 8

2 3 6  2 1  1 . 5

2 0 6  2 1  1 . 2

5 2  2 1  1 . 1

0 . 1

1 . 0

0 . 6

0  -  1 0 . 5

0  -  l l . 3

0 - 9 . 6

M e a n 4 . 5 . 1 . 6 0 . 3 2 4 .  8 3 . 8 M e a n 1 . 3  0 . 6  0   -   1 0 . 5

2 6 6   7  7 . 8  2 . 8  1 . 4 4 1. 6  - 2 3 6  2 8     -   0   -    4 . 9

2 6 8   7  7 . 8 2 . 7  1 . 9 2 5 . 2 2 0 6  2 8  - -   0   -    9 . 0

9 4   7  8 . 1 1 . 9 0 . 7  4 0 . 0 7 . 7 5 2  2 8 -   o  蝣      4 . 0

M e a n     7 . 9  2 . 5  1 . 3  3 5 . 6  7 . 7 M e a n -   0 5 . 9

2 6 6  1 4  6 . 4 2 . 2 0 . 6  1 5 . 0  -

2 6 8  1 4  5 . 0 -2 . 2 0 . 6  1 6 . 1  -

9 4  1 4  8 . 0 2 . 1 0 . 2  l l . 2  -

M e a n 6 . 5  2 . 2 0 . 5  1 4 . 1

Absorption in Monkeys
The absorption of megalomicin A phosphate was studied in two mature female

monkeys each given a single intramuscular dose of 100 mg. This dose approximated
13 mg/kg in one monkey and 18 mg/kg in the second monkey. The data, shown in
Table5, indicate adequate serum and urine levels with peak serum values of 2.5~7.2
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mcg/ml 1 hour after drug admini-
stration. The injection was well
tolerated by both animals.

Serum and Milk Levels
in Cows

The in vitro activity spectrum
of megalomicin A coupled with the

tolerance and absorption data on

its soluble form megalomicin A
phosphate, suggested the possible
utility of this soluble form for

parenteral treatment of mastitis in
cows. As a result, a small study

utilizing 2 normal non-mastitic
Holstein cows weighing approxi-

mately 1,300 lbs (590 kg) each was

conducted. Each cow was given a

single intramuscular injection of
megalomicin A phosphate in the

form of an aqueous solution of 125

mg/ml. One cow was dosed at a

level of 0.5 mg/lb (0.23 mg/kg) and

the other was dosed at a level of
2.0 mg/lb (0.91 mg/kg). Milk and

T

able 5. Absorption of megalomicin A phosphate
in monkeys after a single intramuscular
dose of 100mg

M o n k e y
W e î h t m g /k g

(k g )

S e r u m  le v e ls  (m c g /m l)
a t  h o u r s  a f te r  d o s in g l

0 h r. 1 h r.  2 h r s .  4 h rs .  6 h r s .

5 . 7 7 . 5  1 7 . 6 1 3 . 4
0 2 . 5 1. 5 0. 8 0 . 4

0 7 . 2 6 . 0 1. 0 0. 4

m c g / m l  U r i n e  l e v e l s  2 4  h o u r s ( T o t a l  m g )

1 7 .  0 1 4 .  9

Table 6. Serum and milk levels (mcg/ml) of
megalomicin A in cows after a single
intramuscular dose of megalomicin A
phosphate solution (125 mg base/ml)

H o u rs a fte r

d o s in g

Cow no. 2 ( 1 ,3 0 0 1b s )

 0. 5 m g /lb

Cow no. 3 (1 3 ,0 0 1b s )

 2. 0 m g /lb
M ilk   S e r u m M ilk   S e ru m

0 0 0 0 0

1 0 1. 5 0 5. 0

2 1. 9 0 . 5 4 . 0 3 . 0

4 0. 2 1. 5

8 7. 5 0 5 6. 0 0 . 2

1 2 3. 0 0 3 3. 0 0 . 5

2 4 1. 0 0 4. 5 0 . 2

3 6 0 0 4. 5 0 . 2

4 8 0 0 0 A

6 0 0 0 A

7 2 0 0 0 0

serum samples were drawn periodically and assayed for antibiotic content. The assay

results of this study are shown in Table 6. These data indicate excellent excretion

of megalomicin into the milk which was dose related. A dose related milk-out time

of 36~48 hours was also indicated. Both cows tolerated the doses well.

Acknowledgements

Experiments involving multiple dosing of dogs were performed by Dr. Fielder and associates of
these laboratories. Dr. J. Houdeshell arranged for dosing and serum and milk collections from cows.

References

1) Weinstein,M.J.; G.H.Wagman, J.A.Marquez, E.M. Oden, R. T.Testa & J.A.Waitz:

Preliminary studies on megalomicin, a new Micromonospora-iproduced macrolide antibiotic
complex. Antimicr. Agents & Chemoth.-1968 : 260-261, 1969

2) Weinstein,M.J.; G.H.Wagman, J.A.Marquez, R.T.Testa, E.M.Oden & J.A.Waitz:

Megalomicin, a new macrolide antibiotic complex produced by Micromonospora. J. Antibiotics
22 : 253-258, 1969

3) Waitz, J. A.; E. L. Moss, Jr., E. M. Oden & M. J. Weinstein :,Biological activity of megalomicin,
a new Micromonospora-prodnced macrolide antibiotic complex. J. Antibiotics 22 : 265~272, 1969


