Diethylstilbestrol iz a gynthetic sub-
gtance of relatively simple structure, not

containing the phenanthrine ring (1),

produces reactions similar to those from
~ estrone (2) The Council on Pharmacy
{3) and Chemistry has adoptéd. the name
stilbestrol for the mother substance 4, 4'
—dihydroxy stilbene, regerving the desig-
- nation diethylatilbestrol for
potent derivative 4, 4' dihydroxy-a:B
diethyl stilbene. This substance was intro-
duced by Dodds and his associates in
1937. (4 ) This substance iz now included
among new and non official remedieé and

its more

has been judged by the Council to be a
reliable therapeutic agent for those con-
ditions recognized by it as suitable for
-estrogen thereapy.

THERAPEUTIC VALUE AND POTEHCY
AND TOXICITY

- The therapeutic value of the synthetic
estrogen, diethylstilbestrol, is now being
investigated. The chief advantages are
their relative cheapness and potency by
‘oral route.

Hven though this preduct produces the
action simulating the naturally occurring
-estrogens, still if ofteﬁ produces unplea-

sant side effects, particalarly nausea,
-~ vomiting, headache, abdominal distress,
- -annorexia, diarrhea, lassitnde, paresthe-
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“cent of a group of 150 cases receiving

“male sexual organs Sovran (9) employed

sia, vertigo, thirst acute psyehotic re-
action and rashes. The
severity of the toxiec effect may be

cuntaneous

reduced to some extent by coating the
pill, limiting the daily dose to 1 mgm.
or-less and intefrupting the treatment with
periods of rest. Mac Bryde and his
associates (5) recently reported that
nanzea was the only objectionable symp-
tom and occurred in eonly 8.6 per-
1 mg. of diethylstilbestrol daily for 2-3
weeks. Dogs (6), rats rabbits may show
blood and organ changes, clondy swell-
ing, congestion and né,c;_msis of the
kidney, liver and adrenal glands, but ne
tisgue, liver or blood damage has been
demonstrated clinically even With"p_;o.;.
longed administration (7) According to
Dodds and his associates (8) diethyl-
stilbestrol is at least 5 times as potent
as estrone by the oral route, Compara-
iive studies of the potency of diethylstil-
hestrol by mouth and of estronerb\;;' injec=
tion have yielded values ranging from
15 to 2.1. ' "

Since it that
a degenerative influence on all

is known esirogenes

exert

diethylstilbestrol as a preventive ireat-
ment of orchitis among
wsoldiers with spectacular success. It is

in mumps



'Iie{féd that the same reéult:'-wbuid’rb'é:f-
btmned in the trcatment ef m‘chms in

nIls and noars

In the ﬁeld of veterinary praetme, the
herapemlc eﬁects of dxethylstﬂbestroi'
ged in animals under various condltmns =

a‘e been mwestwated and recorded ae
_follm\: Golledge (10) reported the use
'of stilbestrol in ecase of hydrops amnu,

.andr _R_ow-son and Sprigg (11) recom-

ended stilbestrol in the treatment of
pyometra in cattle, in doses of 20-15 mg.
'They stated that pus began to discharge
Wg;nty-four hours and continued until the
uterus. was empty. G. R. Moore (12) re-

"pmteﬁ that sulbestrol has marked thel'a-;;,
'peutlc value in the treatment of p ymnetrar
'o'ﬂowmg retamed fetai membrane i
ows. Kendall (13) repcrted a quccessfulr
result from the use of stilbestrol in the

‘treatment of acute prostatitis iﬁf'-ﬁd_o'gs;

eoplasia in the peritoneal region in

dogs responded fa??qi'é;b-l,‘,f to the treat-
ment of subcutaneous injection of stilbes-

trol as stated by Smythe (14). Lewis

and Turner (15) ‘have reported thaﬁ'
ﬁtxlbesfrol has an effecu similar to estrone

on the mammarg glands of animals,

iFoHey and Young (16) rep{srted that
_gh_lbestrol is capable of artificial induc- -
tion of lactation in some vi_rg'-i:_i animals.
%t.ill;-éﬂ-trol'r
uied in the mereased preductmn of mﬂk_

Kloin (17) reported that

*m dau‘y cews.

"CAS’E REPORTS AND DISCUSSION

Stnlbestrol in the Treatment of A:ufe =

Prostatitis in Dogs
_ Stllbestrol m]ected mtramuscularly in

r dazly doses in- eombmatmn with

- txt:s_ in dogs.

~ the tumor was performed w1th apparent

_'snliathxasole was found to gwe sue
_results in the treatment of acute pre

The action of stxl_
is to inhibit the function of the male
hormone. This more or less inaetiv

the prostate gland and allows tl'_ze___

: tlo overcome.the aid of sulfathiazole.

Sta!bestrol Btproplonate in Camne
: ‘Neoplasia (19)

-,*.'Abo't@t 50 cases of —neopla_gla-.int

- peritoneal region of dogs have b
treated w 1th success by the subcutane

m]ectwn ef stﬂbestrol dipropmnate.
old deblhtatmg dogs, prostratmn collap

and in rare cases, death may follow fu
Vdo_sa.ge Qf_ the drug over a pe_r.md

several weeks. The weekly dose

stilbestrol should not exceed 5 mg. in

senile paments In bltches small repeam
doses pmcinee swelling of the mamma.ry

glands with lactation but usually v_vlt ==

A large dose (20 mg
generally causes enlargement of the

out sign of heat,

~ vulva at about the fourth day with sign

accept service.

Malignant Neoplasm in a Cow C_uréd
by Stllbestrol (20) :

A case was reparted in Scotland of a =

'yearhng shorthorn heifer suffermg from :

a tumor. Burgical operation to remove

success The same ammal wasg later on

bred but at caIv;ng it was found that the &
‘_ tumor had recurred and appeared to be
 malignant, It was diffused and occumed
the whole vagmal opemng.
__ ,v_vas_cons;dered mopera_ble ‘and the owner

The tmnor




the lactation.

In the hope to prolong the jactation

~ period with no thought of anti-carcino-
- genic detion, one grain tablet of stilbes.
“trol was implanted in the snbeutaneous
‘muscle of the neck. '
Three months laier
protruded from the vagina bhad dis-
appeared and the part inside the vagina
- was definitely regressing. After 5 months
a lump of the size of an oraﬁge was all’

- that rémained.
ceraseur under. epidura. anﬁési;hesia.
'Ml.cmscopacal examination of *he t;umm'.
found it to be a typical cellular fibro-
carcinoma. This cow was bred WO
weeks after the removal of the tnmor and

"bec ame pregnant.

Initiation of Lactation in Heifers by
- Hormone Administration (21)
" Two nulliparous heifers were mgeeted
sabcutanconsly wn“l stilbestrol

- periods of 11 and 13 weeks respectively.

~ Dosage consisted of 5 mg. dlerhylshlbes-

trol dipropionate twice weekly for 6
‘and 5 weeks; in the following 5 and 8

weeks the dose injected was pmgrbsmvely

_ mcreased from 7 mg. twice wee‘kly to 20
~ ~mg, twice weekly. The total amounts
_-Df stilbesirol used in the two heifers

were 163 mg. and 268 mg. respectively;

~ dncrease in udder and the teat size, but

was advised to dispose of the cow after ~ there was Do distension-uf' the ndde

the tumor that . .
~of siilbestrol administration both heifers

- appeared to be in full milk flow.
_ peak daily milk production of one heifer
_-wag 97.5 1b. and in other 33.7 1b.

This was removed with

- _talnud Tact at:on in nulhparous

over: of 16 heifers for 23 weeks, the milk pi’é_

~ Aduction varied from 1/2 t0 30 1/4 Ibs. d-ai'ljr'-
~gallons.

- dure a proﬁtab]e one.

~ in the heifer receiving the smaller
~_amount, injections were made twice
\_v’eekls'r for the first 6 weeks. During

the 'inject_io_n ‘periods there was some
— trel 1o ccckerels ig _mst as early as the

with geerction.

Milking was commenced at or bhortly
after the cessation of the m;;ectmns,
when the secretion was similar to colos-
irum. Following this, both heifers
suckled calves for a time. Approximately
éaﬁd 5 months after the commencement

The

The subcutamous injection of daethyl.»
stﬁbestrol d]propmnate stxmulated ud&er
and teat growth and mma‘bed and main-
da.u-y
heifers. Tt is snggested that sueklmg a
calf may aid in bringing gbout ful
lactazion by hormone administration.

 Stilbestrol in Agalactia (22)
According to the report in Veterm%ry
Estension Quarterly‘(No. 101 ) of Univer-
sity the of Pennsylvania on the treatment

with a total productwn of 5 to 740-
Of the 16 heifers treated, 6
produced enough milk to make the proce 5

Sympioms of nymphomaﬂia developed
m many of the animals treated and in on
necewltated

broup, peivac . fracture

slanghter af 20 percent of the annnals.
Chemscal Capomzatlon of
Cockereis (23)

’ The best age at which to give a-mlhas‘
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xes can be determined :m:: at about 5

wt_a:é-ka of 'age., Stilbestrol  seems to

retard the growth of the birds dur-

“ing the first two weeks after the date -

of administration. ‘They eab less and
;gain little wight during this period.
After two weeks, the treated birds con.
: Sistently outgain the econtrols. '

- They continue to grow and develop -

~ without any sign-of male characterisities.
 The only'differencé between birds from
which the festes are removed surgically
and those given stilbestrol is that the

_."la;t{-e} have larger combs, The testes of

“the treated birds were about the size of =

"a small bean, yellow in color and

= atrophled

-~ When the treated birds reach the age -

'-of 5 months they start “to crcm and

"de\'elop the rooster chmacteustms This

~can be checkgd by giving two 1 meg.
_"_tablets of stilhestml_,
: couductéd to compare the

Experiments were
advantages
.hetweea chemxcal (stxlbestrol) and sur-
- gical caponization. The results were not
~ conclusive but are indicative that the
administration '6?- siilbestrol to young
_birds is profitable. - The most significant
- points to be considered are that there
~were no slips, no deaths and with possi-
Dbilities for its use in poultry industry.

 Effects of Stilbestrol on Pyometra
 Following Retained Fetal Membrane (24)
7 Forty thl;ee"coﬁvs with réti&ined 'piaceﬁ-
tae were used in the course of this

experimental study. The placentae were

r_e'nibxied manually_,ﬁot' less than 72 hours

after parturition, and some remained :

' long as 148 hours before it was tal

out. The only treatment given to all =
these animals was the insertion of 1 oz
gelatin capsule of powdered sulfanil-
amide deep in each horn of the uterus.

All the animals were kept for examin,_g'
tion for a period of two weeks and found
to show the evidence of pyometra with
the presence of pus in the uterus.

~In each case, ‘& single, dose of fmm

‘aO 50 mg. of stilbestrol, depending o@

the size of the cow, was administered in-
tramuscularly. Of the 43 cows treated,

- 14 showed signs of estrus within twenty;_p

four hours after m:ect:on, 21 in forty___
eight hours. and 5 in seventy-two hours,

making a total of 40 (93 %) that came
in heat within seventy-two hours after
an injection of a single dose of stilbes-

trol. VT'WO required a second injection =
and one aged cow showed only vague

_symptoms of heat even after a third in-

jection.

All of the 42 cows 'cc:;ming into heat

__bégan discharging pus from the uterus

soon after the first symptoms.
two to seven days from the advent of

estrus, all uteri were empty and involu-

tion proceeded rapidly. Inspection of
cervices revealed them to be open in all
cases. s

Forty-two of thege cows conceived in

 from 46-140 days following parturition,

94 conceived at the first services 10
required two services and the remaining
eight conceived on the third service.

‘The results of this experiment showed

that stilbestrol gave a very satisfactory

In from



i kT e i et Pt bt Rt st L i i o A L St LR LU G A

_ ficance.

D!ETHYLST[LBESTROL AND IS THERAPEUTIC VALUE
~IN VETERINARY PRACTICE

yesult in the treatment of pyometra in
COWS.

DISCUSSION

The mnse of hormone in veterinary
medicine has not progressed as far or as
patisfactorily as has the use of this pro-
duct
stilbestrol,

in human medicine. However,
a synthetic estrogen, has

come into wide use in the field of veteri-

~mary practice during the past decade.

The results shown in these reports indi-
gate its therapeutic value in the treat-
-ment of various disorders in farm animals.
This matefial is also used to induce
estrus in animals with a high degree df

regularity. The use of stilbestrol in

stimulation of milk production withouﬁ

intervention of pregnancy is of signi-
The c¢hemical caponization by
the use of stilbestrol appears to possess
coqsiderable economic possibilities.

'CONCLUSION

Diethylstilbestrol has a dependable
therapentic effect in the field of veteri-

nary practice not only for treating repro-

ductive disorders in animals but also of -

use in the dairy and poultry industries,

SUMMARY

1. Diethylstilbestrol can be safely
used in the treatment of acute prostatitis
and neoplasia in dogs and cows.

- 9. Lactation in nulliparous heifer

can be induced by the subcutancous

injection of diethlylstilbestrol.

de
3. Diethylstilbestrol has a reliable
therapeutic value in the treatmoent of

follows the manual
removal of retained plac.ntas in cows.

pyometra which

4. Caponization of cockerels by the
use of stilbestrol has bien found to be a

very practical and profit.ble procedure in

‘the poultry industry.
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