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Arima. Studles

Over =wo &nd & half years batve eslapsed sirce s group cf
dogs received xir‘mai 4Amage 0 thelir bladders as o result of ex-
posure 0 Beta Naphthylamine. Since that time they have not received
sdditiona. exposure save that dus to s possidble erose-cottamiontion

mertioned ir the 1940 Progress Report. Up until the present, there

'\1 = i3 no sign ©f the developmernt of bladder tumors {r any of the animals.
~ Ve have not beer abls to produce bladder tumors in dogs &»
a reiLlt of exposure to any of the following compounds:
. “ ] Period of
ﬁ\)\\ Compouns - Exposure
NS . Alpha Naphthylsaine

(Technical and Furv) 21 montns
SN Bentid:ve 30 montns
\\’) Pheryi Bets Raphiryiamine 22 wmonths
Tolldiné ¢ montns
Ar.:‘ ine 5 sonths

Vhether thess compounds ¥ill svantually produce tumors

cannot be stated at the present time, but it oan be stated th-t
1hey e muck less tect than Beta Naphthylamine in trhis revpect.
A contipuation ¢f the exposSure 18 necessary to establish

the potency of thess compounds &8 agents in causing bladder tumors.



Rumar Studies
During 1341 the urihes Gn & Eroup of Torimen eXposed to

Betsa Taphthylamine have besn studied st frequent lutervals &t the
Oye Works Nospitsl folleving the procedure ostabiished at the
Raskell Leboretory 4n 1G840. Duplicate results of tr288 axaZinations
have been furwarded ¢ the Laborutory and ere being amalysed to
shtain further 4ata on the mliation betwveer the degree of exposure
to Beta Naphthylamine and its action o the bladder.
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Allan J. FPleming, K. ©.

During the year the study of 4cgs «xposed t& the follovirpg
compounds bas been ocontinued:

(a) Bets Naphthylamins

{b) Alpha Waphthylamine (Tecimical apd Pure)

(¢) BDenzidine

(4) ?Phenyl Beta FWaphthylamine

In sddition, study on two nev campounds, anilire and
tolidine, was started.

The results obtairod i: sxperiments vith these wvarious
campounds can be summariged as follows:

(a} Bets Rephthylamine

Three dogs giver 300 mg. of Bets Rashthylewmine dally oy
mouth between 3/9/39 and 4/28/39 (A9 trestmczts) 4svslopes
irritatior of the bladder as indicated by blood and sxcess provth
promotimg substacces in the urine and confirmed ty cystoscory. These
dogs hive besn under observation continuously for over 2 1/2 years
vithout further tresatment with Bets Naphthylsmioe and have shown no
sign of developing blsdder tumors. This srperissnt was instituted
to shov that. even shoulé minimal dsmage to the bladder ocour as &
result of exposure to Bets Nephthylaxine, if the inviividmal 1ie
remsved from axyosure or the exposure is definitely redused, no
tumey will subeeguently devslop.
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‘) A p w Te cal

Pive snimals, two exposed to Technieal Alphs Baphthylanine
(eottaining 7-9% Detz) and the other thrye exposed to Pure Alpha
Faphthylamine, have beer giver 300-320 mg. by mouth 4ally (% times
& veex) for 21 months. O the last cystoscopy report by Dr. Volfe
{11/25/41) one dog in eack group bhal abnorwal arses of coloring
ir. the bladder mucosa. NKNope of the srimmls in either group heve
showz evidence of tumcr formstion by urinalysis or Cywtoseopy.
Biopsies ou suspicious aress ir the bladders of 14 B, and 0, (Alphs
Technical) and 1% B, (Alphs Fure) oo May 28, 1941 and November 2%,
1941 were reportsd as lywphold Kyperplasia. Thess Were UCACOORMRIed
by any changes in the bladder epithelium.

{c] Benzidine

A proup of four dog- has been given 100-120 mg. of ben-
tidine dafly (5 times a vesk) since §/25/39 vithout shoviag any
evidence of bladder tumor formitiod.

{¢) Pheny} Bets Mapbtnylanine

A group of three dogs has been given SAG.550 mg, ~f Phemyl
Beta Naphthylamine 4ally (5 <:mes a week) since 2/28/30. %o oig-
pificant abnormality of the bdladder has developed in any of this
groug.

{e) Tolidine

Three dogs have been given 250 mg. of Tolidine by momth
dally (5 times a week) since §/19/81. Routine urina.ysis, ocolpidixs
counts, and cystoscoples indicets that no irritation of the bladder
has Tesulted.
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Three 40gs have been given 30C mg. Of Aniline by mout:
4s2iy (5 times & wesk) since 5/1A/A1. Routine stulies of the urine,
colnifiux coupts, and cystoscopies, ipdicate the bladders so far
have not been affected.
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