- 7 LEAD INDUSTRIES ASSOCIATION, Inc, T

208 MADISON AVENVE
NEW YORK 17, M. ¥V,

-/
o ) Octcber 24, 1962 -
To Masbers of the Nealth sod Safwiy Camdttess ~ - < .

Attached 15 dackprowpd informsticn received from Dr. Dorfwsa
at the Vorcester Research Fundation covering item Jo. & oa
mmmrwmmuwaum
Cammittee MNeeting.
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Den 0. lavlw
ocs Dw. Y. B, Lebedeft K ’ ’
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TEE VORCEZSTZR FOUMDATION TFOR EXPERDENTAL BIOLOGY
Shrevsdury, Massachusetts
Octcber 22, 1962

RESEARCH REQUEST

Bev York 17, Bev Yark

Titls of Research; THX TESTING OF ORGANOLEZAD COMPOUNIS
FOR POSSIBLE EXDOCRIMOLOCICAL AXD
ANTT-NAMMARY TUMDR ACTIVITY.

Genersl Btatement: D, Mslcola C. Benry of Betick, Messs-

. chusetts, bas given and intends to

cantioue to give us variocus organclesd

canpoupis for testing. In the past we

bave slrealdy found ecoe campounds vith

possidle ixportant utilitiss. Ve vish

0 cootinue these stuliss. Our tests

w111 {nclude androgenis activity (msls P :
sax hormone), estrogenia activity (fe-

mle sex hormcoe), anti

(possidls snti-tumar ectivity), emtie

androgenic activity (poesible trestment :

of prostatic cancer), sod ssti-icflamstory = = |
sctivity (possidle trestaent for rhewmstodd - 75¢ . 7 7 ¢
arthritis and allergic disesses). : R

Ve should also be pleesed to stuldy crgsno-
1sed campounds from otber sources.
Budget; Decerber 1, 1962 to Bovenber 30, 1963
1 Diosssay Technlicisan ¢« ¢ ¢ ¢ ¢ o o
Rats, Mlce snd ChickS ¢ ¢ ¢ ¢ 0 ¢ ¢ 3,
0 0

Consumadls Bupplies « o o o 1,000
mcw--cnooo-onw

Indtrect Costs 295 ¢ o o o ¢ o o2
TOTAL

| B e

B ; /g
R - Q TGN BOATAND, To. D., 84, D. MIFE I. DORPAN, M. D.
Eoo 3 Executive Director Director of ladborstories
FT : -3 OXEOORY PINCUS, Ba. De BRUCE CRANTORD

Renearch Director Dusiness Jaoager

N 330.01



THR VORCESTIR POURDATION POR REXPERDEINTAL BIOLOGY
Shrevstury, Nsssachusetss
PROORYBS REFOIT

990 TXB 1XAD RESBARCH CONOTTIR
Jumary 1 to August 31, 1982

Boclosed are 10 tadles which summarite cur scti. .
nmnm«wwmmmcwm‘.

Same tventy-Atwo compounds were a\pplisd to us by Dr. Malools
Benry &uring this period. These are listed by oode »
Dunber and name. The Tadbles 2 through 8 list the results.

B0 aativity ws detected vhen the conpounds were
w muﬁhtm&ambmo(mhoiﬂj)

le M presents the results of campounds EP-1, HP-T end

5\‘:1& showed statistically significsnt asti-anirogsnis
Acuvtwmtbo&m'-cﬂ. Cogpound HP-15 wes active ss .
an soti-endrogen in the ret but s toxicity wes cbserved, :
Ati-androgenic activity 4n the rut'was also cbeerved ot
the 2 »g lavel (Tadle 7). Compounds with this type of -
activity could be valuadls therwpeutic agents in prostatis
cancer, WmuwmwMM,
namnmwuawum,wmu,u
o eampounds to LohdIt deard growth in mem.

In Tadle 9 EP-1) and EP-14 may have some antie
inflasmatory sctivity. Campounds vith this type of
pharmacological activity are ususlly velusble {n rbeumstotd
arthritis, sllergies, and asthas.

Respectfully mbmitted,
Signeds

Mlth I, Dorfmes
Ko/

N 330.02
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Tedle 3

Worcester Poundation For Experimental Biology
Ehrevebury, Massachusetis

ASSAY REFORT
MM .W . e
{boutanecus Inyectica)
Scbaitted ty: ‘
Test Animals Mouse, feoale, 19-21-8ay o4 ’
Vehiale: . Eesame o11, O.1 al. psr injectiom = . | .. -
Procedure; Injected cnoe daily for § ' : :
tarial
Adzintstered
0 0 10 09T L0008 .

1.8% 2.0.223 ..
1.53t 0.1,

E68 | 888

N 330.05



Varcester Fomdatiaos for Experimental Biclogy

Sarevsbtury, Nassachusetts

~Tadle b
AS8AY xrromr
Chick Anti-Androgan Assay

Sidmitted byt Dr. Berry
Saxples Twated: As Listed :

Test Animals Day-old mals white laghorn Chick, .
Yehicle: Testostarcoe enscthate, sesams oil, 0.5 ml, -
Test materisl, sesame 011, 0.05 al. per
immetion.
Procedures On first day chicks are injected cooe with
testostercos enanthsate. Begizning co seme
Gy {ounct test msterial coce daily for 7
days and autopey ca Bea day. W .
Total Inagthate Boldy .
Dose Total Dose Bo. of We ¥oan Coud :
Desigraticn  wg. 8 Chicks £ Ratio ¢ 8, K,
) (1 pAY Y 0.28 £ 0.019 EER
< 0. 12 61 0.90 & 0.0L3 i
“IEw_ 0.8 0. 5 14 11 % 0.056 :
ROST230 0 0. 1) w68 50 ¥ 0,001
{P-1 3 O, 10 b3 b5 L 0,008
(P2 3 0. 10 [} 0.96 £ 0.
P-3 0.5 9 63 ©.99 + 0.0L8
HP-T 0.5 10 56 0.6 2 0.058
B 0.5 15 ) 1.05 £ 6.076_
KP.% 0. 9 &0 o.QEYb%
- 0., 10 63 .02 £ 0.
) 0.5 < 9 .19 T 0.050
;2988 0. $3 .21 ¥ 0.009_
I 28%] 0. 5 [.13 £°0.106
EP-1Y 0. L0 1,13 § 0.121
HP-1A 0. Te) .96 -0,
HP-1¥ [ B ) .81 * 0,063
P-16 0. [0 o8 Y 0.
-1% 0. 0 b, 0.5 ¢ 0.0
Jot:§ 3. 5 1.00 % 0.0%1. .
(P-19 0. 0 [ 0.9 & 0.000
-20 0. 0 )5 0. .
nPr-21 1 0,9 10 54 1,03 : 0,082
- 0. 10 ) Q.92 £ O
.._g" Oa ) 9 x: . (3

N 330.06



P A A Worcester Youniaticn for hpn-unnm Blology B
S “ ' : ) Barevabwry, Mas .
B : : ' TAMLZ S )
; ABSAY FEPORT ' )

Chick Anti-Androgen Assay

Bduitted Oy Dr., Malsols C. Beory T
Bexples Testeds B-13 .

Test Animals Day~-old mals vhiite laghon Cb v

' Vehicles Testostercas enanthats, sessne ou., 0.1 ll..
Test material, seseas oll, 0.05 nl. Per

wmmun-urw.onuwuta?
dq:oadutomcn&adv.

Hosn

Body
Bo. of Vt, Mean Cd
hicks g. Mtio - 8. 2, "

N 330.07



Tedle 6
Varoester Foundstion far Experimentsl Piology
Ghrevsdury

+ Maapachussits
ASSAY REPORT
Mt Axti-Acdrogen Aseey
(Injecticm)
Sutmitted dy: '
‘Benples Testedy
Test Animals Rat, male, 21-day-0ld.
Yelicle: Testostercne, OC, 0.5 al. per injection
’ Test materisl, OC, 0.5 nl, per injecticn
Procedure; Castrate 21st - 20th 4sy of 1life, Begimning cn seme day,
sdxinister trestmects st sepearste sites anoe dally for 7
days snd eutopey co Oth day.
T397 MATEIRIAL Testostercme Neon +
Total Total Boly TISSUR MTI0 L 8. R :
Dose Dose Bo. of W, Sexinal ,
Desigratica . =g, rsts g, Prostate  Vesicley Levebow Agt
° ° ° 7T ¥ 0.16%0.019 0.10%0.001 0.24t0.032
Testoaterces O 2 10 & 1.300.108 1.12°0.077 0.7%20.033
Progrstercos 2 10 88 1.07%0.058 0.72%0.08$ 0.58%0.027 |
83  1.10%0.066 0.70%0.055 0.5020,028 .

N 330.08



] Toble 7 B
Shrevsbury, sachusetts

’

. 3 ASSAY xERORE _
P 3 et Anti-Apdrogen Asssy
(Ingecticn)

76 1.01t0.06y

6 0.940.0M1

ALL DEAD

N 330.09



Tedls &
The Thymalytis and Aoti-Inflasmstory
Axtivity of KIA, B, snd C, EP-1, 2, 3, end &
1n the Adremalectomized Mot -~

N 330.1



Tidle 9
THES TEDOLYTIC AND ARTT-INFLAMMATORY
v o e 5, 6,1, 8,9, 11, 12, 138 b

Bo, of Mot Thymus
Mte - fatio $ 8.%.

10 3.86 t 0.%08 A t2.6s

2.26 t 0,354 9 t1r6m

$.06 2 0.32

' u "w t o.w’

Cortisol = 0.8 6 3.7 t0.2n

3, 6, 1, 10, 11 oospounds oollacted under skis.

N 330.11



Tebls 10

TEX TEDOLYTIC AND ANTI-DIFIAMAIORY ACTIVITY
KP-15, 16, 17, 18, 19, 20, &, 2

m Dose ¥o. of Moan Thyws ¥o. of Mesn Ixy Tissus
Matnistered  wg. Fats Patio t 6.8, tbe. “w., g.t8.%

°o . veotozdl 3 29.3t3MR

l& t o. '
1.9'. o.’z?g ;

8.37 £ 0.220

3174 0060

_ 'b.as,g 0,129 .

‘b0 £ 0,287

N 330.12



