. B '

%

/mas 2 Nutr 109171, 1979 Akaya JO and SN
Aarshoft  Reiaaonsmps  betwsen  hydroxyprokne
wding and oxalate acraton 1 rats fed différent
weis of vitamin B6. Fed Proc 38 452, 1979,
UPPORTED BY US t of Meaith Educaton &
Jafare  Public Heaith ice. Nauonal Inst. of
ealth Natonal Cancer Inst 347.409
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3, ET
WLECULAR BIOLOGY OF ETHIONINE CAR.
INOGENESIS

- Gorek A M C Carcer Research Center & Moapi-
4. Deat of Base Oncology. 8401 W Colfax Ave.,
skewood, Colorado 80274 (RQ1 CA 23536-03)

ame substances with confmed carcinogernc actvi-
, do not react w the Ames 185t for carcinoganams,
. they do not react witn DNA. Among these 18
oning which gces not react with ONA. but does
aact with transier RNA Tha 1atter reaction s speci.
ot a mncr speri@s ot IRNA, IRNA2Lys THis se-
a0 Aty tMpies tha intarvention of some enzymas
Jucr resogmize 1ANALys, In addition, wa have dis-
svered that admnistzation of athiomine elevates
:ogesterone ievels n the target ammal The eleva-
a5 extragrananly h.gh, .t can De as mgh as ten-
Fg ¢ agdhon 1o ethudiing, two other carqinogens
it are negatve in e Ames test, actinomyon D
g roac@lamde Alsd clevate proyesterana levels
ne am of this rescarch project 15 10 study the
agiecyiar machanisms of ths rovel mechanism ot
Qrc POgENSss

16, OGRAPHIC REFERENCES Kuchmo, Y ang
sreh, © Tumor Specfic tANA Phe Contams Two
jupernumerary Methylateo Baves Nature, 271, 126
1978) Kucmino, Y, Sharma, O K, and Borek, E.
ysine Transter RNA2 is the Major Target for L.
amonine in the Rat, Sochemistryy 17, 144 (1978)
#WPPORTED B8y U.S Dapt. of Heaith Education &
vesare, Pubic Health rvice. Natonal inst. of
waltr, Nauonal Cancar inst $99,026

10219, J
;?fnm SYNTHESIS VIA A CHIRAL PRECUR-

+ Memnwaid, Corneit Umvemg& Ithaca Campus,
scnool of Ars & Sciences, pt ot Thamstry,
naca, New York 14850 (ROt CA 23472.02)
wierin 18 the toxie compound found n the hasmo-
ol the staphvinid beetie, Peaderus fuscipas.
Clure and stereocharmistry were established in
With #ts muitiple functionaity and mine chiral
anats, 1t 18 Dy far the most complex (nonproten)
afenstve substance 1o he solated trom an insect
ouice Aside from its vesicatory activity, pedenn in-
sits umot growth (induced chemically n Lupinus
sus and with Sarcoma 180 1n the mouse). Cultures
A HeLa ceds show a'most complete disappearance
F mitosis as weil as other eftects on exposwre to
©idt Ons contarung onty 1 nenogram/mi of pedenn,
ROCNeMICAl s'udies indicate that pedenn exaerts ity
yictoxic effects Dy blocking proten synthesis and
WA synthams tn this role s 1 000 10 10.000
res more active than the common antmetabolites.
Jg3enn has diso been shown (O induce cell fusion m
aTan skin tibroblasts.
g Or@Ct aums at the synthess of pedenn starty
4m a faadry availabie crwral precursor, D-manmtol.
“he proj@cied syntnesis has as an sspeCially atirac.
wa 'sature the direct introguction of ore chirgl
anter (whieh would otherwise be very difficult to
wnitl) with the corract absoiute stersochemwsiry.
dodal expariments which have i been camed
wt have bean ancouraging. We pian to prepare opti-
2. activa pegenn and pedenn ansloge for biologi-
Al DOCHEMICE'. and possibie Medchl expernents.
QFPORTED BY U S Dept. of Health Education &
acuare, Pubic Health Service, National Inst of
Agath Natonal Cancer ingl. $21,180
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HYPERTHERMIA AND RADIATION INDUCED GE-

WETIC DAMAGE

§ Mimer, Northern Ninois University, School of Lib-

«dt Arts & Sciences, Dept. of Biglogical Sciences,

whdit liinors 60115 (ROt CA 23245-02)

™e purpose of this resaarch s an Attemot to undee.

Aand POW Nyperttarmia 5ensitzes raciation

famage Mutagen sensitive strains ol Orosophila me-

apaster are supjectad to hyperthermva treatment,

¥ C tor Y hour, and then exposed 1o X1ays of

pmma radation The strans e mulagen sensitive

wse of nterterence with s0ma aspect of repar.

sirain does not respond to hyperthenma ethect
radiation? The mutgnt may aiready have nhibet-

ed tha repér simiar to what hypertherma would
affect. The hypertherrmia has baen Showr w1 our ear-
ar invastigrtion 10 increase TaALON induced, domi-
nant IetNAIS, recessive sex-inked and the loss of the
X and Y chromosome in those bioods which repre-
sent cells " spermatogenesis n or SbOUt MMRORIS
We have obtained nformaton that hyperthermia en-
nances Qross gelections of the X-chromosoms. This
and the above hsted genetic abermatiors wil be in-
vestgated 0 10 difwent mutagen senedive JOCKkS
:-(h respect (o hyparthermia and radiation wwduced
amage.

BIBLIOGRAPHIC REFERENCES: Sidtvwy Mittr, Hy.
perthermid and Radaton Induced Genetic Aberma-
Lons. Mutation Research 59-123-128, 1979.
SUPPORTED 8Y LS t. of Health Education &
Welfare, Public Heaith Service, Natonal Inst. of
Haanh, Natonal Cancar inst. $31,572

2.0271, HT W

CAAOTENOQIDS AS ANTITUMOR AGENTS FOR
SKIN TUMORS

MM MathewsRoth, Harvard  Univi

wwolved i PAH carcinogenesy may well be -
voived. The ainyarodiol and diol epoxide demvatves
of berziclacnaine will ba synthesized n the author's
and wil Do tested for Rty
collaboration of O.M. Jerina, Laboratory
iC Charmwetry, AH. Conne

Additonaily, dimathyl denvatives of benzo(a)pyrane
will be syntheszed 1o probe the importance of stenc
affects in the enZymatic spoxidation of double bonds
in banzo of PAH arvt in the hydrabon of benzo
nng tetra oepoxiies with epoxide hydrase, A new
sterecapectfic synthasa has Deen demgned 1o make
available benzo nng didl spoxides that are very diffi-
cult to prepare by current s and will £ pur-
Fr el

ity, Boston
Campus Peter Bent Bngnam
ton Ave. Bostan. Massachgsers 02115 (RO1
230453-03)
L:gm, particulaly the sunbur
320nm), has boen implicatad ks an aticlogc agent in
the nduchon of skin lumors 1y ammals and Man, We
have shown that the admi i
pigments to patents with
phyna can amelorate the hg|
with this disease. and that

i -
the 0%t
thase pu%rnents to normal vofunt LE
have slight but statustcaily sigificant

g the appearance of erytherga caused
bum range We have lllodlj: t

spectrum (UVB, 280- NO

BIBLIOGRAPHIC REFERE! S RE. tenw, CW
Taylor, H.O. Mah and D.M. Jefina, J. Org. Chem , in
(1978). Synthesis of thq nan-K-region and K.
trans-Dihydrodiols of Benzo(ejpyrene DR
Thakker, H Yagi, R E. Lehr, Lovin, M Buaning,
. , AH. Conney ard
ess {1978). Metabo-

Primanly by Arylhy-
of a Giol Epowide
Hesith Education &

Natonal inst. of
005

precursor pgment having absgrplon Maxima in the
sunburn range, sigmficantly Wﬁ“
reEction N guined pigs axposd s radiation. in 20224,

adchibon, we ang others have shown that carotencld
ts can nfvtut the formaton of fres radicels
which have been imphcated n PhOtOCAICINOQINENS,
Therelore, we proposa 10 study tha effect of the
systemic admnustzabon of bata-carotens, phytoens,
and other Sarotenoxd pigments on the developmant
of skiy tumors induced by sunburn radiation s topi-
cal carcinogens m haNiess mMice.
We have sstabised dosage levels and routes of
admrustration which lead to accumuiation
of bata-carotene and_phytoene m the skin of harlees
mce, with no apparent towcty. Methods
wall-documented in the literature for the induction of
skin tumors by sunburn radistion and topical carcing-
gen apphicaton will be vsed. Groups of hairless mice
will be gven carotenowds and )
angd biood and skin levels of the will be
aliowsd 10 reach satural lovels the tumor
INGUCUON Program Degns. mice will ba observed
for the development of skin changes and umore.
Tumors will ba stuchad My ) and
Blood and skin carotencid and v A lovels
be measurad. The results of statstical analyses
the rumbers of tumors and the tme of tumor
lion in the vanous of mca will indicee
& the systermic admwwatration of .
any sigrvhicant effect on tumor induction.

i

H,

i}

SUPPORTED BY LS, t. of Hesith Educaiion &
Weifare, Pubic Heaith Service, Nationsl Inet. of
Heaith, Natonal Cancer Inst. $31,448

2.0222, BLTUW

OI0L. EPOXIDE AND OTHER DEMIVATIVES OF
PAH AND AZA-PAH

R.E Lehr, University ot Oktahamu, Norman Campus,
Schoot of Ans & Sciences, Dept. of Chemwtry, 580
Pamngton Oval, Room 101, Norman, Oklshoma
73088 (RO1 CA 22985-03)

Increasing evidence that diol epoxides are important
iNtermediatas i the mulagenesis and CACINOJeNess
of poltycyclie aromatc hydrocarbons has  been
amassed dunng the past year Quantum chemicsl
calculahons which we apphied to estmate the resc-
vty of diol epoxides have proven successiul v cor-
rectly predicting that bay regon epoxides should be
the most reacuve for a gven PAH, and have comect-
ly predicted the reiative reactivity of diol epoxides
daerved !20«\ di(;::'em PAH. PAH nog-substituted with
mtrogen (aza-PAH) are Deing Creasngly recognited
asm:%nmcam envonmental contsmmnants, ut heve
recervéd meager attention from the standpoint of
determmining the matabolites involved in the Carcino-
genens of the compounds And thew SUCRIN-ACtvity
refationshwps. An examnation of the Hersbee on
benz(c)acnding dervatives suggests that diol epox-
ide and dihydrodiol intermediates analogous 10 those

1-23
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Emmoov OF BRAIN TUHOMG

M. Hochberg, enaral  Hospial,
a3achu-

WWMuF St, Hoston, M
e, rwit St, 3
sette 02114 (ROY CA 22533-02)

friend or

avaiuste risk indicators of brain tumors (spe-
cificaily  histologically: fu
ummm multiforme, medul-
loblas! N

your and W active bran tumor ressarch imerests ot
the investipeiors have created a stuation n which a
valid study of the epidemiology of these tumors may

an efficlent and inexpansive

SUPPORTED 8Y U.S. of Health Edycaton &
Waeltare, Public Health ice, Natonal Inst. of
Health, National Cancer Inst. $50,051

2.022a, BT
BIOCHEMICAL STUDIES IN CHEMICAL CAR-
CINOGENESS

JA,  Miflgr, Universty of Wisconsin, Madison

Madical School, Dept. of Oncalogy, J07 N
Charles 5t, Madison, Wisconsin 53706 (P01 CA

Thie a broad funda-
menta) 1o the . biochemustry, and
mor witiation, promation. and progres-

] e includes major stud-
mmm:'cﬁvnmo(c . ety s, the
irteractions CACINOQenS ma-
cromolecules, events assocuted with
the promotion of initiated cells to the of
oﬁmmwoat&on' Mmct - nog:o‘
FRQression Ay

tic or preneoplastc cells, and bivlogicsl and tio-
chermcal diversity of pr and neoplastc le-
sions. The prog investigations at the

ol 7170




