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Harderian gland and cancer
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Fig- 2. Drose-response curves for lymphocyth: lymphomas (0, bemangiosar-
spmas of the heart {0, alveolar-bromchiolar necplasms (&), Harderian gland
seoplasms (&), and squamous cell neoplasms of the forestomach () in male
BECIF, mice exposed 10 1,3-butadiens. Resulis from the 312-ppm, 52-wk stop-
sxposure growp are alio incleded, because that was the longest exposure duration
al ihe siop-exposure groups and the incidence off lymphocytic lymphoma was ot
increased in thal group compared with controls. Mortality-adjuseed wmor raes
were determined by the method of Portier and Bailer (20) using a power value
squal to 3 (21).
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Carcinogenicity of 1,3-Butadiene in C57BL/6 x C3H F, Mice at Low
Exposure Concentrations

Ronald L. Melnick,' James Huff, Billy J. Chou, and Rodney A. Miller
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Harderian gland tumours. Appx

K Loglogistic data mg/kg/day

BMD is 10% extra risk, BMDL is 95% confidence

Harderian gland - Mammary gland

BMDL BMDL
8/9 0.37 0.15 0.41 0.006
11/12 0.37 0.17 0.55 0.3

Choice and Uncertaincy
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REME

(Male) germ cell mutagens | =
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Lesions

Adducts and UDS:; Segal 1990, Maniere et al

2005

Big Blue; Wange 2010

Comet; -0.001mg/Kg Nixon 2012/13,

Germ and somatic equal. Hansel et al;
Qutcome g
Embryo morbidity and lethality; Marchettietal ||t
2009 "

Dominant lethal mutations, specific locus
mutations;

ATSDR 2012
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Heritable reciprocal translocations:  Shelby 2005




(Male) germ cell mutagens
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' Spearmatozoan

A normal man produces
=100 million sperm avany
day. Each has taken

10 weeks 1o make

[Succassiva mitotic divisions

W
- | provide the cell numbers
(’-ﬂ [ =] ) Smh:ggnwm |E—'599I"||Iﬂ| fora h'rgl'l Sperm ﬂUIM

Q

Health of the surviving

offspring?
i B 1 I T g

At meicsis, each spermatocyte
kdhlid&ﬁ into 4 haploid spern'laﬁds;

o Time {days)

Nature Reviews | Genetics
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Human Observations

« Occupation
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-Internal dose. Calleman ‘94. Conts 0.92, Synthesis 1.80 umol AA/ i

Conts 0.23, Synthesis, 19.5 Anval
nmol/gHb

-Risk assessment for general population.

e Diet

-confounders, age, sex, BMI, alcohol, smoking

-smoking as a source. Potato crisps 100ug/100g, smoke 2.3ug/cig | §

(Diekmann 2007)
-total exposure, role of biomarker adducts

« Smoking

-AA associations with disease

-Exposure and dose, health outcomehs and riEk estimates
www.hyms.ac.u
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Metabolic activation of AA
toxicity. Cytochrome p450 2E1 | e

16 common (=5%)

haplotypes ranked
by worldwide
f ni
AR TeqasnEy
ovsunng
-

ETd O ANOOOOOODOIN, [

e ] N0 E— a: 6GCAGGCATCC
[ S N S S N S S
b —— in b 6GCAGGCATGET
AAOOOOIANIOINNIIIN [

00N ¢ : 6CTAGGCAARCT

(TT-] 1]

- SOOOO0N

[T d: BGOGGGCETET

@: BGOGGGCARCC

L]

. .i'
Rowma by o 2

f: 6GCATGCATET

LTSRN

— g: 6GCAGACATGT ( P 4 S 0
B IS T | h: 6GCAGGCAACC . rome

[

[ ... 1: 6GCAGGTATGT 2 1: 's ROle in

4 L ] $BBCGGECATET %
=—|3 - k : 6GCAGACATCC ease aﬂd Dmg
] ] 1: 8GCGGGCATCC Metabousm

m: 6 CCAGGCARCC

n: 6CCAGACATCC

©: 6GCATGCATCC

p: 6CCAGGCGTGT

R:RESIDUAL

M @B [(Je[Jd @ S M@ B O0«kO Wm InI:IO[III]lPIFI‘

Induction by alcohol, expressed in variety of tissues eg lung and testis

U)

Susceptable populations

The Pharmacogenomics Journal (2008) 8, 349-356;
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