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Proposed Mechanisms Responsible for the Induction of P-450-male and P-450-female

Male

-~

P Female

Time(hr)
Steady level of GH——P-450-female(Hypox + Gll/infusion)

Experimental observations

Depletion of GH———>P-450-male (Hypox. female)
Regular peaks of GH—P-450-male (Hypox +GH/sc inj)
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Tumorigenic or Toxicological Phenomena Associated

with the Ah® Allele in Mice

A. Increased susceptibility to:

. 3-Methylcholanthrene-initiated subcutaneous fibrosarcoma

. Benzo[a]pyrene-initiated subcutaneous fibrosarcoma

. Squamous-cell carcinoma of lung produced by intratracheal instillation of 3-methylcholanthrene

. Skin inflammation due to 7, 12-dimethylbenzo[a]-anthracene
. Fetal toxicity, decreased weight, and malformations caused by administration of benzo[a]pyrene to pregnant mother

I
2
3
4. Hepatic necrosis caused by acetaminophen
5
6
7

. Lens cataracts caused by acetaminophen

B. Shortened survival time following:

I. Intraperitoneal administration of polycyclic aromatic hydrocarbons or polychlorinated biphenyls

2. Oral administration of polychlorinated biphenyls

C. Increased resistance to:
. Intraperitoneal administration of lindane

. Leukemia caused by topical 3-methylcholanthrene
. Muscle paralysis produced by zoxazolamine

. Oral administration of polycyclic aromatic hydrocarbons or lindane
Bone marrow toxicity produced by oral benzo[a]pyrene
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%+ 2 ELISA Immunoquantitaion of P-450g in
Hepatic Microsomes from Individual Male
ACI and WF Rats and Their F, Hybrids

P-450¢g
Age % Total pmol/mg
Strain (days) P-450 protein
AC| 28 0.3 2
42 21.7 197
56 22.9 156
84 21.1 210
WF 28 0.1 |
42 1.6 12
56 1.5 10
84 1.1 7
Parents ACI 78 20.3 236
78 18.7 239
WF 78 0.8 7
Progeny
(WF % X ACI §)F, 78 1.6 123
78 1.9 115
(ACI} XWF §)F, 71 13.0 131
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# 3 Distribution of Closely Related, Phenobar-
bital-Induced Liver Microsomal Polypeptides
in Different Rat Strains and Colonies

polypeptides

variant
rat strain PB3 PB5
colony (P-4500) PB3 PB4 (P-450e)
Long-Evans-BSF ++ - - +
Long-Evans-CR ++ - + +
Holtzman-KSU - + + + + +
Holtzman-CR - + + = +
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# 4 Interspecies homology of cytochrome P-450
corresponding to rat P-450c
Mouse Rat Rabbit Dog Monkey Man

cDNA sequence 81.8 81.7 80.8 84.1 100 95.3
Amino Acid sequence | 78.9 78.1 72.3 82.0 100 93.8

Homology

The homology is expressed as % of those seen in the
sequences of monkeys.
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