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FURTHER INFORMATION CONTINUED FROM  PCT/ISA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. Claims: 1,18,24,25,32-50

A general method for making hypermutable bacteria by
“inducibly expressing a dominant negative allele of a
mismatch repair gene in said bacteria. Furthemore a
composition of cultured said hypermutable bacteria which
comprise an inducible dominant negative mismatch repair
gene, which is eucaryotic or procaryotic and a method for
generating a mutation in a gene of interest by growing a
bacterial cultutre or a bacterium of said inducibly
hypermutable bacteria comprising said gene of interest.

2. Claim : 2

A method for making hypermutable bacteria by inducibly
expressing a dominant negative allele of a mismatch repair
gene in said bacteria, wherein the mismatch repair gene is
MutH from any species.

3. Claims: 3,10,12,23,28,31

A method for making hypermutable bacteria by inducibly
expressing a dominant negative allele of a mismatch repair
gene in said bacteria, wherein the mismatch repair gene is a
MutS homolog from any species or a MutS homolog from any
species comprising a trucation mutation or MSH2. Furthemore
a composition of cultured inducibly hypermutable bacteria,
wherein the inducibly expressed dominant negative allele of
said mismatch repair gene is mutS or a homolog thereof, or
wherein the compostion comprises a mammalian or an
eucaryotic MutS protein.

4. Claims: 4,6-9,11,13-17,19-22,26,27,29,30

A method for making hypermutabie bacteria by inducibly
expressing a dominant negative allele of a mismatch repair
gene in said bacteria, wherein the mismatch repair gene is a
MutL homolog from any species or a MutL homolog from any
species comprising a truncation mutation or PMS2, PMS2
comprising a trunctation mutation, PMS2 comprising a
truncation mutation at codon 134, plant PMS2, MLH1, MLH3,
PMSR or PMSL homolog. Furthemore a composition of cultured
inducibly hypermutable bacteria, wherein the inducibly
expressed dominant negative allele of said mismatch repair
gene is mutL, PMS2, MLH1, PMSR or a homolog thereof, or
wherein the compostion comprises, a protein which consists
of the first 133 amino acids of PMS2 or human PMS2, a
mammalian or an eucaryotic MutlL protein.
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

5. Claim : 5

A method for making hypermutable bacteria by inducibly
expressing a dominant negative allele of a mismatch repair
gene in said bacteria, wherein the mismatch repair gene is
MutY from any species.

6. Claims: 51-57

A general method for enhancing the mutation rate of a
bacterium by exposing a bacterium comprising a dominant
negative allele of a mismatch repair gene to a mutagen as
well as further secifications as to the mutagen used.

7. Claims: 58-70

A general method for generating a mismatch repair proficient
bacterium with a new output trait by growing a mismatch
repair deficient bacterium comprising a defective mismatch
repair gene allele and a gene of interest to form a
population of muated bacteria, cultivating the said mutated
bacteria, testing for a muation in a gene of interest and
restoring mismatch repair activtiy to at least one

cultivated bacteria. Additionally further embodiments of the
said method.
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