We claim:

1. A rodent comprising in its genome a geneticalbydified endogenoustr
locus comprising a humanTR sequence comprising bofffR coding sequence and non-coding
sequence,

wherein the genetically modified endogendtrslocus comprises an endogenous
Ttr promoter, wherein the huma8iR sequence is operably linked to the endogeftus
promoter,

wherein the genetically modified endogendtrslocus comprises a humanR
3’ untranslated region,

wherein the endogenod$ 5’ untranslated region has not been deleted and
replaced with the corresponding humiark sequence, and

wherein:

() the entireTtr_coding sequence of the endogendtrdocus has been
deleted and replaced with the corresponding hufi&sequence, and the region of the
endogenoustr locus from theTtr start codon to thé&tr stop codon has been deleted and
replaced with the corresponding humiarrkR sequence; or

(I the genetically modified endogenotis locus encodes a transthyretin
precursor protein comprising a signal peptide rédggon of the endogenodsr locus encoding
the signal peptide has not been deleted and replsite the corresponding humanR
sequence, the first exon of the endogenusocus has not been deleted and replaced with the
corresponding humahnTR sequence, and the region of the endogefibuscus from the start of
the secondtr exon to théeltr stop codon has been deleted and replaced wittotihesponding

humanTTR sequence.

2. The rodent of claim 1, wherein the region oféne€ogenoustr locus
from theTtr start codon to th&tr stop codon has been deleted and replaced with amtniR
sequence comprising the corresponding humidsequence and a humamR 3’ untranslated
region, and

wherein the endogenod$ 5’ untranslated region has not been deleted and
replaced with the corresponding humiarR sequence, and

wherein the endogenodi& promoter has not been deleted and replaced with the

corresponding humahnTR sequence.
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3. The rodent of claim 2, wherein:

(1) the humanT TR sequence at the genetically modified endogeitul®cus
comprises a sequence at least 90%, 95%, 96%, B%, %, or 100% identical to the
sequence set forth in SEQ ID NO: 18;

(i) the genetically modified endogenolis locus encodes a protein
comprising a sequence at least 90%, 95%, 96%, 98%, 99%, or 100% identical to the
sequence set forth in SEQ ID NO: 1;

(i) the genetically modified endogenolis locus comprises a coding
sequence comprising a sequence at least 90%, %, % %, 98%, 99%, or 100% identical to
the sequence set forth in SEQ ID NO: 90; or

(iv)  the genetically modified endogenolis locus comprises a sequence at
least 90%, 95%, 96%, 97%, 98%, 99%, or 100% idahticthe sequence set forth in SEQ ID
NO: 14 or 15.

4, The rodent of claim 1, wherein the region ofénelogenoustr locus
from the secondtr exon to theTtr stop codon has been deleted and replaced with amtniR
sequence comprising the corresponding humididsequence and a hum@mR 3’ untranslated
region, and

wherein the first exon and first intron of the egdoousTtr locus have not been
deleted and replaced with the corresponding hufi&hsequence, and

wherein the endogenod$ 5’ untranslated region has not been deleted and
replaced with the corresponding humiark sequence, and

wherein the endogenod$ promoter has not been deleted and replaced with the

corresponding humahTR sequence.

5. The rodent of claim 4, wherein:

0] the humanT TR sequence at the genetically modified endogefitul®cus
comprises a sequence at least 90%, 95%, 96%, B%, %, or 100% identical to the
sequence set forth in SEQ ID NO: 19;

(i) the genetically modified endogenolis locus encodes a protein
comprising a sequence at least 90%, 95%, 96%, 98%, 99%, or 100% identical to the
sequence set forth in SEQ ID NO: 2;
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(i) the genetically modified endogenolis locus comprises a coding
sequence comprising a sequence at least 90%, %, % %, 98%, 99%, or 100% identical to
the sequence set forth in SEQ ID NO: 91; or

(iv)  the genetically modified endogenolis locus comprises a sequence at
least 90%, 95%, 96%, 97%, 98%, 99%, or 100% idahticthe sequence set forth in SEQ ID
NO: 16 or 17.

6. The rodent of any preceding claim, wherein theegically modified

endogenoustr locus does not comprise a selection cassetteepater gene.

7. The rodent of any preceding claim, wherein thaeent is homozygous for
the genetically modified endogenaolis locus.

8. The rodent of any preceding claim, wherein tient is a rat or a mouse.
9. The rodent of claim 8, wherein the rodent isrtiwise.

10.  Arodent cell comprising in its genome a geradty modified endogenous
Ttr locus comprising a humanTR sequence comprising boffR coding sequence and non-
coding sequence,

wherein the genetically modified endogendtrslocus comprises an endogenous
Ttr promoter, wherein the huma8mR sequence is operably linked to the endogeftus
promoter,

wherein the genetically modified endogendtrslocus comprises a humdiR
3’ untranslated region,

wherein the endogenod$ 5’ untranslated region has not been deleted and
replaced with the corresponding humiarR sequence, and

wherein:

() the entireTtr coding sequence of the endogendtrdocus has

been deleted and replaced with the correspondingahliTR sequence, and the region of the
endogenoustr locus from theTtr start codon to thé&tr stop codon has been deleted and

replaced with the corresponding humiarR sequence; or
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(I the genetically modified endogenotis locus encodes a
transthyretin precursor protein comprising a sigregdtide, the region of the endogendtrs
locus encoding the signal peptide has not beenedetand replaced with the corresponding
humanTTR sequence, the first exon of the endogeridusocus has not been deleted and
replaced with the corresponding humiaiR sequence, and the region of the endogeittius
locus from the start of the secofit exon to theTtr stop codon has been deleted and replaced
with the corresponding humamR sequence.

115





