We claim:

1. A nen-human-animalrodent comprising in its gea@rgenetically

modified endogenouttr locus comprising a humanR sequence comprising bofiTR coding

sequence and non-coding sequence.,

3—The-non-human-animalof-claim-1-or 2, wheremdknetically modified
endogenoustr locus comprises-thean endogendtrspromoter, wherein the humamR
sequence is operably linked to the endogedtupromoter.,

4—The-non-human-animal-of any preceding-claim,reineatleast-one-intron
and-atleastone-exen of the genetically modifiedogenoudtr locus-havecomprises a human
TTR 3’ untranslated region,

wherein the endogenoii$r 5’ untranslated region has not been deleted and

replaced with the corresponding humiark sequence., and
5. The non-human animal of any preceding claim,refhewvherein:
() the entireTtr_coding sequence of the endogendtrdocus has been
deleted and replaced with the corresponding hul@hsequence.

6—The-non-human-animal-of-claim-5,-wherein, amdrédgion of the
endogenoustr locus from theTtr start codon to thé&tr stop codon has been deleted and
replaced with the corresponding humiarR sequence.; or

7— Fhe hon-human-animal-of-any-precedingclaim-raingll)  the
genetically modified endogenoli locus-cemprisesencodes-a-hudiR-3-untranstated

transthyretin precursor protein comprising a sigregdtide, the region.

endogenousdtr 5~untranslatedregion locus encoding the sigegtipe has not been deleted and
replaced with the corresponding humiarR sequence.
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99— The-non-human-animal , the first exon of theogghousTtr locus has not
been deleted and replaced with the correspondintghiiTR sequence, and the region of the

endogenoustr locus from the start of the secofil exon to theltr stop codon has been deleted

and replaced with the corresponding hum@R seguence.

2. Theany-precedingrodent of claim 1, wherein the regibthe endogenous
Ttr locus from theTtr start codon to th&tr stop codon has been deleted and replaced with a
humanTTR sequence comprising the corresponding humidsequence and a humanR 3’
untranslated region, 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.

103. The-nen-human-animalrodent of claim 92, wimerei

0] 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: 48; or

(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 endogenaolis 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.
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16— TFhe-non-human-animal-ofany-one-ofclaims1%15  The rodent of

claim 1, wherein the region of the endogendudocus from the seconftr exon to thertr stop
codon has been deleted and replaced with a himasequence comprising the corresponding
humanTTR sequence and a humamR 3’ untranslated region, and

wherein the first exon and first intron of the egdpousTtr locus have not been

deleted and replaced with the corresponding huhi&sequence, 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.

175. Thenen-human-animalrodent of claim 164, wihere

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: 49; or

(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.

186. The-ren-human-animalrodent of any precediagnglwherein the
genetically modified endogenoli locus does not comprise a selection cassetteepater

gene.

197. The-nen-human-animalrodent of any precediagnglwherein the-ren-
human-animalrodent is homozygous for the genejicatidified endogenouklr locus.

208. The-ren-human-animalrodent of any precediagnglwherein the-ren-

human-animalrodent is-a-mammalrat or a mouse.

219. Thenon-human-animalrodent of claim 208, windlee-ren-human
animalrodent is-arat-or-mouse.

22— TFhe-non-human-animal-of claim21-whereindbe-human-animaks a

mouse.

115


rudina
Rectangle

rudina
Rectangle


116


rudina
Rectangle

rudina
Rectangle


nen-human-animalrodent cell comprising in its gea@rgenetically modified endogenolis

locus comprising a humanR sequence comprising bofR coding sequence and non-coding
sequence;,

wherein the genetically modified endogendtrslocus comprises an endogenous

Ttr promoter, wherein the hum3d R sequence is operably linked to the endogedtus
promoter,

wherein the genetically modified endogendtrslocus comprises a humdaiR

3’ untranslated region,

wherein the endogenodi$ 5’ untranslated region has not been deleted and

replaced with the corresponding huniarR sequence, and

wherein:

(N the entireTtr coding sequence of the endogendtrdocus has

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

replaced with the corresponding huniarR sequence; or

genetically modified endogenoli locus_encodes a transthyretin precursor proteirpcismg

a signal peptide, the-h
seguence; and
H)——~comparing-the-activityregion ofthe-human-TERgetingreagent-in-step
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Ttr locus—and

: - lei " ising
encoding the signal peptide has not been deletédeguaced with the corresponding human

TTR sequence +a-5-hemelog - s in, the first
exon of the endogenodsr locus_has not been deleted and-a-3-hemelogy atawegp with the
correspondlng—te—a%—tangethu—rrfﬁﬁl? sequence-in, and the region of the endogefituscus,
wherein from the
secondTtr leeusexon ta
genome the-genetically-meodiied-endogendlidecus-comprising-the stop codon has been

deleted and replaced with the corresponding huf&hsequence;

epousstart of the
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