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Pigs as a new weapon against cancer: Modeling solid tumors In porcine
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Abstract # 4178

Introduction:

* Genetically modified mice have provided valuable
Insight Into pancreatic tumorigenesis, yet have
distinct limitations in anatomy, physiology, and
size when compared to human.

* Porcine models have the potential to alleviate
these shortcomings and provide a more faithful
recapitulation of human disease.

* Therefore, we generated a pig model with cre-
responsive alleles encoding Kras®4® and
TP53R17H ysing an Adeno-Cre viral vector to
Induce tumorigenesis In the pancreas.

Figure 1: Intra-Pancreatic Injection of Adeno-
Cre in Kras®12b/TP53R167H pig
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Figure 2: Intra-Pancreatic
Cre/Kras®tt°P/TP53R167H Pigs Present with
Smooth Muscle Derived Tumors

Figure 3: Kras®?b/TP53R167/H [nduced Tumors Invade Distant

Organs Including the Liver and Spleen

Figure 4: Pathological Analysis of the Pancreas Induces Both

_eiomyosarcoma and PanIN Disease Forms

BATLR ORI | TR Ko I
o) ;4 'S ‘;. ! ) ‘ (1 o A
é .“Jf' Phts < .*-'\‘;\;?‘l’s} %kc:
IR AR
g . A e
., _. . ~

':‘a"l\ X

%{/ 6""5 Noc

éfk MBS A

ol 2

Figure 5: PanIN Lesions Display Several Hallmark Features of
Pancreatic Tumorigenesis
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Figure 6: Lesions Show Model-Capability for
Acinar-to-Ductal Metaplasia
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Figure 7: Main Pancreatic Duct Injection of
Adeno-Cre in Kras®?P/TP53R167H pig
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summary:

Pancreatic Parenchymal Body Injection:

* Predominant histotype is lelomyosarcoma
* Limited PanIN Histotype

Main Pancreatic Duct Injections:
* Development of locally invasive tumor
* Potential neuroendocrine involvement

Conclusions:

Cre/Kras®?P/TP53R167H Pjgs are sufficient to
generate clinically relevant pancreatic histotypes,
et Cre-delivery requires further specificity.

Figure 8: Restriction of Cre to Pancreatic Duct Induces
Pancreatic Tumorigenesis without Lelomyosarcoma
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Figure 9: Tumor is Highly Positive for Ductal/ ADM
Markers and Negative for Mesenchymal Markers
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Future Directions:

» Evaluate liver and GI Tract for metastatic disease

* Generate models of other solid tumors with high rates
of KRAS and p53 mutations

* |.e. Breast, Brain, Liver, Muscle

* Create duct specific Adeno-Cre and deliver to main
pancreatic duct

* Generate 3-D pancreatic organoids to assist in further
pre-clinical testing
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