Table 1. Target validation in tumor initiation models driven by K-Ras oncogenes 

Model	Target(s)	Tumor Phenotype	References

K-Ras+/LA2	p110αRBDmut/RBDmut	No tumor development	Castellano et al. 2013

K-Ras+/LSLG12D	c-Raflox/lox	No tumor development	Karreth et al. 2011
	“	RalAlox/lox;RalB–/–	No tumor development	Peschard et al. 2012
	“	Rac1lox/lox	No tumor development	Kissil et al. 2007
	“	Jnk1lox/lox;Jnk2–/–	No tumor development	Cellurale et al. 2011
	“	Etv5lox/lox	No tumor development	Zhang et al. 2017
	“	Pik3r1lox/lox;Pik3r2–/–	Decreased tumor development	Engelman et al. 2008
[bookmark: _GoBack]	“	Notch1lox/lox 	Decreased tumor development	Licciulli et al. 2013
		Wt1lox/lox	Decreased tumor development	Vicent et al. 2010
	“	Faddlox/lox	Decreased tumor development	Bowman et al. 2015
	“	Csn1k1lox/lox	Decreased tumor development	Bowman et al. 2015
	“	Sivalox/lox	Decreased tumor development	Van Nostrand et al. 2015
	“	Smyd3–/–	Decreased tumor development	Mazur et al. 2014
	“	Acsl3–/–	Decreased tumor development	Padanad et al. 2016
	“	Cox2–/–	Decreased tumor development	Pan et al. 2015
	“	Hk2lox/lox	Decreased tumor development	Patra et al. 2013

K-Ras+/LSLG12D;p53lox/lox	DN-IκBα (Tet-On)	Decreased tumor development	Meylan et al. 2009
	 “	p65lox/lox	Decreased tumor development	Bassères et al. 2010
	 “	Ect2lox/lox	Decreased tumor development	Justilien et al. 2017
	 “	Trkblox/lox	Reduced metastasis	Sinkevicius et al. 2014

K-Ras+/LSLG12D;p53+/LSLR172H	mTRAIL-Rlox/lox	Decreased tumor development	von Karstedt et al. 2015

K-Ras+/LSLG12D;sh-p53	Ikklox/lox	Decreased tumor development	Xia et al. 2012

K-Ras+/LSLG12Vgeo	c-Raflox/lox	No tumor development	Blasco et al. 2011
	“	Mek1lox/lox;Mek2–/–	No tumor development	Blasco et al. 2011
	“	Erk1–/–;Erk2lox/lox	No tumor development	Blasco et al. 2011
	“	Cdk4–/–	No tumor development 	Puyol et al. 2010
	“	Psen1lox/lox;Psen2–/–	Decreased tumor development	Maraver et al. 2012
	“	Rbpjlox/lox	Decreased tumor development	Maraver et al. 2012

K-Ras+/LSLG12Vgeo;p53–/–	Trf1lox/lox	Decreased tumor development	García-Beccaria et al. 2015

Tet-op-K-Ras4bG12D	Foxm1lox/lox	Decreased tumor development	Wang et al. 2014




Table 2. Target validation in established K-Ras driven lung adenocarcinomas 
Model	Target	Tumor Phenotype	Systemic toxicity	References
K-Ras+/LA2	p110αRBDlox/–	Tumor stasis and partial regression	No significant toxicity	Castellano et al. 2013
	“	Gata2lox/lox	Regression of established tumors	No significant toxicity	Kumar et al. 2012
	“	Hk2lox/lox	Inhibition of tumor progression	No significant toxicity	Patra et al. 2013

K-Ras+/LSLG12D	Omomyc (c-Myc)	Long-term tumor eradication 	Reversible toxicity	Soucek et al. 2013
	“	Twist1 (Tet-On)	Tumor stasis, senescence	ND*	Tran et al. 2012

K-Ras+/LSLG12D;p53ER/ER	Omomyc (c-Myc)	Long-term tumor eradication 	Reversible toxicity	Soucek et al. 2013

K-Ras+/LSLG12D;p53lox/lox	DN-IκBα (Tet-On)	Inhib. of tumor progression, apoptosis	ND	Meylan et al. 2009

K-Ras+/LSLG12Vgeo	Cdk4frt/frt	Inhibition of tumor progression	No significant toxicity	Puyol et al. 2010

Tet-op-K-Ras4bG12D	Ldhalox/lox	Inhibition of tumor progression	Non-lethal anemia	Xie et al. 2014

K-Ras+/FSFG12D;p53frt/frt 	Atg7lox/lox	Inhibition of tumor progression	Long-term toxicity	Karsli-Uzunbas et al. 2014
* ND, not determined



Table 3. Genetically engineered mouse PDAC models 
––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––
Driver genes(s)	Recombinase	References
––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––
K-Ras+/LSLG12D	Pdx1-Cre	Hingorani et al. 2003
	“	Ptf1a/P48-Cre	Hingorani et al. 2003
	“	Nestin-Cre	Carriere et al. 2007
	“	Pdx1-CreERT	Gidekel-Friedlander et al. 2009
	“	Ela-CreER	De La O et al. 2008
	“	Ela-CreERT2	Habbe et al. 2008
	“	Mist1-CreERT2	Habbe et al. 2008
	“	proCPA1-CreERT2	Gidekel-Friedlander et al. 2009

K-Ras+/LSLG12D;p53+/LSLR172H 	Pdx1-Cre and Ptf1a/P48-Cre	Hingorani et al. 2005
K-Ras+/LSLG12D;p53lox/lox 	Pdx1-Cre and Ptf1a/P48-Cre 	Bardeesy et al. 2006
K-Ras+/LSLG12D;Ink4a/Arflox/lox	Pdx1-Cre 	Aguirre et al. 2003
K-Ras+/LSLG12D;Brca2lox/lox 	Pdx1-Cre	Skoulidis et al. 2010
K-Ras+/LSLG12D;Lkb1+/lox 	Pdx1-Cre 	Morton et al. 2010
K-Ras+/LSLG12D;p21Cip1+/− 	Pdx1-Cre 	Morton et al. 2010
K-Ras+/LSLG12D;Smad4lox/lox 	Pdx1-Cre and Ptf1a/P48-Cre	Bardeesy et al. 2006
K-Ras+/LSLG12D;Smad4lox/lox;p53+/LSLR172H	Ptf1a/P48-Cre	Whittle et al. 2015
K-Ras+/LSLG12D;Smad4lox/lox;Ink4a/Arflox/lox	Pdx1-Cre and Ptf1a/P48-Cre	Bardeesy et al. 2006
K-Ras+/LSLG12D;TGFRIIlox/lox 	Ptf1a/P48-Cre	Ijichi et al. 2006
K-Ras+/LSLG12D;Ptenlox/lox 	Pdx1-Cre	Ying et al. 2011

K-Ras+/LSLG12D;p53lox/lox	Pdx1-CreERT	Gidekel-Friedlander et al. 2009
	“ 	proCPA1-CreERT2	Gidekel-Friedlander et al. 2009
K-Ras+/LSLG12D;Ink4a/Arflox/lox	Pdx1-CreERT	Gidekel-Friedlander et al. 2009
	“ 	proCPA1-CreERT2	Gidekel-Friedlander et al. 2009
	
K-Ras+/LSLG12Vgeo	Elas-tTA;Tet-O-Cre	Guerra et al. 2007
K-Ras+/LSLG12Vgeo;p53lox/lox	Elas-tTA;Tet-O-Cre	Guerra et al. 2011
K-Ras+/LSLG12Vgeo;Ink4a/Arflox/lox	Elas-tTA;Tet-O-Cre	Guerra et al. 2011
	
TetO-K-Ras4bG12D	Ptf1a/P48-Cre;R26-LSLrtTA-IRES-EGFP	Collins et al. 2012
TetO-LSL-K-Ras4bG12D	Ptf1a/P48-Cre;R26-LSLrtTA-IRES-EGFP	Ying et al. 2012

K-Ras+/FSFG12D	Pdx1-Flp	Schönhuber et al. 2014
	“	Pdx1-Flp; R26-CAG-FSF-CreERT2	Schönhuber et al. 2014
K-Ras+/FSFG12D;p53lox/lox	Pdx1-Flp; R26-CAG-FSF-CreERT2	Schönhuber et al. 2014

K-Ras+/FSFG12V	Elas-tTA;Tet-O-Flp 	Unpublished
	“	Elas-tTA;Tet-O-Flp;hUBC-CreERT2	Unpublished.
K-Ras+/FSFG12V;p53frt/frt	Elas-tTA;Tet-O-Flp	Unpublished
	“	Elas-tTA;Tet-O-Flp;hUBC-CreERT2	Unpublished
––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––––




Table 4. Target validation in tumor initiation models of PDAC driven by K-Ras oncogenes 

Model	Target	Tumor Phenotype	References

K-Ras+/LSLG12D;Pdx1-Cre 	Bmi1lox/lox	No PanIN/PDAC	Bednar et al. 2015
	“	CathepsinBlox/lox	Reduced PanIN burden	Gopinathan et al. 2012
	“	eNOSlox/lox	Reduced PanIN/PDAC formation	Lampson et al. 2012
	“	Ikklox/lox	Reduced PanIN/PDAC formation	Maniati et al. 2011
	“	Ikklox/lox	Reduced PanIN/PDAC formation	Ling et al. 2012
	“	Stat3lox/lox	Reduced PanIN/PDAC formation	Corcoran et al. 2011
	“	mTRAIL-Rlox/lox	Reduced PanIN/PDAC formation	von Karstedt et al. 2015

K-Ras+/LSLG12D;Ptf1a/P48-Cre	EGFRlox/lox	No PanIN/PDAC 	Ardito et el. 2012
	“	ADAM17lox/lox	No PanIN/PDAC	Ardito et el. 2012
	“	Notch2lox/lox	No PanIN/PDAC	Mazur et el. 2010
	“	Stat3lox/lox	Reduced PanIN/PDAC formation	Fukuda et al. 2011
	“	Stat3lox/lox	Reduced PanIN/PDAC formation	Lesina et al. 2011
	“	Rictorlox/lox	Reduced PanIN/PDAC formation	Driscoll et al. 2016
	“	Pdk1lox/lox	No PanIN/PDAC	Eser et al. 2013

K-Ras+/LSLG12D;Elas-CreERT	Ikklox/lox	Reduced PanIN/PDAC formation	Daniluk et al. 2012 

K-Ras+/LSLG12D;p53+/LSLR172H;Pdx1-Cre	Rictorlox/lox	Increased survival	Driscoll et al. 2016
	“	Pik3caloxKD/loxKD	No tumor development	Baer et al. 2014
	“	CathepsinBlox/lox	Increased survival	Gopinathan et al. 2012
	“	eNOSlox/lox	Increased survival	Lampson et al. 2012
	“	mTRAIL-Rlox/lox	Increased survival	von Karstedt et al. 2015

K-Ras+/LSLG12D;p53+/LSLR172H;Ptf1a/P48-Cre	Rac1lox/lox	No tumor development	Wu et al. 2014
	“	Pik3calox/lox	No tumor development	Wu et al. 2014
K-Ras+/LSLG12D;p53lox/lox;Ptf1a/P48-Cre	EGFRlox/lox	Delayed tumor development	Ardito et al. 2012

K-Ras+/LSLG12D;Ink4a/Arf−/−;Pdx1-Cre 	Bmi1lox/lox	Lack of PDAC rescue	Bednar et al. 2015
K-Ras+/LSLG12D;Ink4a/Arflox/lox;Pdx1-Cre	Ikklox/lox	Reduced PanIN/PDAC formation	Ling et al. 2014

K-Ras+/LSLG12Vgeo;Elas-tTA;TetO-Cre	EGFRlox/lox	No PanIN or PDAC	Navas et al. 2012
K-Ras+/LSLG12Vgeo;p53lox/lox;Elas-tTA;TetO-Cre	EGFRlox/lox	Delayed tumor development	Navas et al. 2012
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