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Appendix Figure S1
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Appendix Figure S1

BJ fibroblasts (carrying a non-targeting gRNA (Ctrl) or CAD-deficient) were transduced with
empty retrovirus or pLNCX2-ER:H-RAS®'?V-virus and stimulated each day with tamoxifen to
activate H-RAS®'?V, Brightfield pictures were taken 14 and 21 days post-transduction.
Proliferation was measured by Edu incorporation 14 and 21 days after virus transduction.

Percentage of Edu* cells is shown. Each symbol represent one experiment.
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Appendix Figure S2

Wt and CAD-deficient MEFs were treated with 500 pM H20: in serum-free medium for 1 h.
Medium was replaced, and cells were incubated for 7 days. Senescence profile was assessed
by measurement of B-Galactosidase activity, proliferation (Edu), LaminB1 protein (Western
blot), mMRNA expression of senescence-associated gene (RT-PCR) and IL-6 protein (ELISA).
Data are the mean/SD of 3 independent experiments. Each symbol represents one

experiment. *p < 0.05, **p < 0.01, ***p < 0.0001.
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A, WI-38-ICAD-TIR1-F74G-T2A-mICAD-mAID-GFP cells were treated with auxin for 24 h,

Appendix Figure S3

media was replaced and cells incubated for 24h. Auxin treatment was repeated two more times
(with 24h recovery in normal media in between treatment) and cells were photographed and
stained for B-Galactosidase. Brightfield images (left panel) show cells with flat and enlarge
morphology (white stars) and right panel show cells positive for B-Galactosidase. Expression
of senescence-associated genes was measured by RT-PCR. Symbols show results from one
independent experiment. B, HaCaT-ICAD-mAID-GFP cells were treated with auxin for 6h.
Media was then replaced and cells were incubated for 24h in normal media. Cells were fixed
and stained for H3K9me3 or H3K27me2me3. Nucleus were stained with DAPI. Slides were

imaged with confocal microscopy. Scale bar: 10uM.
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Appendix Figure S4

Expression of senescence-associated genes in kidney, small intestine, WAT and liver
samples. Gene expression was measured by RT-PCR. Young (8-10 weeks) (n=3) and old (75

weeks) (n=3-4) animals were analyzed. Each symbol represents one mouse.
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Appendix Table S1

Target Species Sequence forward 5°-3° Sequence reverse 5’-3’
Gapdh Mouse GTCATCCCAGAGCTGAACG TCATACTTGGCAGGTTTCTCC
Cdkn2a Mouse GATTCAGGTGATGATGATGGGC TGCACCGTAGTTGAGCAGAAG
p21 Mouse CTGGTGATGTCCGACCTGTT TCAAAGTTCCACCGTTCTCG
Ccl2 Mouse CCTGCTGCTACTCATTCACCA ATTCCTTCTTGGGGTCAGCA
Ccl7 Mouse GAGGATCTCTGCCACGCTTC ACACCGACTACTGGTGATCC

-6 Mouse TAGTCCTTCCTACCCCAATTTCC | TTGGTCCTTAGCCACTCCTTC
Tnf Mouse CAGGCGGTGCCTATGTCTC CGATCACCCCGAAGTTCAGTAG
Mmp3 Mouse CCTGATGTTGGTGGCTTCA TCCTGTAGGTGATGTGGGATTTC
Mmpl3 Mouse ACTTCTACCCATTTGATGGACCTT | AAGCTCATGGGCAGCAACA
GAPDH Human GAGTCAACGGATTTGGTCGT GACAAGCTTCCCGTTCTCAG
P21 Human TCACTGTCTTGTACCCTTGTGC GGCGTTTGGAGTGGTAGAAA
TNF Human CTGCCCCAATCCCTTTATT CCCAATCTCTTTTTGAGCC

IL-8 Human ACTGAGAGTGATTGAGAGTC AACCCTCTGCACCCAGTTTTC
MMP1 Human ATGCACAGCTTTCCTCCACT GTTGTCCCGATGATCTCCCC
CXCL10 Human AGTGGCATTCAAGGAGTACC TGATGGCCTTCGATTCTGGATACC
IFNGB Human ATGACCAACAAGTGTCTCCTCC GGAATCCAAGCAAGTTGTAGCTC






