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Supplementary Fig 1. PARP inhibitors block the growth of thyroid
cancer cells in vitro and in vivo

(A) Colony formation assay of different concentrations of niraparib in
thyroid cancer cells. (B) Quantification of colony numbers of thyroid
cancer cells treated with niraparib. The data are presented as the mean +

SD. All *p < 0.05, **p <0.01, ***p < 0.001.
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Supplementary Fig 2. Niraparib promotes the accumulation of DNA
damage in thyroid cancer cells in vitro and in vivo

(A) Quantitative PCR was conducted to detect the expression level of
genes involved in double-strand break repair process upon niraparib
treatment; (B) Western blot determined phospho-yH2A level of thyroid
cancer cell lines treated with niraparib; (C) Comet assay determined the

DNA damage level of thyroid cancer cell lines treated with niraparib.
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Supplementary Fig 3. Niraparib shuts down the global translation of
thyroid cancer through DIMT1
(A) The western blot of DIMT1 in thyroid cancer cells overexpressing

DIMTI1. (B) WB-SUnSET assay indicated that the over-expression of

3



DIMT]1 partially reversed the inhibited translation level of niraparib in
8305C cells, TPC-1 cells, and B-CPAP cells. Colony formation assay (C)
and CCK-8 assay (D) indicated that the over-expression of DIMTI1
partially reversed the inhibited proliferation of niraparib in 8305C cells,
TPC-1 cells, and B-CPAP cells. The data are presented as the mean + SD.

All #p <0.05, **p <0.01, ***p <0.001.
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Supplementary Fig 4. PARP1 regulates p65 protein stability through
the ubiquitination-dependent pathway.

(A) Heatmap from the proteome data showing the differentially expressed
genes involved in the NF-xB target genes. (B) Western blot of
phosphorylated p65, p65, and p21 of 8305C cells, TPC-1 cells, and B-
CPAP cells treated with niraparib. (C) The quantification of mRNA level
of p65 from RAN-seq data. (D) Cal-62 cells transfected with either
scrambled or PARP1 siRNA for 48 h, were incubated with 10 ug/ml
cycloheximide (CHX) for the indicated times. Lysates were harvested and
analyzed by western blot. (E) HEK293T cells were transfected with
PARP1-Flag for 24 h, and lysates were subjected to immunoprecipitation
using an anti-flag antibody and analyzed by western blot with indicated
antibodies. The data are presented as the mean + SD. All *p<0.05,
*p <0.01, ***p <0.001.

Supplementary Table 1

The sequences of siRNAs targeting PARP1 and RNF146

Name 5°-3°

PARPI1-Si-1 GGACCAAGUGUAUGGUCAAATAT

UUGACCAUACACUUGGUCCATAT

PARP1-Si-2 CCGAGAAAUCUCUUACCUCAAATAT

UUGAGGUAAGAGAUUUCUCGGATdT

RNF146-Si-2 GCCAGUAGUGAUAGUGAGGAUTAT




AUCCUCACUAUCACUACUGGCATAT

RNF146-Si-3 CCUGUUCUAAUACUGCACCUUdTAT
AAGGUGCAGUAUUAGAACAGGATdT
Supplementary Table 2

The CHIP-qPCR primer sequences were as follows:

Gene Primer

DIMTI1-P1 | Forward GGGAGCCTACAGATCCCAGA
Reverse GACCTCAGCGATCCCAGAAC

DIMT1-P2 | Forward CTAGCGTGAGAAAGCCACCA
Reverse CAAGGGCTCCAACTCCAGAC

DIMT1-P3 | Forward CTCTGAGCTCCTCCTCCAGA
Reverse GACAAGGGCTCCAACTCCAG

Supplementary Table 3

The qRT-PCR primer sequences were as follows:

Gene Primer

DIMTI1-1 | Forward GCTGGAGGACTCATGTTCAAC
Reverse CCTTGGGTCAAGTTCACAAGC

DIMTI1-2 | Forward GACCCAAGGCTAGTAGCTGAA
Reverse AGTCGGAGGGCAAATTCTCTT

RNF146 Forward AAACAGGAAAGCGAACGAGTC
Reverse GTTTGCAGACAAATGGCACAT




