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7661906 MVRTKADSVP GTYRKVVAAR APRKVLGSST SATNSTSVSS RKAE WAGG NPVCVRPTPK MWOKGIGEFFR LSPKDSEKEN QIPEEAGSSG LGKAKRKACP
Modifications 101 T
7661906 LOPDHTNDEK E
#1 bdl b2+ b3+ Seq. y+ y2+ Y3+ #2
1 393.23354 197.12041 131.74936 Y-TMTG6plex 14
2 464.27065 232.638396 155.42840 A 1581.87326 791.44027 527.96261 13
3 521.29211 261.14970 174.43556 G 1510.83615 795.92171 504.28357 12
4 578.31358 28966043 193.44271 G 1453.81468 727.41098 485.27641 11
5 £92.35651 346.68189 231.45702 N 1396.79322 £98.90025 466.26926 10
6 789.40927 395.20827 263.80794 P 1282.75029 641.87878 42825495 9
7 888.47768 444 74248 296.83075 v 1185.69753 593.35240 395.90403 8
8 1048.50833 524.75780 350.17430 C-Carbami.. 1086.62912 543.81820 36288122 7
9 1147.57675 574.29201 383.19710 v 926.59847 463.80287 30953767 6
10 1303.67786 652.34257 435.23080 R 827.53005 414.26866 27651487 5
1 1400.73062 700.86895 46758172 P 671.42894 336.21811 22448117 4
12 1501.77830 751.39279 501.26428 Il 574.37618 28769173 19213024 3
13 1598.83106 799.91917 533.61521 P 473.32850 237.16789 158.44768 2
14 K-TMT6plex 376.27574 188.64151 126.09676 1
Fragment Spectrum
rm1711140l072.raw #15754 RT: 54.1029 min
ITMS, 658.7047 @cid35.00, z=+3, Mono miz=658.70471 Da, MH+=1974.09958 Da, Match Tol.=0.6 Da
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Fragment Spectrum

M7 111401073 raw #39156 RT: 104.7307 min
ITMS, 622.0109@cid35.00, z=+3, Mono miz=622.01093 Da, MH+=1864.01822 Da, Match Tol.=0.6 Da
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£l b+ b2 b3 Seq. vy y ¥y £
1 28719167 144 (5347 96 40208 G-TMT6plex 15
2 40027574 20064151 134 03676 L 1577 83559 7B 42143 2661671 14
3 531.31622 26616175 17777652 M 1464 75153 732 27540 438 97203 13
4 628 36858 314 62213 21012785 B 133371104 B67 35916 44524186 12
i 685 35045 3159286 22513500 G 123665822 618 23278 412 25094 11
6 798 47451 399 74089 266 82963 L 117963681 58032205 35382379 10
¥ 99 52215 45026473 30051225 T 1066 55275 53372001 356.18910: 9
2 1046.55060 52379804 34553505 F 96550507 48325617 32250654 8
9 113362263 567 3143 373 54573 5 218 43666 40972157 27348374 7
10 1247 66556 624 33647 41656004 N T31.40483 366 20555 244 47305 &
11 137670815 GAR 25T 45957424 E 617 36170 309.18449 20645875 5
12 1483 79223 745 35975 497 26252 L 422 31911 244 66319 163.44455: 4
13 1602 27628 201 94178 F34 96361 I 375 23504 18812116 12574987 3
14 1685 50231 245 45779 563.97429 5 262 150528 131.57913 2808518 2
15 R 17511855 22 06311 59.04450: 1
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#1 b* b+ Seq. N ek #2
1 301.20732 151.10730 A-TMTEplex 14
2 372.24444 186.62586 A 1565.77470 78339093 13
3 485.32850 243.16789 L 1494.73759 74787243 12
4 614.37109 307.68918 E 1381.65353 691.33040 M
5 74242967 371.71847 0 1252.61093 626.80310 10
6 957.45661 429.23195 D 1124.55236 562.77382 9
7 970.54068 485.77398 L 1009.52541 505.26634 8
8 1041.57779 521.29253 A 896.44135 448.72431 7
9 1188.64621 594.82674 F 825.40423 41320576 B
10 1374.72552 687.86640 W 678.33582 33967155 5
11 1537.78885 769.39806 N 492.25651 24663189 4
12 1594.81031 797.90879 G 323.19318 165.10023 3
13 1691.86307 846.43518 B 27217172 13658350 2
14 R 175.11895 88.06211 1
Fragment Spectrum
m17111401081.raw #45761 RT: 109.6678 min
ITMS, 933.4915@cid35.00, 2=+2, Mono m/z=933.49146 Da, MH+=1865.97563 Da, Match Tol=0.6 Da
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rm17 111401018 raw #13079 RT: 552023 min
FTMS, 582.9703@cid35.00, z=+3, Mono m/z=582.97028 Da, MH+=1746.89627 Da, Match Tol.=0.02 Da
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#1 b+ b b Seq. ¥ ¥ ¥ g2
1 301.20732 151.10730 101.07396 A-TMT6plex 12
2 448 27574 224 4151 15009676 F 1446 £3397 72385063 42230284 11
3 53530776 26815752 17910744 s 1299 62556 65021642 43383004 10
4 592.32923 296 66825 13811459 G 121253353 506.20040 40486936 9
5 75932759 38016743 25378071 S-Phospho 1155 57207 578 28967 38586221 8
6 21634505 40267816 272 T8TET G 522.573N 454.75045 33019609 7
7 530.39198 46563963 3020218 M 531.55225 46627976 31118853 6
g 1086.453309 h43.75018 362 23588 R 217.50532 40525830 27317462 B
9 1199.57715 e, 29222 40053057 L 66140821 I 20774 22114052 4
10 1314.60410 &57 20569 43887288 D h43 32414 27466571 18344623 3
1 1371.625566 G2E 31642 457.83004 G 43329720 21715224 145.103592: 2
12 K-TMTEplex ITe27574 122864151 126006760 1
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Supplemental Figure Legends:

Supplemental Figure S1: Identification of the non-phosphorylated protein PCNA associated isoform 1 (PAF1)
peptide YAGGNPVCVRPTTPK: A, The PAF1 protein showing the sequence coverage following TMT 10plex MS/MS
analyses in breast cancer cells. B, The MS/MS spectrum obtained by Proteome Discoverer 2.2 software corresponding to

PAF1 peptide YAGGNPVCVRPTTPK. The MS/MS spectra were extracted and searched using Thermo Proteome

Discoverer 2.2/Sequest HT against the NCBI Homo Sapiens Reference Sequences database.

Supplemental Figure S2: Identification of the non-phosphorylated protein ribonucleotide reductase M2
subunit (RRM2) peptide GLMPGLTFSNELISR: A4, The RRM2 protein showing the sequence coverage following
TMT 10plex MS/MS analyses in breast cancer cells. B, The MS/MS spectrum obtained by Proteome Discoverer 2.2
software corresponding to RRM2 peptide GLMPGLTFSNELISRAKR. The MS/MS spectra were extracted and searched

using Thermo Proteome Discoverer 2.2/Sequest HT against the NCBI Homo Sapiens Reference Sequences database.

Supplemental Figure S3: Identification of the non-phosphorylated protein Heme Oxygenase 1 (HO1) peptide
AALEQDLAFWYGPR: A, The HOI protein showing the sequence coverage following TMT 10plex MS/MS analyses
in BC cells. B, The MS/MS spectrum obtained by Proteome Discoverer 2.2 software corresponding to HO1 peptide
AALEQDLAFWYGPR. The MS/MS spectra were extracted and searched using Thermo Proteome Discoverer

2.2/Sequest HT against the NCBI Homo Sapiens Reference Sequences database.

Supplemental Figure S4: Identification of the phosphoprotein ubiquitin fusion degradation protein 1 (UFD1)
peptide AFSGp-SGNRLDGK: A, The UFD1 protein showing the sequence coverage following TMT 10plex MS/MS
analyses in BC cells. B, The MS/MS spectrum obtained by Proteome Discoverer 2.2 software corresponding to UFD1
phosphopeptide AFSGp-SGNRLDGK. The MS/MS spectra were extracted and searched using Thermo Proteome

Discoverer 2.2/Sequest HT against the NCBI Homo Sapiens Reference Sequences database.

Supplemental Figure S5: Effect of 2HF on Small Molecule Biochemistry Network in MCF7 cells. Ingenuity
Pathway Analyses (IPA) revealing the regulation of small molecule biochemistry network and associated proteins

including 60S ribosomal subunit, DDX56, RPL10A, HISTIHI1E, PDCD11 and HMOX2 in MCF7 breast cancer cells.



Supplemental Figure Sé6: Effect of 2HF on Cell Cycle Network in MCF7 cells. Ingenuity Pathway Analyses
(IPA) revealing the regulation of cell cycle and associated proteins including HISTIHC, Top2, DEK, KLF16 and

NCAPD3 in MCF7 breast cancer cells.

Supplemental Figure S7: Effect of 2HF on MITF Network in MDA-MB231 cells. Ingenuity Pathway Analyses
(IPA) revealing the regulation of MITF network and associated proteins including CDK2, UBE2C, NCAPD3 and SDC1

in MDA-MB231 breast cancer cells.

Supplemental Figure S8: Effect of 2HF on FGF7 Network in MDA-MB231 cells. Ingenuity Pathway Analyses
(IPA) revealing the regulation of FGF7 network and associated proteins including CDK4, CDK2, CAD and LPCAT! in

MDA-MB231 breast cancer cells.





