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a. Additional tables and figures

Plate | Well | IDNUMBER | Plate| Well| IDNUMBER | Plate | Well| IDNUMBER | Plate [ Well [ IDNUMBER | Plate | Well| IDNUMBER | Plate | Well| IDNUMBER
1| A3| ST000136 2| A3| ST006415 3| A3| ST011913 4| A3| ST018800 5| A3| ST021056 6| A3| ST025589
1| B3| ST000137 2| B3| ST006418 3| B3| ST011924 4| B3| ST018811 5| B3| ST021121 6| B3| ST025590
1| C3| ST000235 2| C3| ST006422 3| C3| ST011928 4| C3| ST018868 5| C3| ST021131 6| C3| ST025594
1| D3| ST000348 2| D3| ST006428 3| D3| ST011981 4| D3| ST018876 5| D3| ST021145 6| D3| ST025613
1| E3| ST000412 2| E3| ST006431 3| E3| ST012001 4| E3| ST018936 5| E3| ST021200 6| E3| ST025619
1| F3| ST000460 2| F3| ST006433 3| F3| ST012157 4| F3| ST018946 5| F3| ST022328 6| F3| ST025656
1| G3| ST000472 2| G3| ST006434 3| G3| ST012202 4| G3| ST018950 5| G3| ST022370 6| G3| ST025744
1| H3| ST000480 2| H3| ST006435 3| H3| ST012256 4| H3| ST018953 5| H3| ST022488 6| H3| ST025746
1| A4| ST000481 2| A4| ST006437 3| A4| ST012278 4| A4| ST018961 5| A4| ST022491 6| A4| ST025752
1| B4| ST000482 2| B4| ST006440 3| B4| ST012279 4| B4| ST019349 5| B4| ST023274 6| B4| ST025753
1| C4| ST000485 2| C4| ST006442 3| C4| ST012280 4| C4| ST019590 5| C4| ST023483 6| C4| ST025757
1| D4| ST000489 2| D4| ST006448 3| D4| ST012283 4| D4| ST019599 5| D4| ST023501 6| D4| ST025995
1| E4| ST000610 2| E4| ST006451 3| E4| ST012294 4| E4| ST019647 5| E4| ST023505 6| E4| ST025996
1| F4| ST000616 2| F4| ST006452 3| F4| ST012337 4| F4| ST019706 5| F4| ST023510 6| F4| ST026264
1| G4| ST000691 2| G4| ST006455 3| G4| ST012339 4| G4| ST019707 5| G4| ST024145 6| G4| ST026286
1| H4| ST000753 2| H4| ST006456 3| H4| ST012343 4| H4| ST019720 5| H4| ST024156 6| H4| ST026289
1| A5| ST000868 2| A5| ST006458 3| A5| ST012365 4| A5| ST019727 5| A5| ST024175 6| A5| ST026291
1| B5| ST000900 2| B5| ST006459 3| B5| ST012372 4| B5| ST019728 5| B5| ST024204 6| B5| ST026292
1| C5| ST001021 2| C5| ST006460 3| C5| ST012376 4| C5| ST019729 5| C5| ST024205 6| C5| ST026293
1| D5| ST001025 2| D5| ST006468 3| D5| ST012435 4| D5| ST019736 5| D5| ST024226 6| D5| ST026296
1| E5| ST001109 2| E5| ST006472 3| E5| ST012443 4| E5| ST019739 5| E5| ST024228 6| E5| ST026300
1| F5| ST001112 2| F5| ST006482 3| F5| ST012465 4| F5| ST019747 5| F5| ST024231 6| F5| ST026442
1| G5| ST001113 2| G5| ST006486 3| G5| ST012482 4| G5| ST019756 5| G5| ST024293 6| G5| ST026451
1| H5| ST001153 2| H5| ST006494 3| H5| ST012499 4| H5| ST019797 5| H5| ST024297 6| H5| ST026460
1| A6| ST001191 2| A6| ST006503 3| A6| ST012544 4| A6| ST019829 5| A6| ST024298 6| A6| ST026461
1| B6| ST001615 2| B6| ST006512 3| B6| ST012574 4| B6| ST019830 5| B6| ST024299 6| B6| ST026557
1| C6| ST001670 2| C6| ST006518 3| C6| ST012641 4| C6| ST019848 5| C6| ST024300 6| C6| ST026564
1| D6| ST001766 2| D6| ST006520 3| D6| ST012802 4| D6| ST019878 5| D6| ST024303 6| D6| ST026577
1| E6| ST002482 2| E6| ST006540 3| E6| ST012807 4| E6| ST019884 5| E6| ST024311 6| E6| ST026599
1| F6| ST002485 2| F6| ST006545 3| F6| ST012814 4| F6| ST019919 5| F6| ST024313 6| F6| ST026666
1| G6| ST002605 2| G6| ST006590 3| G6| ST012816 4| G6| ST019920 5| G6| ST024314 6| G6| ST026784
1| H6| ST002824 2| H6| ST006635 3| H6| ST012820 4| Hé| ST019923 5| H6| ST024318 6| H6| ST026818
1| A7| ST003014 2| A7| ST006780 3| A7| ST012825 4| A7| ST019924 5| A7| ST024323 6| A7| ST026959
1| B7| ST003110 2| B7| ST006805 3| B7| ST013077 4| B7| ST019940 5| B7| ST024333 6| B7| ST026975
1| C7| ST003148 2| C7| ST006923 3| C7| ST013227 4| C7| ST019945 5| C7| ST024334 6| C7| ST027014
1| D7| ST003203 2| D7| ST007036 3| D7| ST013366 4| D7| ST019964 5| D7| ST024335 6| D7| ST027104
1| E7| ST003207 2| E7| ST007130 3| E7| ST013369 4| E7| ST019965 5| E7| ST024337 6| E7| ST027105
1| F7| ST003391 2| F7| ST007228 3| F7| ST013389 4| F7| ST019976 5| F7| ST024339 6| F7| ST027110
1| G7| ST003425 2| G7| ST007374 3| G7| ST013432 4| G7| ST020004 5| G7| ST024341 6| G7| ST027123
1| H7| ST003440 2| H7| ST007375 3| H7| ST013554 4| H7| ST020006 5| H7| ST024342 6| H7| ST027174
1| A8| ST003442 2| A8| ST007517 3| A8| ST013652 4| A8| ST020016 5| A8| ST024343 6| A8| ST027181
1| B8| ST003469 2| B8| ST007520 3| B8| ST013779 4| B8| ST020019 5| B8| ST024345 6| B8| ST027184
1| C8| ST003473 2| C8| ST007521 3| C8| ST013849 4| C8| ST020042 5| C8| ST024371 6| C8| ST027202
1| D8| ST003475 2| D8| ST007525 3| D8| ST013855 4| D8| ST020043 5| D8| ST024372 6| D8| ST027205
1| E8| ST003489 2| E8| ST007535 3| E8| ST013880 4| E8| ST020048 5| E8| ST024373 6| E8| ST027277
1| F8| ST003517 2| F8| ST007546 3| F8| ST013881 4| F8| ST020055 5| F8| ST024374 6| F8| ST027411
1| G8| ST003540 2| G8| ST008121 3| G8| ST014006 4| G8| ST020504 5| G8| ST024376 6| G8| ST027416
1| H8| ST003595 2| H8| ST008330 3| H8| ST014014 4| H8| ST020598 5| H8| ST024386 6| H8| ST027425
1| A9| ST003651 2| A9| ST008331 3| A9| ST014296 4| A9| ST020608 5| A9| ST024387 6| A9| ST027427
1| B9| ST003720 2| B9| ST008384 3| B9| ST014620 4| B9| ST020612 5| B9| ST024435 6| B9| ST027452
1| C9| ST004068 2| C9| ST008445 3| C9| ST014640 4| C9| ST020618 5| C9| ST024450 6] C9| ST027455
1| D9| ST004080 2| D9| ST009099 3| D9| ST014683 4| D9| ST020635 5| D9| ST024471 6| D9| ST027464
1| E9| ST004089 2| E9| ST009153 3| [E9| ST014858 4| E9| ST020639 5| E9| ST024494 6| E9| ST027472
1| F9| ST004304 2| F9| ST009299 3| F9| ST014902 4| F9| ST020711 5| F9| ST024504 6| F9| ST027492
1| G9| ST004439 2| G9| ST009305 3| G9| ST014979 4| G9| ST020725 5| G9| ST024511 6| G9| ST027506
1| H9| sST004727 2| H9| ST009309 3| H9| ST014992 4| H9| ST020770 5| H9| ST024524 6| H9| ST027512
1| A10| ST004883 2| A10| ST009310 3| A10| ST015439 4| A10| ST020771 5| A10| ST024560 6| A10| ST027516
1| B10| ST004916 2| B10| ST009315 3| B10| ST016438 4| B10| ST020777 5| B10| ST024562 6| B10| ST027552
1| C10| ST005123 2| C10( ST009320 3| C10| ST016477 4| C10| ST020788 5| C10| ST024740 6| C10( ST027573
1| D10| ST005226 2| D10| ST009322 3| D10| ST016560 4| D10| ST020792 5| D10| ST024806 6| D10| ST027574
1| E10| ST005387 2| E10| ST009479 3| E10| ST016562 4| E10| ST020798 5| E10| ST024819 6| E10| ST027625
1| F10| ST005392 2| F10| ST009498 3| F10| ST016603 4| F10| ST020805 5| F10| ST024909 6| F10| ST027677
1| G10| ST005395 2| G10| ST009499 3| G10| ST016608 4| G10| ST020806 5| G10| ST024910 6| G10| ST027720
1| H10| ST005398 2| H10| ST009506 3| H10| ST016610 4| H10| ST020807 5| H10| ST024912 6| H10( ST027724
1| A11| ST005523 2| A11| ST009511 3| A11| ST018293 4| A11| ST020808 5| A11| ST024965 6| A11| ST027829
1| B11| ST005543 2| B11| ST009787 3| B11| ST018295 4| B11| ST020809 5| B11| ST025224 6| B11| ST027857
1| C11| ST005570 2| C11| ST010080 3| C11| ST018296 4| C11| ST020810 5| C11| ST025226 6| C11| ST027858
1| D11| ST005585 2| D11| ST010082 3| D11| ST018314 4| D11| ST020829 5| D11| ST025248 6| D11| ST027868
1| E11| ST005621 2| E11| ST010095 3| E11| ST018481 4| E11| ST020831 5| E11| ST025272 6| E11| ST027874
1| F11| ST005646 2| F11| ST010119 3| F11| ST018532 4| F11| ST020925 5| F11| ST025419 6| F11| ST027881
1| G11| ST006213 2| G11| ST010137 3| G11| ST018549 4| G11| ST020926 5| G11| ST025457 6| G11| ST027883
1| H11| ST006269 2| H11| ST010152 3| H11| ST018559 4| H11| ST020927 5| H11| ST025489 6| H11| ST027923
1| A12| ST006361 2| A12| ST010156 3| A12| ST018584 4| A12| ST020929 5| A12| ST025507 6| A12| ST028181
1| B12| ST006394 2| B12| ST010160 3| B12| ST018596 4| B12| ST020930 5| B12| ST025524 6| B12| ST028198
1| C12| ST006400 2| C12| ST010215 3| C12| ST018601 4| C12| ST020932 5| C12| ST025547 6| C12| ST028199
1| D12| ST006401 2| D12| ST010300 3| D12| ST018704 4| D12| ST020937 5| D12| ST025548 6| D12 ST028202
1| E12| ST006402 2| E12| ST010460 3| E12| ST018720 4| E12| ST020941 5| E12| ST025556 6| E12| ST028219
1| F12| ST006404 2| F12| ST010467 3| F12| ST018722 4| F12| ST020946 5| F12| ST025577 6| F12| ST028220
1| G12| ST006406 2| G12| ST011904 3| G12| ST018724 4| G12| ST020948 5| G12| ST025584 6| G12| ST028230
1| H12| ST006413 2| H12| ST011910 3| H12| ST018786 4| H12| ST020981 5| H12| ST025585 6| H12| ST028231




Plate | Well [ IDNUMBER | Plate| Well| IDNUMBER | Plate | Well| IDNUMBER | Plate [ Well | IDNUMBER | Plate | Well| IDNUMBER | Plate | Well| IDNUMBER
7| A3| ST028232 8| A3| ST033372 9| A3| ST035796 10| A3| ST041259 11| A3| ST050109 12| A3| ST055362
7| B3| ST028233 8| B3| ST033378 9| B3| ST035937 10| B3| ST041264 11| B3| ST050125 12| B3| ST055369
7| C3| ST028246 8| C3| ST033380 9| C3| ST036220( 10| C3| ST041573 11| C3| ST050126 12| C3| ST055374
7| D3| ST028249 8| D3| ST033384 9| D3| ST036268 10| D3| ST041608 11| D3| ST050174 12| D3| ST055375
7| E3| ST028254 8| E3| ST033385 9| E3| ST036284| 10| E3| ST041618 11| E3| ST050184 12| E3| ST055384
7| F3| ST028255 8| F3| ST033386 9| F3| ST036285 10| F3| ST041720 11| F3| ST050193 12| F3| ST055403
7| G3| ST028264 8| G3| ST033390 9| G3| ST036288 10| G3| ST041808 11| G3| ST050208 12| G3| ST055412
7| H3| ST028280 8| H3| ST033419 9| H3| ST036315 10| H3| ST041838 11| H3| ST050241 12| H3| ST055636
7| A4| ST028313 8| A4| ST033465 9| A4| ST036363 10| A4| ST041861 11| A4| ST050256 12| A4| ST055797
7| B4| ST028314 8| B4| ST033526 9| B4| ST036422 10| B4| ST041904 11| B4| ST050260 12| B4| ST055950
7| C4| ST028317 8| C4| ST033560 9| C4| ST036427 10| C4| ST041906 11| C4| ST050261 12| C4| ST055965
7| D4| ST028320 8| D4| ST033562 9| D4| ST036451 10| D4| ST041925 11| D4| ST050276 12| D4| ST055982
7| E4| ST028334 8| E4| ST033578 9| E4| ST036457 10| E4| ST041949 11| E4| ST050285 12| E4| ST055983
7| F4| ST028379 8| F4| ST033626 9| F4| ST036476 10| F4| ST041951 11| F4| ST050288 12| F4| ST055987
7| G4| ST028452 8| G4| ST033645 9| G4| ST036478 10| G4| ST041954 11| G4| ST051981 12| G4| ST055997
7| H4| ST028454 8| H4| ST033647 9| H4| ST036501 10| H4| ST041960 11| H4| ST051982 12| H4| ST055998
7| A5| ST028457 8| A5| ST033680 9| A5| ST036521 10| AS5| ST042048 11| A5| ST052055 12| A5| ST056004
7| B5| ST028652 8| B5| ST034265 9| B5| ST036523 10| B5| ST042049 11| B5| ST052591 12| B5| ST056010
7| C5| ST028653 8| C5| ST034608 9| C5| ST036528 10| C5| ST042100 11| C5| ST052617 12| C5| ST056083
7| D5| ST028687 8| D5| ST034820 9| D5| ST036532 10| D5| ST042539 11| D5| ST052625 12| D5| ST056106
7| E5| ST028697 8| E5| ST034834 9| E5| ST036533 10| E5| ST043505 11| E5| ST052829 12| E5| ST056229
7| F5| ST028710 8| F5| ST034848 9| F5| ST036555 10| F5| ST043619 11| F5| ST053033 12| F5| ST056246
7| G5| ST028951 8| G5| ST034858 9| G5| ST036572 10| G5| ST043621 11| G5| ST053109 12| G5| ST056247
7| H5| ST028954 8| H5| ST034864 9| H5| ST036632 10| H5| ST044001 11| H5| ST053113 12| H5| ST056249
7| A6| ST028966 8| A6| ST034871 9| A6| ST036637 10| A6| ST044185 11| A6| ST053114 12| A6| ST056250
7| B6| ST028967 8| B6| ST034883 9| B6| ST036643 10| B6| ST044277 11| B6| ST053115 12| B6| ST056251
7| C6| ST028968 8| C6| ST034885 9| C6| ST036649 10| C6| ST044315 11| C6| ST053116 12| C6| ST056252
7| D6| ST028969 8| D6| ST034889 9| D6| ST036826 10| D6| ST044457 11| D6| ST053132 12| D6| ST056258
7| E6| ST028975 8| E6| ST034895 9| E6| ST037188 10| E6| ST044513 11| E6| ST053133 12| E6| ST056314
7| F6| ST028978 8| F6| ST034902 9| F6| ST037535 10| F6| ST044541 11| F6| ST053231 12| F6| ST056322
7| G6| ST029024 8| G6| ST034922 9| G6| ST037673 10| G6| ST044625 11| G6| ST053241 12| G6| ST056520
7| H6| ST029026 8| H6| ST034931 9| H6| ST037712 10| H6| ST044744 11| H6| ST053256 12| H6| ST056653
7| A7| ST029099 8| A7| ST034941 9| A7| ST037833 10| A7| ST044758 11| A7| ST053293 12| A7| ST056706
7| B7| ST029220 8| B7| ST034951 9| B7| ST037989 10| B7| ST044912 11| B7| ST053294 12| B7| ST056760
7| C7| ST029244 8| C7| ST034952 9| C7| ST038015 10| C7| ST045230 11| C7| ST053298 12| C7| ST056761
7| D7| ST029246 8| D7| ST034958 9| D7| ST038161 10| D7| ST045510 11| D7| ST053300 12| D7| ST056763
7| E7| ST029251 8| E7| ST034960 9| E7| ST038232 10| E7| ST045589 11| E7| ST053305 12| E7| ST056765
7| F7| ST029253 8| F7| ST034961 9| F7| ST039178 10| F7| ST045665 11| F7| ST053308 12| F7| ST056767
7| G7| ST029255 8| G7| ST034962 9| G7| ST039320( 10| G7| ST045666 11| G7| ST053334 12| G7| ST056770
7| H7| ST029257 8| H7| ST034963 9| H7| ST039538 10| H7| ST045882 11| H7| ST053363 12| H7| ST056777
7| A8| ST029259 8| A8| ST034968 9| A8| ST039546 10| A8| ST045966 11| A8| ST053367 12| A8| ST056806
7| B8| ST029264 8| B8| ST034978 9| B8| ST039551 10| B8| ST047310 11| B8| ST053373 12| B8| ST056969
7| C8| ST029265 8| C8| ST034992 9| C8| ST039565 10| C8| ST047697 11| C8| ST053374 12| C8| ST057069
7| D8| ST029270 8| D8| ST034996 9| D8| ST039668 10| D8| ST047995 11| D8| ST053378 12| D8| ST057110
7| E8| ST029276 8| E8| ST035014 9| E8| ST040000( 10| E8| ST048007 11| E8| ST053380 12| E8| ST057209
7| F8| ST029277 8| F8| ST035018 9| F8| ST040111 10| F8| ST048136 11| F8| ST053406 12| F8| ST057268
7| G8| ST029288 8| G8| ST035029 9| G8| ST040314| 10| G8| ST048909 11| G8| ST053408 12| G8| ST057269
7| H8| ST029303 8| H8| ST035037 9| H8| ST040325 10| H8| ST048953 11| H8| ST053412 12| H8| ST057372
7| A9| ST029309 8| A9| ST035039 9| A9| ST040329 10| A9| ST048963 11| A9| ST053413 12| A9| ST057425
7| B9| ST029392 8| B9| ST035041 9| B9| ST040345 10| B9| ST048964 11| B9| ST053417 12| B9| ST057449
7| C9| ST029393 8| C9| ST035045 9| C9| ST040383 10| C9| ST048965 11| C9| ST053418 12| C9| ST057477
7| D9| ST029538 8| D9| ST035046 9| D9| ST040389 10| D9| ST048966 11| D9| ST053419 12| D9| ST057626
7| E9| ST029543 8| E9| ST035054 9| E9| ST040392 10| E9| ST048968 11| E9| ST053432 12| E9| ST057635
7| F9| ST029570 8| F9| ST035057 9| F9| ST040393 10| F9| ST048978 11| F9| ST053436 12| F9| ST057636
7| G9| ST029587 8| G9| ST035060 9| G9| ST040400( 10| G9| ST049052 11| G9| ST053441 12| G9| ST057637
7| H9| ST029626 8| H9| ST035072 9| H9| ST040406 10| H9| ST049053 11| H9| ST053455 12| H9| ST057638
7| A10| ST029668 8| A10| ST035090 9| A10| ST040410( 10| A10| ST049062 11| A10| ST053456 12| A10| ST057683
7| B10| ST029803 8| B10| ST035094 9| B10| ST040412 10| B10| ST049067 11| B10| ST053680 12| B10| ST057709
7| C10| ST029981 8| C10| ST035129 9| C10| ST040414| 10| C10| ST049070 11| C10| ST053694 12| C10| ST057710
7| D10| ST030428 8| D10| ST035130 9| D10| ST040419 10| D10| ST049071 11| D10| ST054069 12| D10| ST057711
7| E10| ST030562 8| E10| ST035131 9| E10| ST040425 10| E10| ST049073 11| E10| ST054354 12| E10| ST058249
7| F10| ST030733 8| F10| ST035169 9| F10| ST040426 10| F10| ST049074| 11| F10| ST054407 12| F10| ST058274
7| G10| ST031049 8| G10| ST035173 9| G10| ST040427 10| G10| ST049079 11| G10| ST054625 12| G10| ST058282
7| H10| ST031162 8| H10| ST035174 9| H10| ST040429 10| H10| ST049143 11| H10| ST054687 12| H10| ST058283
7| A11| ST031166 8| All| ST035177 9| All| ST040432 10| A11| ST049356 11| A11| ST054708 12| A11| ST058284
7| B11| ST031272 8| B11l| ST035186 9| B11| ST040445 10| B11| ST049416 11| B11| ST054780 12| B11| ST058285
7| C11| ST031415 8| C11| ST035224 9| C11| ST040459 10| C11| ST049455 11| C11| ST054939 12| C11| ST058293
7| D11| ST031702 8| D11| ST035648 9| D11| ST040466 10| D11| ST049477 11| D11| ST054947 12| D11| ST058459
7| E11| ST031721 8| E11| ST035656 9| E11| ST040468 10| E11| ST049494| 11| E11| ST055031 12| E11| ST058522
7| F11| ST031725 8| F11| ST035670 9| F11| ST040516 10| F11| ST049754| 11| F11| ST055044 12| F11| ST058739
7| G11| ST031791 8| G11| ST035688 9| G11| ST040549 10| G11| ST049803 11| G11| ST055060 12| G11| ST058927
7| H11| ST031947 8| H11| ST035692 9| H11| ST040554| 10| H11| ST049855 11| H11| ST055062 12| H11| ST058928
7| A12| ST032360 8| A12| ST035719 9| A12| ST040555 10| A12| ST049871 11| A12| ST055063 12| A12| ST058933
7| B12| ST032369 8| B12| ST035745 9| B12| ST040634| 10| B12| ST049900 11| B12| ST055076 12| B12| ST058938
7| C12| ST032605 8| C12| ST035746 9| C12| ST040665 10| C12| ST049949 11| C12| ST055077 12| C12| ST059001
7| D12| ST032974 8| D12| ST035759 9| D12| ST040666 10| D12| ST049974| 11| D12 ST055086 12| D12| ST059053
7| E12| ST033197 8| E12| ST035784 9| E12| ST040691 10| E12| ST049975 11| E12| ST055132 12| E12| ST059207
7| F12| ST033361 8| F12| ST035787 9| F12| ST040872 10| F12| ST049988 11| F12| ST055144 12| F12| ST059224
7| G12| ST033370 8| G12| ST035789 9| G12| ST040908 10| G12| ST049995 11| G12| ST055176 12| G12| ST059348
7| H12| ST033371 8| H12| ST035794 9| H12| ST041026 10| H12| ST050006 11| H12| ST055328 12| H12| ST059407

Table SI1 ID number of each compound in Timtec ActiTarg-K library.




Plate |Well [MDL number |Plate |Well MDL number Plate |Well [MDL number |Plate Well MDL number
Sigma |[A1 [MFCD00133539 [Sigma [B1 |MFCD04974495 [Sigma [C1  [MFCD00157720 [Sigma D1 MFCD00005607
Sigma |[A2 [MFCD08705319 [Sigma [B2 |MFCD00055790 [Sigma [C2  [MFCD00136466 [Sigma D2 MFCD00002497
Sigma |[A3  [MFCD00079619 [Sigma [B3 |MFCD00187724 [Sigma [C3 [MFCD00093078 [Sigma D3 MFCD00005183
Sigma |[A4  [MFCD11045307 [Sigma [B4 |MFCD00085853 [Sigma [C4 |MFCD00032240 [Sigma D4 MFCD00012780
Sigma |[A5 |MFCD08276917 |Sigma |B5 |MFCD00020684 |Sigma [C5 |MFCD09865273 [Sigma D5 MFCD00002339
Sigma |[A6 |MFCD00010555 |Sigma [B6 |MFCD00017824 [Sigma [C6 |MFCD08272809 [Sigma D6 MFCD00019481
Sigma |[A7 |MFCD08277040 [Sigma [B7 |MFCD00088782 [Sigma [C7 |[MFCD06411391 [Sigma D7 MFCD00151027
Sigma |[A8 |MFCD16875436 [Sigma [B8 |MFCD00030041 [Sigma [c8 |[MFCD21608518
Sigma |[A9 |MFCD00864692 [Sigma [B9 |MFCD00030033 [Sigma [C9 [MFCD12828770
Sigma |[A10 [MFCD00083192 [Sigma [B10 |[MFCD00028696 |Sigma [C10 [MFCD00099612
Sigma |[A11 |MFCD01657514 |Sigma |B11 |[MFCD00030043 [Sigma [C11 |[MFCD01076570
Table SI2 MDL number of each compound in Sigma-Aldrich library.
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Plate Sigma
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Fig. SI1. Real-time coralyne screening of Timtec ActiTarg-K library (plate 1-12)
and Sigma-Aldrich library (plate Sigma). The selected hits were highlighted in red
rectangle in the legend.

Plate| Well ID number
1( A9 ST003651

2 H5 ST006494

7| A3 ST028232

7| D3 ST028249

10( A7 ST044758
11| F7 ST053308
12| BS ST056010
12| C5 ST056083
12| D6 ST056258
12 F4 ST055987
Sigma| A7| MFCD08277040

Table SIZ. ID numbers of hits selected by coralyne assay from Timtec ActiTarg-K
library (plate 1-12) and Sigma-Aldrich library (plate Sigma).
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Fig. SI2. HPLC graphs of selected hits affecting DisA reactions. 50 uM hits from
Timtec ActiTarg-K library and 100 uM MFCD08277040 from Sigma-Aldrich library
were mixed with 100 pM ATP and 10 uM DisA. Reactions were stopped after 30
min. Enzymes were removed by filtration. ATP and c-di-AMP were used as HPLC
standards. The added compound is indicated at the upper right corner of each graph.
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Fig. SI3. HPLC analysis of DisA reaction in the presence of 25 randomly selected
library compounds that did not affect c-di-AMP synthesis, as judged by the coralyne
assay. This re-testing, using HPLC analysis confirms that compounds that were
judged by the coralyne assay as not inhibitors indeed do not inhibit DisA.



Titration of DisA with bromophenol-TH
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Fig. SI4. Titration of DisA with various concentrations of bromophenol-TH. The
graph is normalized with respect to the tryptophan fluorescence without ligand.
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Fig. SI5. 50 uM 3,5-dibromosalicylic acid, 3,5-dibromosalicylaldehyde and 2-
thiohydantoin did not inhibit DisA. Assay was performed using o->"P-ATP and TLC
to monitor reaction progress.
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Fig. SI6. DisA inhibition by bromophenol-TH. Reactions were stopped after 5 min
and percentage of c-di-AMP was calculated. Cold ATP concentrations was 500 uM.
33 nM **P-ATP was used to monitor reactions. DisA activity was normalized with
respect to the percentage of c-di-AMP formation in the absence of bromophenol-TH.
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Fig. SI7. Effect of surfactant on bromophenol-TH inhibition. In the presence of 0.01%
Triton X-100, 50 uM bromophenol-TH was still able to inhibit DisA. Assay was
performed using a->’P-ATP and TLC to monitor reaction progress.
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Fig. SI8. Bromophenol-TH binding to DisA in competition with ATP in the presence
or absence of surfactant (tryptophan fluorescence titration). A) 20 uM bromophenol-
TH competing with 50 uM, 100 uM , 500 uM or ImM ATP to bind to DisA in the
absence of surfactant, Triton-X100. 20 uM bromophenol-TH decreases DisA
tryptophan fluorescence emission. ATP could not change the fluorescence emission
significantly, indicating that ATP and bromophenol-TH do not bind to the same site.
B) and C) 50 uM or 20 pM bromophenol-TH competing with ATP for DisA in the
presence of surfactant. The presence of surfactant causes a blue-shift of tryptophan’s
fluorescence.
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Fig SI9. Stability of bromophenol-TH in the presence of cysteine, monitored via UV
absorbance. 50 pM bromophenol-TH was incubated with 1 mM cysteine. UV
absorbance of bromophenol-TH (250nm~450nm) was monitored over time. A) UV
absorbance before incubation. B) UV absorbance after 1-hour incubation. The UV
absorbance of cysteine-bromophenol-TH mixture was constant during 1-hour
incubation period, implying that bromophenol did not react with cysteine.



Confirmation of the identity of bromphenol-TH
"H NMR (400 MHz, DMSO-d containing 5% D-0) & 7.75-7.71 (m, 2H), 6.58 (s,
1H).
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3C NMR (126 MHz, DMSO-de) & 180.5, 166.7, 153.1, 136.2, 132.5, 130.7, 125.8,
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MS of bromophenol-TH

[C10Hs " Br,N,0,S] : calculated 374.8438, found 374.8401; [C1oHs  Br*' BrN,0,S] :
calculated 376.8418, found 376.8412; [CoHs" Br,N,0,S] : calculated 378.8397,
found 378.8396.

HPLC purity analysis of bromophenol-TH
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DisA purification

BL21(DE3) cells containing DisA plasmid were grown with 50 pg/ml Kanamycin at
37 °C and expression was induced by addition of ImM IPTG. After induction at 30
°C for 6h, cells were harvested by centrifugation at 5,000 rpm for 15 min. Cells were
resuspended in lysis buffer (50mM sodium phosphate buffer, pH 8.0, 0.3M NaCl) and
lysed by sonication. After centrifuge at 22,000 rpm for 25 min, DisA was purified
from supernatant using a GE Hitrap Nickel column and dialyzed into lysis buffer.

Real-time detection of c-di-AMP formation by coralyne and screening of
ActiTarg-K 960 compound library and Sigma-Aldrich 40 compound library
ActiTarg-K 960 compound library compounds (Timtec) and Sigma-Aldrich 40
compound library were stored as 1| mM and 2 mM stock solutions in DMSO
respectively. 100 uM ATP, 10 uM coralyne, 3 mM KI and 50 uM compound from
Timtec ActiTarg-K library or 100 uM compound from Sigma-Aldrich 40 compound
library or 5% DMSO were mixed in reaction buffer (40 mM Tris-HCI, pH 8.0, 100
mM NaCl and 10 mM MgCl,). Reaction was started by adding 10 pM DisA.
Fluorescence measurements were performed on a Molecular devices SpectraMax M5e
plate reader with A.x=420 nm and A.,=475 nm. Reactions were monitored for 30 min
(5 min interval).

Tryptophan fluorescence titration

5 uM DisA was mixed with various concentrations of ligands and incubated at 25 °C
for 1 hour. Tryptophan fluorescence was measured by Varian Cary Eclipse
fluorescence spectrophotometer with Ae,=290 nm and Ae,m=300~450 nm. Apparent Ky
(assuming 1:1 binding ratio) was calculated using fluorescence intensity at 340 nm.
The equation is as following:

(K;”" + P, + Lt) — \/(K(;‘p” + P, + L)% — 4PL,

2P
where F is the fluorescence intensity at 340 nm. F is the fluorescence intensity at 340
nm in the absence of ligand. AF is the fluorescence intensity change upon ligand

binding. K" is the apparent dissociation constant of binding of ligand to DisA. Py is

F=F, + AF

the total protein concentration and L, is the total ligand concentration.'

In ATP competition assay, 5 uM DisA was incubated with 20 uM or 50 uM
bromophenol-TH together with various concentrations of ATP. In samples indicated
as ‘in the presence of surfactant’, 0.01% Triton X-100 was also added. After 1-hour
incubation, tryptophan fluorescence was measured as previously described.

DisA inhibition by various concentrations of bromophenol-TH

50 uM or 500 uM ATP, 33 nM *’P-ATP and various concentrations of bromophenol-
TH or 5% DMSO were mixed in reaction buffer. 5 uM DisA was added to start
reaction. Reaction was stopped at 5 min and reaction mixture was spotted on a TLC
plate (EMD Millipore TLC Cellulose). TLC running buffer was saturated (NH4),SOs :
1.5M KH2PO4 =1:1.5.

HPLC analysis
50 uM compounds from Timtec ActiTarg-K 960 compound library and 100 pM



compounds from Sigma-Aldrich 40 compound library were mixed with 10 uM DisA
and 100 uM ATP. Reactions were stopped by heating up to 95 °C for 5 min. Enzymes
were removed by 10K filter and filtrate was separated by Purospher® STAR RP-18 (5
pm) LiChroCART® 250-10 column (buffer A: 0.1 M TEAA in water; buffer B:
acetonitrile). Samples were eluted with 95%-2>80 % A at 0-16 min and 80%—=>10 % A
at 16-18.5 min and kept 10% A at 18.5-22.5 min. Signals were detected at room
temperature with a 254 nm UV detector.

For bromophenol-TH purity analysis, buffer A and B are 0.1 M TEAA and
acetonitrile. Sample was eluted with 95%-=2>67 % A at 0-33 min. Signal was detected
with a 254 nm UV detector.

DisA inhibition by 3,5-dibromesalicylic acid, 3,5-dibromeosalicylaldehyde and 2-
thiohydantoin

50 uM ATP, 33 nM *P-ATP, 5 uM DisA and 50 uM 3,5-dibromosalicylic acid or
3,5-dibromosalicylaldehyde or 2-thiohydantoin were mixed in DisA reaction buffer.
Reactions were stopped at different time points and the results were analyzed by TLC
(EMD Millipore TLC Cellulose).

DisA inhibition by 50 pM bromophenol-TH in the presence and absence of
surfactant

50 uM ATP, 33 nM **P-ATP, 5 uM DisA and 50 pM bromophenol-TH or 5% DMSO
were mixed in DisA reaction buffer. In samples with surfactant, 0.01% Triton X-100
was added to avoid non-specific aggregation.” These time course experiments were
analyzed by TLC (EMD Millipore TLC Cellulose).

Bromophenol-TH stability in the presence of Cysteine

50 uM bromophenol-TH was mixed with 1 mM Cysteine and UV absorbance of
bromophenol-TH at 361 nm was measured by Molecular devices SpectraMax M5e
plate reader every 10 min for 1 hour.

1 C. Bodenreider, D. Beer, T. H. Keller, S. Sonntag, D. Wen, L. Yap, Y. H. Yau, S.
G. Shochat, D. Huang, T. Zhou, A. Caflisch, X. C. Su, K. Ozawa, G. Otting, S. G.
Vasudevan, J. Lescar and S. P. Lim, Anal. Biochem., 2009, 395, 195.

2 A.Jadhav, R. S. Ferreira, C. Klumpp, B. T. Mott, C. P. Austin, ]. Inglese, C. ].
Thomas, D. ]J. Maloney, B. K. Shoichet and A. Simeonov, .] Med. Chem., 2010,
53, 37.



