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Methods: KIC® Cardiotoxicity Assay

Cell Culture iPSC Differentiation Drug Name Cardiac Action/Cardiac .Ic.; ":rilt?:) (AG)onist or Human { o . s 0 C_':D;’O Curve it
Effect* Target Class g (ANT)agonist AP SR CON MT Outcome? do se-resp onse s B - EC20: 0.0495 EC50: 0.279 p<0.05: 0.139 50 | EC20: 0.161 ECS50: 0.229 p<0.05: 0.13%9 EC20: 0.0323 EC50: D.0961 p<0.05: 0.14 EC20: nan EC50: nan
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__________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________ ECG Vandetanib Plate 0522122848 Voitage Plate 0522122848 Calcium Plate 0522122848 Contraction
6 Propranolol Arr— AP S PAR R4 ANT, ANT [3.125] Y BPM [3.125] Y UVel, ¥ DVel [12.5] ¥ DVel [25] ¥ MtMP Yes lassificati ECG Loastpeoss R B ZDUM) ECs EGq || Loasipns | Ri» B ZDUM] ECo ECe || Lenstpd0s - Ri> B ZDLM] ECn ECm
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%_ m@@ 7 Mexiletine Arr— AP Nay1.5 (Inap), ANT [0.32] Y UVel [3.125] ¥ DVel [6.25] AMTD75 [100] ¥ MtMP Yes from in vitro 0.16 0.0392 0880 T 0139 0217 0775|| 0156 0.0287 0862 T - 04139 0318 0807 || 031 00287 0927 T - 0139 0238 1237
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| | | | | I | | | QT DnST N/A | N/A 0450 F NS NaN NaN  NaN || NA | NA 0066 F ¢ NaN | NaN  NaN [| NA WA 0391 F + NaN  NaN | NaN
10 Ibutilide Arr— / Arr+ AP hERG (Ik,) ANT [0.0156] AAPD75 [0.0156] ACTD75 [0.0156] V¥ Peak# ns Yes QRS UpSVel | NA  N/A 0485 F NaN NaN NaN [| A | N/A 0205 F NS NaN NaN NaN [[ NAA  NA  -0021 F NS NaN NaN = NaN
1 __________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________ QRS UpST | NA _NA 0374 F NS NaN NaN_ NaN || NA _NA 0006 F NS NaN NaN_ NaN [[NA NA 0180 F _ + NaN_ NaN__NaN
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Assay Sso 7 ofetiliae rr+ rr— Kr . r1 . . . t es Summary data Ciprofloxacin Calcium| 0.17 1.51 | 0.16  1.41 - . DA | 17.4F | 1.75 | 158 - - e 1.0 d/‘ /
: ~ - . =
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Readouts S . . report Voltage | - - |10.83 0.37 | 282 097 [29.0 1.00 . - . ; 60.0
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b 13 Isoproterenol Arr AP B-AR, Ky7.1 (Iks) AG, AG [0.01] ¥ Tri, ADVel [0.01] AAmpl, ADVel [0.03] ADVel [10] Y MtMP Yes ep CHlGitToHazkiD Catetum | 0.01 000021 0.02 | 0.00 | 678 | oos 202 1007 | 128 | ooz | 5726 | 2.00 E 06 "/_‘—/
Contraction - - 210 0.72 - - 30.4 1.05 34.1 1.18 - - 0.006
Voltage| 0.72 1.40 | 459 8.94 - - 7.27 | 1a.2 | 814 | 158 « - | & 50.0
Ranolazine Calcium| 0.90 1.76 | 0.97 1.89 | 268 522 | 1.02 1.99 | 864 168 | 443 863 |2 50 N
Contraction| 2.69 5.24 | 543 106 - - 7.19  14.0 - - - - 0.5
Voltage| 0.72 0.22 | 1.20 036 | 1.09 033 | 204 061 |[428 128 | 151 4.54 20.0
P> Vandetanib Calcium| 0.66 0.20 | 1.27 038 | 549 1.65 | 201 060 | 402 121 |161 483 |Q 20 M
Contraction| 2.00 0.60 [ 3.25 097 | 037 011 | 506 1.52 - - 186 550 |~ 0.2
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L A\ v Motion i ettt ln Vitro KIC® measurements corres ond to In vivo Cllnlcal readouts e.g9., ECG ,
= N A = 20 Regorafenib HF+ All INa L AG [31.6] YBPM [31.6] Y UVel [50] ¥ Peak# ns Yes . .
F o i { Voltagep s e large KIC® data sets can be used to predict compound effects in humans, thus
Q ® [ ]
I S | e \ B B Ceepmm e e A ol At heIAEbs R accelerating early-stage drug discovery.
s 207 _ . . : . . .
= \i o Rmemmne Ao oA R A maAmm Al ey o meMmm oo R In the next year, we will screen 300+ drugs with known cardiotoxicity risk
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