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Figure 1. A.) BMF-219 induces cell killing of KRAS-mutated G12C cell line Mia PaCa-2

Table 1. Estimated Target Population® (Pancreatic cancer). Cells were treated with BMF-219 for 4 days and cell killing measured by
Cell Titer Glo. Representative dose response curve is shown. Glg, is averaged from 2
independent experiments. B.) BMF-219 treatment induced changes in KRAS and MEN1 in the BMF-219 0.36-0.57 0.43 0.57 0.29 0.43-0.83 0.42 0.34 0.37-0.57 0.45 1.6
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Sotorasib KRAS G12C 0.033-5.6,LR 0.0054 0.035 LR 6.7,LR LR LR LR LR LR
Limited Response (LR) represents Gl,> 10 uM. Values next to tumor cell type (#) are numbers of unique cell lines tested. Data represents mean of 2 or 3 independent repeats.
MLL-r Acute Leukemia . .
@I NP1 mutant Acute Leukemia Ex VIVO RESUItS CO“CIUSIOn
DHT / DEL DLBCL
Vi Multiple Myeloma Figure 3. BM-204 BM-206
g:ﬁfrg:f?)nt(mc Lung. % Growth Inhibition of Ex Vivo PDX Tumors KRAS G12D (CRC) KRAS G12D (Pancreatic) + Single agent treatment of BMF-219 in vitro at 1 pM in KRAS-mutated cell lines
Liquid and Solid Tumors A.) . ' B.) 1205 1209 demonstrated higher cell killing in comparison to commercially available standard of
BM-208 (NSCLC) ! S 122' S 122' care KRAS G12C inhibitor, sotorasib, and clinical KRAS G12C Irreversible.
o . el -
] = =
“ a) BM-207 (Panc.) : = 22_ - 22_ * MEN1 and KRAS gene expression dramatically decreased after 24-hour treatment
N *g = E - . _ . _ . . _ .
Mia PaCa-2 cells were incubated with BMF-219 for 24 hours and analyzed by % : S o S o with BMF-219 in KRAS-mutated G12C cell line Mia PaCa-2 (Pancreatic cancer).
RNA-seq on the lllumina NextSeq 550 platform. 2 BM-206 (Panc.) ' 2 od 2 o - . . . .
é . -0 20 v Y v * BMF-219 achieves high cell killing broadly across KRAS-mutated ex vivo treated
< ' - T T T T | - T T T I 1 . . .
« BMF-219, clinical reversible menin inhibitor, or commercially available BM-205 (CRC) ' 0001 001 01 1 10 100 0.001  0.01 ) o.tlA i |l . 10 100 patient derived CRC, NSCLC, and pancreatic models.
standard of care KRAS G12C inhibitor, sotorasib, were cultured with CRC, 204 (CRC E Test Article uM . BME2le o heeH I . - o KRAS G12C inhib M1 exhibited
NSCLC, and pancreatic cancer cell lines for 4-days. Cell viability was measured | 204 (CRC) BM-201 —— Clinical Menin Reversible 1 n comparison to two highly specilic . inhibitors, ] 'ex.l |t'e
using CellTiter Glo. —_— ' KRAS G12C (NSCLC) v Clinical Menin Reversible 2 potency broadly across KRAS-mutated cell lines and PDX tumor models indicating
O BM-203 (CRC) ' 120+ . o ] BMF-219 may provide therapeutic advantages over these KRAS mutation-specific
E ' Fig. 3. A.) % Growth Inhibition of Ex Vivo PDX Tumors. inhibitors for use in CRC, NSCLC, and pancreatic cancers
e Human ex vivo PDX tumor models harboring KRAS mutations were cultured o BM-202 (NSCLC) : § 1004 BMF-219, Clinical Menin Reversible 1, and Clinical ’ ’ P ’
with BMF-219 and clinical reversible menin inhibitors for 6-days. Cell viability % S 807 Menin Reversible 2 were profiled in KRAS mutant PDX . , n o , ,
was measured using CellTiter Glo. x : £ 607 non-small cell NSCLC cancer (NSCLC), pancreatic * At clinically relevant concentrations, potent clinical KRAS inhibitors like sotorasib are
| BM-201 (NSCLC) : E 404 cancer (Panc.), and colorectal cancer (CRC) tissues that highly efficacious up to 50 % inhibition. However, at these concentrations BMF-219
0 0 20 50 80 100 G 207 were grown in mice, harvested, and treated ex vivo for is more proficient, achieving higher percent of cell killing, suggests that BMF-219
07 6 days with each inhibitor at 1.1 uM. B.) Ex Vivo PDX produces an increase in the depth of response.
mm BMF-219 (1.1 pM) -20 Tumor Dose Response. Selected PDX models depict
Mia PaCa-2, a KRAS G12C mutated cell line, showed marked reduction of KRAS mm Clinical Menin Reversible 1 (1.1 uM) o001 o001 01 1 10 100 orcent growth inhibition dose response curves
Test Article pM ] o
and MEN1 expression levels in MiaPaCa-2 cells at 0.5 pM and 1 uM after 24 B Clinical Menin Reversible 2 (1.1 uM) respective to each inhibitor.
nours BUIF-215 treatment. Table 3. KRAS Mutated PDX SpecimenProfies | = cssummay@w) | AU
« An expanded panel of 14 CRC, NSCLC and pancreatic KRAS-mutated cell lines Patlentcﬁllllzlcctaillitage at Prior Therapy KRAS Mutation | Specimen Type | BMF-219 c::;‘;arlsli\cfenin c;:\':;a:s'i\gfenzm 1. Hofmann, M. H., Gerlach, D., Misale, S., et al. Expanding the Reach of Precision
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three of ten G12C cell line. By contrast, BMF-219 inhibited cell viability > 90% 1) 5-FU/Oxaliplatin/Bevacizumab (mixed response) 2. Hallin J, Engstrom LD, Hargis L, et al. The KRASG12C Inhibitor MRTX849 Provides
in seven of ten KRAS G12C NSCLC cancer lines. BM-205 (Stage IV) 2) Capecitabine/Irinotecan/Bevacizumab G12D CRC 0.298 9.98 LR Insight toward Therapeutic Susceptibility of KRAS-Mutant Cancers in Mouse Models
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inactive in all preclinical models tested. BM-202 (Not Available) 1) Cisplatin/Bevacizumab G12C NSCLS 0.352 7.75 LR https://doi.org/10.1172/JCI69004.
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