LP-184, a clinical stage acylfulvene-derived tumor site activated small molecule, inhibits adult and pediatric CNS tumor cell growth

O
I_a ntern Aditya Kulkarni** Bachchu Lal?, Joseph McDermott?, John Laterra?3, Eric Raabe3, Kishor Bhatial, Panna Sharmal

P h a r m a *Presenter; Lantern Pharma Inc., 1920 McKinney Ave, 7th floor, Dallas TX 75201; 2The Kennedy Krieger Institute, 707 N. Broadway, Baltimore MD 21205;, 3Johns Hopkins School of Medicine, 600 N. Wolfe St., Baltimore, MD 21287
®

Background Results Results
‘ Er']‘;?:]jc‘)'t’;zir'; barréﬁgtgﬁf'?l\lgerﬂiit’s'eai‘ge::SeﬁHecgggd:gai”Ztrti:;‘r;rrlre”ig LP-184 exhibits nanomolar potency against MGMT-expressing (MGMT unmethylated) and MGMT-negative LP-184 treatment (4 mg/kg i.v.) over 2 cycles demonstrated 112% tumor growth inhibition and 2/10
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Figure 3. The patient-derived GBM xenograft line Mayo39 (MGMT-methylated/TMZ-sensitive) was obtained from the Mayo Clinic. TMZ- pay 0 492 Aﬂ“ T“Zt Ot 42
ays ays After Treatmen

: . resistant Mayo39 variants (Mayo39-TMZR) were derived following prolonged culture with TMZ. The 011310 PDX line was established from a
Ob] ectives GBM resected at Johns Hopkins Hospital. LN-18 cell line, low passage Mayo39-TMZR and 011310 PDX-derived cells were maintained as
monolayers in DMEM supplemented with 10% FBS. All cells were grown at 37°C in a humidified incubator with 5% CO.,. All cell lines used in
the study were tested for mycoplasma and used within 20 passages of STR profiling. (A) LP-184 or TMZ treatments were conducted for 3
* Evaluate the potency of LP-184 in GBM models compared to TMZ days. Dose response curves showing normalized cell viability were obtained from relative luminescence units measured in a Cell Titer-Glo
2.0 assay and (B) IC50s were calculated in GraphPad Prism v9. Data represent mean +/- SEM. ND = not determined; (C) Immunoblot
showing MGMT expression [10].

Figure 6. (A) Time-course of tumor volumes (mm3) of CHLA-06 cell line derived xenograft (CDX) tumors treated i.v. either
with vehicle, LP-184 (2 mg/kg), or LP-184 (4 mg/kg) on Days O, 2, 4, 6, 8, 14, 16, 18, 20, 22 (2 cycles of 5 doses each).
(B) Comparison of CHLA-06 CDX tumor volumes after treatment on day O and day 42 with either vehicle, LP-184 (2
mg/kg) or LP-184 (4 mg/kg). (C) Representative images of excised CHLA-06 CDX tumors after 42 days from mice
Injected with vehicle, LP- 184 (2 mg/kg), or LP-184 (4 mg/kg) [11].

® Characterize the BBB permeability of LP-184 in vivo
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® Test LP-184 response and anti-tumor activity across ATRT models
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