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Poly (ADP-ribose) polymerase inhibitors (PARPi) have shown S — Figure 1. Cybrexa has created ﬁ) S . e e Figure 4BCBX-11 and \ /Figl_Jre 6. CBX-11 (alphalex™-rucaparib) shows efficacy \
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clinical use has been largely limited to monotherapy against R with the alphalex™ platform | a mlnlsltrate to mice at BRCAZ2", and D) DLD-1 wild type xenograft tumor models.
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responses beyond 12 months are uncommon and their activity 2 02- dichroism (CD) using A) Stability of CBX-11 in or irinotecan (IRE) avoided the toxic effects n_?rmally
against HRD-negative tumors is limited. These findings have 00| pawe A" 5% contceree anilamellar and multilamellar s t, _ _ i Fgllowin Cax.11 associated with co-administration with PARPi’s.
prompted great interest in combining PARPi’s with 02— POPC vesicles. 0 30 ~dministration Iegss than
chemotherapy to increase the duration of response in HRD- _ B y rime fHowrs) . ’ A .
positive tumors and expand the activity of these drugs against 3% of the warhead, ) )
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number of cancer cases each year. While such combinations Figure 2. A) Following insertion of CBX-11 into HeLa cells, its < o D amnareares oo Serum. R e ol PR D oo
are highly active against tumors independent of HRD status, rucaparib warhead is translocated into the nucleus within 80 f B) CBX-11 insertion and v  compi cexas B E
they are also extremely cytotoxic against bone marrow cells. minutes as determined by confocal microscopy. : release of rucaparib in
As such, dose reductions ranging from 4- to 40-fold are ___30min____________ 60min ftumor occurred in atime
required when PARPi’s are combined with chemotherapy which Va2 ol | e\ e\ dependent fashion.
has resulted in favorable safety profiles but limited efficacy. S | | | | | 2 2 s
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barrier, but the technologies developed thus far are limited by dosing, there was limited EEEREEEEEFTEE RN (SESESIE IS Y SR SR
numerous issues, including: (a) lack of universal, non- C) : o 2apolesikg Cox-11 exposu’re n bone o
saturating tumor-targeting mechanisms which limit their use to 2t e marrow. whereas much
specific tumor types and their corresponding antigens, (b) 53 higher (‘:oncentrations of C) D)
Inability to deliver therapeutically relevant levels of drug(s) i rucaparib were observed N
dire(_:tly Into tumor_cells, and (c) insufficient tumor penetration 1201 B) Following administration s2 in bone marrow when : Toomkme
eading fo sub-optimal tumor exposure 10012 of rucaparib or CBX-11, the rucaparib itself was T o] T Eoror TR e
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vitro, we demonstrated that the alphalex™ conjugate translocates 4 ™ A tumor (A) with CBX-11 showing
across cancer cell membranes to deliver its cargo directly into Figure 3. In vivo, Licor IR- B) B) :: _ minor effects on PARylation In
the cell. The safety and efficacy of the approach was confirmed Dye 800CW-labeled CBX-11 g, bone marrow (B). These data CONCLUSION
in vivo using CBX-11 (alphalex™-rucaparib) which was safely is localized to DLD-1 are also consistent with the p N
administered with cytotoxic chemotherapies to selectively kill BRCA2” xenograft tumors T | = - bonemarrow cell counts being These data demonstrate that the alphalex™ platform can
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