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ABSTRACT In vitro Targeting Results (Fluorescent PDCs) In vivo Tolerability with Cytotoxic Payloads
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conjugates are therapeutically useful since they only
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Cytotoxic PDCs Shown to be Tolerated /n vivo: C57BL/6 mice were dosed in the following
manner; PDC-SM2 was dosed on day 0, 3 and 7 at dose levels of 0.5mg/kg, 1.0mg/kg or 2.0mg/kg
(blue lines); Payload alone was dosed on day 0 only at 0.25mg/kg, 0.4mg/kg or 0.5mg/kg (grey, black
and red lines); vehicle was dosed on day 0, 3 and 7 (green line). PDCs and vehicle control showed no
toxicity or adverse events during repeat dosing as measured by changes in weight (no weight loss).
Payload doses of 0.25 and 0.4mg/kg were tolerated although there was some toxicity noted to the
mice’s skin and coat. Payload dose of 0.5mg/kg was not tolerated, two mice died by day 4 following
single infusion and all mice were sacrificed on day 5 (red stars).

Uptake of PDCs into Tumor Cell Lines:
Various tumor cell lines were incubated with
5uM of CLR 1501 (PLE plus a BODIPY (green)
fluorescent payload) for 24 hours at 37°Ciin
complete media. CLR 1501 was excited and
then detected with an Alexa-Fluor 488 filter.
CLR 1501 was highly localized in all the
different tumor cell lines. (To date this has
been repeated in over 100 tumor cell lines
with similar results).

development of a novel targeting platform using
phospholipid ether (PLE) molecules to provide tumor
cell specific targeting. These PLE molecules provide
both a novel mechanism to target tumor cells versus
normal tissue and a cytosolic release of the cytotoxic
payload.
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achieve modest cellular uptake (<1% of infused drug)

and limited cell killing activity. Here we describe the
hours at 37°C. The next day cells were washed and co-stained with nucleus stain (Hoescht
33342; blue). Using cholera toxin subunit B, they were further stained for the presence of lipid
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