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e"phlr TREHALOSE STABILIZED FREEZE DRIED HUMAN PLATELETS, THROMBOSOMES®, PERSIS

Thrombosomes®, a human pla i nostatic agent, (PDHA)

is being developed to meet a critical unmet medical need, e.g. a safe

PDHA that restores hemostasis in patients with a coagulopathy that

does not respond to standard treatment. Submission to regulatory Fresh Autologous pr— S P ——— -a-conol
e | requires analyzing the pharmacol s of this e fciTlicaa e utologous Rabbi

PDHA including the circulation characteristic slets

platelets (3 days old) and determining their safety and immunogen

MATERIALS AND METHODS |

+ Thrombosomes® is produced by a proprietary process that includes

trehalose and other carbohydrates and a custom Iyophilization cycle.

- The PK, Biodistribution studies involved the infusion of In-111-labeled |
b

telets (3 days old), human BAA B
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+ Anesthetized animals were infused with 2 x 10° (1mL) In-111-labeled cells
over a one minute period. Mo 1w 1 w0 w0 70 0
+ The radioactivity in serial arterial blood samples (100 i) obtained over 4 Time rmin)
or 24 hrs was a ed using a gamma counter.
-Pulpnua\ impact of repeat dosing of Thrombosomes® on future repeated
res (possibly immune mediated) has been studied by an infusion . rabbits that h;

of indium-111 Iabeled Thrombosomes 14 days after a single non-labeled second dos
infusion of the same dose. least four samples. (A) Data represented on per gram tissue ba:

The effect of 3 intradermal exposures to Thrombosomes® (day 0, 14, and kinetic 2 In-111-labeled secondd:
21) on the PK and biodistribution of a single IV infusion of labeled

hrombosomes between 56 and 82 days after sensitization was no
different from the effect of sensitization with a single IV infusion (data not
shawn)
+ The biodistribution of the labeled cells was determined by imaging
animals with a Gamma camera and determining the percent of injected
label per organ and as counts per gram/organ at necropsy.
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a half life of about 24 hrs.

+ The biodistribution and circulation data suggest that the origin of
platelets used for Thrombosome: eneration does not affect their
circulation persistence, but the freeze drying process significantly
increases the clearance of platelets from circulation and uptake in liver,

—

Accumulation of In-111-labeled fresh autologous platelets and
0 e various freeze-dried preparations in rabbits. The values are 2

Time (min) expressed as mean tsem % injected dose (ID) per gram of tissue kidney and spleen.

Circulation kinetics of In-111-labeled preparations in rabbits. In-141-labeled (N=4 per group). For convenience, the data for each organ have * Safety studies in NZWR and beagles at 70 imes the dose administered

fresh autologous platelets served as a control for comparison. All been separately plotted on different Y- . *p<0.05. curing the/EK and biodistnbutioni sxperments failed to obsarve any test

radioactive counts were normalized to the baseline counts measured in the article associated AE or SAE including histopathological changes in the

blood sample that was obtained immediately after infusion was complete. liver, kidney and spleen. POSTER P-045




