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Objectives: Evaluate pharmacokinetics of 22°Ac-DOTATOC with and without kidney
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Histological Findings

* Bone marrow changes were more severe in the 22°2AcNO3-accelerator
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Analysis Method (Kirschner, 1975)
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g human *g rat

* Animals sacrificed, tissues resected at times post iv injection

* Resected tissues were weighed

* Radioactivity in CPM by Nal(TIl) well-counter (4-pi 80hx75d mm)

 Tissues were recounted 100 days post sacrifice = 10x 22°Ac t/

 MRT values were entered in OLINDA 1.0 to generate dosimetry estimates for each
group

e 227Ac impurity contributed 2.0% +/- 0.1% of measured CPM observed in
accelerator produced ??°Ac (at time of production)

* Enabled calculation of the relative CPM contributions from 22°Ac and %%’Ac) in both
initial administered activity and subsequent organ measurements

» Single exponential fitting was used for organ AUC calculations

Study Design Cohorts

2257 c-Nitrate

Accelerator-

225Ac-DOTATOC

Stockpile-

Significantly different from Vehicle Control by ANOVA.

 Examined over the entire study, vehicle control rats continuously gained
weight, while 22°AcNO3-stockpile and 22°AcNO3-accelerator gained
weight more slowly. Body weights remaining almost unchanged.

* For 222AcNO3-stockpile & 2?°Ac -accelerator groups, relative heart weights
were increased suggesting that heart weight was maintained as body
weight decreased.

* For 222AcNO3-stockpile and 22>AcNO3-accelerator groups, relative kidney
weights were increased, suggesting that kidney weight was maintained as
body weight decreased.

* Except for the 22°AcNO3-stockpile group, relative liver weights did not
differ from the vehicle control group. Since liver weight is usually
proportional to the body weight, this suggests that no gross liver
abnormalities were present.

Histological Findings

* Livers in many rats, including control rats, had small foci of mononuclear
cells, probably inflammatory cells. This did not appear treatment related.

Dosimetry

« 227Ac reference source to determine intrinsic efficiency
e Datareanalyzed using Olinda 2.0

Patient Study - 2019
e Phase | Trial of Intravenous 22°Ac-DOTATOC for Treatment of Somatostatin-
Receptor Expressing Neuroendocrine Tumors - 2020
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