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INTRODUCTION BEACON CTC SAMPLE FLOW CTCs DETECTED IN 97% OF PATIENT SAMPLES WITH HIGH MEDIAN NUMBER OF CTCs

» Etirinotecan pegol (NKTR-102) is a long acting topoisomerase 1 inhibitor designed for prolonged tumor cell exposure. AboSt
poStream®

Predose CTC Samples No difference in CTC yield between countries, supporting conclusion

* In patients, etirinotecan pegol leads to greatly prolonged plasma SN38 exposure compared to irinotecan (elimination
that extended shipment time had no impact on CTC harvest.
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Relevance of etirinotecan pegol target-specific PD biomarkers and grouping of staining panels
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« Decreased drug-accumulation resulting from over-expression of ATP binding cassette transporters | | | | | | Biomarker Positive Cells
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* Increased expression of anti-apoptotic proteins The CTC sampling schedule was driven by the sustained concentration-time profile observed with etirinotecan pegol. The figure shows the relationship = 8.10 ¢
» Increased repair of topoisomerase 1 inhibitor induced lesions between the CTC sampling schedule and the pharmacokinetic profile of etirinotecan pegol or treatment of physician choice (TPC). E  6.140° EL . N 5
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* Newer CTC isolation techniques yield increased numbers of isolated CTCs compared to the first generation = Exposure Exposure Exposure Etirinotecan pegol™ = 0 - Mean, Median (Range)
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For BEACON patients participating in the CTC substudy, serial 7.5 mL whole blood samples were drawn and shipped v Cycle 1 Cycle 2 Cycle 4 12— v. Blood sample collection for CTC analysis was successfully incorporated into the BEACON study with 80% patient participation.
ambient to ApoCell (Houston, TX) for further processing as shown in the BEACON CTC Sample Flow Diagram. 2 Continued O E | | | .
. . . . . - © °
Peripheral blood mononuclear cells (PBMCs) were harvested using the Ficoll-Paque gradient separation method. An & TPC ;';to’:‘o'gz'{ < % Blood samples were successfully processed, with a low technical failure rate of 2%.
iCys laser scanning cytometer (CompuCyte, Westwood, MA), equipped with iCys 3.4.12 image analysis software was 2  CTC detection rate using ApoStream® was high (97% of patient; median # of CTCs: 472 CTCs/7.5 mL) and permitted evaluation of
used for quantitation. CTC samples were analyzed for the number of CTCs, the percent of cells staining positive for a biomarkers at baseline and over time.
iven biomarker, and the mean fluorescence intensity, reflecting the normalized intensity of the specific biomarker in the # Samples 649 236 272 441 . . S - - - S
J! e 151 J y P « Etirinotecan pegol target-specific pharmacodynamic biomarkers can be measured in CTCs isolated from patients participating in
biomarker positive CTCs. Results from the baseline samples will be presented. _ _ .
High Patient Participation BEACON.
Patient participation was high, with CTCs collected from 80% of BEACON patients, yielding the number of samples for analysis noted above. .+  BEACON efficacy and safety results are expected in Q1/2015, which will allow analysis of baseline CTC data and change of CTC
data over time with patient outcome (response, PFS, OS).
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