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To the Editor: The article by Kantoff et al described the phase II study, TBC-PRO-002, a
randomized, double-blind, controlled study to evaluate the safety and efficacy of
PROSTVAC-VF/TRICOM in combination with granulocyte-macrophage colony-stimulating
factor in patients with androgen-independent adenocarcinoma of the prostate. This study was
industry sponsored, with a collaborative research and development agreement with the
National Cancer Institute (NCI). The initial sponsor, Therion Biologics, managed the study
through treatment, primary end point evaluation, and 1 year of overall survival (OS) follow-
up. The results were negative for progression-free survival, the primary end point. Therion
went out of business in August 2006, and oversight of the PROSTVAC program reverted to
the NCI. In 2008, Bavarian Nordic (BN) and the NCI established a new collaborative
research and development agreement to develop PROSTVAC.

BN completed OS data collection despite the negative progression-free survival results.
Long-term follow-up (LTFU) results suggested improved OS for patients in the
PROSTVAC-VF group compared with patients in the control group, which justified
conducting a phase 111 study that is now fully accrued. Anticipating the planned PROSTVAC
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biologics license application, BN undertook a source data verification of the phase |1 study.
Reported data (dated July 24, 2009) consisted of the final locked SAS (SAS Institute, Cary,
NC) data sets sent to BN, including data collected in the study’s open-label extension phase
(Therion’s original 2006 data). The clinical study report (CSR) also included data from the
LTFU case report form (CRF); data collected by BN via e-mail and telephone calls from
study sites; and Social Security Death Index (SSDI) data collected via a public database. BN
has discovered that a subset of the LTFU OS data derived from the SSDI was not confirmed
by study sites because some of them were unable to reopen the study or chose not to
participate.

Former BN staff made best efforts in preparing the 2009 study CSR; however, current
responsible parties at BN have determined that a revised OS analysis is warranted. OS data
reported in this 2016 CSR addendum consist of CRF data from the original 2006 database;
data recorded on the LTFU CRF; e-mail and telephone contact between BN and study sites;
and SSDI data collected by BN via a public database and confirmed by the sites via
telephone in 2008.

For this addendum, if primary analysis data did not include a patient’s survival status, date
of death, and/or last-known-alive date, OS was derived using last known survival status from
the original data. If the patient’s date of death or last-known-alive date included the month
and year, but not the day, the fifteenth day of the month was ascribed. In summary, this
reanalysis only included data confirmed by the sites as captured on the original CRFs or the
LTFU CRFs completed by the sites, and SSDI data collected by BN via a public database
and confirmed by the sites via e-mail and telephone.

There were 34 changes made to the 2016 CSR addendum from the 2009 CSR, on the basis
of lack of documented confirmation by study sites (Appendix Fig A1, online only),
including:

. Fifteen patients reported as deceased in 2009 are now reported as alive at that
time.
. The death or last-known-alive date for 19 patients was changed in accordance

with the convention of fifteenth day of the month.

. In the control arm, five patients’ status changed from dead to alive, and five
patients’ death dates were changed.

. In the active arm, 10 patients” status changed from dead to alive, nine patients’
death dates were changed, and five patients’ last-known-alive dates were
changed.

For these 34 changes, BN relied on the original 2006 database for last-known-alive dates and
confirmed patient status dates verified by the sites in 2008. Revised and original OS results
for the stratified intention-to-treat population are listed in Table 1. Revised median OS for
the stratified intention-to-treat population (Fig 1) was significantly longer for the
PROSTVAC-VF group than for the control group (empty vector; 26.2 v16.3 months,
respectively; stratified hazard ratio, 0.4997; 95% CI, 0.3201 to 0.7801; stratified log-rank P
=.0019). The revised OS results are consistent with the original results in the 2009 CSR
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submitted to the US Food and Drug Administration and published in Journal of Clinical
Oncology* Any numerical differences between the revised and original OS results change
neither the outcome nor the conclusions of this study. We believe that the OS analysis
provided in this addendum is a more conservative but preferred analysis for reporting
purposes because all data used in the analysis have been verified by the clinical sites.

Appendix
2010 Publication 2016 Revised Analysis
Events (n =105) Events (n = 90)
H
Alive (n = 20) Alive (n = 35)
Total changes (n = 34)
Patients' survival status changed from dead to alive (n=15)
Control arm (n=5)
Active arm (n=10)
Patients' LTFU CRFs were not completed/submitted (n=28)
Patients' LTFU CRFs were completed incorrectly
or were submitted blank (n=3)
Patients' LTFU CRFs submitted but SSDI was used instead (n = 4)
Patients' date changed (n=19)
Control arm (n=5)
Active arm (n=14)
Patients' last-known-alive date changed (n=5)
Patients' death date changed (n=14)
Fig Al

Summary of changes in patient status and dates between the 2009 clinical study report and
the 2016 clinical study report addendum. CRF, case report form; LTFU, long-term follow-
up; SSDI, Social Security Death Index.

REFERENCES

1. Kantoff PW, Schuetz TJ, Blumenstein BA, et al.: Overall survival analysis of a phase 1l randomized
controlled trial of a Poxviral-based PSA-targeted immunotherapy in metastatic castration-resistant
prostate cancer. J Clin Oncol 28: 1099-1105, 2010 [PubMed: 20100959]

J Clin Oncol. Author manuscript; available in PMC 2019 March 11.



1duosnuepy Joyiny 1duosnuely Joyiny 1duosnuey Joyiny

1duosnuely Joyiny

Kantoff et al.

Page 4

1.0 | =iy A

L. - ZIZ(r?tSr;I"l\/AC v + Censored
z "1
= 08+ T
g 1
& h
— 0.6 |.|| . HR, 0.4997
< 95% Cl, 0.3201 to 0.7801
= L + P=.0019
& 041 =, + N
= +
‘_;E '1 +H+ %,
[«5) Ll b
S 0.2 — -'L +HHE +

T
L e —
0 5 10 15 20 25 30 35 40 45 50 55
Time (months)
Fig 1.

Revised overall survival for the stratified intention-to-treat population. HR, hazard ratio.
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