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INTRODUCTION METHODS

Search strategy Search in Pubmed with a defined
set search words, further search in relevant
publications from their reference lists.

ultrasensitive PSA assays and clinical

studies for outcome of recurent postate
cancer patients for survival after salvage treatment.
Patients: Prostate cancer patients after initial
treatment. PSA measured with ultrasensitive PSA
assays. Outcome: progression free survival, overall
survival.

R eview question / Objective To summarize

Participant or population Participants in the
published publications.

Intervention Repeat measurements of PSA and
salvage treatment at specified PSA thresholds for

Rationale The hypothesis for the review is that
very early salvage treatment gives better overall
survival after salvage treatment than (less) early
salvage treatment, or late salvage treatment.
Earlier treatment means a smaller tumor burden
and less heterogeneity.

Condition being studied Prostate cancer after the
initial treatment of localized cancer.

rising PSA values.

Comparator patients after initial treatment for
localized cancer who do not develop rising PSA
after the PSA nadir after the initial treatment.

Study designs to be included Clinical studies will
be analyzed in Forest plots to calculate an overall
frequency for an outcome. Stata has a program for
summarizing p values into an overall p value.
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Eligibility criteria The systematic review has a
defined set of inclusion and exclusion criteria._The
selection proicess reduced the initial 300+ hits to
selected 115 publications.

Information sources PUBMED and Google Web
of Science.

Main outcome(s) PSA measured with
ultrasensitive assays can differentiate between
patient s who have a relaps and patients without a
relapse from 3 months after initial radical
prostatectomy.

Additional outcome(s) We compare the overall
survival for three risk groups for patients withj PSA
relapse and patients with a slighly later phase of
non-metastatic prostate cance.

Data management Data were evaliated in STATA
version 16.0 with updates.

Quality assessment / Risk of bias analysis We
summarize survival. So atudies with longer
followup have a higher frauency of deaths of
prostate cancer than studies with a short follow-

up.

Strategy of data synthesis Conventional Forest
plots.

Subgroup analysis Most studies had radical
postatectomy as initial treatment but other patients
had radiation as initial treatment. Outcome was
related to levels of PSA at start of salvage radiation
therapy.

Sensitivity analysis We sumarized 66 thousand
patients reported over three decades. Much has
been changewd during the period but the trends
for relevance of PSA remained grossly unchanged
over 3 decades despite many new treatments in
recent years.

Language restriction Mainly English.
Country(ies) involved Denmakr, Finland, and USA.

Other relevant information We excluded a
publication in Japanse beause we do no
understand the language and most readers of the
review will face the same problem.

The publications did not inform of the salvage
treatment but generally patients who relapse after
the initial radical prostatectomy are treated with
salvage radiation therapy.

The salvage radiation therapy has not changed
much during the decades despite many technical
improvements.

Treatment is generally given with five treatments
per week to acumulative dose of 60 to 70 Gy.

Keywords biochemical-recurrence-prone prostate
cancer, prostate specific antigen (PSA)halflife,
PSWA nadir, PSA thresholds, survival,
ultrasensitive PSA assays.

Dissemination plans The systematic review is
being evaluated by the journal *Biomedicines.
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