
 

Single PSA Cut Point May Signal Progression 
The best predictor of systemic progression after radical prosta-tectomy (RP) was a PSA cut point of 0.4 ng/mL or greater, a retrospective review of a large post-RP cohort showed. 
Cut points of 0.2, 0.3, and 0.4 ng/mL were associated with sys-temic progression, and the percentage of men experiencing a continued PSA increase over five years was 61%, 67%, and 74%, respectively, R. Jeffrey Karnes, MD, of the Mayo Clinic, Rochester, MN, and colleagues reported online in The Journal of Urology. 
“The PSA climb plateaued at a threshold of 0.4 to 0.49 ng/mL and this appeared to be the strongest predictor of systemic pro-gression (HR=36, 95% CI 26-51) and the best fit model for pre-dicting systemic progression (R2=0.92),” the researchers said. 
“Currently there are multiple definitions of biochemical recur-rence (BCR), which creates heterogeneity in prostate cancer outcome reporting and secondary treatment decisions. We found that a PSA cut point of 0.4 ng/mL or greater reflects the threshold at which increases in subsequent PSA values become durable and there is the strongest correlation with future sys-temic progression.” 
Karnes and colleagues acknowledged the lack of consensus on a standardized definition of BCR after RP, pointing to several recommended definitions set by the American Urological Asso-ciation, the European Association of Urology, and the National Comprehensive Cancer Network. “Consideration should be given to a single PSA cut point of 0.4 ng/mL or greater as it re-flects an optimal yet simple cut point,” they said. 
(Continued on page 4) 

PSA testing in the US is now in rapid decline, but urolo-gists are attempting to learn whether “smarter” deploy-ment of the prostate cancer screening tool could enhance its usefulness by improving the accuracy of detecting aggressive disease. 
In a new study, results of PSA testing of American men at midlife, when in their 40s and 50s, “strongly predicted” future lethal cases of pros-tate cancer, conclude lead author Mark Preston, MD, a urologist at the Harvard Medical School and Brigham and Women’s Hospital, in Boston, and colleagues. 
The approach, which involves establishing a patient’s base-line PSA level, allows for “risk stratification” of screening. The new study was published online 13 June 2016 in the 
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Journal of Clinical Oncology. 
Declining use of PSA testing is “problematic” and is a matter of “throwing the baby out with the bathwater,” Dr. Preston said. “PSA is by no means perfect but definitely has value.” His comments are borne out by new data show-ing that the rate of distant-stage prostate cancers in the US has recently increased, according to a population-based study (Cancer Epidemi-ol Biomarkers Prev 2016; 25: 259–263). 
“We need smarter screening practices based on actual risk, such as baseline PSA level, family history, or race to identify cancers that will cause symptoms or death in time to provide curative treatment,” Dr. Preston said. 
(Continued on page 4) 

Study Confirms Active Surveillance Safety in Low-Risk Prostate Cancer 
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After a decade of follow-up in the Prostate Cancer Research International Active Surveil-lance (PRIAS) study, research-ers confirmed that active surveillance (AS) is a safe treatment option for men with low-risk prostate cancer. “However,” they say, “some changes could be made to the follow-up protocol to safely increase the number of men who remain on AS.” 
Dr. Leonard P. Bokhorst of Erasmus University Medical Center in Rotterdam, the 

Netherlands, and colleagues analyzed data on more than 5,000 men in 18 countries in PRIAS, including 622 who were followed more than five years and 107 who were fol-lowed more than 7.5 years. 
The median age at diagnosis was 65.9 years. Original inclu-sion criteria included Gleason score 3+3=6 or lower, stage cT2c or lower, and PSA 10 ng/mL or lower. PSA tests were scheduled every three months and digital rectal ex-aminations were scheduled every six months during the first two years of study, then less often later. Criteria to 

recommend against starting AS include Gleason score higher than 3+3=6, more than two positive cores, and stage higher than cT2. 
Median PSA for the study cohort was 5.7 ng/mL. Most men (69%) had one positive biopsy core, with Gleason score of 3+3=6 (99%) and a clinical stage of T1c (88%). Almost 3,400 men received at least one repeat biopsy during follow-up and some received up to five biopsies. 
Overall, 1,768 men discontin-ued AS during follow-up, 
(Continued on page 3) 
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response to salvage external beam radiotherapy (EBRT), and 3) durable response to salvage EBRT. CCP scores were generated from the RNA expression of 46 genes. Logistic regression assessed the association between CCP score and patient group. 
Results: Passing CCP scores were generated for 47 men with complete clinical and pathologic data. CCP score predicted clinical status when comparing men with metastatic disease or non-

Background: Determining the optimal treatment for biochemical recurrence (BCR) after radical prostatectomy (RP) is challenging. 
Objective: We evaluated the ability of CCP score (a prog-nostic RNA expression signa-ture) to discriminate be-tween systemic disease and local recurrence in patients with BCR after RP. 
Methods: Sixty men with BCR after RP were selected for analysis based on: 1) met-astatic disease, 2) non-

responders to salvage thera-py to men with durable re-sponse (p=0.006). CCP score remained significantly pre-dictive of clinical status after accounting for time to BCR, PSA at BCR, and Gleason score (p=0.0031). 
Conclusions: Elevated CCP score was associated with increased risk of systemic disease, indicating that CCP score may be useful in identi-fying men with BCR who are most likely to benefit from salvage RT. 

Use of the Cell Cycle Progression (CCP) Score for Predicting Systemic Disease and Response to Radiation of Biochemical Recurrence 
Koch MO, Cho JS, Kaimakliotis HZ, et al 
Cancer Biomark 7 June 2016; Epub ahead of print 
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Do Skeletal-Related Events Predict Overall Survival in Men with Metastatic Castration-Resistant Prostate Cancer? 
Howard LE, De Hoedt AM, Aronson WJ, et al 
Prostate Cancer Prostatic Dis 5 July 2016 [Epub ahead of print] 
Skeletal-related events (SREs) including pathologic fracture, spinal cord compression, ra-diation to bone and surgery to bone, are common in men with bone metastatic castra-tion-resistant prostate cancer (mCRPC). Men with mCRPC are at high risk of death. Whether or not SREs predict mortality is unclear. We test-ed the association between SREs and overall survival (OS) in a multi-ethnic cohort  of men with bone mCRPC, con-trolling for key covariates unavailable in claims data such as bone pain, number of bone metastases and PSA doubling time (PSADT). 
We collected data on 233 men diagnosed with nonmet-astatic CRPC in 2000-2013 at two VA hospitals who later progressed to bone metasta-ses. First occurrence of SRE and OS were collected from medical records. Cox regres-sion models were used to test the association between SRE and OS, treating SRE as a 

time-dependent variable. We adjusted for age, year, race, treatment center, biopsy Gleason, primary treatment to the prostate, PSA, PSADT, months from ADT to CRPC, months from CRPC to metas-tasis, and number of bone metastases at initial bone metastasis diagnosis. In a secondary analysis, we also adjusted for bone pain. 
During follow-up, 88 (38%) men had an SRE and 198 (85%) died. After adjusting for risk factors, SRE was asso-ciated with increased mortal-ity (hazard ratio (HR)=1.67; 95% confidence interval (CI) 1.22-2.30; P=0.001). When bone pain was added to the model, this association was attenuated, but remained significant (HR=1.42; 95% CI 1.01-1.99; P=0.042). 
SREs are associated with in-creased mortality in men with bone mCRPC. Further studies on the impact of pre-venting SREs to increase sur-vival are warranted. 

Mutations Suggest New Prostate Cancer Treatment Options 
Almost 12% of men with metastatic prostate cancer (PCa) had germline DNA-repair mutations, a finding that could help guide therapy selection toward nonstand-ard agents for selected men, genetic sequencing data for 700 men suggested. 
The frequency of inherited DNA-repair mutations was almost three times higher than rates observed in men with localized PCa. The find-ings point to a “clear treat-ment pathway” involving agents that specifically target DNA-repair defects, such as poly ADP ribose polymerase (PARP) inhibitors, the au-thors concluded. 
“Because the high frequency of DNA-repair gene muta-tions is not exclusive to an early-onset phenotype and is associated with clinically and histologically aggressive dis-ease, with compelling evi-dence for therapeutic rele-vance, it may be of interest to routinely examine all men with metastatic PCa for the presence of germline muta-
(Continued on page 5) 
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Bottom Line:  
One of the largest studies to ever address this anti-aging issue showed that significant-ly greater telomere length (longer life expectancy is as-sociated with greater telo-mere length) in nurses who drank caffeinated coffee! Is it time to throw out anti-aging supplements that promise the same thing without sub-stantial research? OH YEAH!!! Lifestyle changes rule!!!  Viva Caffeinated Coffee!  
I have seen just about every-thing in my lifetime, except the invention of a patient gown that does not expose your gluteus to the maximus when you, as a patient, bend over to pick up a pen you dropped while filling out 10,000 pages of worthless redundant paperwork at your local hospital (all this for a sore knee???). Yet, I did not expect this study at all but it makes me happier than a dog trapped in a room full of squirrels! I was sure that I would not write about coffee again for a long time but I could not ignore this one because it was too juicy and fabulous (kind of like grass fed beef or a whole orange)! Coffee consumption has been linked with many po-tential benefits but it has not been well studied in the area of telomere length. Telo-meres are part of the ends of your DNA that actually serve to protect it from losing criti-cal information. Many stud-ies have suggested that the longer these telomeres, the more likely they are to pro-tect your DNA for a long time, and the more likely someone may live a long life.  Think of telomeres as the 

Doc Moyad’s What Works & What is Worthless Column, Also Known As    “No Bogus Science” Column 
“Increase Your Telomere Length By Drinking Cheap______?!” 
Mark A. Moyad, MD, MPH, University of Michigan Medical Center, Department of Urology 
Editor’s Note: Us TOO invites certain physicians and others to provide information and commentary for the Hot SHEET to enrich its content to empower the reader. This column contains the opinions and thoughts of its author and are not necessarily those of Us TOO International. 

plastic or metal ends or the tips of your shoelaces (officially called an “aglet” – I did not know that but Mr. Google told me this) that allows you to zigzag your shoelaces in and out of the shoelace holes. And what happens when shoelace tips break off? The shoelace life expectancy is short and the rest of the shoelace begins to fall apart (I love shoelace or aglet analogies).  
Telomeres that become shorter have been associated with a higher risk of diseases and death. (Just keep in mind this stuff is interesting but is preliminary and not hard fact). However, what is really important is that over the past several years some health care professionals and many companies have been pushing EXPENSIVE over-the-counter pills that they claim to increase or maintain telo-mere length so it might be able to make you live longer! Yeah! Not so fast! Now, we have the first major study that suggests when looking at white blood cells and telo-mere length that caffeinated coffee (not other caffeinated products or decaffeinated coffee – sorry my less ener-getic readers) was signifi-cantly associated with great-er telomere length (just two cups a day).  
Okay, so now I have a low- to no-calorie drink that many people love so much that they have to have it every day of their lives and it makes them happy and it is cheaper than a bunch of expensive pills that don’t have much research but just a lot of fluff?  Yeah, I am going to go with the coffee over the pills on this one 

folks! So, the next time you are at a coffee house or Star-bucks just do what I do – buy a coffee then jump over the counter and hug the worker that made your coffee and say “thank you so much for helping me and my telo-meres.” Then jump back over the counter and get the heck out of there because, by this 
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point, the manager has called the police on you.   
Reference:  
1. Liu JJ, Crous-Bow M, Gio-vannucci E, et al. Coffee consumption is positively associated with longer leukocyte telomere length in the Nurses' Health Study. J Nutr 2016; 146: 1373-1378. 

Is AS Safe in Low-Risk Prostate Cancer? 
(Continued from page 1) 
1,102 due to protocol-based reclassification. Other rea-sons for discontinuations included anxiety, switch to watchful waiting, death, and loss to follow-up. Two-thirds (67%) of the men were treat-ed with either radical prosta-tectomy (RP) or radiation therapy (RT) after discontinu-ation. Only 3% received hor-monal therapy. Almost half (48%) of the men were still on AS after five years and 27% were on AS at 10 years, the researchers reported online 19 June 2016 in the journal European Urology. 
The team had pathology data on 360 men who had RP. Of the men who switched to treatment because of proto-col-based reclassification, 82 (30%) had favorable patho-logical outcomes, 85 (34%) had intermediate outcomes, and 100 (36%) had unfavora-ble outcomes. Mortality from prostate cancer was less than 1% during follow-up. 
Because of the higher rate of unfavorable treatment out-comes, the researchers rec-ommended a change in the PRIAS protocol. “Instead of an immediate switch to ac-tive treatment if more than two cores are positive, men 

should receive further inves-tigation to confirm higher-risk disease,” the researchers write. They recommend ex-amination by magnetic reso-nance imaging because its negative predictive value for Gleason upgrading is near 100%. 
They concluded, “Criteria used to recommend a switch to active treatment do not seem selective enough to avoid unnecessary switches to active treatment.” 
The Prostate Cancer Re-search Foundation, Rotter-dam, supports the PRIAS study. The authors made no disclosures. 
Reuters Health Information 7 July 2016 
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In an accompanying editorial, Jeffrey J. Tosoian, MD, MPH, and Philip M. Pierorazio, MD, of The James Buchanan Brady Urological Institute and Johns Hopkins University School of Medicine Balti-more, MD, strongly disa-greed. You can’t determine an acceptable level of clinical risk [post-RP] with a “rigid, one-size-fits-all definition of recurrence,” they said. 
“An acceptable level of clini-cal risk is unique to each pa-tient’s preferences, disease characteristics and overall life expectancy,” the editori-alists wrote. “Clinical man-agement should be based on an individualized approach in which baseline risk can be estimated using any number of simple, clinically validated tools.” 
“Findings from this study and others should be included in future studies to validate the accuracy of various PSA thresholds,” Tosoian and Perorazio said. “Until the ideal test emerges, it is im-portant to remain mindful in our application of current standards such as PSA.” 
For the study, the research-ers used the Mayo prostate cancer registry to identify 13,512 men with cT1-2N0M0 prostate cancer who under-went RP between 1987 and 2010. The median age was 63 years. 
“Although PSA monitoring after RP was not standard-ized, most of the men under-went PSA monitoring for the first two years and semian-nually for the next three years, followed by annual surveillance,” the research-ers said. Cox proportional hazard models and the O’Quigley event R-2 test were used to analyze the strength of association be-tween BCR definitions and 

subsequent systemic pro-gression. 
Single PSA cut points of 0.2, 0.3, 0.4, and 0.5 ng/mL or greater were tested as were confirmatory PSA value defi-nitions of 0.2 ng/mL or great-er. At a median postopera-tive followup of 9.1 (IQR 4.9-14.3) years, a detectable PSA – defined as a value greater than 0.15 ng/mL – developed in 5,041 men. Systemic pro-gression developed in 512 men, the review showed. 
“In general, with higher PSA cut point definitions a great-er percentage of patients were found to experience systemic progression,” Karnes and colleagues said. “Both confirmatory PSA defi-nitions showed a greater percentage of patients expe-riencing systemic progression at five and 10 years com-pared to their corresponding single PSA cut point defini-tion counterparts.” 
Standardizing the definition of BCR will be crucial as pros-tate cancer surveillance tran-sitions to the primary care setting, the researchers not-ed. “Using a single PSA cut point for BCR would translate into the simplest and most clear definition, allowing for timely referral to specialists and the initiation of second-ary treatment.” 
There are a number of design and methodology limitations with this study, given its ret-rospective nature and the fact that it spanned a period of more than 20 years, Karnes and colleagues point-ed out. “Our results may also be limited in generalizability as they were derived from a large cohort treated and fol-lowed at a single center.” 
MedPage Today 17 June 2016 

Single PSA Cut Point (Continued from page 1) 

pants who developed lethal prostate cancer were re-matched to 213 controls. 
Among controls, the median PSA level was 0.68, 0.88, and 0.96 ng/mL for men aged 40-49, 50-54, and 55-59 years, respectively. A total of 82%, 71%, and 86% of lethal cases occurred in men with PSA levels higher than the medi-an at ages 40-49, 50-54, and 55-59 years, respectively. 
Some of the more specific findings were dramatic. 
For example, one in seven men with PSA levels > 3.0 ng/mL at age 55-59 years and one in 12 men with PSA lev-els >2.1 ng/mL at age 50-54 years died as a result of pros-tate cancer within 30 years, report the study authors. Furthermore, the authors report that when a baseline PSA level was “markedly ele-vated” (>90th percentile of controls), the cumulative incidence of lethal prostate cancer 30 years later was “substantial,” with rates of 4.5%, 8.4%, and 14.1% for men aged 45-49, 50-54, and 55-59 years, respectively. 
The findings were strong enough for the authors to recommend the adoption of such screening. “Risk-stratified screening on the basis of midlife PSA should be considered in men age 45 to 59 years,” they write. 
The authors also attempted to use some of their data to determine the needed screening intervals after a baseline PSA assessment. 
Even when baseline PSA lev-els were lower than the me-dian, the researchers found that there was a risk of de-veloping lethal prostate can-cer in the next 30 years (< 2%). “Although risk was small, it remained present, 

(Continued on page 5) 

In the new study, which used 30-year data from a large observational trial, the high-er the initial PSA value, the greater the risk for a later lethal prostate cancer and, therefore, the greater the need for monitoring. On the other hand, the lower the initial value was, the lesser the risk was of an aggressive cancer, which in some cases means that follow-up testing could eventually be omitted. 
“Men with a PSA below 1.0 ng/mL at age 60 (the median for that age) have an incredi-bly low risk of developing lethal prostate cancer and likely don’t need further screening,” said Dr. Preston. The new results generally confirm findings from two studies of an unscreened Swedish population (Cancer 2011; 117: 1210–1219; and BMJ 2013; 346: f2023). The Swedish studies showed that a single PSA before the age of 50 or 60, depending on the study, predicted long-term risk for a prostate can-cer diagnosis and metastases during a median follow-up period of 27 years. 
But the US has had wide op-portunistic testing, so Dr. Preston and colleagues de-cided to see whether results of a one-time PSA test at a relatively young age were predictive of prostate cancer – specifically, lethal disease – among American men. 
The team conducted a case-control study among men aged 40 to 59 years who gave blood at enrollment into the Physician’s Health Study. That study began in 1982 and now has long-term follow-up data for 22,000 participants. Base-line PSA levels were available for 234 men with prostate cancer and 711 age-matched controls. Seventy-one partici-

Can ‘Smarter’ Use Resurrect PSA Testing? 
(Continued from page 1) 
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and so screening should be continued, albeit with longer intervals,” they write. 
The authors made a recom-mendation about repeat PSA tests for youngish men with baseline scores below the median. “It seems that base-line PSA level below the me-dian at age 45 years followed by repeat measurements at five-year intervals would capture most lethal cases, given that the 15-year cumu-lative incidence for lethal prostate cancer at age 40 to 44 years is zero and in the 45 to 49 year age group only 0.07%,” they report. 
As good as the data from the Physicians Health Study are, there are still “obvious pitfalls” to any use of the PSA test in younger men, reminds Alexander Kutikov, MD, a urologic oncologist at the Fox Chase Cancer Center, in Phil-adelphia, PA, who was not involved in the study. “The key challenge is exposing younger men to the risks of biopsy, screening-related anxiety, and potential treat-ment early in life,” he told Medscape Medical News. 
On the other hand, there are benefits of this screening approach, including the obvi-ous one – earlier detection of lethal prostate cancers. 
“At least one guideline cur-rently recommends early baseline screening,” said Dr. Kutikov, referring to the 2013 Melbourne Consensus State-ment on Prostate Cancer Testing. It advises that “baseline PSA testing for men in their 40s is useful for predicting the future risk of prostate cancer” and says the strategy should be dis-cussed with men. 
The Melbourne statement was bolder than Dr. Preston and colleagues in their rec-
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ommendations about the need for ongoing PSA testing if a PSA test result was lower than the median (0.5 - 0.7 ng/mL) at age 40-49 years. 
“Those men with a PSA be-low the median could be spared regular PSA testing as their future risk of develop-ing prostate cancer is com-paratively low, whereas those with a PSA above the median are at considerably higher risk and need closer surveillance,” concluded the Melbourne authors.  
Medscape Medical News 17 June2016  

Can ‘Smarter’ Use Resurrect PSA Testing? 
(Continued from page 4) 

To assess the variation in primary treatment of high risk prostate cancer (PCa) by different hospital characteris-tics in the United States. 
We used the National Cancer Database (NCDB) to identify patients diagnosed with pre-treatment high-risk PCa from 2004 to 2011. The primary outcomes were different forms of primary therapy or watchful waiting (WW) across different types of hos-pitals (community, compre-hensive cancer community, and academic hospitals). 

Multivariable logistic regres-sion analyses were used to test for differences in treat-ment by hospital type. 
During the study period, we identified 102,701 men diag-nosed with high-risk PCa. Overall, the most common treatment was radical pros-tatectomy (37.0%) followed by radiation therapy (33.2%) and WW (8.5%). Compared to white men with high-risk PCa, black men had lower adjusted odds ratios for sur-
(Continued on page 6) 

Disparities in Treatment of Patients with High-Risk Prostate Cancer: Results from a Population-Based Cohort 
Wang EH, Yu, RB, Abouassaly R, et al 
Urology 15 June 2016; Epub ahead of print 

Mutations Suggest New Prostate Cancer Options 
(Continued from page 2) 
tions in DNA-repair genes,” Peter Nelson, MD, of the Fred Hutchinson Cancer Re-search Center in Seattle, and co-authors wrote in an article published online in the New England Journal of Medicine. 
The findings added to previ-ously reported evidence from a small clinical trial of olaparib (Lynparza) in meta-static PCa, showing that 14 of 16 men with biomarker-associated DNA-repair de-fects responded to treatment with the PARP inhibitor. Bi-omarker-positive patients treated with olaparib had a substantially longer progres-sion-free and overall survival compared with biomarker-negative patients (9.8 vs. 2.7 months and 13.8 vs. 7.5 months, respectively). 
An editorial said the data sup-ported use of the PARP inhibi-tor to treat metastatic PCa and added to existing evi-dence for use of genetic strat-ification to guide treatment selection. A trial of olaparib in men with biomarker-positive 

metastatic PCa is ongoing. 
PCa is a common malignancy and is also one of the most heritable cancers, as 57% of interindividual risk is attribut-ed to genetic factors, Nelson and colleagues noted in their introduction. Genome-wide association studies have iden-tified more than 100 com-mon variants that account for about a third of excess famili-al PCa risk. To date, only mu-tations that affect DNA-repair genes have been associated with aggressive PCa. 
Prior studies showed a low frequency of germline DNA-repair gene mutations in men with localized PCa (~4.6%), Nelson and colleagues contin-ued. The frequency of such mutations in metastatic dis-ease remained unclear, alt-hough a preliminary study turned up an unexpectedly high rate (roughly 8%). 
To define more precisely the rate of germline DNA-repair defects in metastatic PCa, the authors analyzed data from seven case series from the US 

and UK, comprising a total of 692 unselected men with metastatic PCa. Detailed in-formation about germline mutations was available for each patient. 
Investigators focused on 20 genes involved in mainte-nance of DNA integrity and associated with autosomal dominant predisposition to cancer. Results of whole-exome or targeted next-generation sequencing showed that 82 (11.8%) of the men had a total of 84 mutations involving DNA-repair processes. Mutation frequency was similar across the seven case series, the authors reported. 
Mutations occurred in 16 of the 20 genes, including BRCA2 (37 mutations, 44%), ATM (11, 13%), CHEK2 (10, 12%), BRCA1 (six, 7%), RAD51D (three, 4%), and PALB2 (three, 4%). 
DNA-repair defects were associated with a high 
(Continued on page 8) 
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We have previously docu-mented a paradoxical anti-tumor effect when castration-resistant prostate cancer patients were treated with intermittent, high-dose tes-tosterone (i.e., Bipolar An-drogen Therapy; BAT). Be-cause, an adaptive increase in androgen receptor expres-sion following chronic andro-gen deprivation therapy (ADT) may underlie this effect, we tested whether men with hormone-sensitive (HS) prostate cancer (PC) would also respond to BAT if given following a six-month ADT lead-in. 
Asymptomatic HS PC patients with low metastatic burden or non-metastatic biochemically recurrent disease were en-

gery at comprehensive com-munity (OR:0.64;p<0.001) and academic (OR:0.62; p<0.001) hospitals. Similarly, black men were also more likely to be managed with WW at community (OR: 1.49; p<0.001), comprehensive cancer community hospitals (OR: 1.24; p<0.001) and aca-demic (OR: 1.55; p <0.001) hospitals as well as with XRT at comprehensive cancer community (OR: 1.27; p <0.001) and academic hospi-tals (OR:1. 23; p <0.001). 
Disparities in the use of WW and different primary treat-ments among men with high-risk PCa persisted across different types of hospitals and over time. Our findings highlight a significant racial disparity in the use of cura-tive therapy for high-risk PCa. 

Disparities 
(Continued from page 5) 

Bipolar Androgen Therapy for Men with Androgen Ablation Naïve Prostate Cancer: Results from the Phase II BATMAN study 
Schweizer MT, Wang H, Luber B, et al 
The Prostate 24 June 2016; Epub ahead of print 

rolled. Following six-months of ADT, those with a PSA <4.0 ng/mL went on to receive alternating three-month cy-cles of BAT and ADT. BAT was administered as intramuscular testosterone (T) cypionate or enanthate 400 mg on Days (D) 1, 29, and 57. ADT was contin-ued throughout the study to allow rapid cycling from near castrate to supraphysiologic range T following T injections. The primary endpoint was the percent of men with a PSA <4.0 ng/mL after 18 months. Secondary endpoints included radiographic response and quality of life (QoL). 
Twenty-nine of 33 patients received BAT following the ADT lead-in. The primary endpoint was met, with 

17/29 men (59%, 90% confi-dence interval: 42-74%) hav-ing a PSA <4.0 ng/mL at 18 months. Ten patients receiv-ing BAT had RECIST evaluable disease, and eight (80%) ob-jective responses were ob-served (four complete; four partial). Three patients pro-gressed per RECIST criteria and three had unconfirmed progression on bone scan. Men treated with six-month of ADT had improved QoL following the first cycle of BAT as measured by the SF-36, FACT-P, and IIEF surveys. 
BAT demonstrated prelimi-nary efficacy in men with HS PC following six-month of ADT. BAT may improve QoL in men treated with ADT. 

Non-Surgically Related Causes of Erectile Dysfunction after Bilateral Nerve-Sparing Radical Prostatectomy 
Gandaglia G, Lista G, Fossati N, et al 
Prostate Cancer Prostatic Dis 2016; 19: 185-190 
Background: Erectile dys-function (ED) represents one of the most common long-term side effects in prostate cancer (PCa) patients treated with bilateral nerve-sparing radical prostatectomy (BNSRP). The aim of our study was to assess the influ-ence of non-surgically relat-ed causes of ED in patients treated with BNSRP. 
Methods: Overall, 716 pa-tients treated with BNSRP were retrospectively identi-fied. All patients had com-plete data on erectile func-tion (EF) assessed by the In-dex of Erectile Function-EF domain (IIEF-EF) and depres-sive status assessed by the Center for Epidemiologic Studies-Depression (CES-D) questionnaire. EF recovery was defined as an IIEF-EF of 

≥22. Kaplan–Meier analyses assessed the impact of pre-operative IIEF-EF, depression and adjuvant radiotherapy (aRT) on the time to EF re-covery. Multivariable Cox regression models were used to test the impact of aRT on EF recovery after accounting for depression and baseline IIEF-EF. 
Results: Median follow-up was 48 months. Patients with a preoperative IIEF-EF of ≥22 had substantially higher EF recovery rates compared with those with a lower IIEF-EF (P <0.001). Patients with a CES-D of <16 had significantly higher EF recovery rates compared to those with de-pression (60.8 vs 49.2%; P=0.03). Patients receiving postoperative aRT had lower rates of EF compared with 

their counterparts left un-treated after surgery (40.7 vs. 59.8%; P <0.001). These results were confirmed in multivariable analyses, where preoperative IIEF-EF (P <0.001), depression (P=0.04) and aRT (P=0.03) were confirmed as significant predictors of EF recovery. 
Conclusions: Preoperative functional status and depres-sion should be considered when counseling PCa pa-tients regarding the long-term side effects of BNSRP. Moreover, the administra-tion of aRT has a detrimental effect on the probability of recovering EF after BNSRP. This should be taken into account when balancing the potential benefits and side effects of multimodal thera-pies in PCa patients. 

Tasquinimod Fails to Extend Overall Survival in Prostate Cancer Trial 
Tasquinimod significantly improved radiographic pro-gression-free survival (rPFS) but showed no overall surviv-al (OS) benefit in a trial in-volving chemotherapy-naive men with metastatic castra-tion-resistant prostate can-cer (mCRPC). 
As a result, the drug is no longer being developed for this patient population by Active Biotech, which funded the trial. 
“The rPFS alone would not move this forward from a regulatory perspective, and so further development in pros-tate cancer has been discon-tinued,” stated Dr. Michael Carducci, of the Johns Hop-kins University School of Med-icine, in Baltimore MD. 
Dr. Carducci and colleagues conducted a randomized 
(Continued on page 8) 



 

PROSTATE CANCER HELPLINE: 1-800-808-7866  WWW.USTOO.ORG                                                                              

PAGE 7        
Doctor Chodak’s Bottom Line  
Gerald Chodak, MD, Author, Winning the Battle Against Prostate Cancer, Second Edition http://www.prostatevideos.com/ 
Editor’s Note: Us TOO has invited certain physicians and others to provide information and commentary for the Hot SHEET to enrich its content to empower the reader. This column contains the opinions and thoughts of its author and are not necessarily those of Us TOO International. 
P1, Can ‘Smarter Use…” De-spite all the controversy over PSA testing, clinicians are continuing to look for strate-gies that can shift the risk-benefit ratio making testing more appropriate. Preston and co-workers looked at PSA data from men in their 40s and 50s and then were assessed for prostate cancer over a 30 year observational period.  The PSA value strongly correlated with later development of prostate cancer. Having a PSA less than 1.0 ng/mL resulted in a very low likelihood of even-tually developing prostate cancer. A high percentage of the lethal cancers occurred in men above the median PSA level for their age group. Unfortunately, death from prostate cancer still occurred in some men with a PSA level below the median. Although the concept is appealing, it has many problems. It could result in many men getting biopsies and ultimately treat-ment because their PSA was above the median. Sadly, without a prospective study, this approach cannot be properly evaluated and the risk/benefit ratio cannot be accurately determined.   
The Bottom Line: Risk strati-fication for PSA testing is well worth investigating, howev-er, unless proper studies are done there is no way to real-ly know if the effort does more good than harm. 
P1, “Study Confirms Active…” Another long-term study of active surveillance (AS) pro-vides some additional data about the safety of this ap-proach. The PRIAS study has been following men with only 107 men having data beyond 7.5 years.  Thus far, mortality has remained low and of those eventually undergoing 

radical prostatectomy (RP), one-third had unfavorable pathology. Almost half the men who discontinue AS do so not because of worsening disease but rather due to oth-er reasons. What does all this mean? Unfortunately, the data from this study are still too immature to really know the long-term risk. Optimal follow-up evaluation is still evolving.  PSA does not ap-pear to be a good parameter for deciding about getting definitive therapy. How often a biopsy is done, whether it should be done using MRI, and what pathological chang-es are clearly indicative of more dangerous disease are still unresolved questions. Work is continuing and likely will yield helpful information. Two things are clear. First, AS can be done with a very low risk, and second, some men still will lose out because treatment occurs too late.     
The Bottom Line: Data con-tinues to accumulate about the relative safety of AS as a reasonable treatment option for many men with low-risk prostate cancer. 
P1, “Single PSA Cut Point…” What PSA level indicates recurrent disease following RP? That is the basis of the study by Karnes et al. who looked at a large cohort of men from a single institution. They found that the best PSA cutoff was greater than 0.4 ng/mL. This is important be-cause many men found to have lower levels are likely to be concerned and often un-dergo additional therapies even though no studies have clearly shown that undergo-ing those therapies at such low PSA levels translates into improved survival. This find-ing does need to be con-firmed from other groups of 

patients but it can provide some useful information for men with a measurable PSA above 0.15 ng/mL that treat-ment is not always necessary unless it exceeds 0.4 ng/mL. 
The Bottom Line: PSA levels less than 0.4 ng/mL after RP may not pose real risk to survival and immediate ther-apy may not be necessary. 
P2, Use of the Cell Cycle…” A rising PSA after RP presents patients and doctors with a real challenge. Is treatment necessary and, if so, is radio-therapy (RT) the right selec-tion?  Clearly, some men will have cancer in the prostate bed alone while others may have it elsewhere or in both places. Salvage RT offers a small benefit because many men who get it probably were not ideal candidates. The report by Koch et al. is important because they found that a high cell cycle progression score (CCP) could separate patients into those with more advanced disease. If confirmed with other stud-ies, this test could be used to identify those men most like-ly to benefit from RT. 
The Bottom Line: CCP scores may prove useful for se-lecting men for RT when they have a rising PSA after RP. 
P2, Mutations Suggest New…” Gene mutations may play an important role in progression of some prostate cancer in men with biomarker positive compared to biomarker neg-ative patients. We are hear-ing more about the potential to perform genetic testing on patients with cancer to sepa-rate them into different groups that may respond to specific therapies. Using this approach, Nelson and co-workers used a PARP inhibi-tor olaparib and found a high 

response rate in men with this genetic marker present. These drugs inhibit the en-zyme poly ADP ribose poly-merase that is involved in DNA repair. More data are clearly needed but the con-cept has great potential.     
The Bottom Line: Genetic testing may help to separate patients into potential candi-dates for specific therapies but more data are needed.   
P6, Bipolar Androgen…” It would be very interesting to have a conversation with Dr. Charles Huggins, the founder of castration therapy for pros-tate cancer about the concept of bipolar androgen therapy (BAT), which is giving testos-terone after a period of an-drogen deprivation therapy (ADT). The idea is that ADT has increased androgen re-ceptor (AR) expression mak-ing for a paradoxical effect with testosterone stimulation. Schweizer and co-workers tested this hypothesis in a group of men that had been given three-month intervals of ADT and testosterone. Treatment started when the PSA was less than 4.0 ng/mL. They found that 17/29 men had a low PSA after 18 months. The critical question is what exactly does this mean? Were they really helped?  That is unclear be-cause they did not measure objective outcomes or surviv-al. Also, they did not report men dropping their PSA as a result of this therapy, only maintaining a low PSA. There-fore it remains uncertain whether they have impacted on the disease itself. Perhaps more data will follow. 
The Bottom Line: BAT is a curious concept that needs much greater evidence of a clinical benefit for patients before widespread adoption. 
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Gleason score, as 56 of 73 (77%) evaluable men had Gleason scores of 8 to 10, whereas two had Gleason 6.  The association of DNA-repair defects with Gleason 8–10 vs. Gleason ≤7  was mar-ginal (OR 1.8, 95% CI 1.0-3.5, P=0.04). DNA-repair gene mutations were not associat-ed with age at diagnosis. 
Men with metastatic PCa had a significantly higher likeli-hood of DNA-repair defects as compared with the study of men with localized PCa.  
Authors acknowledged sev-eral study limitations: no standardization of DNA se-quencing; a focus on “clearly deleterious” mutations, which might have underesti-mated the influence other pathogenic events; possible bias related to patient selec-tion and family history; and few patients older than 70. 
MedPage Today 7 July 2016 
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had discontinued therapy by then, most often for radio-graphic progression, which occurred in 396 (48%) pa-tients in the tasquinimod group and 258 (62%) patients in the placebo group. 
The researchers estimated median rPFS, the primary endpoint, to be 7.0 months for tasquinimod and 4.4 months for placebo, they report in the Journal of Clini-cal Oncology, online June 13. 
However, at final analysis for overall survival, the second-ary endpoint, 492 (59.1%) deaths had occurred in the tasquinimod group com-pared to 238 (57.6%) in the placebo group. Overall sur-vival was 21.3 months with tasquinimod and to 24.0 months with placebo (p=0.25). 
More tasquinimod patients discontinued treatment be-cause of adverse events, mostly decreased appetite, fatigue, asthenia, or nausea; 

phase 3 trial involving 1,245 men (median age, 71) with mCRPC recruited between 2011 and 2012 at 241 sites in 37 countries. 
They randomized men 2:1 to receive tasquinimod (N=832) or placebo (N=413), adminis-tered orally at a starting dose of 0.25 mg/day for at least two weeks. If patients toler-ated the drug, they escalated to 0.5 mg/day for two weeks, then to 1 mg/day. 
Patients who didn’t tolerate the drug could remain in the study at their maximum tol-erated dose. They continued treatment until symptomatic disease progression or until poor tolerability. 
Patients continued follow-up after treatment ended, with visits every three months or until 727 patients reached the survival endpoint. 
Median follow-up was about 30 months in both groups as of the cutoff date of February 13, 2013; 96.1% of patients 

27.6% of tasquinimod pa-tients and 23.6% of placebo patients experienced at least one serious adverse event, mostly renal and urinary dis-orders, infections/infestations, and blood/lymphatic system disorders. 
“The data suggest this single-agent small molecule with potential immunologic/antivascular effects does not extend survival, and with a number of active drugs in this space, further develop-ment plans would be limited and risky,” Dr. Carducci told Reuters Health. 
Active Biotech announced plans earlier this year to de-velop tasquinimod for the treatment of multiple myelo-ma. Several authors reported financial ties to the company, including employment. 
Reuters Health Information 23 June 2016 
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