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The most common treatment for biochemical recur-
rence of prostate cancer after primary radiation therapy 
is androgen deprivation therapy (ADT).1 Given that 

some patients may only have local relapse and given the 
adverse metabolic and bone effects of ADT,2 local salvage 
options may warrant consideration in these patients. 

In this issue of CUAJ, Nair and colleagues3 report ret-
rospective propensity score-matched analyses comparing 
salvage cryotherapy and high-intensity focused ultrasound 
(HIFU) against no local salvage therapy for recurrent prostate 
cancer post-radiotherapy. They found that salvage cryothera-
py was associated with clinically and statistically significant 
improved survival outcomes compared to no local salvage 
therapy. With relatively shorter followup, differences in out-
comes did not reach significance for the salvage-HIFU vs. 
no local salvage comparison. 

This study is notable for its use of a control group receiv-
ing no local salvage therapy, for its use of propensity score-
matching, and for its long followup (median followup of 
25.1, 14.3, and 11.6 years in the salvage cryotherapy, 
salvage HIFU, and no-local therapy groups, respectively). 
However, there are limitations worth mentioning. The study 
groups originate from different source populations. These 
groups may have unmeasured systematic differences in 
patient selection, radiation treatment protocols and dosing, 
and followup protocols. Additionally, while the analysis was 
able to account for several key prognostic factors, even the 
propensity score match was not able to completely bal-
ance Gleason ≥8, baseline prostate-specific antigen (PSA), 
and pre-radiation ADT (all standardized differences >0.1). 
Further, the study was unable to account for post-radiation 
prognostic factors, such as PSA nadir, PSA at initiation of 
recurrence, time to recurrence, and PSA doubling time.4 

Despite these limitations, this study adds to the literature 
in support for at least offering salvage cryotherapy to well-

selected patients with sufficient life expectancy. Furthermore, 
this group has previously reported that salvage cryotherapy is 
associated with a 50% chance of avoiding ADT at 10 years 
of followup.5 Risks of serious complications, such as recto-
urethral fistula (3.3%) and severe incontinence (6.7%)6 are 
acceptable and compare favorably against salvage radical 
prostatectomy, where the risk of incontinence is 20–78% 
and the risk of rectal injury is 0–9%.7 

Some may desire a prospective, randomized trial prior 
to widespread clinical use of salvage ablative techniques 
for radio-recurrent prostate cancer. However, it is inherent-
ly challenging to randomize patients to procedural inter-
ventions,8,9 and in this space, it will be unlikely to accrue 
enough patients for a sufficiently powered analysis. 

Conversely, it is worth noting that the supporting evidence 
comparing salvage radiation vs. no salvage for biochemical 
recurrence after radical prostatectomy is also non-random-
ized.10-12 Early salvage radiation is also indirectly supported 
by transitivity logic. The recent ARTISTIC meta-analysis of 
three contemporary randomized trials (RADICALS, RAVES, 
and GETUG-AFU-17) found that observation with early sal-
vage radiation is non-inferior when compared to adjuvant 
radiation,13 which in turn, offers improved biochemical and 
local control compared to observation.14,15 Thus, a metas-
tasis-free or overall survival benefit for post-prostatectomy 
salvage radiation remains to be prospectively confirmed, 
yet we still offer it to patients with the hope of providing an 
opportunity to achieve cure. 

Based on most recent data, local salvage therapies remain 
underused for biochemical recurrence after radiation therapy, 
with only 2% of men <72 years old receiving local salvage 
therapy.1 More work is needed to identify barriers to wider 
adoption of post-radiation local salvage treatments to the 
extent with which salvage radiation has been used after radi-
cal prostatectomy. Given that a prospective, randomized trial 
in this space is unlikely, we may need to decide on the role of 
salvage ablative techniques for radio-recurrent prostate cancer 
based on non-randomized data. Multidisciplinary discussions 
between radiation oncologists and urologists can be helpful, 
and shared decision-making with patients incorporating their 
individual values will likely be the way forward. 

Bimal Bhindi, MD

Section of Urology, Department of Surgery, University of Calgary, Calgary, AB, Canada 

Local salvage ablation therapy after radiation therapy for  
prostate cancer — are we there yet?



CUAJ • April 2021• Volume 15, Issue 4 131

Local salvage ablation post-radiation therapy in PCa

Competing interests: The author reports no competing personal or financial interests related to 
this work.

References

1.	 Tran H, Kwok J, Pickles T, et al. Underutilization of local salvage therapy after radiation therapy for prostate 
cancer. Urol Oncol 2014;32:701-6. https://doi.org/10.1016/j.urolonc.2013.12.014

2.	 Saylor PJ, Smith MR. Adverse effects of androgen deprivation therapy: Defining the problem and pro-
moting health among men with prostate cancer. JNCCN 2010;8:211-23. https://doi.org/10.6004/
jnccn.2010.0014

3.	 Nair SM, Warner A, Lavi A, et al. Does adding local salvage ablation therapy provide survival advantage 
for patients with locally recurrent prostate cancer following radiotherapy? Whole-gland salvage ablation 
post-radiation failure in prostate cancer. Can Urol Assoc J 2021;15:123-9. https://doi.org/10.5489/
cuaj.6676

4.	 Van den Broeck T, van den Bergh RCN, Arfi N, et al. Prognostic value of biochemical recurrence following 
treatment with curative intent for prostate cancer: A systematic review. Eur Urol 2019;75:967-87. 
https://doi.org/10.1016/j.eururo.2018.10.011

5.	 Nair SM, Peters M, Kurver P, et al. Long-term outcomes of two ablation techniques for treat-
ment of radio-recurrent prostate cancer. Prostate Cancer Prostatic Dis 2020; Epub ahead of print. 
https://doi.org/10.1038/s41391-020-00265-5

6.	 Chin JL, Pautler SE, Mouraviev V, et al. Results of salvage cryoablation of the prostate after radiation: 
Identifying predictors of treatment failure and complications. J Urol 2001;165:1937-41; discussion 
1941-2. https://doi.org/10.1016/S0022-5347(05)66246-5

7.	 Golbari NM, Katz AE. Salvage therapy options for local prostate cancer recurrence after primary radio-
therapy: A literature review. Curr Urol Rep 2017;18:63. https://doi.org/10.1007/s11934-017-0709-4

8.	 Wallis CJD, Detsky AS, Fan E. Establishing the effectiveness of procedural interventions: The limited role 
of randomized trials. JAMA 2018;320:2421-2. https://doi.org/10.1001/jama.2018.16329

9.	 Catto JWF, Gordon K, Collinson M, et al. Radical cystectomy against intravesical BCG for high-risk high-grade 
non-muscle-invasive bladder cancer: Results from the randomized controlled BRAVO feasibility study. J Clin 
Oncol 2021;39:202-14. https://doi.org/10.1200/JCO.20.01665

10.	 Trock BJ, Han M, Freedland SJ, et al. Prostate cancer-specific survival following salvage radiotherapy vs. 
observation in men with biochemical recurrence after radical prostatectomy. JAMA 2008;299:2760-9. 
https://doi.org/10.1001/jama.299.23.2760

11.	 Boorjian SA, Karnes RJ, Crispen PL, et al. Radiation therapy after radical prostatectomy: Impact on 
metastasis and survival. J Urol 2009;182:2708-14. https://doi.org/10.1016/j.juro.2009.08.027

12.	 Mohler JL, Antonarakis ES, Armstrong AJ, et al. Prostate cancer, version 2.2019, NCCN clinical practice 
guidelines in oncology. JNCCN 2019;17:479-505. https://doi.org/10.6004/jnccn.2019.0023

13.	 Vale CL, Fisher D, Kneebone A, et al. Adjuvant or early salvage radiotherapy for the treatment of localized 
and locally advanced prostate cancer: A prospectively planned systematic review and meta-analysis of 
aggregate data. Lancet 2020;396:1422-31. https://doi.org/10.1016/S0140-6736(20)31952-8

14.	 Bhindi B, Lokeshwar SD, Klaassen Z, et al. Systematic review and meta-analysis of trials evaluating the 
role of adjuvant radiation after radical prostatectomy for prostate cancer: Implications for early salvage. 
Can Urol Assoc J 2020;14:330-6. https://doi.org/10.5489/cuaj.6440

15.	 Wallis CJD, Klaassen Z, Luckenbaugh AN, et al. Adjuvant vs. salvage radiotherapy following radical 
prostatectomy: Meta-analysis of the effect of comparator salvage approach on study conclusions. Eur 
Urol 2020;77:395-6. https://doi.org/10.1016/j.eururo.2019.11.005

Correspondence: Dr. Bimal Bhindi, Section of Urology, Department of Surgery, University of Calgary, 
Calgary, AB, Canada; bimal.bhindi@ahs.ca

CUAJ is looking for a new Associate Editor

CUAJ is looking for a new  
Associate Editor

CUAJ is looking to fill one of its Associate Editor (AE) positions. The newly appointed AE 
would begin in July 2021 for a four-year term, with the possibility for renewal of only one 
further term. 

The AE tasks include but are not limited to: 
• Soliciting the highest-quality work on the journal’s behalf; 
• Recommending potential manuscript topics and authors; 
• Involvement in the peer-review process (through peer-review, overseeing  
	 editorial	decisions,	and	assisting	the	editorial	office	in	ensuring	the	robustness	 
 of the reviewer database); 
• Strategic planning for the journal; 
• Attending any Editorial Board meetings.

Applicants should have a strong scholarly track record, extensive review and editorial experience, 
and exceptional verbal and written communication skills.

Interested	parties	can	submit	a	CV	and	a	brief	letter	outlining	their	qualifications,	attributes,	 
and thoughts on the role directly to the CUAJ Managing Editor at adriana.modica@cua.org. 

The application deadline is May 3, 2021.


