NIH Public Access
Author Manuscript
J Urol. Author manuscript; available in PMC 2015 November 01.

NIH-PA Author Manuscript

Published in final edited form as:
J Urol. 2014 November ; 192(5): 1367–1373. doi:10.1016/j.juro.2014.04.094.

MRI-ultrasound fusion biopsy for prediction of final prostate
pathology
Jesse D. Lea, Samuel Stephensond, Michelle Bruggerd, David Y. Luc, Patricia Lieua,
Geoffrey A. Sonnf, Shyam Natarajane, Frederick J. Doreya, Jiaoti Huangc, Daniel J.A.
Margolisb, Robert E. Reitera, and Leonard S. Marksa,*
aDepartment

of Urology, University of California, Los Angeles, California, USA

bDepartment

of Radiology, University of California, Los Angeles, California, USA

cDepartment

of Pathology, University of California, Los Angeles, California, USA

dDavid

Geffen School of Medicine, University of California, Los Angeles, California, USA

NIH-PA Author Manuscript

eCenter

for Advanced Surgical and Interventional Technology, University of California, Los
Angeles, California, USA

fDepartment

of Urology, Stanford University, Stanford, California, USA

Abstract
PURPOSE—To explore the impact of MRI-ultrasound (MRI-US) fusion prostate biopsy on
prediction of final surgical pathology.
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MATERIALS AND METHODS—54 consecutive men undergoing radical prostatectomy at
UCLA after Artemis fusion biopsy (Eigen, Grass Valley, CA) were included in this prospective
IRB-approved pilot study. Using MRI-US fusion, tissue was obtained from a 12-point systematic
grid (mapping biopsy, MBx) and from regions of interest detected by multi-parametric MRI
(targeted biopsy, TBx). A single radiologist read all MRIs, and a single pathologist independently
re-reviewed all biopsy and whole-mount pathology, blinded to prior interpretation and matched
specimen. Gleason score (GS) concordance between biopsy and prostatectomy was the primary
endpoint.
RESULTS—Mean age was 62 years, with median PSA 6.2 ng/ml. Final GS at prostatectomy was
6 (13%), 7 (70%), and 8–9 (17%). A tertiary pattern was detected in 17 (31%) men. 32/45 (71%)
high-suspicion (image grade 4–5) MRI targets contained prostate cancer (CaP). The per-core
cancer detection rate was 20% by MBx and 42% by TBx. The highest Gleason pattern at
prostatectomy was detected by MBx in 54%, TBx in 54%, and the combination in 81% of cases.
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17% were upgraded from fusion biopsy to final pathology; one case (2%) was downgraded. The
combination of TBx and MBx was needed to obtain the best predictive accuracy.
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CONCLUSIONS—In this pilot study, MR-US fusion biopsy allowed for prediction of final
prostate pathology with greater accuracy than that reported previously using conventional methods
(81% versus 40–65%). If confirmed, these results would have important clinical implications.
Keywords
prostatic neoplasms; magnetic resonance imaging; ultrasonography; biopsy; prostatectomy

INTRODUCTION
Accurate determination of whole-organ pathology is an important unmet need in men
diagnosed with prostate cancer (CaP). Conventional biopsy may under-estimate final
surgical pathology in 30%–43% of cases1,2. Knowledge of actual pathology would help
improve prediction of risk and clarify treatment alternatives3–5, particularly in selection of
candidates for active surveillance6. Improved diagnostic confidence would reduce patient
anxiety, facilitate decision-making, and increase patient satisfaction7.
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Targeted biopsy using MRI-ultrasound (MRI-US) fusion improves detection of clinically
significant CaP8,9. As even small foci of high-grade cancer confer poor pathologic
outcomes10–12, the ability to sample the highest-grade CaP at biopsy is important and may
be improved with MRI-guidance13. In this study, we examined the impact of MRI-US
fusion biopsy on prediction of final pathology following prostatectomy.

MATERIAL AND METHODS
Study population
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276 men underwent MRI-US fusion biopsy between April 2010 and March 2013, as part of
a prospective Institutional Review Board-approved study. 75 underwent active treatment as
of May 2013, and 54 of these men elected radical prostatectomy (RP) performed at UCLA
(University of California, Los Angeles) with biopsy and RP slides available for review.
These 54 men were subjects of the current study. Clinical, biopsy, MRI, and histopathological characteristics are presented in Supplemental Table 1. Reporting is adherent to
the Standards of Reporting for MRITargeted biopsy studies (START) criteria14.
Multi-parametric MRI
Subjects underwent multi-parametric MRI (mp-MRI) via a 3.0 T Siemens Magnetom Trio
without endorectal coil, including T2-weighted, diffusion-weighted, and dynamic contrastenhanced imaging. Mp-MRI was performed 1–8 weeks prior to fusion biopsy and reviewed
on an Invivo DynaCAD or iCAD VersaVue workstation by a single uro-radiologist with 9
years of prostate MRI experience (DM). MRI was performed at least 3 months after any
prior biopsy. Suspicious regions of interest (ROIs) were scored on a scale between 1–5, with
higher scores indicative of higher CaP suspicion (Table 1), which is similar to the European
PI-RADS15.
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MRI-US fusion biopsy
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The fusion biopsy protocol has been described previously9. Before biopsy, patients received
a cleansing enema and prophylactic oral ciprofloxacin as well as intramuscular ceftriaxone.
Biopsies were performed transrectally, under local anesthesia, in an outpatient setting by a
single urologist (LM). The MRI was loaded into the Artemis device (Eigen, Grass Valley,
CA). A transrectal ultrasound (TRUS) scan (Hitachi Hi-Vision 5500) was performed, and a
3D prostate reconstruction was generated by the device, utilizing an algorithm incorporating
both rigid and elastic registration.
A 12-point systematic mapping biopsy (MBx) plan (bilateral medial/lateral, apex/mid/base),
was scaled onto the 3D prostate reconstruction by the device, along with any ROIs. Targeted
biopsy (TBx) cores were obtained, followed by MBx. Targets were biopsied at 3 mm
intervals based on prior work on registration accuracy with the device16.
Histopathology
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Patients underwent RP at UCLA a mean of 2.7 months following fusion biopsy. Each
prostate was sectioned at 4–5 mm intervals. Using a whole-mount technique, tissue slices
were then formalin-fixed, paraffin-embedded, and microtome-cut. After study conclusion, a
single pathologist (DL), blinded to clinical information, prior interpretation, and matched
specimen, re-reviewed all biopsy and whole-mount materials.
Gleason scoring was performed according to the 2005 International Society of Urological
Pathology (ISUP) consensus recommendations17. For needle biopsies, the primary Gleason
pattern and highest-grade Gleason pattern comprised the Gleason score (GS). For RP
specimens, GS was assigned based on primary and secondary patterns, with a tertiary pattern
assessment, if present; in cases with multiple tumor foci, a separate GS was assigned to each
focus and the highest-grade tumor was used for this analysis.
Statistical analysis
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Patient characteristics such as age, PSA, prostate volume and previous biopsy results were
analyzed using descriptive statistics. GS concordance between biopsy (TBx, MBx, and
combined) and final whole-mount was the primary endpoint. We used three different
measures of concordance: highest Gleason pattern overall; the conventional Gleason score;
and sum of primary and tertiary Gleason pattern, if present. The Goodman-Kruskal gamma
statistic (γ) was used as a measure of correlation between biopsy and whole-mount results;
this non-parametric statistic tests the relationship between ordinal variables, with γ=1
indicative of perfect concordance. Correlations between variables were examined using the
non-parametric Spearman correlation coefficient. Biostatistician co-author FD performed
statistical calculations.

RESULTS
Patient characteristics are shown in Supplemental Table 1. Mean age of the patients was 62
years (inter-quartile range, IQR=57–66); median PSA was 6.2 ng/ml (IQR=5.0–10.9). 38/54
(70%) men had previously undergone conventional TRUS biopsy. Of the 38, 15 had not yet
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been diagnosed with CaP despite one or more prior biopsies (range=1–8), and 23 had
previously been diagnosed with low-grade, low volume disease, including 18 initially
referred for active surveillance. 18/23 (78%) of these men with prior CaP diagnosis were
upgraded by fusion biopsy: 10 (43%) men were upgraded from GS 3+3=6 to 3+4=7; 7
(30%) from GS 3+3=6 to primary Gleason 4; and 1 (4%) from GS 3+4=7 to primary
Gleason 4. 7 men were upgraded by TBx alone, and 8 by MBx alone.
Mp-MRI revealed 101 ROIs, of which 58 (57%) were found to be CaP positive on targeted
biopsy. At each biopsy session, a mean of 18 cores was obtained (IQR=15–20), including a
mean of 5.9 TBx cores (IQR=4–8). Overall, TBx cores were more likely to reveal CaP than
MBx cores (42% versus 20%). Biopsy data for 31 of these men have been reported
previously9,18.
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The mp-MRI grading system is depicted in Table 1. Higher lever of suspicion on MRI
yielded higher cancer detection rates; CaP was found by TBx in 69% of MRI grade 4 targets
and 75% of grade 5 targets. Cross tabulation of cancer detection by Gleason grade, biopsy
modality, and MRI suspicion is provided in Table 2. In men with highly suspicious ROIs
(MRI grade 4–5), the detection rate of GS ≥7 CaP by TBx alone was 13/36 (36%); in men
with less suspicious ROIs (MRI grade 2–3) the detection rate of such CaP by TBx alone was
only 1/18 (5.5%) (p=0.02, Fisher’s exact test). GS ≥7 detection rates by MBx alone were not
related to ROI level of suspicion 7/36 (19%) high suspicion versus 8/18 (44%) low
suspicion) (p=0.11). 9/54 (17%) men were diagnosed with GS ≥7 by MBx but had no CaP
detected by TBx; analysis of this subgroup revealed 4 were “near-misses”, where the tumor
was located within the same sextant at RP.
The patient depicted in Figure 1 demonstrates a situation in which fusion biopsy yielded GS
3+3=6 from MBx but GS 4+5=9 from TBx. Final pathology revealed GS 4+3 with a tertiary
Gleason 5 pattern. Comparison by conventional GS would deem this case to be downgraded
from fusion biopsy (from GS 4+5=9 to 4+3=7). However, analysis of Gleason score that
utilizes the primary plus highest Gleason pattern (analogous to the grading scheme for
needle biopsies) demonstrates concordance between biopsy and RP (4+5=9), as does
analysis of highest Gleason pattern overall (Gleason pattern 5). All three methods of
analysis are reported to provide a more complete understanding of biopsy concordance.

NIH-PA Author Manuscript

Gleason scores from MBx, TBx and final whole-mount pathology are presented in
Supplemental Table 2. The higher GS obtained from either MBx or TBx determined the
combined fusion biopsy GS; this combined GS was then compared to whole-mount
prostatectomy GS. Final GS was: 6 (7/54, 13%), 3+4 (23/54, 43%), 4+3 (15/54, 28%), and
≥8 (9/54,17%). A tertiary Gleason pattern was assigned in 17/54 (31%).
When considering the highest overall Gleason pattern, either MBx or TBx alone yielded a
concordance rate of 54%; when both biopsy modalities were combined, concordance was
81% (Table 3). Conventional Gleason score analysis revealed a concordance rate of 72%.
Finally, analysis of the primary plus highest-grade pattern yielded concordance in 76%. The
combination of TBx (γ=0.43–0.47) and MBx (γ=0.49–0.58) was needed to obtain the best
predictive accuracy (γ=0.86–0.97).
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When considering the conventional Gleason score, upgrading was seen in 7% of cases.
When considering the highest Gleason pattern overall, the upgrading rate was 17%.
Correlation between clinical variables (age, PSA, biopsy grade, prostate volume, MRI grade,
number of biopsy cores, peripheral versus transitional zone location) and risk of upgrading
at prostatectomy were examined using the non-parametric Spearman correlation, and no
significant associations were found. Of upgraded cases, none were upgraded by more than
one Gleason pattern. Two cases were upgraded from GS 3+3 (1 to GS 3+3+4, 1 to GS
3+4=7). The remaining cases were upgraded from a highest Gleason pattern at biopsy of 4 to
a tertiary pattern of 5 at RP. Only 1 case was downgraded on final pathology, where a small
focus of Gleason pattern 5 was identified on needle biopsy but whole-mount pathology only
revealed GS 4+3=7.

DISCUSSION
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Gleason score is commonly used to risk-stratify patients, inform prognosis, and direct
clinical decision-making3,4. However, Gleason score concordance from conventional biopsy
to prostatectomy is poor1,2,19,20. Upgrading at final diagnosis is most often attributed to
sampling error1,21 and observer variability among pathologists22. Gleason score at RP is
commonly accepted as the definitive index of cancer severity and has been studied
extensively in postoperative nomograms4.
Pathologic upgrading has been shown to be associated with adverse outcomes, including
higher rates of biochemical recurrence5. This finding is particularly concerning in the
context of active surveillance or radiation therapy, where treatment choices are based on
biopsy grade alone and the true underlying pathology remains unknown. Accurate riskstratification at diagnosis is important, as most active surveillance protocols exclude the
presence of Gleason pattern 4 or 5 disease6. Biopsy GS also informs treatment decisions in
radiation therapy, including eligibility for brachytherapy, need for pelvic node irradiation,
and the use of androgen deprivation23.
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In the current study, fusion biopsy identified the highest-grade Gleason pattern at
prostatectomy in 81% of cases. Taking into account tertiary Gleason patterns, three
measurements of biopsy concordance were used, and concordance ranged from 72–81%,
with an upgrading rate between 7–22%. This represents an improvement over concordance
and upgrading rates for conventional biopsy reported in the available literature1,2,19,20.
Concordance was best when comparing the highest-grade component between biopsy and
prostatectomy, consistent with our hypothesis that fusion biopsy facilitates detection of the
highest-grade cancer.
We found higher level of MRI suspicion yielded higher cancer detection rates, consistent
with earlier studies24,25. 13/16 (36%) of men with a highly suspicious mp-MRI were
diagnosed with GS ≥7 only by TBx, and TBx diagnosed CaP more efficiently, as the percore CaP detection rate was 20% by MBx compared to 42% by TBx. However, 9/54 (17%)
of men had no CaP by TBx but GS ≥7 by MBx. 4 of these were “near-misses” of tumor
within the same sextant, which may be reflective of registration accuracy. The remaining
false negatives (5/54, 9%) may reflect the underlying limitation of mp-MRI, as sensitivity
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for GS ≥7 tumor detection may only be as high as 85–88%26. Furthermore, of 18/23 men
upgraded by fusion biopsy from conventional biopsy, 7 were upgraded by Tbx only and 8 by
MBx only, highlighting the importance of using both modalities. Thus, the best predictive
accuracy was obtained with the combination of both TBx and Mbx.
In a review of studies between 1983–2000 encompassing more than 2,600 men undergoing
conventional biopsies, King, et al. found biopsy concordance rates between 28–68% and
upgrading as high as 57% at final pathology. In the King review, the weighted mean
concordance and upgrading rates were 42% and 43%, respectively1. As extended biopsy
schemes became more widely utilized, a reduction in the sampling error inherent with the
traditional sextant biopsy resulted. By 2008, a meta-analysis of nearly 15,000 men by
Cohen, et al. reported 63% concordance, with a 30% upgrading rate2. Studies focusing on
the benefit of extended biopsy (≥10 cores) found concordance rates between 63–76%19,20.
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Despite the utilization of extended and saturation biopsy schemes, upgrading remains a
common occurrence. Numao, et al. investigated a saturation biopsy approach and found that
a 26-core combined trans-perineal/trans-rectal biopsy resulted in a 27% upgrading rate.
They reported a high-grade agreement rate of 92% when combining Gleason patterns 4 and
527. However, this approach subjected the patient to risks of both the transperineal and
transrectal approaches, and patients required general or spinal anesthesia. A similar analysis
in the current study yields 96% agreement for Gleason 4/5 but was performed in the office
setting under local anesthesia.
Most studies reported do not take into account tertiary Gleason score assignment, which has
only recently been shown to enable better estimates of prognosis10,17. Pan, et al.
retrospectively studied patients with tertiary Gleason 4 or 5 CaP (<5% of tumor volume)
compared to those without a tertiary pattern. They demonstrated that the tertiary component
had a marked adverse effect on biologic behavior; these tumors were often of higher
pathological stage and had higher rates of progression than those without high-grade tertiary
patterns11. Patel, et al. found men with GS 7 and tertiary pattern 5 had comparable risk of
PSA failure to men with GS 8–10 after RP or radiation12. The incidence of a tertiary
Gleason grade reported here is somewhat higher than reported by others (31% versus
20%)10, perhaps because the present cohort contains few low risk patients.
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Targeted biopsy may enable more accurate sampling of the highest-grade tumor component.
MRI-US fusion biopsy studies have demonstrated higher cancer detection rates than
conventional biopsy, with increased proportions of clinically significant, high-grade CaP
and decreased proportions of low-grade CaP8,9,28. In the current study, 28% were diagnosed
by fusion biopsy following prior negative conventional biopsies and 33% were upgraded
from initial diagnosis. Thus, in nearly two-thirds of these men, the diagnosis of CaP would
have been under-graded or missed entirely without the use of fusion biopsy.
In this pilot study, the concordance of pathologic results from fusion biopsy and RP is
examined. The fusion biopsy technique revealed the highest-grade tumor component in the
prostatectomy specimen in 81% of cases. Our multi-faceted analysis of biopsy concordance,
incorporating tertiary pattern scores, offers more complete insight than would be offered by
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a single measurement. As inter-observer variability and pathologist experience in Gleason
grading have been documented22,29, we employed blinded review of all specimens by a
single observer experienced in genitourinary pathology.
This study is limited by a relatively small sample size, and results should be confirmed with
a larger cohort. This patient sample contains few GS 6 patients. While the paucity of lowrisk patients undergoing prostatectomy reflects a shift toward active surveillance in
contemporary urologic practice, it does limit how these results may be generalized. Others
have described “cognitive fusion”, i.e., using standard TRUS and knowledge of MRI lesion
location, to manually target additional cores30. The present study was not designed to
examine the relative merits of cognitive and software-based fusion. Although the
combination of TBx and MBx increased concordance with final pathology, some patients
were still upgraded. Spatial relationships of CaP on imaging, whole-mount, and biopsy site
are important subjects of future study.

CONCLUSIONS
NIH-PA Author Manuscript

Use of MR-US fusion biopsy allowed for prediction of final prostate pathology with greater
accuracy than that reported using conventional methods. If confirmed, improved knowledge
of final pathology by fusion biopsy would have important clinical implications.
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prostate cancer

MBx
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TBx

targeted biopsy

MRI-US

magnetic resonance imaging-ultrasound
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radical prostatectomy
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transrectal ultrasound

J Urol. Author manuscript; available in PMC 2015 November 01.

Le et al.

Page 8

REFERENCES
NIH-PA Author Manuscript
NIH-PA Author Manuscript
NIH-PA Author Manuscript

1. King CR, Long JP. Prostate biopsy grading errors: a sampling problem? Int J Cancer. 2000; 90:326–
330. [PubMed: 11180135]
2. Cohen MS, Hanley RS, Kurteva T, et al. Comparing the Gleason prostate biopsy and Gleason
prostatectomy grading system: the Lahey Clinic Medical Center experience and an international
meta-analysis. Eur Urol. 2008; 54:371–381. [PubMed: 18395322]
3. D'Amico AV, Whittington R, Malkowicz SB, et al. Biochemical outcome after radical
prostatectomy, external beam radiation therapy, or interstitial radiation therapy for clinically
localized prostate cancer. JAMA. 1998; 280:969–974. [PubMed: 9749478]
4. Kattan MW, Wheeler TM, Scardino PT. Postoperative nomogram for disease recurrence after
radical prostatectomy for prostate cancer. J Clin Oncol. 1999; 17:1499–1507. [PubMed: 10334537]
5. Sved PD, Gomez P, Manoharan M, et al. Limitations of biopsy Gleason grade: implications for
counseling patients with biopsy Gleason score 6 prostate cancer. J Urol. 2004; 172:98–102.
[PubMed: 15201746]
6. Dall'Era MA, Cooperberg MR, Chan JM, et al. Active surveillance for early-stage prostate cancer:
review of the current literature. Cancer. 2008; 112:1650–1659. [PubMed: 18306379]
7. Resnick MJ, Guzzo TJ, Cowan JE, et al. Factors associated with satisfaction with prostate cancer
care: results from Cancer of the Prostate Strategic Urologic Research Endeavor (CaPSURE). BJU
Int. 2013; 111:213–220. [PubMed: 22928860]
8. Siddiqui MM, Rais-Bahrami S, Truong H, et al. Magnetic resonance imaging/ultrasound-fusion
biopsy significantly upgrades prostate cancer versus systematic 12-core transrectal ultrasound
biopsy. Eur Urol. 2013; 64:713–719. [PubMed: 23787357]
9. Sonn GA, Natarajan S, Margolis DJA, et al. Targeted biopsy in the detection of prostate cancer
using an office based magnetic resonance ultrasound fusion device. J Urol. 2012; 189:86–91.
[PubMed: 23158413]
10. Epstein JI, Feng Z, Trock BJ, et al. Upgrading and downgrading of prostate cancer from biopsy to
radical prostatectomy: incidence and predictive factors using the modified Gleason grading system
and factoring in tertiary grades. Eur Urol. 2012; 61:1019–1024. [PubMed: 22336380]
11. Pan CC, Potter SR, Partin AW, et al. The prognostic significance of tertiary Gleason patterns of
higher grade in radical prostatectomy specimens: a proposal to modify the Gleason grading
system. Am J Surg Pathol. 2000; 24:563–569. [PubMed: 10757404]
12. Patel AA, Chen M-H, Renshaw AA, et al. PSA failure following definitive treatment of prostate
cancer having biopsy Gleason score 7 with tertiary grade 5. JAMA. 2007; 298:1533–1538.
[PubMed: 17911498]
13. Hambrock T, Hoeks C, de Kaa CH-V, et al. Prospective Assessment of Prostate Cancer
Aggressiveness Using 3-T Diffusion-Weighted Magnetic Resonance Imaging-Guided Biopsies
Versus a Systematic 10-Core Transrectal Ultrasound Prostate Biopsy Cohort. Eur Urol. 2011;
61:177–184. [PubMed: 21924545]
14. Moore CM, Kasivisvanathan V, Eggener S, et al. Standards of reporting for MRI-targeted biopsy
studies (START) of the prostate: recommendations from an International Working Group. Eur
Urol. 2013; 64:544–552. [PubMed: 23537686]
15. Barentsz JO, Richenberg J, Clements R, et al. ESUR prostate MR guidelines 2012. Eur Radiol.
2012; 22:746–757. [PubMed: 22322308]
16. Natarajan S, Marks LS, Margolis DJA, et al. Clinical application of a 3D ultrasound-guided
prostate biopsy system. Urol Oncol. 2011; 29:334–342. [PubMed: 21555104]
17. Epstein JI, Allsbrook WC, Amin MB, et al. The 2005 International Society of Urological
Pathology (ISUP) Consensus Conference on Gleason Grading of Prostatic Carcinoma. Am J Surg
Pathol. 2005; 29:1228–1242. [PubMed: 16096414]
18. Sonn GA, Chang E, Natarajan S, et al. Value of targeted prostate biopsy using magnetic resonanceultrasound fusion in men with prior negative biopsy and elevated prostate-specific antigen. Eur
Urol. 2014; 65:809–815. [PubMed: 23523537]

J Urol. Author manuscript; available in PMC 2015 November 01.

Le et al.

Page 9

NIH-PA Author Manuscript
NIH-PA Author Manuscript

19. San Francisco IF, DeWolf WC, Rosen S, et al. Extended prostate needle biopsy improves
concordance of Gleason grading between prostate needle biopsy and radical prostatectomy. J Urol.
2003; 169:136–140. [PubMed: 12478121]
20. King CR, McNeal JE, Gill H, et al. Extended prostate biopsy scheme improves reliability of
Gleason grading: implications for radiotherapy patients. International Journal of Radiation
Oncology*Biology*Physics. 2004; 59:386–391.
21. Daneshgari F, Taylor GD, Miller GJ, et al. Computer simulation of the probability of detecting low
volume carcinoma of the prostate with six random systematic core biopsies. Urology. 1995;
45:604–609. [PubMed: 7716840]
22. Burchardt MM, Engers RR, Müller MM, et al. Interobserver reproducibility of Gleason grading:
evaluation using prostate cancer tissue microarrays. J Cancer Res Clin Oncol. 2008; 134:1071–
1078. [PubMed: 18392850]
23. Heidenreich A, Bastian PJ, Bellmunt J, et al. EAU Guidelines on Prostate Cancer. Part 1:
Screening, Diagnosis, and Local Treatment with Curative Intent-Update 2013. Eur Urol. 2014;
65:124–137. [PubMed: 24207135]
24. Rais-Bahrami S, Siddiqui MM, Turkbey B, et al. Utility of multiparametric magnetic resonance
imaging suspicion levels for detecting prostate cancer. J Urol. 2013; 190:1721–1727. [PubMed:
23727310]
25. Thompson JE, Moses D, Shnier R, et al. Multiparametric Magnetic Resonance Imaging Guided
Diagnostic Biopsy Detects Significant Prostate Cancer and Could Reduce Unnecessary Biopsies
and Over Detection: A Prospective Study. J Urol. 2014 [In press].
26. Bratan F, Niaf E, Melodelima C, et al. Influence of imaging and histological factors on prostate
cancer detection and localisation on multiparametric MRI: a prospective study. Eur Radiol. 2013;
23:2019–2029. [PubMed: 23494494]
27. Numao N, Kawakami S, Yokoyama M, et al. Improved accuracy in predicting the presence of
Gleason pattern 4/5 prostate cancer by three-dimensional 26-core systematic biopsy. Eur Urol.
2007; 52:1663–1668. [PubMed: 17240041]
28. Hu JC, Chang E, Natarajan S, et al. Targeted Prostate Biopsy to Select Men for Active
Surveillance: Do the Epstein Criteria Still Apply? J Urol. 2014 [In press].
29. Kuroiwa K, Shiraishi T, Ogawa O, et al. Discrepancy between local and central pathological
review of radical prostatectomy specimens. J Urol. 2010; 183:952–957. [PubMed: 20083260]
30. Labanaris AP, Engelhard K, Zugor V, et al. Prostate cancer detection using an extended prostate
biopsy schema in combination with additional targeted cores from suspicious images in
conventional and functional endorectal magnetic resonance imaging of the prostate. Prostate
Cancer Prostatic Dis. 2010; 13:65–70. [PubMed: 19752886]

NIH-PA Author Manuscript
J Urol. Author manuscript; available in PMC 2015 November 01.

Le et al.

Page 10

NIH-PA Author Manuscript
NIH-PA Author Manuscript

Figure 1.

68 year-old man with PSA 8.3 ng/ml who underwent multi-parametric MRI: (A) T2weighted, (B) diffusion-weighted, and (C) dynamic contrast-enhanced imaging. He then
underwent fusion biopsy (D). Mapping biopsy revealed Gleason 3+3, but (E) targeted
biopsy revealed Gleason 4+5. Reduced from ×20. (F) Gleason score on whole-mount
prostatectomy specimen was Gleason 4+3 with tertiary pattern 5. Fusion biopsy, which
included the MRI-targeted region of interest, predicted the highest Gleason grade at final
pathology. Reduced from ×1.
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MRI grading criteria and protocol
Grade

T2WI

DCE

ADC

1

Normal

Progressive (type I)

>1400

2

Indistinct, wedge-shaped, highly heterogeneous, or
encapsulated border (transitional zone)

Early with plateau (type II) or progressive but intense
(>200%)

1200–1400

3

Masslike but faint or slightly heterogeneous

Early with washout (type III) or early/plateau and intense

1000–1200

4

Blurred borders or uniform low signal with distinct
borders

Early and intense with washout (type III and >200%)

800–1000

5

Invasive into capsule or other compartment

Early & intense with immediate washout

<800

T2WI: T2-weighted imaging (Siemens SPACE, TR/TE 3800–5040/101 ETL 13, 14 cm FOV, 256 × 256 matrix, 1.5 mm contiguous slices), DCE:
dynamic contrast-enhanced imaging curve type (Siemens TWIST, TR/TE 3.9/1.4 ms, 12° flip angle, 26 × 26 cm FOV, 160 × 160 matrix, 3.6 mm
slices, 4.75 s/acquisition over 6 minutes with 15 second injection delay); ADC (µm2 /s): apparent diffusion coefficient from diffusion-weighted
imaging (echoplanar, TR/TE 3900/60, 21 × 26 cm FOV, 130 × 160 matrix, 3.6 mm slices, 4 NEX, b-values 0, 100, 400, 800 s/mm2). An overall
suspicion score is given by the following formula, weighted toward the ADC score: (ADC*2 + T2 + DCE)/4. Peripheral gland lesion scores are
rounded up, and central gland lesions are rounded down. The UCLA grading system was originally described in 201116. The present modified
system, which is similar to PI-RADS15, is reprinted with permission9.
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Table 2

NIH-PA Author Manuscript

Cross tabulation of mapping and targeted biopsy, N (%)
Mapping biopsy
Targeted biopsy

No cancer

GS 6

GS ≥7

MRI grade 2–3
No cancer

0 (0)

1 (2)

4 (7)

GS 6

0 (0)

1 (2)

4 (7)

GS ≥7

0 (0)

1 (2)

7 (13)

No cancer

0 (0)

0 (0)

5 (9)

GS 6

2 (4)

0 (0)

2 (4)

GS ≥7

7 (13)

6 (11)

14 (26)

MRI grade 4–5

GS, Gleason score. For example, of men with a MRI grade 4 or 5 target, 7 men were found to have GS ≥7 cancer by targeted biopsy but no cancer
by systematic mapping biopsy.
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γ=0.49
1 (2%)

24 (44%)

29 (54%)

21 (39%)

6 (11%)

Upgraded

Downgraded

γ=0.54

γ=0.58
1 (2%)

25 (46%)

28 (52%)

6 (11%)

17 (31%)

31 (57%)

γ=0.45

γ=0.43

1 (2%)

12 (22%)

41 (76%)

11 (20%)

4 (7%)

39 (72%)

1 (2%)

9 (17%)

44 (81%)

γ=0.94

γ=0.86

γ=0.97

Combined

A tertiary spattern, which was the highest-grade pattern, was present in 17 men.

*

Concordance rates are given according to: highest Gleason grade pattern, Gleason score, and primary plus highest-grade pattern; γ, gamma statistic value.

0 (0%)

29 (54%)

Upgraded

Downgraded

25 (46%)

Concordant

Primary + highest-grade pattern*

27 (50%)

Concordant

γ=0.47

Targeted biopsy

Gleason score (primary + secondary pattern)

0 (0%)

25 (46%)

Upgraded

Downgraded

29 (54%)

Concordant

Highest Gleason pattern

Mapping biopsy

NIH-PA Author Manuscript

Prediction of final pathology by fusion biopsy, N (%)
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