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STONE DISEASE

Cost-effectiveness of medical expulsivetherapy using alpha-blockersfor thetreatment of distal
ureteral stones

Bensalah K, Pearle M, Lotan Y

Department of Urology, The University of Texas Southwestern Medical Center at Dallas, Dallas, Texas,
United Sates

Eur Urol. 2008; 53: 411-9

Objective: Medical expulsive therapy (MET) has recently emerged as an efficacious and safe option for the
initial management of ureteral stones. The objective of this study wasto assess the cost-effectiveness of MET
compared with conservative therapy for the treatment of ureteral stones using international cost data from the
United States and four European countries.

Material and Methods: A decision analysis model was built with the use of TreeAge Pro 2004 software with
linear success rate assumptions. The likelihood of spontaneous passage of ureteral stones according to their
size and location was estimated with the use of data derived from a published meta-analysis. The estimated
cost of ureteroscopy (URS) in the United States ($4973) was based on the mean cost of 121 consecutive cases
performed at a large metropolitan hospital. URS costs for other countries were obtained from a published
international survey. The cost of tamsulosin ($2.08 per day), currently the most commonly used medical expulsive
agent, was estimated as amean of the costs obtained from two national pharmacy chains. MET and conservative
therapies were compared with the use of one-way and two-way sensitivity analyses.

Results: Inthe United States, MET using tamsul osin resulted in a$1132 cost advantage over observation. MET
maintained its cost advantage even in countries where the cost of URSis much lower than in the United States.
Two-way sensitivity analysis showed that MET remained cost-effective even with very low rates of spontaneous
passage, minimal benefit of MET, or low cost of URS.

Conclusion: MET is a cost-effective strategy for the management of distal ureteral stones-even those with a
low rate of spontaneous passage-providing another incentivefor initia “facilitated observation” beforeembarking
onsurgical intervention.

Editorial Comment

Medical expulsivetherapy has gained acceptance as a safe and efficacious option for the management
of ureteral calculi, and is now incorporated into the new American Urological Association practice guidelines
for ureteral stones. The authors present an elaborate evaluation of the cost-effectiveness of medical expulsive
therapy (MET) compared to conservative therapy for ureteral stones from a global perspective.

One might argue that the acute management of renal colic and the postoperative course following
ureteroscopy isnot uniformly conducted in the outpatient setting, as assumed in the decision model. Though
based on a historical metaanalysis, the spontaneous stone passage rates utilized in this decision making tree
(<4 mm 38%, > 6 mm 1%) islower than more recent studies would suggest for distal ureteral stones. Indeed,
inour practicewe would counsel patientswith a3 mm distal stonethat they have a 70% chance of spontaneous
stone passage and a patient with a 6 mm distal stone would have a 30% chance (1). This aspect of the study
design would accentuate the cost-advantages of MET predicted by the decision making model. The authors
assumed that the cost of follow-up would be the same in each group; however, one would anticipate that the
need for follow-up imaging, unanticipated emergency room visits and lost wages would be lower inthe MET
group. This aspect of the study design would diminish the potential cost-benefit for the MET approach.

As such, the study serves the important function of quantifying the expected - that improving stone
passage will save money in addition to saving patient morbidity. It highlights the large discrepancy in global
health care costs — a topic for another day.
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Dr. Manoj Monga

Professor, Department of Urology
University of Minnesota

Edina, Minnesota, USA

Practical useof investigationsin patientswith hematuria
El-Galey R, Abo-Kamil R, BurnsJR, PhillipsJ, KolettisPN
University of Alabama, Birmingham, Alabama

JEndourol. 2008; 22: 51-56

Objective: The majority of patients with microscopic hematuria undergo a complete evaluation resulting in
negative findings. The outcome of patients with hematuria was analyzed in an effort to optimize the use of
investigations.

Patients and Methods: The records for 404 patients who presented with hematuria were reviewed. Datawere
collected on demographics, type of hematuria, investigations, and final diagnosis.

Results: The hematuria was microscopic in 140 patients (35%) and gross in 264 patients (65%). In gross
hematuria patients, 10% had urinary tract tumors and 12% had calculi. All patients with genitourinary tumors
and 87% of patients with calculi had gross hematuria and/or 5 RBCs/HPF (red blood cells per highpower
microscopic field) on urinalysis. The sensitivity and specificity were 94% and 6% for the dipstick urine test,
37% and 71% for urine cytology, 92% and 93% for computed tomography (CT), 50% and 95% for ultrasound
scans, and 38% and 90% for intravenous pyel ography, respectively. Logistic regression analysis showed that
age and number of RBCY/HPF in the urinalyses were the only significant factors predicting genitourinary
cancer. In patients 40 years old, there was one patient with malignancy and seven patientswith stones. In older
patients, there were 31 patients with malignancy and 32 patients with stones.

Conclusions: Patientswith 5 RBCs/HPF on three urinalyses are unlikely to have significant pathology and could
possibly be followed up conservatively. Patients 40 years of age should have a noncontrast CT or ultrasound
study if they present with microscopic hematuria, and a cystoscopy should be added if gross hematuria exists.
In older patients, a pre- and postcontrast CT and a cystoscopy should be performed.

Editorial Comment

The authors’ findings suggest some significant differences in management approaches to those
proposed in the American Urological Association practice guidelines. Most importantly, they suggest a cut-
off of > 5 RBC/hpf on microscopic evaluation as the threshold for which a hematuria work-up should be
initiated. This contraststo the > 3 RBC/hpf threshold set by the AUA. As17% of patientsin their cohort had 3
or 4 RBC/hpf, a significant number of evaluations could have been avoided, resulting is savings of cost and
patient discomfort. In addition, the authors draw a sharp distinction in the extent of work-up required for the
younger patient with microhematuria— suggesting non-contrast imaging and no cystoscopy.

However, it isimportant to emphasize that this study does not represent a screening population with a
urinalysis performed at aprimary care point of care. Rather, it isaselect cohort of patientsreferred for urologic
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evaluation. Secondly, there was no standardi zation of imaging protocol or follow-up for delayed presentation of
malignancy, to confirm the sensitivity of the >5 RBC/hpf approach.

Dr. Manoj Monga

Professor, Department of Urology
University of Minnesota

Edina, Minnesota, USA

ENDOUROLOGY & LAPAROSCOPY

L apar oscopicradical cystectomy and extracor poreal urinary diversion: asinglecenter experience
of 48 caseswith threeyearsof follow-up

Hemal AK, Kolla SB, Wadhwa P, Dogra PN, Gupta NP

Department of Urology, All India Institute of Medical Sciences, New Delhi, India

Urology. 2008; 71: 41-6

Objectives: To report our experience with laparoscopic radical cystectomy and extracorporeal urinary diversion
for high-grade muscle invasive bladder cancer in a consecutive series of 48 patientswith 3 years of follow-up.
Methods: From June 1999 to April 2006, 48 patients (42 men and 6 women; mean age 59 years, range 24 to 80)
with bladder cancer underwent laparoscopic radical cystectomy and bilateral pelvic lymph node dissection at
our institution. Urinary diversion was done extracorporeally through the specimen extraction incision.

Results: The mean operating time was 310 minutes, and the mean blood losswas 456 mL.. In 1 patient, conversion
to open surgery was required because of severe hypercarbia. Three mgjor complications were observed
intraoperatively (rectal injury in 2 and external iliac veininjury in 1 patient). However, all these complications
were managed laparoscopically, with completion of the procedure laparoscopically. The mean hospital stay was
10.2 days(range 7 to 25). One patient died in the postoperative period of severelower respiratory tract infection
and septicemia. Histologic examination showed organ-confined tumors (Stage pT1/pT2/pT3a) in 34 patients
(71%) and extravesical disease (pT3b/pT4) in 14 (29%). Of the 48 patients, 12 (25%) had lymph node
involvement. The mean number of nodes removed was 14 (range 4 to 24). At a mean follow-up period of 38
months (range 10 to 72), 35 patients were alive with no evidence of disease (disease-free survival rate 73%).
Conclusions. The results of our study have shown that laparoscopic radical cystectomy isasafe, feasible, and
effective aternative to open radical cystectomy. Extracorporeal urinary diversion through a small incision
decreases the operating time, while maintaining the benefits of laparoscopic surgery. The 3-year oncologic
efficacy was comparable to that of open radical cystectomy.

Editorial Comment

The advantage of decreased blood |oss provided by |aparoscopy seemsto be amajor beneficial aspect
of this approach compared to open surgery. This could be due to the insufflation, aswell as, magnified vision
that can provide better exposure of the anterior retropubic and posterior retrovesical dissection fieldsfacilitating
hemostasis.

Another major advantage of laparoscopy in radical cystectomy isthe smaller skin incision to remove
the bladder without prolonged overstretching of the tissues, possibly decreasing postoperative pain.
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Controversy existsonwhether urinary diversion should be performed intracorporeally or extracorporeally.
Although the feasibility of total intracorporeal urinary diversion has been reported, it has been associated with
prolonged operative times and prolonged anesthesia time may negate the benefits of laparoscopy. Moreover,
prolonged operating time has also been associated with significant surgeon fatigue and increased cost of the
procedure. In summary, this paper demonstrates the feasibility of the procedure but longer clinical follow-upis
needed to validate the oncological outcomes of laparoscopic radical cystoprostatectmy in the treatment of
localized invasive bladder cancer.

Dr. Fernando J. Kim

Chief of Urology, Denver Health Med Ctr

Director of Minimally Invasive Urological Oncology
Tony Grampsas Cancer Center

Assistant Professor, Univ Colorado Health Sci Ctr
Denver, Colorado, USA

L apar oscopicrenal oncological surgery in thepresenceof abdominal aorticand venacaval pathology:
8-year experience

LinYC, Haber GP, Turna B, FrotaR, Koenig P, Desal M, Kaouk J, Gill IS

Section of Laparoscopic and Robotic Surgery, Glickman Urological Institute, Cleveland Clinic Foundation,
Cleveland, Ohio, USA

JUrol. 2008; 179: 455-60; discussion 460

Purpose: To our knowledge the outcomes of |aparoscopic renal oncological surgery in patientswith major aortic
and/or inferior vena caval pathology are unknown. We present our experience spanning an 8-year period.
Materialsand Methods. From March 1998 to October 2006, 1,826 | aparoscopic renal procedureswere performed
for tumor. Of these patients 66 (3.6%) had major abdominal aortic or vena caval pathology concomitantly.
Demographics, specific entities of the vascul ar disease, and intraoperative and postoperative datawere reviewed.
Results: A total of 66 patients had a history of abdominal aortic disease (54), venacaval disease (9) or both (3).
Of the patients 85% had 3 or greater comorbidities, 88% had an American Society of Anesthesi ol ogists score of
3 or greater and 88% were on chronic anticoagul ation therapy. A total of 27 patients (41%) had undergone prior
surgical treatment for vascular pathology. Laparoscopic renal surgery, which was transperitoneal in 25 cases
and retroperitoneal in 41, included radical nephrectomy in 20, partial nephrectomy in 17 and cryoablationin 29.
Open conversion was performed in 3 patients (5%). There were 3 intraoperative (5%) and 9 postoperative
(14%) complications. One patient died of pulmonary sepsis. There was no statistically significant differencein
perioperative outcomes between the aortic and vena caval disease groups. The retroperitoneal approach was
associated with less blood loss and shorter operative time (p = 0.0003 and 0.004, respectively).

Conclusions. Laparoscopic surgery for renal tumor in the presence of aortic or vena caval disease is safe and
feasible. Considerable prior |aparoscopic experience is necessary when treating these patients at high risk.

Editorial Comment

Sincethefirst report of laparoscopic surgery in urology by Clayman et. al. in 1991, the devel opment of
new |aparoscopic procedures has been steadily increasing, aswell as, the complexity of patients’ co-morbidity
and surgical techniques. The authors demonstrate that patients with severe major vascular pathology may
undergo | aparoscopic surgery with insufflation of the abdomen without causing immediate conversion to open
surgery. Inthisseries, intraoperative parameters, such asblood | oss, ORT, the conversion rate and the complication
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rate, were comparable to those in other reported series. The results indicate that |aparoscopic renal procedures
are safe in patients with aortic and/or vena cava disease, and the type of major vessel disease did not have an
impact on the laparoscopic procedure. M oreover, laparoscopic procedure difficulty wasnot increased in patients
with avena cavafilter.

Dr. Fernando J. Kim

Chief of Urology, Denver Health Med Ctr

Director of Minimally Invasive Urological Oncology
Tony Grampsas Cancer Center

Assistant Professor, Univ Colorado Health Sci Ctr
Denver, Colorado, USA

IMAGING

MRI inthehistologic characterization of testicular neoplasms

Tsili AC, Tsampoulas C, Giannakopoulos X, Stefanou D, Alamanos, SofikitisN, Efremidis SC
Department of Clinical Radiology, University Hospital of lonnina, loannina, Greece
AJR Am JRoentgenoal. 2007; 189: 331-7

Objective: The purpose of our study wasto investigate the potential role of MRI inthe preoperative characterization
of the histologic type of testicular tumors and, more specifically, to differentiate seminomatous from
nonseminomatous testicular neoplasms.

Materials and M ethods. Twenty-one patients with histologically proven germ cell testicular tumors underwent
MRI of the scrotum on a 1.5-T unit. T2- and T1-weighted sequences before and after i.v. administration of
gadolinium chelate were performed. MRI studieswere retrospectively reviewed by two radiologistsand findings
were correlated with the histopathol ogic diagnosis. An attempt was made to differentiate seminomatous from
nonseminomatous testicular tumors on the basis of signal intensity and homogeneity of thelesions, presence of
fibrovascular septa, tumor encapsulation, and patterns of contrast enhancement. I nterobserver agreement was
assessed using weighted kappa statistics.

Results: MRI findings correctly characterized 19 (91%) of 21 testicular neoplasms (nine seminomatous and 10
nonseminomatoustesticular tumors), with excellent interobserver agreement. The presence of an intratesticular
lesion of predominantly low signal intensity on T2-weighted images, with septa enhancing more than tumor
tissue after contrast material administration, was more suggestive for the diagnosis of aseminoma. Tumors that
were markedly heterogeneous both on unenhanced and contrast-enhanced images were indicative of a
nonseminomatous neoplasm. Conclusion: Our study shows that MRI provides a credible preoperative
differentiation of seminomatousfrom nonseminomatoustesticular tumors, with excellent interobserver agreement.

Editorial Comment

Imaging plays an important role in the evaluation of testicular masses. Ultrasound is still the first
imaging modality to be used since adds essential information in distinguish intratesticular from extratesticular
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lesions. USisalso useful for adequate characterization of the vast mgjority of benign intra-scrotal lesions. The
combination of clinical findings and sonography is usually sufficient for adequate management of the most
scrotal masses since sonography is nearly 100% sensitive for detection of testicular tumors. On sonography,
seminomaappears usually as ahomogeneous hypoechoic lesion. The entiretestisisreplaced by tumor in more
than half the cases and small cystic areas can be found in about 10% of tumors. Non-seminomatous tumors
often have an inhomogeneous echotexture, irregular or ill-defined margins, echogenicfoci (hemorrhage or
calcification) and cystic necrosis. Both tumors present increased flow on color Doppler US. Sometimes some
benign intratesticular lesionsresemble malignant tumor on US. The authors of this manuscript confirm previous
reportsthat MRI isan excellent technique for adequate differentiation of seminomatousfrom non-seminomatous
testicular tumors (1). Although thisinformation isessential for determining adequate treatment and prognosisan
attempt to pre-operatively differentiate seminomatous from non-seminomatous testicul ar tumors perhapsisnot
essential since both are treated with orchiectomy. As aready pointed out by the authors, it would be more
interesting further investigation regarding the value of MRI in differentiating benign from malignant intratesticular
lesions. The results of this study, however, further strength the utility of MRI, which should be used whenever
sonographic findings areinconclusive or inconsistent with theclinical findings.

Reference
1 Saamand P, MiannéD, Briant JF, Richez P: An MRI study of primary testicular tumors. JRadiol. 1998; 79: 865-70.

Dr. Adilson Prando

Chief, Department of Radiology and
Diagnostic Imaging

Vera Cruz Hospital

Campinas, SAo Paulo, Brazl

Prostate cancer: identification with combined diffusion-weighted MR imaging and 3D 1H MR
spectr oscopicimaging—cor relation with pathologic findings

Mazaheri Y, Shukla-DaveA, Hricak H, Fine SW, Zhang J, Inurrigarro G, Moskowitz CS, Ishill NM, Reuter VE,
Touijer K, Zakian KL, Koutcher JA

Department of Medical Physics, Memorial Soan-Kettering Cancer Center, New York, NY, USA
Radiology. 2008; 246: 480-8

Purpose: To retrospectively measure the mean apparent diffusion coefficient (ADC) with diffusion-weighted
magnetic resonance (M R) imaging and the mean metabolic ratio (MET) with three-dimensional (3D) hydrogen
1 ((1)H) MR spectroscopic imaging in regions of interest (ROIs) drawn over benign and malignant peripheral
zone (PZ) prostatic tissue and to assessADC, MET, and combined ADC and MET for identifying malignant
ROIs, with whole-mount histopathol ogic examination as the reference standard.

Materialsand Methods. Theinstitutional review board approved thisHIPAA-compliant retrospective study and
issued awaiver of informed consent. From among 61 consecutive patientswith prostate cancer, 38 men (median
age, 61 years;, range, 42-72 years) who underwent 1.5-T endorectal MR imaging before radical prostatectomy
and who fulfilled al inclusion criteria of no prior hormonal or radiation treatment and at least one PZ lesion
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(volume, > 0.1 cm(3)) at whole-mount pathol ogic examination wereincluded. ADC mapswere generated from
diffusion-weighted MR imaging data, and MET maps of (choline plus polyamine plus creatine)/citrate were
calculated from 3D (1)H MR spectroscopic imaging data. ROIs in the PZ identified by matching pathologic
slides with T2-weighted images were overlaid on MET and ADC maps. Areas under the receiver operating
characteristic curves (AUCs) were used to evaluate accuracy.

Results: The mean ADC +/- standard deviation, (1.39 +/- 0.23) x 10(-3) mm(2)/sec, and mean MET (0.92 +/-
0.32) for malignant ROI s differed significantly from the mean ADC, (1.69 +/- 0.24) x 10(-3) mm(2)/sec, and
mean MET (0.73 +/- 0.18) for benign ROIs (P < .001 for both). In distinguishing malignant ROIs, combined
ADC and MET (AUC = 0.85) performed significantly better than MET aone (AUC = 0.74; P = .005) and was
also better than ADC aone (AUC = 0.81), athough the difference was not statistically significant (P=.09).
Conclusion: The combination of ADC and MET performs significantly better than MET for differentiating
between benign and malignant ROIs in the PZ. (c) RSNA, 2008.

Editorial Comment

M agnetic resonanceimaging (M RI) combined to 3D-magneti c resonance spectroscopic imaging (MRSI)
is the only non-invasive technique with the potential to provide useful information regarding the detection,
localization, staging and prognosis of prostate cancer. The combination of these techniques (MRI+MRSI) has
improved the diagnostic assessment of prostate cancer beyond the morphologic information provided by
conventional MR imaging. To further improve the specificity and sensitivity of MRI+MRSI, other complimentary
techniques such as dynamic contrast enhanced MR imaging and diffusion-weighted MR imaging (DWI) has
been used in last years. DWI is used to detect the state of molecular translational maotion of water in the tissue.
In prostate cancer, densely packed malignant epithelial cells, causesrestricted diffusion of water relativeto that
of normal tissue. Since apparent diffusion coefficient (ADC) reflects primarily diffusion coefficient of extra-
cellular water, ADC valuestend to be lower for tumors compared to normal tissue (benign tissue: ADC values
> 1.3 cm2/s; cancer tissue: ADC values < 1.3 cm2/s). Contrary to cancer in BPH, extra-cellular space volume
is higher, thus ADC values are higher as well. The authors of this retrospective study, nicely shows that the
association of the measurements of the mean ADC values (DWI) with the mean metabolic ratio (MRSI)
performssignificantly better than the mean metabolic ratio a onefor the discrimination of normal and malignant
prostatic tissue of the peripheral zone. Since 2004, we have been using in our institution MRI+MRSI, DWI and
dynamic contrast enhancement for all patients evaluated for detection or staging prostate cancer. We agree
with the authors’ statement that MRSI+DW!I are much better than the isolated use of any of these techniques.
Unfortunately this combination does not prevent fal se positive results found particularly in patients with focal
prostatic atrophy (1).

Reference
1 Prando A, BillisA: Focal prostatic atrophy mimicking prostatic cancer: an entity not known by the radiologist.
Scientific poster presented at the RSNA 2007.

Dr. Adilson Prando

Chief, Department of Radiology and
Diagnostic Imaging

Vera Cruz Hospital

Campinas, Sdo Paulo, Brazil
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PATHOLOGY

Small cell carcinomaof the prostate. A mor phologic and immunohistochemical study of 95 cases
Wang W, Epstein JI

Department of Pathology, The Johns Hopkins Medical Institutions, Baltimore, MD, USA

Am J Surg Pathol. 2008; 32: 65-71

Small cell carcinoma of prostate is rare, with the literature consisting of case reports and small series. The
current work analyzes the morphol ogy and immunohistochemistry of 95 cases of prostatic small cell carcinoma
diagnosed at our institution. Specimens included 55 needle biopsies, 27 transurethral resections, 4 radical
prostatectomies, and 9 biopsies from metastatic sites (some patientswith > 1 procedure). Patientsranged in age
from 44 to 92 years old (mean: 69 y). Although serum prostate-specific antigen (PSA) in some cases was very
high (up to 1896 ng/mL), the median value was only 4.0 ng/mL. Of cases with available information, 33/78
(42%) had ahistory of usual prostatic adenocarcinoma. Theinterval between the diagnosis of small cell carcinoma
and prior usual prostatic cancer ranged from 1 to 300 months (median 25 mo). Pure small cell carcinomawas
seen in 54/95 (57%) of cases with the remaining cases admixed with prostate adenocarcinoma. In cases with
adenocarcinoma, there was a sharp demarcation between small cell carcinoma and adenocarcinomain 20.5%
of cases; in the remaining cases there was gradual merging of the 2 components. In mixed cases, small cell
carcinoma predominated (median: 80% of the tumor); the Gleason score of the adenocarcinomawas > or = 8
in 85% of these cases. In 61 cases (64%), small cell carcinomawas classic* oat cell” morphol ogy with remaining
the “intermediate cell” variant. Of the 95 cases: necrosis was seen in 40% (2% to 95% of the tumor); giant
bizarre cellsin 19%; Indian filing in 21%; rosette formation in 29%; focal vacuolated cytoplasm in 18%; and
desmoplasiain 20%. Most (88%) of small cell carcinomawere positivefor at least 1 neuroendocrine marker. In
the small cell carcinoma component, 14/73 (19%) were positive for PSA, 17/61 (28%) positive for prostein
(P501S), and 15/59 (25%) positive for prostate-specific membrane antigen, although often very focally. Stains
for thyroid transcription factor-1 were positive in 23/44 (52.3%) cases. In this, the largest study of prostatic
small cell carcinoma, we highlight the presence of morphologic features that may result in its underdiagnosis.
Other more classic histologic features of small cell carcinoma along with rosettes are critical for its accurate
diagnosis. P501S and prostate-specific membrane antigen were better inidentifying the prostatic origin of small
cell carcinomathan PSA, although the majority (60%) of prostatic small cell carcinomas were negative for al
3 markers.

Editorial Comment

The variant small cell carcinoma of the prostate must be recognized by the pathologist. These rare
tumors have an aggressive course and the average survival of patientsislessthan ayear. Most of these tumors
show neuroendocrine differentiation demonstrated by immunohistochemistry with markers like NSE,
synaptophysin, or chromogranin. Due to these unique features small cell carcinomas are not histologically
graded.

Approximately half of the tumors are associated with conventional prostate adenocarcinoma. It is
important to note that neuroendocrine differentiation may occur during progression of prostate conventional
carcinomas. Therefore, the tumor may be aconventional adenocarcinomain the prostate and small cell carcinoma
in ametastatic site. In thisvery large series of Wang and Epstein’s the median value of serum prostate-specific
antigen was 4.0 ng/mL. In mixed cases, small cells predominate and the Gleason score of the conventional
component is high (> or = 8 in 85% of the cases).

A review of the literature of genitourinary small cell carcinoma, Mackey et al. (1) found cisplatin
chemotherapy to be beneficial for bladder tumors but only surgery was prognostic for prostate small cell
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carcinomas. Others suggest treating small cell carcinomaof the prostate with the same combination chemotherapy
used to treat small cell carcinomain other siteslike, for example, “oat cell carcinoma” of the lung (2-4).

References

1 Mackey JR, AuHJ, Hugh J, Venner P: Genitourinary small cell carcinoma: determination of clinical and therapeutic
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2 YaoJ.,MadebR,BourneP, Le J, Yang X, Tickoo S, et a.: Small cell carcinomaof the prostate: animmunohi stochemical
study. Am J Surg Pathol. 2006; 30: 705-12.

3. AmatoRJ, LogothetisCJ, Hallinan R, Ro JY, SellaA, Dexeus FH: Chemotherapy for small cell carcinomaof prostatic
origin. JUrol. 1992; 147: 935-7.

4. Rubenstein JH, Katin MJ, Mangano MM, Dauphin J, Salenius SA, Dosoretz DE, et a.: Small cell anaplastic carcinoma
of the prostate: seven new cases, review of the literature, and discussion of atherapeutic strategy. Am J Clin Oncol.
1997; 20: 376-80.

Dr. Athanase Billis

Full-Professor of Pathology

Sate University of Campinas, Unicamp
Campinas, Sdo Paulo, Brazil

Pseudocar cinomatousepithelial hyperplasiain thebladder unassociated with prior irradiation or
chemother apy

Lane Z, Epstein Ji

Department of Pathology, The Johns Hopkins Hospital, Baltimore, MD 21231, USA

Am J Surg Pathol. 2008; 32: 92-7

Pseudocarcinomatous epithelial hyperplasiain the bladder isalittle known phenomenon, recognized to
be associated with prior irradiation and/or chemotherapy. Whether this process can occur outside of this setting
has not been studied. Weidentified 8 of these cases mimicking invasive urothelial carcinomafrom our consultation
filesfrom 07/04 to 07/06 with no prior history of radiation or chemotherapy. The mean age at diagnosiswas 65
years (range, 42 to 81y), with 5 of the 8 males. Seven patients had a potential etiology for these changes that
could either haveresulted inlocalized ischemiaor injury to the urothelium. Theseincluded case 1. atrial fibrillation,
hypertension, congestive heart failure, gastrointestinal bleeding, and coronary artery vascular disease; case 2:
coronary angioplasty, atrial fibrillation, hyperlipidemia, and amputation of arm for ischemia; case 3: hypertension,
uncontrolled diabetes, hyperlipidemia, and atrial fibrillation; case 4: underlying arteriovenous malformation of
the bladder; cases 5 to 6: history of indwelling Foley catheter; and case 7: history of radical prostatectomy for
prostate cancer but no radiation. One patient had no potential contributing factors. All 8 patients presented with
gross hematuria. At cystoscopy, 7 patients had polypoid lesionswith 1 appearing nonpolypoid. Histologically, al
cases showed epithelial proliferation of urothelium with cells having prominent eosinophilic cytoplasm. This
process that mimicked invasive cancer within the lamina propria was marked in 3 cases (38%). Moderate
nuclear pleomorphism was seen in 6 cases (75%). Only 1 case revealed mitotic figures. Ulceration was seenin
1 case. All cases showed some degree of hemorrhage with hemosiderin deposition identified in 3 cases (38%).
Fibrin deposition was present in 1 case within the stroma, 3 casesin the vessels, and 4 casesin both. Five cases
show stromal fibrosis. Edemaand vascular congestion were common features (90% and 100%, respectively).
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Six out of 8 cases were accompanied by moderate to marked acute and chronic inflammation. The original
diagnosisincluded nested variant urothelial carcinoma (1 case), atypical suspicious for invasive carcinoma (5
cases), hemangioma (1 case), and eosinophilic cystitis (1 case). Patients were followed for a mean of 16.5
months (range, 10 to 34 mo), and none developed bladder cancer. As arare response to ischemia and chronic
irritation, pseudocarcinomatous epithelial proliferationsin the bladder may be confused with invasive urothelial
carcinoma. Pathologists must be aware of the histologic changes mimicking cancer, and recognize that it can
occur outside of the setting of prior irradiation or chemotherapy.

Editorial Comment

Irradiation and/or chemotherapy induce well known lesionsin the urinary bladder. They include: acute
cystitiswith desgquamation of the urathelial cells, hyperemia, edemain thelaminapropria, atypical epithelial and/
or stromal cells, hyalinization and thrombosis of the vessels, and prominent telangiectatic vesselsthat explain
the hematuriathat often occurs. Late complications of radiation injury include ulcers, marked contraction of the
bladder because of fibrosis, and ureteral strictures that may lead to severe pyelonephritisd and death (1).

A pitfall for the pathol ogist in radiation cystitisis pseudocarcinomatous proliferation of the urothelium
simulating invasive urothelial carcinoma. In 2000, Baker and Young (2) reported 4 caseswith thislesion. Itisa
reactive process and the authors point out some clues for the correct diagnosis: absence of mitotic figures,
preservation or decrease of the nuclear-to-cytoplasmic ratio, prominent vacuolar change, and squamoid
appearance of the epithelium.

The report of Lane and Epstein’sis very important because it adds to pseudocarcinomatous epithelial
hyperplasiain the bladder causes unassociated with prior irradiation or chemotherapy that must be known by
the pathologist. One patient had no potential contributing factor, but 7 patients had ischemia and/or chronic
irritation as possible causesfor thisreactivelesion mimickinginvasive urothelia carcinoma. We had the opportunity
to seein our Institution a biopsy of the urinary bladder of a 44-year-old male showing pseudocarcinomatous
hyperplasia unassociated with prior irradiation or chemotherapy. Thisreactivelesion was associated to chronic
cystitisdueto arectalvesical fistulasecondary to diverticulitis.

References

1 Young RH: Non-neoplastic Epithelial Abnormalities and Tumorlike Lesions. In: Young RH (ed.), Pathology of the
Urinary Bladder. New York, Churchill Livingstone, 1989; pp. 1-63.

2. Baker PM, Young RH: Radiation-induced pseudocarcinomatous proliferations of the urinary bladder: a report of 4
cases. Hum Pathol. 2000; 31: 678-83.

Dr. Athanase Billis

Full-Professor of Pathology

Sate University of Campinas, Unicamp
Campinas, Sao Paulo, Brazil
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Beneficial effect of taurineon testicular ischemia-reperfusioninjuryinrats
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Objectives: To evaluate the effect of taurine, apotent antioxidant, on testicular ischemia-reperfusioninjury due
to excess reactive oxygen species produced by neutrophils after testicular torsion-detorsion.

Methods: A total of 60 adult male Sprague-Dawley ratswererandomly divided into three groups, each containing
20 rats. The control group underwent a sham operation of the left testis. In the torsion-detorsion group, the left
testiswas rotated 720 degrees counterclockwise for 2 hours. The treatment group underwent the same surgical
procedure as the torsion-detorsion group, but taurine was administered intravenously at repair of the testicular
torsion. One half of the ratsin each group underwent orchiectomy 4 hours after detorsion for measurement of
myel operoxidase activity, an indicator of neutrophil accumulation in the testis, and for evaluation of tissue
mal ondialdehyde, an indicator of intratesticul ar reactive oxygen species content. The remainder werekilled at
orchiectomy 3 months after detorsion for analysis of testicular spermatogenesis.

Results: Unilateral testicular torsion-detorsion caused asignificant increasein myeloperoxidase activity and the
malondialdehyde level and a significant decrease in testicular spermatogenesis in the ipsilateral testes. The
decreaseinipsilateral testicular spermatogenesisinvolved areduction in testicular weight, mean seminiferous
tubular diameter, number of germ cell layers, and mean testicular biopsy score. The rats treated with taurine
had a significant decrease in myel operoxidase activity and malondialdehyde level and asignificant increasein
testicular spermatogenesisin the ipsilateral testes compared with the torsion-detorsion group.

Conclusions: Theresultsof our study have shown that the administration of taurine exertsabeneficial effect on
testicular ischemia-reperfusion injury. This effect might be partly the result of a reduction in reactive oxygen
species generation by diminishing neutrophil recruitment to thetestis.

Editorial Comment

Taurine (2-aminoethanesulfonic acid) is a major intracellular free beta-amino acid found in most
mammalian tissuesand is supposed to exerts cytoprotective properties such asantioxidation, intracel lular calcium
flux regulation, membrane stabilization, osmoregul ation, and antiapoptosis. Exogenous administration of taurine
has been shown to have a preventive and therapeutic effect on ischemia-reperfusion injury of the heart, liver,
brain, and other organs. The authors investigated by the first time the role of taurine in testicular ischemia-
reperfusion injury, by evaluating its effect on testicular spermatogenesisin arat testicular ischemia-reperfusion
injury model.

The authors demonstrated the beneficial effect of taurine on testicular ischemia-reperfusion injury.
One part of the beneficial effect could be a result of a reduction of reactive oxygen species generation by
diminishing the neutrophil recruitment to thetestis.

The treatment with taurine (200 mg/kg) significantly rescued ipsilateral testicular spermatogenesisin
the present study; nevertheless, the saved spermatogenesis was not restored to its normal value. Since the
authors did not study the effect of taurine at different doses or different administration times, the effect of
taurine could be affect by these aspects. So, additional studies taking into account these factors could led to
elucidation of taurine’s optimal effect.

Dr. Francisco J.B. Sampaio

Full-Professor and Chair, Urogenital Research Unit
Sate University of Rio de Janeiro

Rio de Janeiro, RJ, Brazl
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Microarray analysisof exstrophic human bladder smooth muscle

Hipp J, Andersson KE, Kwon TG, Kwak EK, Yoo J, AtalaA

Department of Urology, Wake Forest Institute for Regenerative Medicine, Wake Forest University, Winston-
Salem, NC, USA

BJU Int. 2008; 101: 100-5

Objective: To compare the genetic profiles of ‘healthy’ bladder smooth muscle cells (SMCs) and exstrophic
SMCs (ESMCs) to identify genes that are over- and under-expressed in ESMCs, thus providing a molecular
evaluation of the quality and therapeutic potential of ESMC tissue.

Patients, Material and Methods: Classical bladder exstrophy is a rare disorder, occurring in 1 in 30,000 live
births. Studies have shown that exstrophic bladders are developmentally immature at birth. After surgical closure,
the bladder typically undergoes abnormal remodelling (such asover-expression of collagen 111) throughout early
development. We hypothesized that the predominant genetic differences between normal SMCs and ESMCs
are in the developmental genes. This hypothesis was tested by the use of microarray analysis. Bladder SM
biopsies were taken from ‘healthy’ subjects undergoing bladder surgeries for other conditions (for example,
urinary reflux) and patients with bladder exstrophy. Cells were expanded in vitro, and total RNA was isolated
and hybridized to the Affymetrix U133A GeneChip (Affymetrix Inc., Santa Clara, CA, USA) by the Wake
Forest University School of Medicine Affymetrix corefacility, using standard protocols.

Results: We created a genetic signature consisting of 961 genesthat are over-expressed and 432 genesthat are
under-expressed in ESMCs. Analysis of these signatures identified an over-expression of inflammatory genes
and an under-expression of developmental genes.

Conclusion: Our dataisin concordance with previous studies and histological data showing that ESMCs are
developmentally immaturerelativeto healthy bladder SM. The clinical implication of the ESM C genetic signature
isthat it providesalist of targetsthat can be (i) manipulated ex vivo and/or in vivo to induce differentiation (the
completion of development) and (ii) used as biomarkersto explain the variability of the clinical symptoms after
surgical closure.

Editorial Comment

Thisisanother pioneer study from thisgroup of investigators, which opened new windows on understanding
and treatment of bladder exstrophy-epispadias complex (BEEC).

The authors used the microarray technique to identify the global genetic differences between bladder
exstrophic smooth muscle cells (ESMCs) and normal bladder smooth muscle (SM) cells from patients who
underwent surgery for other conditions (not age matched). The authors were able to create a genetic signature
consisting of 961 genes that were over-expressed and 432 genes that were under-expressed in ESMCs.

The analysis of these signatures identified an over-expression of inflammatory genes and an under-
expression of developmental genes.

The authors emphasized that the data on inflammatory genes shows the importance of keeping the
bladder sterile after birth and would argue that an antibiotic should be given after birth. Also, the authors think
that it isimportant to note any possible pathogen exposure before surgery asaway to identify patientsthat can
potentially be at greater risk of complications, such as retention of inflammatory gene expression after in vitro
expansion and fibrotic tissue that could be identified during development. The data on inflammatory over-
expression could also explain why some patients have symptoms during childhood and others are asymptomatic.
Concerning the inflammatory issue, the authors demonstrated the importance of keeping the bladder sterile
after birth and argued that an antibiotic should be given after birth. They also think that it isimportant to note any
possible pathogen exposure before surgery asaway to identify patientsthat can potentially be at greater risk of
complications.
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Concerning developmen, the present microarray analysis shows that ESMCs are developmentally
immature relative to healthy SMCs. Thisissue was already demonstrated previously, neverthel ess, the present
dataisdataisoriginal becauseit givesamolecular explanation, identifying the presence of key developmental
pathways such as|L-6 and Wnt. Thisisfurther validated by the under-expression data set, which was comprised
of several biosynthetic processes.

Dr. Francisco J.B. Sampaio

Full-Professor and Chair, Urogenital Research Unit
Sate University of Rio de Janeiro

Rio de Janeiro, RJ, Brazl
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Tissueengineering of urethrausing human vascular endothelial growth factor gene-modified
bladder urothelial cells

GuanY, OuL, HuG WangH, XuY, Chen J, Zhang J, Yu Y, Kong D

Department of Urology, Institute of Urological Surgery, Tianjin Medical University, Tianjin, China
Artif Organs. 2008; 32: 91-9

Acquired or congenital abnormalities may lead to urethral damage or loss, often requiring surgical
reconstruction. Urethrocutaneous fistula and strictures are common complications, due to inadequate blood
supply. Thus, adequate blood supply isakey factor for successful urethral tissue reconstruction. In thisstudy,
urethral graftswere prepared by seeding rabbit bladder urothelial cells (UCs) modified with human vascular
endothelial growth factor (VEGF(165)) gene in the decellularized artery matrix. A retroviral pMSCV-
VEGF(165)-GFP vector was cloned by insertion of VEGF open reading frame into the vector pM SCV-GFP
(murine stem cell virus[M SCV]; green fluorescent protein [GFP]). Retrovirus was generated using package
cell line 293T. Rabbit UCs were expanded ex vivo and modified with either MSCV-VEGF(165)-GFP or
control MSCV-GFPretrovirus. Transduction efficiency was analyzed by fluorescence-activated cell sorting.
The expression of VEGF(165) was examined by immunofluorescence, reverse transcript-polymerase chain
reaction, Western blot, and enzyme-linked immunosorbent assay (ELISA). Decellularized rabbit artery ma-
trix was seeded with genetically modified UCs and was subsequently cultured for 1 week prior to subcutane-
ousimplantation into nude mice. Four weeks after implantation, theimplants were harvested and analyzed by
fluorescence microscopy, and by histologic and immunohistochemical staining. Ex vivo transduction effi-
ciency of UCs was greater than 50% when concentrated retrovirus was used. The modified cells expressed
both VEGF and GFP protein. Furthermore, the VEGF-modified UCs secreted VEGF in a time-dependent
manner. Scanning electron microscopy and histochemical analysis of cross sections of the cultured urethral
grafts showed that the seeded cellswere attached and proliferated on the luminal surface of the decellularized
artery matrix. In the subcutaneously implanted vessels, VEGF-modified cells significantly enhanced
neovascularization and the formation of a urethral layer compared to GFP-modified cells. These results
indicate that VEGF gene therapy may be a suitable approach to increase the blood supply in tissue engineer-
ing for treatment of urethral damage or |oss.

Editorial Comment

The regeneration of urethral strictures remains a challenge with different approaches being taken to
improve the long-term outcome. In most cases buccal mucosais the current gold standard (1). However, other

112



Urological Survey

approaches continue to be investigated so that a second surgical |ocation can be avoided which would signifi-
cantly decrease the patient’s discomfort and other potential postoperative risks.

In recent years, these approaches have focused on effortsto simplify the surgical approach through the
research of shelf-prepared material. Initsinitial stages, we began to use an organ specific acellular matrix and
found during regeneration that certain growth factors change significantly over time (2). Morerecently, different
approaches have been taken in order to overcome the well-known problem of back-drafts that occur during the
regeneration process (3).

The authors have advanced the regeneration process with the use of a seeded acellular artery matrix
using VEGF-expressing urathelials cells to improve the outcome for sustained urothelial reconstruction; the
results have been positive and resulted in afaster angiogenesis of the acellular matrix so that an almost normal
urethra has been created, which has been previously investigated for bladder regeneration (4). Basic fibroblast
growth factor (bFGF), hepatocyte growth factor (HGF), platel et derived growth factor-BB (PDGF-BB), vascu-
lar endothelial growth factor (VEGF), insulinlike growth factor-1 (IGF-1) and heparin binding epidermal growth
factor (HB-EGF) areinvolved during angiogenesis and inhibited significantly graft shrinkage (5).

However, despite the fact that certain grown factors are a necessity, today we (as the authors critically
self comment) still do not know which cellsareinfluencing the surrounding tissue. The reported approach could
be beneficid, if it ispossible that the acting growth factors can be timed so that possible side effectsare limited
similar to the demonstrated turnover of tissue engineered urothelium cells (6). Conversely, we have been ableto
culture and stratify a multi-layer urothelium out of urothelium cells harvested from a bladder wash that might
further improve regeneration (7). With these two different strategies, we must always bear in mind that the
acellular matrix used should be as similar as possible to support the best regeneration that also further demon-
stratesits influence in the re-vascul arization process (8).
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Early continence outcomes of posterior musculofascial platereconstruction during robotic and
lapar oscopic pr ostatectomy

Nguyen MM, Kamoi K, Stein RJ, Aron M, Hafron JM, TurnaB, MyersRP, Gill IS

Section of Laparoscopic and Robotic Surgery, Glickman Urological Institute, Cleveland Clinic, Cleveland,
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BJU Int. 2008; Jan 10 [Epub ahead of print]

Objectives: To detail thetechnique and evaluate in apreliminary study the effectiveness of posterior reconstruc-
tion of Denonvilliers musculofascia plate (PRDM P) in enhancing early continence after robotic and laparoscopic
radical prostatectomy (RP).

Patients and M ethods: Thirty-two consecutive patients having robotic or laparoscopic RP with PRDMP (group
1). Thirty previous patients not having PRDM P were compared as historical controls (group 2). Continence, as
measured by patient self-reporting of the number of pads used/24 h, was assessed at 3 days and 6 weeks after
catheter removal, by telephone interview. ‘ Continent’ was defined as the use of none or one pads, ‘ moderate
incontinence’ as two pads, and ‘ severe incontinence’ as more than two pads. Intraoperative transrectal ultra-
sonography (TRUS) was used to measure the membranous urethral length before and after PRDMP.

Results: At 3 days after catheter removal, more patientsin group 1 were continent than in group 2 (34% vs 3%,
P=0.007). At 6 weeks continence was again better in group 1 (56% vs 17%, P= 0.006). The mean length of the
membranous urethra on TRUS measured before RP, after RP but before the musculofascial suture, and after-
ward, was 15.6, 12 and 14 mm, respectively. Thus, reconstruction restored the length of the transected membra-
nous urethra by a mean of 2 mm.

Conclusions: PRDMP during robotic and laparoscopic RP leads to improved maintenance of membranous ure-
thral length and significantly higher early continencerates.

Editorial Comment

At the end of the 21% century, the first reports about the external urethral sphincter or rabdosphincter
can be found which discuss omega-shaped of striated muscle fibers innervated by the pudendal nerves (1,2).
With further investigationsit was demonstrated that the preservation of thelevator ani fasciahelpsto protect the
levator ani muscle, rhabdosphincter with its pudendal nerve branches (3). With the reconstruction of the poste-
rior fibrous raphe, early continence was revealed (4). The propagation of these findings for the robotic or
laparoscopic radical prostatectomy (RP) resultsin similar findings as previously reported for the open RP (5).

Similar results seem to be achieved with the reported preservation of the periprostatic nerve courses as
recently described by Hennenlotter et al. 2007, which might further avoid the discontinuation of the posterior fibrous
raphe (6). Therefore it might be suggested that the careful preservation of the extracapsular nerve courses espe-
cidly at the apex might be supportive for the sphincter function especially in the early postoperative phase.
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Prediction of pathological stageisinaccuratein men with PSA valuesabove 20 ng/mL

GallinaA, Jeldres C, Chun FK, Shariat SF, Briganti A, Walz J, Roehrborn CG, Saad F, Huland H, Graefen M,
Montorsi F, Karakiewicz PI

Cancer Prognostics and Health Outcomes Unit, University of Montreal, Montreal, Quebec, Canada
Eur Urol. 2007; 52: 1374-80

Introduction: We hypothesized that either very low (0-2.5 ng/mL) or very high (>20 ng/mL) PSA values may
limit the accuracy of pathological stage predictions. To test this hypothesis, we examined 5193 consecutive
patients subjected to radical prostatectomy (RP) for localized prostate cancer (PCa).

Material and Methods:. Patients were divided into three cohorts according to their pre-treatment PSA value: </
=2.5 (n=331), 2.51-20 (n=4545) and >20 ng/mL (n=317). Subsequently in each cohort, the ability of PSA,
clinical stage and biopsy Gleason sum was tested in multivariable logistic regression models predicting three
separate endpoints. extracapsular extension (ECE), seminal vesicle invasion (SVI) and lymph node invasion
(LNI). Predictive accuracy represented the performance benchmark. All models were adjusted for year of
surgery and subjected to 200 bootstrap resamples to reduce overfit bias.

Results: For PSA </=2.5 ng/mL, predictive accuracy was 76.7%, 72.3% and 82.8% for respectively ECE, SVI
and LNI. For PSA 2.51-20 ng/mL, the predictive accuracy for the same endpoints was 67.8%, 77.4% and
81.6%. Finally, for PSA > 20 ng/mL, predictive accuracy was 63.6%, 63.7% and 70.6%.

Conclusions: Theahility to predict pathological stagein patientswith PSA vauesin excessof 20 ng/mL significantly
decreased, compared to patients with lower PSA values. Therefore, accurate staging of these patients may
require alternative markers or staging schemes.

Editorial Comment

Theauthors of thismulti-institutional survey investigate whether the current prognosticators and tables
(e.g. Partin) are useful in very low and very high PSA levels. They analyzed the radical prostatectomy results
of 5193 patients.
Altogether, the predictive accuracy was rather satisfactory even in the very low and the very high PSA ranges.
In the latter, predictive accuracy declined.
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It may be allowed to shed acritical view on the figures in detail, which may decrease the enthusiasm
for prognosticators somewhat. Overall, extracapsular extension (ECE) wasfound in 20.4% and seminal vesicle
invasion (SV1) in 10.6%. In the PSA range > 20 ng/mL, ECE was found in 30.6 % and SVI in 33.4 %.
Otherwise, still of patients 13% had ECE and 10% had SV in the PSA range below 2.5.

Dr. Andreas Bohle

Professor of Urology
HELIOS Agnes Karll Hospital
Bad Schwartau, Germany

Intravesical ingtillation of bacille Calmette-Guérin for superficial bladder cancer: cost-effectiveness
analysis

UchidaA, Yonou H, Hayashi E, IhaK, OdaM, Miyazato M, Oshiro Y, Hokama S, Sugaya K, OgawaY
Department of Urology, University of the Ryukyus School of Medicine, Okinawa, Japan

Urology. 2007; 69: 275-9

Objectives: Frequent recurrence of superficial bladder cancer isamajor problem that impairs patients' quality
of life. We studied the current treatment of superficial bladder cancer, including the economic aspects of
intravesical ingtillation.

Methods: A total of 138 superficial bladder cancers were assessed. The tumor characteristics and treatments
wereinvestigated during amean observation period of 86 months by univariate and multivariate analyses. The
costs associated with intravesical instill ation of bacille Calmette-Guérin (BCG) and its side effectswere subjected
to cost-effectiveness analysis.

Results: Tumor histologic examination revealed grade 1in 21 lesions, grade2in 60 lesions, grade 3in 40 lesions,
and unclassified in 17 lesions. The pathologic stage was Stage Tain 85 lesions, T1 in 47 lesions, and Tisin 6
lesions. Univariate and multivariate analyses showed that intravesical instillation of BCG wasthe most significant
factor preventing recurrence, and intravesical chemotherapy had noimpact on recurrence. The 5-year recurrence-
free survival rate was 78% and 28% for tumors with and without BCG instillation, respectively. The cost-
effectivenessratio of BCG instillation was approximately 3900 dollars/5-yr recurrence-free period.
Conclusions: Our results have indicated that BCG is an effective adjuvant therapy after transurethral resection
of superficia bladder cancer in the current medical environment.

Editorial Comment

The discussion on whether to give intravesical chemotherapy or immunotherapy is viable since many
years. Asthese authors state “ When prophylaxis with intravesical therapy isperformed, it isnecessary to strike
a balance between more benefit with severe side effects versus less benefit with mild side effects.” The
authors shed another perspective onto this discussion in analyzing and comparing the overall costs (including
costs of e.g. antibiotics) of intravesical chemotherapy and BCG immunotherapy against superficial bladder
cancer in 138 consecutive patients.

The figures are based on the Japanese health care system. Still, they are meaningful for the treatment
of superficial bladder cancer in toto.
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The treatment of BCG related complications are 11% of the total BCG treatment costs. As BCG
treated patients had significantly lower recurrence rates, the cost-effectiveness ratio was clearly in favor of
BCG immunotherapy with 525 US$ per year.

Dr. Andreas Bohle

Professor of Urology
HELIOS Agnes Karll Hospital
Bad Schwartau, Germany

A multicentre, randomised prospectivetrial comparingthreeintravesical adjuvant therapiesfor
intermediate-risk superficial bladder cancer: low-dosebacillus Calmette-Guerin (27 mg) ver sus
very low-dosebacillus Calmette-Guerin (13.5mg) ver susmitomycin C

Ojea A, Nogueira JL, Solsona E, Flores N, Gomez JM, Molina JR, Chantada V, Camacho JE, Pifieiro LM,
Rodriguez RH, IsornaS, BlasM, Martinez-Pifieiro JA, Madero R; CUETO Group (Club Urol 6gico Espafiol De
Tratamiento Oncol 6gico)

Complejo Hospitalario Universitario de Vigo, Vigo, Spain

Eur Urol. 2007; 52: 1398-406

Objective: The primary aim wasto search for lower doses of Bacillus Calmette-Guerin (BCG) that are effective
and have lower toxicity.

Methods: A low dose of BCG 27 mg was compared with BCG 13.5mg, using mitomycin C (MMC) 30 mg asthe
third arm of comparison. A total of 430 patientswith intermediate-risk superficial bladder cancer were randomised
into three groups. Instillations were repeated once aweek for 6 wk followed by another six instillations given
once every 2 wk during 12 wk.

Results: There was asignificantly longer disease-freeinterval for BCG 27 mg versus MM C 30 mg (p=0.006).
Therewere no statistically significant differences between BCG 27 mg and BCG 13.5mg (p=0.165) or between
BCG 13.5mg and MM C 30 mg (p=0.183). Cox proportional hazards regression showed that disease-freeinterval
in the multivariate analysis was significantly better for primary disease and treatment with BCG 27 mg. There
were no significant differences among the three groups with regards to timeto progression and cancer-specific
survival time. Local and systemic toxicity were higher in both BCG treatment groups.

Conclusions: Onethird of the standard dose, BCG 27 mg, seems to be the minimum effective dose as adjuvant
treatment for intermediate-risk superficial bladder cancer, being more effective than MM C 30 mg. One sixth of
the standard dose, BCG 13.5mg, has the same efficacy as MM C 30 mg but it is more toxic.

Editorial Comment

Thistria isbased upon precioustrials from the CUETO group on low dose BCG in superficial bladder
cancer. Within these non-blinded trialslow dose BCG had shown areduction in side effects together with equal
efficacy against tumor recurrences. As with most trials, data on progression suffer from the relatively low
numbers of patients in each arm. Furthermore, the maintenance schedule with BCG was very different from
other trialsas a* slow-dose long-term schedule” was applied with 2-weekly instillations for 6 weeksfollowing
the typical 6 weeksinduction course.
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Still, there are meaningful results to be drawn from thistrial, which are generally important for BCG
immunotherapy. BCG immunotherapy is dose-dependent. One-third (27 mg) of the full dose (81 mg) may be
equally effective, but one-sixth certainly was inferior to one-third. The Kaplan-Meyer curves still showed
superior efficacy of all doses of BCG over MMC.

Dr. Andreas Bohle

Professor of Urology
HELIOS Agnes Karll Hospital
Bad Schwartau, Germany

Serial markersof boneturnover in men with metastatic prostate cancer treated with zoledronic
Acid for detection of bone metastases progression

LeinM, WirthM, Miller K, Eickenberg HU, Weissbach L, Schmidt K, HausU, Stephan C, Meissner S, Loening
SA, Jung K

Department of Urology, Charité Hospital Berlin Mitte, University Medicine Berlin, Berilin, Germany
Eur Urol. 2007; 52: 1381-7

Objectives: This study assessed the usefulness of serial measurements of bone turnover markersin men with
metastatic prostate cancer treated with zoledronic acid to detect disease progression.

Methods: Serum measurements of total alkaline phosphatase (tALP), bone-specific akaline phosphatase (bALP),
cross-linked N-terminal (NTx) and cross-linked C-terminal (CTx) telopeptidesof typel collagen, amino-terminal
procollagen propeptides of type | collagen (PINP), C-terminal telopeptides of type | collagen (ICTP), and
prostate-specific antigen (PSA) were performed in 77 prostate cancer patients suffering from bone metastases
and treated with zoledronic acid up to 15 mo. Fifty patientswerewith and 27 patients without objective evidence
of metastatic bone progression during the administration of zoledronic acid.

Results: The baseline bone marker concentrations were not significantly different between the groups. After
administration of zoledronic acid all bone markers except of ICTP decreased compared with baseline. CTx
showed the greatest decrease. In patients with metastatic bone progression PINP, tALP, bALP, and ICTP
were significantly higher at weeks 24, 36, 48, and 60 after starting treatment with zoledronic acid compared
with patients without progression. In addition to the information of prostate-specific antigen as a monitoring
parameter, the bone formation marker showed a better distinction between patients with and without disease
progression.

Conclusions. Selected bone turnover markers provide valuable information regarding progression of bone
metastasisin men with metastatic prostate cancer under bisphosphonate therapy. The clinical impact should be
confirmed in prospective randomised studies.

Editorial Comment
Many patients with prostate cancer ultimately suffer from bone metastases. In thistrial, bone turnover
markerswere analyzed with regard to their predictive val ue upon progression in patients with bone metastases.
Basically, PSA was the most important marker to predict progression. All patients received zoledronic
acid resulting in aninitial reduction of boneturnover markers. Interestingly, if theseinitial levelsweretaken as
baseline, a subsequent increase was a significant predictor of bone progression.
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Thus, boneturnover markers could become an important tool in the monitoring of patientswith advanced
prostate cancer.

Dr. Andreas Bohle

Professor of Urology
HELIOS Agnes Karll Hospital
Bad Schwartau, Germany

NEUROUROLOGY & FEMALE UROLOGY

Predictor sof successwith postoper ativevoidingtrialsafter amid urethral slingprocedure
Wheeler TL 2nd, Richter HE, Greer WJ, Bowling CB, Redden DT, Varner RE

Department of Obstetrics and Gynecology, Division of Women’s Pelvic Medicine and Reconstructive
Surgery, University of Alabama at Birmingham, Birmingham, Alabama, USA

JUrol. 2008; 179: 600-4

Purpose: We identified predictors of passing avoiding trial after incontinence surgery with amid urethral sling
and examined if successful performance on avoiding trial was maintained.

Materials and Methods: A total of 89 women scheduled for incontinence surgery were enrolled from July 2005
until April 2006. Voiding trialswere performed the day of discharge from the hospital, with atwo-thirdsvolume
void after a300 mL fill considered passing. Those who passed underwent a second voiding trial 3 hours later.

Results: Of the participants 60 (67.4%) underwent tension-free vaginal tape surgery, 29 underwent transobturator
tape (32.6%) and 64 (71.9%) underwent concurrent vaginal repairs. A total of 59 (67.0%) participants passed
thefirstvoiding trial. Univariate analysisidentified 12 potential predicting variablesfor passing thefirst voiding
trial. Fromthese 12, model building viabackward stepwisel ogistic regression found maximum flow on preoperative
uroflowmetry to be the only significant predictive variable (p = 0.0002). Of the 59 women who passed theinitial
voiding trial 9 (16.4%) failed the second voiding trial. None of the 11 participants who had maximal flow rates
greater than 30 cc per second failed thefirst or second voiding trial, whereas 17 of 22 subjects (77.3%) who had
maximal flow rates less than 15 cc per second failed either of these trials.

Conclusions: Maximum flow rates on preoperative uroflowmetry were the best predictor of passing aninitia
voiding trial after undergoing amid urethral sling procedure for incontinence. However, the ability to maintain
performance on a second voiding trial, even only 3 hours after passing aninitial trial, is not assured.

Editorial Comment

Theauthors prospectively studied acohort of patientswith regard to their ability to successfully void on
the day of their discharge after anti-incontinence surgery. The patients were asked to complete two “fill-pull”
trial of voidsusing 300 cc’sof instilled fluid to seeif they could go homewithout their urinary catheter. Successful
voids were characterized by at least two-thirds of the bladder instillate being voided out over a ten-minute
period. Theinvestigators subsequently reviewed the patients’ clinical historiesand urodynamic evaluationsand
based on 51 potential predictors noted that the maximum flow rates were the best predictor of passing the first
voiding trial. Nevertheless, voiding well thefirst time did not guarantee that the patient would pass the second
voiding test.

| found this an interesting contribution to the literature if only to remind surgeons of the challenge of
postoperative voiding function. Successful initial voiding does not rule out subsequent urinary retention: the
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authors noted that approximately 16% of their population failed the second voiding trial and ultimately ended up
with acatheter upon dischargeto home. Inaddition, their flow diagram reveal sthat approximately one-third of
their patients had to leave the hospital with a catheter. We have all shared in the muted appreciation of a
postoperative patient who must go home with a catheter after her surgery.

Dr. Steven P. Petrou

Associate Professor of Urology

Chief of Surgery, S. Luke's Hospital

Associate Dean, Mayo School of Graduate Medical Education
Jacksonville, Florida, USA

Doesuroflow predict 1 SD?

Smith PP, Appell RA

Scott Department of Urology, Baylor College of Medicine, Houston, Texas, USA
Neurourol Urodyn. 2008; 27: 40-4

Aim: The term superflow has been given to abnormally high flow rates in women, and has been thought to be
indicative of intrinsic sphincteric deficiency (1SD), as ISD is associated with low urethral pressure. Pelvic
organ prolapse (POP) damages the sphincteric mechanism extrinsic to the urethra. The aim of this study was
to determineif 1SD can be predicted from voiding flow ratesin women with symptomatic POP.

Methods: The charts of 82 patients who had undergone surgery for repair of symptomatic vaginal prolapse
werereviewed. Uroflow and urodynamic endpointswere compared between dry and stressincontinent patients,
and correlations between abdominal leak point pressures (LPP) and pressure/flow data evaluated.

Results: Average maximum flow (Q(max)) at uroflow was greater than at urodynamics with no significant
differencein voided volumes. Twenty eight patientswere found to have urodynamic stressincontinence (SUI),
and an additional 19to have* occult” stressincontinence. Patientswith SUI had higher flow rates at urodynamics
than continent patients. Voiding detrusor pressures and flow rates were not different when categorized by L PP
cutoffs of 100 and 60 c/w. Abdominal leak point pressure did not significantly correlate with any uroflow or
urodynamic pressure/flow parameter.

Conclusions: Flow rates, whether determined by uroflow testing or at urodynamics, are not predictive of ISD as
defined by alow abdominal leak point pressure, in patients with symptomatic POP. Either the effect of 1SD on
flow ratesisanon-linear complex relationship or LPP does not adequately define I SD.

Editorial Comment

The authors examine the correlation of catheter free uroflow to the presence of intrinsic sphincter
deficiency during urodynamic evaluation in a population of patients with symptomatic pelvic organ prolapse.
This population was selected in that it was conjectured that the pelvic organ prolapse group would offer the
truest evaluation of urethral sphincter function since the impact of the external sphincter mechanism would be
minimized secondary to their anatomic pathology. The authors found that catheter free uroflow rates were not
correlated to leak point pressures in this select population of women (symptomatic pelvic organ prolapse and
stress urinary incontinence).

An excellent article from anoted leader in the field. The introduction and discussion section alone are
worth reading for the commentary and description of the continence control mechanisms. | found it interesting
that in review of the tables and the results section there was no notation of variability of voiding pattern: pure
Valsalvavoiders; combined detrusor contraction with Valsalvavoiding; and voiders who empty their bladder by
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relaxing the pelvic floor. All who have evaluated female voiding dysfunction have found the noted voiding
patterns at timesto be very confounding with regards to analysis secondary to their variability (1).

Reference
1 Lemack GE: Urodynamic assessment of bladder-outlet obstructioninwomen. Nat Clin Pract Urol. 2006; 3: 38-44.

Dr. Steven P. Petrou

Associate Professor of Urology

Chief of Surgery, &. Luke’'s Hospital

Associate Dean, Mayo School of Graduate Medical Education
Jacksonville, Florida, USA

PEDIATRIC UROLOGY

Passerini-Glazel feminizing genitoplasty: modificationsin 17 year sof experiencewith 82 cases.
LesmaA, Bocciardi A, Montorsi F, Rigatti P

Department of Urology, Vita-Salute University, San Raffaele Hospital, Milan, Italy

Eur Ural. 2007; 52: 1638-44

Objectives: To describe modifications of Passerini-Glazel feminizing genitoplasty and report on long-term functional
outcome.

Methods: Modificationsinclude vaginal dissection and disconnection from the urethrovaginal sinusastheinitial
stage of the procedure; large dissection of the neurovascular bundle on both dorsal and lateral faces of the
clitoris; plication of the skin around the reduced clitoris; and suturing the lateral edge of the proximal portion of
the mucocutaneous plate with the labia majora’s medial edge to a plane deeper than the subcutaneous tissue.
These modifications reduce bleeding and operating time, better preserve clitoral sensitivity, form the clitoral
prepuce, and create labia minora.

Results: Eighty-two patients underwent modified Passerini-Glazel feminizing genitoplasty. M ean operating time
was 120min (range: 100-180). Forty-six patients (46 of 82, 56%) were assessed at a mean follow-up of 5 yr
(range: 2-9). There were no cases of clitoral vascularization defect or urethrovagina fistula. The urethral
meatus was never hypospadic. The vaginal introitus was large and elastic in al cases. Vaginal caliber at the
internal suturelinewasaslarge asthe vaginal introitusand the distal native vaginain 20 (43.5%) of the 46 girls.
All mothers and patients reported satisfaction with external genital appearance.

Conclusions. These long-term results suggest that our modifications of one-stage Passerini-Glazel feminizing
genitoplasty facilitate the procedure and produce good cosmetic results.

Editorial Comment

In this manuscript, consecutive cases from 1988-2005 were reviewed. 82 primary cases were done by
the Passerini-Glazel feminizing genitoplasty technique with some modifications. Therewere 22 remaining cases
that had undergone surgery elsewhere and the primary cases were operated in an average age of two years
while the secondary cases were operated at an average age of 13 years. The manuscript has a good description
of the procedure and excellent diagramsfor those who might be lessfamiliar with the procedure. Complication
rates of the procedures seem acceptable and the long-term follow up that was done. 56% of the patients
underwent general anesthesia months to years after surgery showing good results.
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Modifications of the procedures recommended by the authors were:

1. to dissect the urogenital sinus from the vagina first before it is separated from the corporal cavernosal

bodies

complete removal of the corporal spongiosum minimizes bleeding and operating time

it isimportant to separate the posterior vaginal wall from the inferior urethral wall for alength of about 1

cm, which allows mobilization of the native urethraand avoids vaginal stenosis

4. to reduce vaginal stenosis at the suture line they recommend aggressive removal of the distal dysplastic
segment of the vagina

5. make a U-shaped inverted skin flap in the perineum to rotate in and become part of the vaginal exterior
sutureline

6. make incisions in the corporal cavernosal bodies at 3 and 9 o’ clock to minimize neurovascular bundle
compromise

7. if theglansclitoris needs to be reduced they recommend awedge from the ventral midline rather than two
lateral trianglesaswasoriginally described
This procedureis helpful in difficult urogenital sinus cases and this manuscript and itsillustration will be

beneficial to surgeons who undertake these procedures.

w N

Dr. Brent W. Snow

Division of Urology

University of Utah Health Sci Ctr
Salt Lake City, Utah, USA

Lymphatic-sparing lapar oscopic varicocelectomy ver susmicroscopic varicocelectomy: istherea
difference?

VanderBrink BA, Palmer LS, Gitlin J, Levitt SB, Franco |

Division of Pediatric Urology, Schneider’s Children Hospital, New Hyde Park, New York, USA
Urology. 2007 Dec;70(6):1207-10

Objectives: Theideal operation for the adol escent varicocel es has been debated for many yearsas new techniques
or advancesin existing technology develop. Itiswell acknowledged that the Palomo procedure hasanegligible
recurrence rate but a very high postoperative hydrocele rate compared with a microscopic varicocel ectomy
(MV). We sought to determine whether lymphati c-sparing | aparoscopic varicocel ectomy (LSLV) could provide
similar negligible recurrence rates as the Palomo approach with the negligible postoperative hydrocele rate
seen with MV,

Methods: We performed a retrospective chart review of patients who underwent either an MV (n = 31) or
LSLV (n=28). Inthe MV group, the artery and the lymphatics were spared, whereas in the LSLV group, the
artery and veins were taken en masse. Statistical analysisincluded paired Student t-test and Chi-square test for
continuous and categorical variables, respectively.

Results: Preoperative testis volumes were not different nor were the postoperative testis volumes between
groups. Mean operating time was significantly longer in the MV than the LSLV group (140 minutes versus 51
minutes, P <0.01). With a mean time since surgery of 2 years, we observed only one patient with a recurrent
varicocele (MV group); only one patient developed a hydrocel e requiring hydrocelectomy (LSLV group).
Conclusions. Our early dataindicate that LSLV and MV are comparable in preventing varicocele recurrence
and formation of hydroceles. The primary difference between the procedures is the surgical time, with the
LSLV being much faster to perform.
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Editorial Comment

This study is a comparison between 31 patients with a microscopic varicocel ectomy technique in 28
patients with alymphatic-sparing laparoscopi ¢ varicocel e technique over a28-month period. Indicationsfor the
surgery were either pain or testicular hypotrophy defined as a 20% volume difference between testicles.
Postoperative checks were at one week, six months and every 6-12 months thereafter. Testicular ultrasounds
were encouraged postoperatively. Age and grade of varicocelesand bilateralism were not statistically significant
between the groups. There were no immediate postoperative complications. There were no testis volume
differences postoperatively on the 64% of patients who had ultrasounds and the left testis volume increased
postoperatively in both groups. Only one recurrent varicocele was seen in the microscopic group and nonein
the laparoscopic group. There was one patient in the laparoscopic group who developed a hydrocele
postoperatively that has subsequently been repaired.

Several techniques reported in the literature correct varicoceles. The micrascopic technique has had
the lowest varicocele recurrence and hydrocele development rates. This study shows that a laparoscopic
lymphatic-sparring technigue has as good of results as the microscopic group. It is good to know that the
laparoscopic technique can have similar success rates and the major advantage of the laparoscopic technique
in the study is shorter operating times by an hour-and-one-half. It may be that in the future laparoscopic
techniques may be morefamiliar to urologists than the microscopic techniques, but only timewill tell.

Dr. Brent W. Snow

Division of Urology

University of Utah Health Sci Cir
Salt Lake City, Utah, USA
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