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STONE DISEASE

Percutaneous nephrolithotomy for caliceal diverticular calculi: a novel single stage approach
Kim SC, Kuo RL, Tinmouth WW, Watkins S, Lingeman JE
Methodist Hospital Institute for Kidney Stone Disease, Indiana University School of Medicine, Indianapolis,
Indiana, USA
J Urol. 2005; 1734: 1194-8

Purpose: Current percutaneous treatment of symptomatic caliceal diverticular calculi involves renal
access, stone removal, dilation of the diverticular communication, fulguration of the cavity and placement of a
nephrostomy tube. We reviewed the outcomes of patients undergoing a novel single stage percutaneous
nephrolithotomy technique for radiopaque caliceal diverticular stones that eliminates ureteral catheterization
and entry into the renal collecting system.

Materials and Methods: A total of 21 patients (8 male and 13 femaleincluding 1 bilateral) with amean
age of 42.4 years underwent percutaneous nephrolithotomy for caliceal diverticular stonesfrom February 2001
to May 2003. Of the diverticula 12 were upper pole, 4 wereinterpolar and 6 were lower pole. Infracostal access
was established by the urologist directly onto the radiopague stones without the aid of a ureteral catheter. After
balloon tract dilation a 30Fr Amplatz sheath was placed and following stone removal the diverticulum was
fulgurated. The infundibulum was neither cannulated nor dilated. A 20Fr red rubber catheter or an 8.5Fr Cope
|oop was placed into the diverticulum. Stone-free status was assessed by noncontrast computerized tomography
on postoperative day 1 (POD1). The drainage tube was removed if there was no urine drainage and the kidney
was stone-free. Excretory urography was performed at 3 months to evaluate diverticular resolution.

Results: Of 21 patients 20 were discharged home tubeless on POD1 and 18 of 21 (85.7%) rena units
were stone- free on POD1 noncontrast computerized tomography. Mean operative time was 58.5 minutes and
mean stone burden was 138.9 mm. Mean stone diameter was 11.6 mm and mean diverticular diameter was 15.3
mm. Of 22 renal units 16 had followup excretory urography. All diverticula decreased in size and 14 (87.5%)
had complete resolution.

Conclusions: In patients with symptomatic radiopaque caliceal diverticular stones, a single stage
procedure without the need for ureteral catheterization combined with direct infracostal diverticular puncture
alowsfor arapid procedure with little morbidity.

Editorial Comment

A variety of minimally invasive treatment optionsis available for the treatment of stone-bearing calicea
diverticula, including SWL, ureteroscopy, PCNL and laparoscopy. Among these, the percutaneous approach has
been shown to offer the most consistent stone-free, symptom-free and diverticulum-free results. However, thereis
no consensus asto the optimal technique for management of the diverticulum or the diverticular neck. While most
investigators recommend fulguration of the diverticulum, some additionally advocate identification and treatment
of the diverticular neck with dilation or endoincision to assure drainage from apersistent diverticular cavity inthe
event ablation fails. Others, however, fed that treatment of the cavity is sufficient and recommend no treatment of
theneck, sincetreatment addstimeand risk to the procedure, primarily by way of bleeding, and generally necessitates
placement of atransdiverticular drainage tube for afew daysto aweek to assure a patent tract.

Although outcomes with the various percutaneous approaches have been excellent, Kim and colleagues
challenge the need for additional retrograde access to facilitate identification and treatment of the diverticular
neck by advocating simple subcostal accessto the diverticulum, fragmentation/removal of the stone and fulguration
of the cavity without addressing the diverticular neck. With this approach, a stone free rate of 86% was achieved,
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and in 88% of casesthe diverticulum resolved completely or wasreduced in size. Thisapproach hasthe advantage
of avoiding asupracostal approach in most cases of upper pole diverticula since accessinto the collecting system
is not necessary and consequently a cephalad-directed access tract, below the 12th rib, will provide adequate
accessto the diverticulum. Although symptomatic outcomeswere not addressed in this study, it isprobably safeto
assumethat at least the 88% of patients rendered stone free and in whom the diverticulum resolved are symptom-
free. Of note, the key to the success of these difficult casesisin the access. Provided the stoneisvisibleto provide
atarget for percutaneous puncture, this approach can be successful. However, in some cases the diverticulum is
difficult toidentify fluoroscopically without theaid of retrogradeinstillation of contrast to opacify thediverticulum,
inwhich case, auretera catheter or occlusion balloon can be awelcome aid.

Dr. Margaret S. Pearle

Associate Professor of Urology
University of Texas Southwestern Med Ctr
Dallas, Texas, USA

Emer gency extracor poreal shockwave lithotripsy for acute renal colic caused by upper urinary-tract
stones
Kravchick S, Bunkin I, Stepnov E, Peled R, Agulansky L, Cytron S
Department of Urology, Barzilai Medical Center, Ashkelon, |srael
J Endourol. 2005; 19: 1-4

Purpose: To evaluate emergency SWL for the treatment of upper urinary-tract stones causing rend colic.

Patients and Methods. Between January 1999 and June 2003, 53 patients with a mean age of 46.6 years
(range 22-65 years) were enrolled. The inclusion criteria were acute rena colic, radiopague 5-mm to 1.5-cm
calculi in the ureteropelvic junction (N=10) or upper ureter (N=43), and no evidence of urinary-tract infection or
acute rena failure. The mean stone size was 7.14 mm (range 5-13 mm). Patients were randomly assigned to the
control (N=28) and study (N=25) groups using previously prepared cardsin envelopes. Patientsin the study group
underwent emergency SWL, while patientsin the control group underwent scheduled SWL within 30 days. Stone
status was eval uated 4 weeks after lithotripsy. There was no significant difference between the control and study
groups with respect to age, sex, stone location or volume, renal obstruction, or days spent in the hospital for pain
control. Available fragments of stones were sent for infrared spectroscopy. Preoperative and postoperative data
were compared in the two groups using SPSS 10.0 statistical software.

Results: The SWL treatment lasted 50 +/-11 minutes. The stone-free rates were 72% and 64% and the
efficiency quotients were 53% and 44% in study and control groups, respectively. Patientsin the control group
spent more time in the hospital (P=0.014) and in recovery at home (P=0.011).

Conclusion: Emergency SWL for acute renal colic caused by upper-ureteral stonesis a safe procedure
and offers effective release from pain and obstruction. It aso decreases hospitalization days and hastens return
to normal activity.

Editorial Comment

In most patients, acute renal colic resolveswithin 24-48 hours, and thuswhen treatment of an obstructing
stone is deemed necessary, the procedure can be scheduled electively. However, symptoms may recur, are
unpredictable and can necessitate repeat emergency room or office visits prior to planned treatment. As such,
for patients experiencing acute renal colic who have a low likelihood of spontaneous stone passage, acute
treatment may be desirable. However, itisnot clear if SWL success rates are compromised by the state of acute
colic or if pain resolves promptly with SWL treatment.
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Kravchick and colleagues randomized 53 patientswith acute renal colic dueto5to 15 mmisolated UPJ
or proximal ureteral calculi to undergo “emergency” SWL (within 48-72 hours) or elective SWL (within 30
days). Stone free rates, need for retreatment and auxiliary procedure rates were comparable between the 2
groups; however, the group treated “emergently” required fewer days in the hospital and missed fewer work
days compared with the group treated el ectively. Furthermore, no patientstreated “ emergently” required upper
tract drainage compared with 2 patients in the electively treated group. Unfortunately, time to resolution of
obstruction was not addressed.

This study suggeststhat SWL treatment of patients during or within a short time of an episode of acute
rena colic avoids unnecessary pain or need for intervention without compromising stone free rates. Other
investigators have likewise demonstrated that SWL treatment of patientswith high grade or complete obstruction
is associated with acceptabl e stone free rates and results in resol ution of the obstruction in most patients within
72 hours, thereby confirming the safety and efficacy of treatment under conditions of acute renal colic and/or
obstruction (1,2).

References

1. CassAS: In situ extracorporeal shock wave lithotripsy for obstructing ureteral stones with acute renal colic. J Ural.
1992; 148: 1786-1787, 1992.

2. BaertL, Willemen P: Immediatein situ ESWL as monotherapy in acute obstructive urolithiasis: useful or not? JLithotr
Stone Dis.: 2: 46-48, 1990.

Dr. Margaret S. Pearle

Associate Professor of Urology
University of Texas Southwestern Med Ctr
Dallas, Texas, USA

ENDOUROLOGY & LAPAROSCOPY

Evolution of hand-assisted lapar oscopic surgery
Boland JP, Kusminsky RE, Tiley EH, Tierney JP
Department of Surgery, Robert C. Bryd Health Science Center, University of West Virginia, Charleston, West
Virginia, USA
J Endoural. 2005; 19: 133-5

The authors described the history of the first hand assisted splenectomy and nephrectomy, as well as,
then the development of hand assisted devices and |aparoscopic equipment. The use of |aparoscopic endo-Gl
staplerswas not universally accepted among surgeons creating controversy, instrument that became standardin
all major laparoscopic ablative surgery.

This manuscript aso helps us to understand the importance of societies, associations and their specific
publications to better disseminate information, ideas and technology.

Editorial Comment

Sincethefirst laparoscopic procedurewas performed inintrabdomina organs, technology and techniques
evolved including the hand-assisted |aparoscopic surgery. This paper describes the complexity of developing
new surgical techniques and the roadblocks that one may encounter despite the efficient surgical team and
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willingness of a group of surgeons and their institution. The authors aso illustrate the importance of specific
societies that can promote the dissemination of ideas and information.

Dr. Fernando J. Kim

Assistant Professor of Urology

University of Colorado Health Sciences Center
Denver, Colorado, USA

L aparoscopic radical prostatectomy
Trabuls EJ, Guillonneau B
Section of Minimally Invasive Surgery, Department of Urology, Memorial Sloan K ettering Cancer Center,
New York, New York, USA
J Urol. 2005; 173: 1072-9

Purpose: After the pioneering period when only few teams were performing the procedure, the
|aparoscopic approach to radical prostatectomy has become widespread with several technical variations. A
comprehensive review of the published literature on laparoscopic radical prostatectomy was performed to
determinethe current state of the art of thissurgical innovation in terms of perioperative parameters, functional
results and cancer control.

Materialsand Methods: English language, peer-reviewed articles published before June 2004 concerning
laparoscopic radical prostatectomy werefound by MEDLINE query. All articleswere analyzed and nonewas a
priori excluded. Conclusions were drawn from series of 50 or more patients.

Results: Laparoscopic radical prostatectomy is being performed at multiple centers worldwide using
various surgical approaches and technologies. Analysis of perioperative parameters, including surgical blood
loss, operative time, complications and conval escence, demonstrated low morbidity and showed a clear trend
toward improvement with increased experience. The reported positive surgical margin rates were lower in
series that are more recent. As measured by prostate specific antigen recurrence and disease-free intervals,
oncological results and cancer control rates are difficult to ascertain in the immature series published to date.
Functional resultsin terms of postoperative urinary and sexual function appear encouraging.

Conclusions: Overal, the current operative, oncological and functional results of laparoscopic radical
prostatectomy appear to approximate those of open radical retropubic prostatectomy. These results justify the
considerable interest of the urological community in laparoscopy, as evidenced by its widespread application.
Nevertheless, longer follow-up and more mature data are needed definitively to establish laparoscopic radical
prostatectomy as an alternative to the retropubic approach.

Editorial Comment

It is clear that laparoscopic radical prostatectomy is a surgical technique that can be learned and
reproduced anywherein the globe. Long-term datais still lacking in terms of oncological safety but overall this
is atechnique that seems comparable to open retropubic prostatectomy.

Dr. Fernando J. Kim

Assistant Professor of Urology

University of Colorado Health Sciences Center
Denver, Colorado, USA
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IMAGING

Correlation of proton MR spectraoscopic imaging with Gleason score based on step-section pathologic
analysis after radical prostatectomy
Zakian KL, Sircar K, Hricak H, Chen HN, Shukla-Dave A, Eberhardt S, Muruganandham M, EboraL,
Kattan MW, Reuter VE, Scardino PT, Koutcher JA
Department of Medical Physics, Memoria Sloan-Kettering Cancer Center, New York, NY, USA
Radiology. 2005; 234: 804-14

Purpose: To determine whether hydrogen 1 magnetic resonance (MR) spectroscopic imaging can be
used to predict aggressiveness of prostate cancer.

Materidsand Methods: All patients gaveinformed consent according to an ingtitutionally approved research
protocol. A total of 123 patients (median age, 58 years; age range, 40-74 years) who underwent endorectal MR
imaging and MR spectrascopi ¢ imaging between January 2000 and December 2002 were included. MR imaging
and spectroscopy were performed by using combined pelvic phased-array and endorecta probe. Water and lipids
were suppressed, and phase-encoded data were acquired with 6.2-mm resolution. Voxels in the peripheral zone
were considered suspicious for cancer if (Cho + Cr)/Cit was at least two standard deviations above the normal
level, where Cho represents choline-containing compounds, Cr represents creatine and phosphocreatine, and Cit
represents citrate. Correlation between metabolite ratio and four Gleason score groups identified at step-section
pathologic evaluation (3 + 3, 3+ 4, 4 + 3, and > or =4 + 4) was assessed with generalized estimating equations.

Results: Data from 94 patients were included. Pathologic evaluation was used to identify 239 lesions.
Overall sensitivity of MR spectroscopic imaging was 56% for tumor detection, increasing from 44% in lesions
with Gleason score of 3 + 3t0 89% in lesionswith Gleason score greater than or equal to 4 + 4. Therewasatrend
towardincreasing (Cho + Cr)/Cit with increasing Gleason scorein lesionsidentified correctly with MR spectroscopic
imaging. Tumor volume assessed with MR spectroscopic imaging increased with increasing Gleason score.

Conclusion: MR spectroscopic imaging measurement of prostate tumor (Cho + Cr)/Cit and tumor
volume correlate with pathol ogic Gleason score. Thereisoverlap between MR spectroscopicimaging parameters
at various Gleason score levels, which may reflect methodol ogic and physiol ogic variations. MR spectroscopic
imaging has potential in noninvasive assessment of prostate cancer aggressiveness.

Editorial Comment

MR spectroscopic imaging of prostate provides metabolic data to the anatomical data obtained with
conventional MR imaging. This technique has demonstrated an improvement in localizing cancer to a sextant
of the prostate, estimating extracapsular extension, ng the aggressiveness of prostate cancer and in
localizing hidden suspicious areas of cancer in patientswith rising PSA and negative prior biopsies. Specifically,
MR spectrafrom regions of prostate cancer show asignificant reduction or absence of citrate and polyamines,
while choline is elevated relative to creatine resulting in significant changes in the (choline + creatine)/citrate
ratio in regions of cancer . In this paper, the authors confirm previous study on the value of MR spectroscopic
imaging as a noninvasive tool to assess prostate cancer aggressiveness. Thisis avery important contribution
since prostate cancer aggressivenessis akey predictor of patient outcome. Several studies have shown that the
biopsy resultsarelimited in the determination of all cancer and Gleason grades. In the present study the authors
showsthat when compared with radical prostatectomy results, biopsy was used to correctly predict the pathologic
Gleason scorein only 64% of patients, 27 % were upgraded and 9 % downgraded. Another interesting observation
wasthat the tumor volume, asdefined by the number of M R spectroscopicimaging positivevoxels, waspositively
correlated with Gleason score. In other words, MR spectroscopic imaging measurements of prostate tumor
(Cho + Cr) / Cit and tumor volume correlate with pathol ogic Gleason score.
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In this study, they had asub-optimal overall sensitivity of MR spectroscopic imaging for cancer Gleason
3+3. Thisresults are very different from ours .We had a much higher sensitivity than 44% for the detection of
tumor Gleason 3+3. One possible explanation is probably related to the fact that the authors used air in the
endorecta coil. By switching the air to liquid perfluorocarbon, in the last 2 years, we were able to obtain much
better MR spectra with superior metabolites discrimination and superior detection of tumor Gleason 3+3.
Similarly to the authors we have found higher (Cho+Cr) / Cit ratios in patients with tumor with higher Gleason
scores.

References
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prostate cancer. Neoplasia. 2000; 2: 166-189.
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Chief, Department of Radiology
Vera Cruz Hospital
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Evaluation of the renal venous system on late arterial and venous phase images with MDCT
angiography in potential living laparoscopic renal donors
Kawamoto S, Lawler LP, Fishman EK
The Russell H. Morgan Department of Radiology and Radiological Science, Johns Hopkins Hospital,
Baltimore, MD, USA
AJR Am J Roentgenol. 2005; 184: 539-45

Objective: The objective of our study was to assess whether both renal arteries and renal veins can be
evaluated using single-phase MDCT data sets alone to eliminate the need for both arterial and venous phase
data sets.

Materials and Methods: One hundred consecutive potential living renal donors who underwent 4-
MDCT wereevauated. CT was performed with 120 mL of IV contrast material at an injection rate of 3 mL/sec.
Both late arterial and venous phase acquisitions were obtained at 25 and 55 sec from the start of 1V contrast
injection, respectively. The number of theright and left renal veins and its anatomic variations were assessed by
tworeviewers. Latearterial phaseimageswere evaluated initially, and then venous phase images were analyzed
to assess opacification of therenal vein and to see whether venous phase data sets changed or added information
about the venous anatomy as seen on late arterial phase images.

Results: The retroaortic left renal vein was found in two subjects, and the circumaortic left renal vein
was detected in three subjects. The renal veins were adequately opacified on late arterial phase imagesin all
subjects. There were six subjects who had a normal left renal vein with a small posterior branch coursing
posterior to the aorta and draining into the inferior vena cava, which were difficult to differentiate from the
lumbar vein or ascending lumbar vein; in three of these six subjects, the small posterior branch was opacified
only on venous phase images.
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Conclusion: Late arterial phase images obtained at 25 sec after the start of contrast injection can reved
the renal vein anatomy except for a small posterior branch of the left renal vein difficult to differentiate from
the lumbar or ascending lumbar vein, as seen in three subjects. The data suggest that venous phase imaging is
not necessary for the evaluation of renal vein anatomy.

Editorial Comment

Recently, several studies have shown that helical multidetector CT angiography has the potential to
replace excretory urography and renal angiography in the evaluation of potential living renal donors. Aswe
know this evaluation should include the assessment of renal arteries, renal parenchyma, collecting system
and renal venous system. In order to obtain such complete evaluation several acquisitions should be used
(pre-contrast and 25 sec, 70-80 sec, and 180 sec after the start of an intravenousinjection of contrast material).
It is evident that the radiation dose delivered to living donor will increase with the number of acquisition
performed. The purpose of this paper wasto assess whether both renal arteriesand renal veins can be evaluated
using single-phase helical multidetector CT angiography in an attempt to eliminate the need for both arterial
and venous phases. The authors concluded the late arterial phase images obtained at 25 sec adequately
demonstrated renal arteries and the right and left renal veins in all subjects, but in 7% and 16% of the
patients they could not demonstrate the left adrenal vein and left gonadal vein. This can be considered a
relatively limitation of this study since the adrenal vein and gonadal veins are tributary of the left renal vein
in amost all individuals. For an adequate and global evaluation of the living donor who is going to be
operated by alaparoscopic hephrectomy, some institutions, including ours, prefer the utilization of magnetic
resonance imaging. MR-angiography presents 89.4% sensitivity, 94.1% specificity and 90.6% accuracy for
the demonstration of the arterial anomalies. For demonstration of the venous anomalies M R-angiography
has 98.3% sensitivity, 100% specificity and 98.4% accuracy. One of the greatest advantages of MR over CT
angiography is the fact that MR does no use ionizing radiation. For these reason we can perform, as many
acquisition are necessary in order to obtain a complete evaluation of the living donor. However, one of the
main limitations of MR imaging isitsinability to demonstrate urinary stones particularly those located in the
renal parenchyma. Thisinteresting study suggests that venous phaseimaging is not necessary for the evaluation
of renal vein anatomy. However, alarge number of patients need to be studied using this single phase protocol
in order to validate this conclusion.

References

1. JhaRC, Korangy SJ, Ascher SM, TakahamaJ, Kuo PC, Johnson LB: MR Angiography and preoperative eval uation for
laparoscopic donor nephrectomy. AJR Am J Roentgenol. 2002; 178: 1489-1495.
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Chief, Department of Radiology
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UROGENITAL TRAUMA

Selective nonoper ative management in 1,856 patients with abdominal gunshot wounds: should routine
laparotomy still bethe standard of care?
Velmahos GC, Demetriades D, Toutouzas KG, Sarkisyan G Chan LS, Ishak R, Alo K, Vassiliu P, Murray JA,
SalimA, Asensio J, Belzberg H, Katkhouda N, Berne TV.
Department of Surgery, Division of Trauma and Critical Care, University of Southern California Keck
School of Medicine, LosAngeles, California, USA
Ann Surg. 2001; 234: 395-402; discussion 402-3

Objective: To evaluatethe safety of apolicy of selective nonoperative management (SNOM) in patients
with abdominal gunshot wounds.

Summary Background Data: Sel ective nonoperative management is practiced extensively in stab wounds
and blunt abdominal trauma, but routine laparotomy is still the standard of care in abdomina gunshot wounds.

Methods: The authors reviewed the medical records of 1,856 patients with abdominal gunshot wounds
(1,405 anterior, 451 posterior) admitted during an 8-year period in a busy academic level 1 trauma center and
managed by SNOM. According to this policy, patients who did not have peritonitis, were hemodynamically
stable, and had areliable clinical examination were observed.

Results: Initialy, 792 (42%) patients (34% of patients with anterior and 68% with posterior abdominal
gunshot wounds) were selected for nonoperative management. During observation 80 (4%) patients devel oped
symptoms and required a delayed |aparotomy, which revealed organ injuriesrequiring repair in 57. Five (0.3%)
patients suffered complications potentially related to the delay in laparotomy, which were managed successfully.
Seven hundred twelve (38%) patients were successfully managed without an operation. Therate of unnecessary
|aparotomy was 14% among operated patients (or 9% among al patients). If patients were managed by routine
|aparotomy, the unnecessary laparotomy rate would have been 47% (39% for anterior and 74% for posterior
abdominal gunshot wounds). Compared with patients with unnecessary laparotomy, patients managed without
surgery had significantly shorter hospital stays and lower hospital charges. By maintaining a policy of SNOM
instead of routine laparotomy, atota of 3,560 hospital days and US$9,555,752 in hospital charges were saved
over the period of the study.

Conclusion: Selective nonoperative management isasafe method for managing patients with abdominal
gunshot wounds in alevel 1 trauma center with an in-house trauma team. It reduces significantly the rate of
unnecessary laparotomy and hospital charges.

Editorial Comment

Thisisnot anew article, but it isan important one. By now, everybody knows that many renal injuries
can be treated nonoperatively: adult blunt injuries (1), pediatric blunt injuries (2), stab wounds (3), and even
some gunshot wounds (4). Understanding some of the other waysthat nonoperative (or “ selective”) management
of trauma patients has been applied can be very useful when managing your own patients. Hereis a paper from
amajor UStraumacenter, and written by well-regarded general surgery traumatol ogists, regarding 1,856 patients
with gunshot wound to the abdomen. At most centers, such wounds would be treated with 1,856 |aparotomies.
In this series, 1,046 (57%) patients that were hemodynamically stable, did not have peritonitis, and were
examinable (no significant head injury, etc.) were admitted to the intensive care unit for observation. No
laparotomy was performed unless the patients devel oped peritoneal signs or hypotension. Only 4% of patients
devel oped these symptoms and had to undergo delayed laparotomy. The benefits of avoiding the unnecessary
operations were obvious: unnecessary laparotomy rate decreased by 47% and observed patients enjoyed a
speedier discharge from the hospital.
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| think this study isamazing. Most of usthat care for gunshot victims “know” that if you are shot in the
abdomen you need a surgery. Clearly we were wrong. When you are trying to convince others or yourself to
expand you own use of nonoperative therapy in those cases where it may be prudent (most hemodynamically
stable renal injuries), remember this study.
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Assistant Professor of Urology
Wayne Sate University
Detroit, Michigan, USA

Transpelvic gunshot wounds: routine laparotomy or selective management?
Velmahos GC, Demetriades D, Cornwell EE 3rd
World J Surg. 1998; 22: 1034-8.

Mandatory exploration is the standard method for managing patients with gunshot wounds to the
abdomen and back. This policy is associated with a high incidence of unnecessary laparotomies and
significant morbidity. Reports from our center have shown that a policy of selective management, based
on clinical findings, is safe in such patients. Patients with bullet trgjectories that carry a high likelihood
for intraabdominal organ injury may constitute a subgroup at particular risk. The need for routine or
selective exploration in similar patients must be assessed. Therefore we decided to analyze patients with
transpel vic gunshot wounds. The objective of the study wasto examineif apolicy of selective management
of patients with transpelvic gunshot wounds is safe. This prospective study was conducted at an academic
level | trauma center. We admitted 37 patients with transpelvic gunshot wounds over a 12-month period.
All patients were managed according to a protocol that dictated |aparotomy in the presence of significant
clinical findings (peritoneal signs, hemodynamic instability, gross hematuria, rectal bleeding) and
observation in the absence of the above. Additional diagnostic workup was performed only in appropriate
cases rather than routinely. Nineteen (51.3%) patients were immediately operated on the basis of clinical
findings. Sixteen of these laparotomies were therapeutic. Eighteen (48.6%) patientswere initially observed.
Subsequently, three of them underwent exploration for development of abdominal tenderness. All three
laparotomies were nontherapeutic. The remaining 15 (40.5%) patients were successfully managed
nonoperatively. Therewere no delaysin diagnosisor missed injuries. Clinical examination had asensitivity
of 100% and specificity of 71.4% in detecting the need for laparotomy. A policy of selective management
isthus safe, even for patients who suffer gunshot wounds with a high likelihood for intraabdominal organ
injury. Clinical examination, supported by additional studies in appropriate cases, is the main method of
selecting patients for operation or nonoperative treatment.
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Editorial Comment

While the first paper deals with selective management of gunshot wounds to the back and abdomen,
this paper centers on gunshot woundsto the pelvis. It isamuch smaller study of only 37 patients, and asin the
2001 study cited previoudly, patientsonly had laparotomy if they had peritoneal signs, hemodynamicinstability,
gross hematuriaor rectal bleeding. 51% got immediate operation and 49% were observed. 3/18 (17%) of those
observed required exploration for peritoneal signs, but all 3 were nontherapeutic! So, once again this group
turnswhat we know about traumaon its head. If you pick the correct physical exam signsto trigger surgery, you
can avoid unnecessary laparotomy in about half of patients with gunshot to the pelvis. | must repeat, | think this
isamazing. | think data such as this can give usthe strength to “sin boldly” in our own world of genitourinary
trauma, and determine which of our signs and symptoms predict who will not need operating.

Dr. Richard A. Santucci
Assistant Professor of Urology
Wayne Sate University
Detroit, Michigan, USA

PATHOLOGY

Risk of prostate cancer on re-biopsy following a diagnosis of high-grade prostatic intraepithelial
neoplasia (HGPIN) isrelated to the number of cores sampled
Herawi M, Cavallo C, Kahane H, Epstein Jl
The Johns Hopkins Hospital, Baltimore, MD, Dianon Corp., Sratford, CT, USA
Mod Pathol. 2005; 18 (suppl.l1): abst #668, 145A

Background: We aimed to determine whether the extent of needle biopsy sampling both on the initial
biopsy that showed HGPIN and on re-biopsy would influence the detection rate of cancer.

Design: 4,237 patients with an initial diagnosis of only HGPIN on needle biopsy were identified;
patients who in addition to HGPIN had a focus of atypical glands, suspicious for cancer were excluded. Of
these, 937 patients had at |east one follow up biopsy and were the subject of this study. The mean agewas 67.5
(range from 39 to 87 years). The mean interval from diagnosis of HGPIN to rebiopsy was 4.8 months. In the
initial biopsy resulting in adiagnosis of HGPIN, 371 men had > 8 cores (median 10; range 8-26) and 399 men
had 6 core sampling.

Results: Not taking into account the number of cores on rebiopsy, in the 6 core initial sampling group,
therisk of cancer on rebiopsy was 22.1% versus 15.1% in the > 8 core group (p value = 0.013). The table shows
the combined influence of numbers of coresin theinitial and rebiopsy sampling.

Group N Cores 1st Biopsy N Cores Rebiopsy Risk of Cancer
1 6 6 29/173 (16.8%)
2 6 >8 26/83 (32.4%)
2 >8 >8 44/285 (15.4%)

The differences between groups 1 and 3 as compared to group 2 were statistically significant (p = 0.001
and p < 0.0001, respectively).

Conclusions: Many cases of HGPIN on biopsy are associated with adjacent unsampled cancer. With
relatively poor sampling (6 cores) on theinitial biopsy, associated cancers are missed resulting in only HGPIN
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on biopsy, and with relatively poor sampling on rebiopsy thereisalso arelatively low risk of finding cancer on
rebiopsy. With poor sampling on the initial biopsy and better sampling on rebiopsy, some of these missed
cancers are detected on rebiopsy yielding ahigher detection of cancer. Sampling more extensively on theinitial
biopsy detects many associated cancers, such that when only HGPIN is found they often represent isolated
HGPIN; rebiopsy even with good sampling does not detect many additional cancers. Our study demonstrates
that the risk of cancer following a diagnosis of HGPIN (15.1%) is not that predictive of cancer on rebiopsy if
good sampling (> 8 cores) isinitially performed. Routine rebiopsy of men with HGPIN may not be necessary in
the modern era of more extensive needle biopsy sampling.

Editorial Comment

The detection of adenocarcinomaon are-biopsy variesfrom 23% to 79% (1). The study from the Johns
Hopkins University shows a declining trend for this frequency. The authors clearly give the most important
cause: sampling more extensively ontheinitial biopsy (extended biopsy) detects many associated cancers, such
that when only high-grade intraprostatic neoplasia (HGPIN) is found they often represent isolated HGPIN; re-
biopsy even with good sampling does not detect many additional cancers.

Itisworth mentioning that HGPIN isdifferent that ASAP; with the latter are-biopsy isawaysindicated.
ASAP was coined by Iczkowski, MacL ennon & Bostwick (2) to refer to acondition when the pathol ogist isnot
sure with the diagnosis of adenocarcinoma. Unfortunately, many urol ogists equate the term ASAPwith HGPIN
and since the diagnosis of HGPIN has diminished relevance as a marker lesion to detect adenocarcinoma (as
recent data seem to indicate), if the term ASAP is used by pathologists and misunderstood by urologists, a
clinically significant suspicion for cancer may trigger aless than adequate clinical follow-up.

Considering thesefacts, a2004 WHO-sponsored I nternational Consultation Consensus held in Stockholm
on prognostic and predictive factors and reporting of prostate carcinomain prostate needle biopsy specimens,
recommended to use the terms “ suspicious or highly suspicious for adenocarcinoma’ instead of ASAP.

References

1. EpsteinJl, Potter SR: The pathological interpretation and significance of prostate needle biopsy findings: Implications
and current controversies. J Urol. 2001; 166: 402-10.

2. lczkowski KA, MacL ennan GT, Bostwick DG: Atypical small acinar proliferation suspiciousfor malignancy in prostate
needle biopsies: clinical significancein 33 cases. Am J Surg Pathol. 1997; 21: 1489-95.
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Current practice of Gleason grading among genitourinary pathologists
Egevad L, Allsbrook WC Jr, Epstein JI
Department of Pathology and Cytology, Karolinska Hospital, Stockholm, Sweden
Hum Pathol. 2005; 36 (1): 5-9

Thereis consensus that the Gleason system should be used for grading of prostate cancer. However, a
number of controversial issues remain as regards how this grading is applied. A questionnaire was sent to 91
genitourinary pathologistsin countries around the world with the purpose to survey current practice of Gleason
grading. The response rate was 74%, including 43 North American pathol ogists and 24 from other continents.
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Of dl participants, only 13% and 36%, respectively, ever diagnosed a Gleason score (GS) of 2to 3 or 4 on
needle biopsies (NBX), and 88% of those who did so assigned a GS 4 to < 1% of cancers. Cribriform Gleason
pattern (GP) 3 was acknowledged by 88% but a majority of them would classify < or =20% of cribriform
patterns as GP 3. One third only accepted cribriform or fusion patterns as GP 4, but two thirds also included
incomplete or poorly defined glands. For GP 5 to be identified on NBX, 83% required clusters of individual
cells, strands, or nests seen at less than x40 lens magnification. Only 26% defined GS on NBX as primary +
tertiary GP, and a mgjority would mention a tertiary pattern separately. For NBX, global or highest GS was
reported by 40% and 10%, respectively, whereas 46% only gave a separate GS for each individual NBX core.
In conclusion, thereisaneed to standardize practical application of Gleason grading both intermsof interpretation
of patterns as well as how grading is reported. Our survey data provide information to general pathol ogists
about the most common grading practices among genitourinary pathol ogists.

Editorial Comment

The questionnaire clearly disclosed controversies among pathol ogists regarding how to report Gleason
grading. During the annual meeting of the United States and Canadian Academy of Pathology (USCAP) heldin
San Antonio, Texas, 2005, a consensus meeting on Gleason grading was organized by JI Epstein. Over 70
urological pathologists were invited to attend and the result of the meeting shall be published in the American
Journal of Surgical Pathology. Three recommendations are particularly useful for the urologist:
a) Gleason score 4 rarely is seen on needle biopsies and amost never the lesion is seen in itstotality dueto the
thickness of the core, therefore, a note should be added to the report stating that the Gleason score probably is
underestimated;
b) in case atertiary grade is present on needle biopsies, the consensus of the group was to report the primary
pattern and the highest grade as the secondary pattern. Example: grade 3 (60% of the area), grade 4 (30% of the
areq), grade 5 (10% of the area) - Gleason 3+ 5= 8;
¢) each core should be graded individually; the urologist should consider the highest score.

Dr. Athanase Billis

Full-Professor of Pathology

Sate University of Campinas, Unicamp
Campinas, Sio Paulo, Brazl

INVESTIGATIVE UROLOGY

The Macedo-M alone antegrade continence enema procedure: early experience
Caado AA, Macedo A Jr, Barroso U Jr, Netto JM, Liguori R, Hachul M, Garrone G, Ortiz V, Srougi M
From the Department of Urology, Division of Pediatric Urology, Federal University of Sao Paulo, Sao Paulo,
Brazil
JUroal. 2005; 173: 1340-4

Purpose: The successful treatment of fecal incontinence can dramatically improve the quality of life of
affected children. The introduction of the Maone antegrade continence enema provides the opportunity to
manage previously resistant cases. However, using the appendix to create this catheterizable channel is not
aways possible, and the duration of these antegrade enemasis asource of concern for the patients. We describe
anew approach to create left continent colonic access to shorten the duration of these enemas, and report the
experience gained from the first 9 cases managed at our institution.
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Materials and Methods. During a 5-year period 9 patients underwent a Macedo-Malone antegrade
continence enema at our institution. Incontinence was associated with myelomeningocele in 7 patients and
anorectal malformation in 2. The antegrade continence enema procedure is begun by isolatinga2 cmflapina
tenia on the left colon (spleen flexure). A 12Fr silicone Foley catheter is placed on the mucosal surface of the
flap to allow tubularization of the plate with interrupted polyglycolic acid 3-zero transverse sutures, creating an
efferent tubular conduit. Antegrade col onic washouts were started 2 weeks after surgery with saline solution or
tap water in al patients.

Results: Followup of our 9 cases ranged from 8 to 33 months (average 20.7). Enemavolume varied from
250 to 800 ml, with administration taking from 45 to 60 minutes, and col onic evacuation occurred within 30 to 60
minutes of enema administration. Of the 9 patients 8 were completely continent and 1 was partialy continent.
Four patients experienced difficulty with catheterization initially because of stenosis of the stomal track. The
affected somasweredilated, which was successful in 1 case. Three patients subsequently required stomal revision.

Conclusions: TheMacedo-Malone procedureisarelatively straightforward operative approach providing
an effective washout technique that is acceptable to parents and children.

Editorial Comment

After extensiveinvestigation in animals, the authors transposed to clinical setting their experiencewith
anew approach to create left continent colonic access to shorten the duration of antegrade enemas for children
who have not only urinary incontinence, but also have problems of fecal elimination. Macedo & Srougi (1)
described a continent catheterizabl e ileum based reservoir in which a catheterizable conduit could be created in
continuity with the augmented segment. The M acedo-M alone procedure incorporates some of the same principles
that have proved reliable in urinary diversion. The authorsinitially demonstrated that this procedurein the left
colon might significantly decrease the time required for enema administration and washout, thereby increasing
patient satisfaction and compliance. The authors have to be congratulated on this new technique to antegrade
enemas, based on a solid previous basic investigation in animals.

Reference
1. MacedoA Jr, Srougi M: A continent catheterizable ileum-based reservoir. BJU Int. 2000; 85: 160-2.
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Urinary glycosaminoglycan excretion during the menstrual cycle in normal young women
Maroclo MV, Pereira SD, Sampaio FJ, Cardoso LE
Urogenital Research Unit, State University of Rio de Janeiro, Rio de Janeiro, Brazil
J Uroal. 2005; 173: 1789-92

Purpose: We investigated whether the menstrual cycle affects urinary glycosaminoglycan (GAG)
excretion in normal young women.

Materials and Methods: Urine samples from 10 healthy women 19 to 21 years old were collected daily
during the whole menstrual cycle. Concentration of total urinary GAG was assessed as pig hexuronic acid per
mg creatinine. Proportions of sulfated GAG species were determined by agarose gel electrophoresis.
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Results: Mean excretion values+/- SD for period days4 to 13 and 15 to 28 of the cycleweresignificantly
different (0.445 +/- 0.041 vs 0.356 +/- 0.035 microg/mg, p < 0.001). Correlation between valuesfor thefirst and
second halves of the cycle showed that this difference was consistent irrespective of individual variationsin
GAG excretion (r = 0.9757, p < 0.001). Proportions of urinary sulfated GAG did not change during the cycle.

Conclusions: Excretion of total urinary GAG during the normal menstrual cycle of young women has
abiphasic pattern with significantly higher values occurring in the first half of the cycle. Thisvariation implies
modul ation by estrogens and consequently it should be considered when comparing the GAG concentration in
urine samples from women of childbearing age.

Editorial Comment

In the current study urine samples were obtained on adaily basis from a highly homogeneous group of
donors. The authorsisolated total GAG from these samples, thereby, eliminating other metabolites. The results
showed asignificant increase in total urinary GAG excretion in the first half of the cycle, which paralleled the
normal increase in serum estrogen levelsthat occurs at this phase. In genera, estrogen inhibits the synthesis of
extracellular matrix molecules by many mesenchymal cell types, such as vascular smooth muscle cells. Such
inhibition would shift normal proteoglycan turnover toward degradation, which could explain the increase in
GAG urinary excretion that was found in the first half of the cycle.

It was not observed significant variation in the relative concentration of sulfated GAG during the
different phases of the cycle. On the other hand, the results indicate that heparan sulfate was the prevailing
urinary GAG during thewhole cycle. Because heparan sulfate isthe most abundant GAG in the glomerulus, the
present findings support the hypothesis that renal structures are one of the main sources of urinary GAG.

Worth of attention, isthe fact that pathogenesis of interstitial cystitisis usually related to alterationsin
the GAG urothelial layer, which would allow the permeation of irritant urinary components into the vesical
wall. Several reports have shown abnormal urinary GAG excretion in patientswith interstitial cystitis, although
the results are conflicting. Accordingly, urinary GAG levelsin female patients may be decreased, unaltered or
significantly increased. In these reports controls usually consisted of urine samples from heathy women of
childbearing age. However, the dates of the menstrual cyclein which these control sampleswere collected were
not provided. Since the results of the present work indicate that urinary GAG excretion during the normal
menstrual cycle has a significant and consistent variation, studies evaluating GAG excretion in women could
lead to misleading or erroneous results if comparisons were made among samples taken from different phases
of the cycle. Thismay be indeed the reason underlying the inconsistent resultsin previously published reports.

Dr. Francisco J.B. Sampaio

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

Rio de Janeiro, Brazil

RECONSTRUCTIVE UROLOGY

A randomized controlled trial of duloxetine alone, pelvic floor muscle training alone, combined
treatment and no active treatment in women with stress urinary incontinence
Ghoniem GM, Van Leeuwen JS, Elser DM, Freeman RM, Zhao YD, Yalcin I, Bump RC; Duloxetine/Pelvic
Floor Muscle Training Clinical Trial Group
Cleveland Clinic Florida, Weston, Florida, USA
J Urol. 2005; 173: 1647-53
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Purpose: We primarily compared the effectiveness of combined pelvic floor muscle training (PFMT)
and duloxetine with imitation PFMT and placebo for 12 weeks in women with stress urinary incontinence
(SUI). In addition, we compared the effectiveness of combined treatment with single treatments, singletreatments
with each other and single treatments with no treatment.

Materials and Methods: This blinded, doubly controlled, randomized trial enrolled 201 women 18 to
75 years old with SUI at 17 incontinence centers in the Netherlands, United Kingdom and United States.
Women averaged 2 or more incontinence episodes daily and were randomized to 1 of 4 combinations of 80 mg
duloxetinedaily, placebo, PFMT and imitation PFMT, including combined treatment (in 52), no active treatment
(in47), PFMT only (in 50) and duloxetine only (in 52). The primary efficacy measure wasincontinence episode
frequency. Other efficacy variables included the number of continence pads used and the Incontinence Quality
of Life questionnaire score.

Results: The intent to treat population incontinence episode frequency analysis demonstrated the
superiority of duloxetine with or without PFMT compared with no treatment or with PFMT alone. However,
pad and Incontinence Quality of Life analyses suggested greater improvement with combined treatment than
singletreatment. A complete population analysis demonstrated the efficacy of duloxetinewith or without PFMT
and suggested combined treatment was more effective than either treatment alone.

Conclusions: The data support significant efficacy of combined PFMT and dul oxetinein the treatment
of women with SUI. We hypothesize that complementary modes of action of duloxetine and PFM T may result
in an additive effect of combined treatment.

[Drug therapy of female urinary incontinence]
[Article in German]
Hampel C, Gillitzer R, Pahernik S, Melchior SW, Thuroff JW
Urologische Klinik, Johannes-Gutenberg-Universitat, Mainz
Urologe A. 2005; 44: 244-55

Drug treatment for female urinary incontinence requires a thorough knowledge of the differential
diagnosis and pathophysiology of incontinence as well as of the pharmacological agents employed.
Pharmacotherapy hasto betailored to suit the incontinence subtype and should be carefully balanced according
to efficacy and side effects of the drug. Women with urge incontinence require treatment that relaxes or
desensitizes the bladder (antimuscarinics, estrogens, alpha-blockers, beta-mimetics, botulinum toxin A,
resiniferatoxin, vinpocetine), whereas patients with stress incontinence need stimulation and strengthening of
the pelvic floor and external sphincter (alpha-mimetics, estrogens, duloxetine).Females with overflow
incontinence need reduction of outflow resistance (baclofen, apha-blockers, intrasphincteric botulinum toxin
A) and/or improvement of bladder contractility (parasympathomimetics). If nocturiaor nocturnal incontinence
are the magjor complaints, control of diuresisisobtained by administration of the ADH analogue desmopressin.
Future developmentswill help to further optimize the pharmacol ogical therapy for femal e urinary incontinence.

Editorial Comment

Almost a year after the introduction of duloxetine.

Inthe past the possibilitiesto treat femal e urinary stressincontinence with drugswasamost impossible.
A drug treatment requires knowledge of differential diagnosis and pathophysiology beside the pharmacologic
influence of the used drug.

Women with urinary stress incontinence need stimulation and strengthening of the external sphincter
and the pelvic floor, which can be aimed by the one or the other drug (duloxetine, estrogen, a pha-mimetics).
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Although duloxetineis so fare only approved in Europe the recommendation of the third international
Consultation of Incontinence (2004) concluded, “thereislevel 1B evidence to suggest that women with stress
incontinence should have pelvic floor muscle training (PFMT) alone or in combination with a serotonin-
norepi nephrine reuptake inhibitor before they are forwarded to an other special treatment (surgery)”.

In the recent published study of Ghoneim et a. the influence of the last year introduced duloxetinein
combination with pelvic floor exercise vs. each approach alone was evaluated against no treatment at all.

The presented data concludes that the combined treatment of PFMT and the oral drug duloxetineisthe
most efficient of all groups. The individual approach with the one or the other was better than no treatment at
al, but any of the two did demonstrate a significant better outcome in comparison to the other.

The most mentioned side effect of duloxetine was nauseawith 44%, which ishigher than prior published
intheinitiative studies. Although it is aready recommended by the pharmaceutics to decrease the drug in steps
before stopped, it should be recommended in addition that duloxetine should be introduced by twice 20 mg
before the daily dose of twice 40 mg is taken. By titrating the drug the side effect of nausea can be reduced
significantly.

The medication probably gives a fast relive of the major symptom of incontinence whereas the
PFMT gives a further support with the strengthening of the muscle structure. The fast improvement might
help to motivate the patient to continue the PFMT, which will insure the lasting efficiency to delay the
surgical approach.

Both the recommendation of the International Consultation of Incontinence 2004 and the published
datasuggest and might even request in the futureto treat femal e urinary stressincontinencefirst with aserotonin-
norepi nephrine reuptake inhibitor to stimulate the pudendal nervein combination with PFMT. Both approaches
have an impact but only the combination demonstrated in the presented study a significant improvement of
female urinary stress incontinence.

In the moment the serotonin-norepinephrine reuptake inhibitor duloxetine is not approved for male
patientswith urinary stressincontinence. With the small experience we have we see the two major results. First
mal e seem not to have the high percentage of nausea, Second, in two groups of patientsthefollowing improvement
are noticed; those who look for a fast relive right after radical prostatectomy and those where the surgery is
“long” ago and still face urinary incontinence. These are only small case numbers but trialswill be donein the
near future to prove and hopefully verify these findings.

Dr. Karl-Dietrich Sievert & Dr. Arnulf StenZ
Department of Urology
Eberhard-Karls-University Tuebingen

Tuebingen, Germany

Primary urethral reconstruction: the cost minimized approach to the bulbous urethral stricture
Rourke KF, Jordan GH
Division of Urology, Department of Surgery, University of Alberta, Edmonton, Alberta, Canada
J Uroal. 2005; 173: 1206-10

Purpose: Treatment for urethral stricture disease often requires a choice between readily available
direct vision internal urethrotomy (DV1U) and highly efficacious but more technically complex open urethral
reconstruction. Using the short segment bulbous urethral stricture asamodel, we determined which strategy is
less costly.
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Materials and Methods: The costs of DVIU and open urethral reconstruction with stricture excision
and primary anastomosisfor a2 cm bulbous urethral stricture were compared using acost minimization decision
analysis model. Clinical probability estimates for the DVIU treatment arm were the risk of bleeding, urinary
tract infection and the risk of stricture recurrence. Estimates for the primary urethral reconstruction strategy
weretherisk of wound complications, complications of exaggerated lithotomy and therisk of treatment failure.
Direct third party payer costs were determined in 2002 United States dollars.

Results: The model predicted that treatment with DVIU was more costly (17,747 dollars per patient)
than immediate open urethral reconstruction (16,444 dollars per patient). This yielded an incrementa cost
savingsof $1,304 per patient, favoring urethral reconstruction. Sensitivity analysisrevealed that primary treatment
with urethroplasty was economically advantageous within the range of clinicaly relevant events. Treatment
with DVIU became more favorable when the long-term risk of stricture recurrence after DVIU was less than
60%.

Conclusions; Treatment for short segment bulbous urethral strictures with primary reconstruction is
less costly than treatment with DVIU. From a fiscal standpoint urethral reconstruction should be considered
over DVIU in the majority of clinical circumstances.

Editorial Comment

The decision how to treat today a bulbar urethral stricture is not only influenced the best long-term
outcome but although the cost effectiveness.

Patient, who are diagnosed with a urethral stricture, want to know what the best trestment might be.
The urologist, who isthe specialist in thisfield, will explain the patient where and how long this strictureis. In
addition the surgeon will inform the patient about treatment options. An bulbous urethral stricture, first diagnosed,
with alength of 2 cm offerstwo waysto betreated; through direct vision internal urethromy (DV1U) or excision
and primary anastomosis (EPA). Probably the patient will prefer the DV IU because of the endoscopic approach,
but the long-term data gives a different argument to prefer the open procedure. In aMedline literature research
several articles about the long-term outcome of both treatment optionswere reviewed by Rourke et a. For each
approach they reviewed 7- 8 articles, which demonstrated with acomparabl e follow-up of more than 58 months
that the EPA does have a success rate of 93 - 100% (mean 96%) whereas the DVIU succeeded in 18 — 49%
(mean 28%) for the treatment of urethral strictures of 2 cm.

It is amost impossible to predict the outcome of an individual case especially by knowing only the
length of the stricture. Regarding to the literature, which was reviewed, the long-term can be predicted by the
results of the single mentioned publication. The decision to treat a stricture should be related to the published
dataand the state of health of the patient. The authors helped to give afurther argument for strictures of 2cm
to be treated by the open procedure, which is superior and even less expensive in the long term because of
success rate over 95%. We suggest to proceed those urethral strictures by DVIU, which are short and
uncomplicated without dens, deep spongiofibroses or in those patients who are not suitable for the open
procedure because of their co-morbidities and refuse a suprapubic catheter although the risk of recurrenceis
high, as recommended in the Campbell’s Urology (1). Hinman (2) pined it down to the following: “The
internal uretherotomy in anticipation of urethral regeneration is simple to perform, but the recurrence is
high. The most straightforward method is the excision and reanastomosis method, which has the greatest
success’.

References
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UROLOGICAL ONCOLOGY

A surveillance schedule for G1Ta bladder cancer allowing efficient use of check cystoscopy and safe
discharge at 5 years based on a 25-year prospective database
Mariappan P, Smith G
Department of Urology, Western General Hospital, Edinburgh, United Kingdom
J Urol. 2005; 173: 1108-11

Purpose: In the absence of clear evidence, surveillance of low-grade superficial bladder cancer by
regular check cystoscopy may continue unnecessarily, or discharge from follow-up may occur empirically. We
review the follow-up during a prospective 25-year period of patients presenting with G1Tabladder cancer, and
it isthis analysis on which we base a safe schedule for discharge.

Materialsand Methods: A prospectively kept, computerized record of bladder cancers diagnosed between
1978 and 1985 and subsequently followed up at the Western General Hospital, Edinburgh was reviewed.

Results: A total of 115 patientswith G1Tadisease werefollowed for amean of 19.4 years. Tumor status
at 3monthswas the strongest prognostic factor for recurrence. Although the absence of tumor at 1 year wasalso
afavorable prognostic sign, it was not for 5 yearsthat the situation entirely stabilized (recurrence developed in
8 of 66 such patients between 1 and 5 years). Of those who did not have recurrencein 5 years, 98.3% patients
remained tumor-freefor 20 years. In contrast in those with recurrence at 3 monthsthe recurrence rate was much
higher. Overall 12% of patients experienced progression, mostly in year 1. None of the 8 who had their first
recurrence after year 1 had disease progression.

Conclusions: Patients with G1Ta disease who are free of recurrence for 5 years after presentation can
be safely discharged. We propose to alter the regime for patients with no recurrence in year 1 and discharge
them at 5 years.

Editorial Comment

The surveillance schedul e of superficial bladder cancer isempirical and based upon convenience rather
than biological data. In recent times, attention has been focused on modifying the strict schedule of 3-monthly
cystoscopiesin certain risk groups. This paper focuses on pTa G1 cancer and bears some very interesting data.
First, multiple and/or large tumors have a significantly higher risk for recurrence. Second, the first 5five years
after TUR are important, with overall recurrence rates dropping from 29.1% to 14.1% (p = 0.009). Third,
recurrence at 3three months is a bad prognostic sign. Patients who had recurrence at 3 months had further
recurrences at 1 year compared with those who were tumor-free at 3 months (55.5% vs. 17.8%, p = 0.007).
Progression occurs even in these tumors. 12.2 % had progression, which is an unexpected high figure to my
opinion. 50% progressed within the first 5 years, and 35.7% within 3 months. All these patients had multiple
primaries. 85.7 % of these patients had recurrence at 3 months.
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Two consequences can be drawn from thisimportant contribution. First, without recurrence, follow-up
can be terminated at 5 years. Second, even TaG1 tumors sometimes recur aggressively and may progress.

Dr. Andreas Bohle
Professor of Urology
HELIOS Agnes Karll Hospital
Bad Schwartau, Germany

The extent of lymphadenectomy for pTXNO prostate cancer does not affect prostate cancer outcome
in the prostate specific antigen era
DiMarco DS, Zincke H, Sebo TJ, Slezak J, Bergstralh EJ, Blute ML
Department of Urology, Mayo Clinic, Rochester, Minnesota, USA
J Urol. 2005; 173: 1121-5

Purpose: Recent data suggest that extended lymph node dissection in prostate cancer may be necessary
for accurate staging. With limited lymph node dissection apparently node negative cases might be under
staged. We determined theimpact that the number of lymph nodes removed at radical retropubic prostatectomy
(RRP) has on cancer progression and cause specific survival in pTXNO cases.

Materials and M ethods: We reviewed the RRP prostate cancer database on 7,036 patientswith clinical
T1 to T3 disease, no adjuvant therapy and node negative disease in the prostate specific antigen (PSA) era
from 1987 to 2000. Factors evaluated were the number of lymph nodes obtained at RRP, preoperative PSA,
clinical and pathological stage and grade, margin status, year of surgery and specific surgeon for 5 surgeons
who operated throughout the period and performed more than 500 RRPs. Cox analysis was doneto determine
the RR of progression (PSA or systemic) and prostate cancer death for the number of lymph nodes excised.

Results: Median patient age was 65 years and median preoperative PSA was 6.6 ng/ml. At pathological
evaluation 5,379 tumors (77%) were organ confined, 4,491 (65%) were Gleason score 5 to 6 and 2,027
(29%) were Gleason score 7 to 10. The median number of nodes obtained significantly decreased from 14 in
1987 to 1989 to 5 in 1999 to 2000 (p < 0.001). Ten years after RRP Kaplan-Meier estimates were 63% of
cases free of PSA progression, 95% free of systemic progression and 98% free of prostate cancer related
death. Median follow-up was 5.9 years. After adjusting for pathological factors (PSA, grade, stage, margin
status and surgical date) the number of lymph nodes obtained at lymphadenectomy was not significantly
associated with PSA progression (for each additional node (RR 0.99, 95% CI 0.98t0 1.02, p = 0.90), systemic
progression (RR 0.99, 95% CI 0.96 to 1.03, p = 0.68) or cause specific survival (RR 1.01, 95% CI 0.96 to
1.06, p =0.75).

Conclusions: The extent of lymphadenectomy does not appear to affect prostate cancer outcome in
lymph node negative cases. This includes patients with high preoperative PSA, high pathological grade and
extracapsular disease. These results suggest that under staging is not present in apparently node negative cases
with limited lymphadenectomy and, even if present, itsimpact on outcomeis likely to be negligible.

Editorial Comment

Theextent of lymphadenectomy at radical retropubic prostatectomy (RRP) iscontroversial. The authors
analyzetheir resultsin 7,036 patients. Ten years after RRP63% of patients remain free of progression according
to Kaplan-Meier estimates. Briefly, this paper shows clearly that in NO patients no progression or survival
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advantage exists with an increased number of nodes excised, including a group with high-risk cancer.
Controversial data from European centers may be due to more advanced disease.

Dr. Andreas Bohle
Professor of Urology
HELIOS Agnes Karll Hospital
Bad Schwartau, Germany

FEMALE UROLOGY

I ncreased war ning time with darifenacin: a new concept in the management of urinary urgency
Cardozo L, Dixon A
Urogynaecol ogy Department, King's College Hospital, London, United Kingdom
J Urol. 2005; 173: 1214-8

Purpose: We assessed the effect of darifenacin, an M3 selective receptor antagonist, on the warning
time associated with urinary urgency.

Materials and Methods: In this multicenter, double-blind study subjects with urinary urgency for 6
months or greater and episodes of urgency 4 times or greater daily were randomized to darifenacin controlled
release tablets (30 mg once daily) or placebo. Warning time was defined as the time from the first sensation of
urgency to voluntary micturition or incontinence. Data were collected using electronic event recorders during
6-hour clinic visits or 3 urge-void cycles, if shorter, at baseline and at treatment end.

Results: A total of 72 subjects entered the study and 67 were included in the primary efficacy analysis
(darifenacinin 32 and placebo in 35). Darifenacin treatment resulted in a significant increase in mean warning
time with a median increase of 4.3 minutes compared with placebo (p = 0.003). Overal 47% of darifenacin
treated subjects compared with 20% receiving placebo achieved a 30% increase or greater in mean warning
time (OR 5.6, p = 0.009). Median and minimum warning times were also significantly increased following
darifenacin treatment vs. placebo (p = 0.004 and 0.017, respectively). The median difference in minimum
warning time was 1.9 minutes in favor of darifenacin vs. placebo.

Conclusions: To our knowledge this is the first study to evaluate change in warning time, which is
potentially important to individuals with symptoms associated with overactive bladder. Darifenacin increases
mean, median and minimum warning time compared with placebo, allowing subjects moretimeto reach atoilet
and potentially avoiding the embarrassing experience of incontinence.

Editorial Comment

The authors analyze the efficacy of darifenacin, a selective M3 receptor antagonist, with regard to the
parameter of micturitional warning time. Warning time was defined as the point from first sensation of urinary
urgency to the patient voluntarily voiding or experiencing episode of urinary urge incontinence. The authors
found that darifenacin affected a significant increase in warning time over those patients treated with placebo.

Thisisan excellent paper from one of the world’s top urogynecologists. The analysis of warning time
may produce a new benchmark of efficacy for OAB medications. This parameter, asit findsitsway in usein
more and more studies, will evolve. Currently, it isjudged as the time between first sensation of urgency to the
point of voluntary micturition or incontinence. Since voluntary micturition is a volitional act and urinary
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incontinenceis not, this may be an area of further refinement. In reviewing the study groups, the differencesin
median baseline warning times between the darifenacin and placebo groups does present a potential “possible
imbalance” as suggested by the authors.

In addition, darifenacin is a M3 selective receptor antagonist. The potential changesin M2 receptor
density as opposed to M3 in the denervated bladder has been discussed previously in the literature (1).
Consequently, some have postul ated that M 3 specific antagonists may be at a potential therapeutic disadvantage
secondary to the M2 up regulation in the diseased bladder (2).
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Incidence of urinary incontinence in postmenopausal women treated with raloxifene or estrogen
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Objective: Determine the effect of raloxifene or estrogen, as compared with placebo, on the reporting
of urinary incontinence in postmenopausal women participating in an osteoporosis prevention trial.

Design: The current analysis is based on adverse event data that were collected as part of a double-
blind, randomized, placebo-controlled trial designed to assessthe efficacy and safety of ral oxifenefor osteoporosis
prevention in postmenopausal women. Women were 40 to 60 years of age at study entry and had a prior
hysterectomy. A total of 619 women were randomized to placebo, raloxifene 60 or 150 mg/d, or conjugated
equine estrogen 0.625 mg/d and followed for up to 3 years. Urinary incontinence was self-reported and rated by
participants as “mild”, “moderate” or “severe”’.

Results: The prevalence of urinary incontinence as reported by patients at baseline was similar across
treatment groups (3% to 6%, P = 0.46). During 3 years of follow-up, new or worsening urinary incontinence
was reported with the following frequency: placebo (1.3%), raloxifene 60 mg/d (0.7%), raloxifene 150 mg/d
(0.6%), and conjugated equine estrogen (7.0%). The percentage of estrogen subjects reporting urinary
incontinence was significantly greater than that for placebo and both doses of raloxifene (P < 0.02).

Conclusions: During 3 years of follow-up, conjugated equine estrogen was associ ated with an increased
incidence of reports of urinary incontinence in women with a prior hysterectomy and this was significantly
greater than both placebo and raloxifene.

182



Urological Survey

Editorial Comment

Theauthorsanayzetheeffect of raloxifene, estrogen and placebo on theincidence of urinary incontinence
in postmenopausal women that were participating in an osteoporosis prevention trial. Urinary incontinence was
self reported and self rated by the patients during the study as mild, moderate or severe. There was no clear
differentiation between symptoms of urinary urge incontinence, stress urinary incontinence, or mixed urinary
incontinence. After three years of follow-up, the authors noted that estrogen was found to be associated with a
statistically greater increase of urinary incontinence in women with prior hysterectomy than that found with
either placebo or raloxifene.

This paper raises interesting issues regarding the potential use of medical therapy as a prophylaxis
against urinary incontinence. In addition, an interesting sidebar is made in the article about the potential effects
of raloxifene on theincidence of female pelvic prolapse. The biological actions of raloxifene are mainly through
the binding of estrogen receptors with secondary effect on estrogenic pathways. This result will potentially
decrease the resorption of bone to that noted in the premenopausal state. The use of raloxifene has been noted
to increase therisk of venous thromboembolism and thus the medication should be discontinued at |east 3 days
prior to any potential surgery, which would result in prolonged patient immobilization.

Of specific note is that the incidence of incontinence in this patient population through self reporting
wasVvastly lower than that previoudly reported in the United States (1). In addition, potential points of contention
in this paper are self noted by the authors and do include that the screening for incontinence was not compl eted
through a validated questionnaire and there was no differentiation between urge or stress incontinence. This
article does bring up some fascinating pointsin the discussion section about the use of estrogen therapy and its
effect on collagen content and architecture in the paraurethral tissues and vaginal epithelium.
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Subureteral injection of Deflux for correction of reflux: analysis of factors predicting success
Lavelle MT, Conlin MJ, Skoog SJ
Oregon Health Sciences University, Portland, Oregon 97239-3098, USA
Urology. 2005; 65: 564-7

Objective: To review, prospectively, our experience with endoscopic Deflux injection and evaluate the
volume injected, grade, endoscopic appearance after injection, and presence or absence of voiding dysfunction
as predictors of success. Subureteral injection of dextranomer/hyaluronic acid copolymer (Deflux) has become
an effective treatment of vesicoureteral reflux.

Methods: A total of 52 patients (50 femalesand 2 males; 80 ureters) were treated with asingle suburetera
injection of Deflux. The mean patient agewas 7.6 years (range 14 monthsto 22 years). The presence or absence
of voiding dysfunction was evaluated with a preoperative questionnaire and patient history. The volume of
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Deflux injected in each ureter was recorded. The endoscopic appearance after injection was recorded as* volcano”
or “other.” Success was defined as no reflux on postoperative voiding cystourethrography.

Results: The success rate by grade of reflux in individual ureters was 82%, 84%, 78%, and 73% for
grade 1, 2, 3, and 4 vesicoureteral reflux, respectively. No statistically significant difference was found in the
curerate by grade (P=0.76). Theoverall curerate by ureter was 80% and by patient was 71%. New contralateral
reflux developed in 12.5% of patients. No statistically significant difference was found in the cure rate with
respect to the volume injected or the presence or absence of voiding dysfunction. The ureteral cure rate with
volcano and aternate morphology was 87% and 53%, respectively (P = 0.004).

Conclusions: Mound morphology wasthe only statistically significant predictor of asuccessful outcome,
with an associated cure rate of 87%. Concomitant voiding dysfunction did not have an adverse effect on the
cure rate. In our experience, no statistically significant difference was found in the cure rate for grades 1
through 4 vesicoureteral reflux after a single injection of Deflux.

Editorial Comment

This paper reviews a relatively small experience with using subureteral injection of Deflux for the
treatment of reflux. In the sense that thisis areport that is representative of atypical pediatric urologist, it is
quite interesting. The authors report good results in that they were able to cure (no reflux at 3 months) about
80% of ureters and 70% of patients using this minimally invasive technique.

Severa other findingswereinteresting in their study. First the grade of reflux had no relationship to the
degree of success (Grade V patients were excluded). Second, there was a 12.5% rate of new contralateral
reflux. Third, ahistory of voiding dysfunction had no influence on the results. Finally, and perhaps most important,
the configuration of the ureter immediately after injection had the most to do with ultimate success.

There are several important caveats to this study. The average age of the patients was over 7 and the
study included primarily girls. Older patients and girls may be easier to inject, partially skewing the results.
Most important though s the question of how to judge success. One measure of successiswhether thereflux is
gone. However, isa 3 month VCUG adequate? Some of the Deflux is absorbed with time. Would less Deflux
mean a recurrence of the reflux over time? How about the effect of voiding dysfunction? This would likely
increase over time. Although voiding dysfunction had no effect on the 3 month VCUG, would it have astronger
effect if aVCUG were done at 12 or 24 months? Furthermore, we have pretty good evidence that open surgery
prevents reflux for many years. What about Deflux? Clearly, there are no data on VCUGs 5-10 years after
Deflux. Finally, isthe resolution of reflux really the correct end-point? Wereally aretrying to prevent recurrent
pyelonephritis. Reflux resolution is in some ways a “proxy endpoint.” We realy need a study of the rate of
pyelonephritis with and without Deflux treatment. Hopefully one will be forthcoming soon.
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Dysfunctional voiding and incontinence scoring system: quantitative evaluation of incontinence
symptoms in pediatric population
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Purpose: Functional voiding problems in children are common. Although pathophysiology and
presentation of thisclinical entity arewell described, thereisnot yet agenerally accepted method of quantitative
and standard evaluation of clinical symptoms, and there are few studies addressing the issue of symptom
scoring in children. We investigated use of a symptom scoring system in children with functional voiding
problems and the normal population, and validated it using a scientific tool.

Materials and Methods: A symptom scoring system was designed empirically. The questionnaire was
composed of items regarding daytime symptoms, nighttime symptoms, voiding habits, bowel habitsand quality
of life. There were 2 groups whose symptoms were evaluated using this scoring system. Group 1 consisted of
86 patients who were admitted to our clinic with various wetting and daytime voiding problems. Group 2
consisted of 265 controls with no urological complaints. Parents of all children were asked to fill out a
guestionnaire that included the symptom scoring system. Boys with lower urinary tract abnormalities, and
patients with spinabifida occulta and neurogenic bladder were excluded from the study. Odds ratios of answers
to each item in the questionnaire were used to define strength of the questions to differentiate patients from
healthy controls. According to the value of odds ratios, questions were modified and a score for each question
was given. Receiver operating characteristic plots were used to define detection cutoff or threshold score, and
Youden'sindex was used to detect best reflecting optimal sensitivity and specificity.

Results: Thetotal score was determined to range from 0 to 35, and items were modified to 13 questions
and 1 quality of life question at the end of the study. Among the 86 patients in group 1 (female-to-male ratio
1.5:1) mean score was 18.56. Among the 265 controlsin group 2 (female-to-male ratio 1.5:1) mean score was
2.88. Statistical analysis revealed that within a confidence interval of 96.2% patients with a score of 8.5 or
greater had voiding abnormalities, with 90% sensitivity and 90% specificity. Therewereno statistically significant
differences between the 2 genders and 2 age groups of 4 to 7 and 8 to 10 years.

Conclusions: This statistically validated functional voiding problems symptom score may provide
accurate, objective and scientific bases to grade the symptoms in comparative research, diagnosis, treatment
and followup of patients with wetting and functional voiding disorders

Editorial Comment

Dysfunctional voiding is common, but can be extremely difficult to identify with certainty and even
harder to grade. Furthermore, it isvery difficult to objectively monitor progressin the treatment of dysfunctional
voiding. Thisis concerning, considering that dysfunctional voiding has considerable importance because of its
rolein the pathophysiology of urinary tract infections, vesicoureteral reflux and incontinence. In that sense, this
paper, describing a new, and indeed the first, validated questionnaire for identifying and grading dysfunctional
voiding is of considerable value.

Although this questionnaire is a major advance, there are some questions that remain to be answered.
For example, are all voiding dysfunctions alike? In other words, how well will this scoring system separate
children with frequency/urgency from those with infrequent voiding? Also, we know that in many children,
bowel and bladder dysfunction co-exist. Moreover, in some children treatment of constipation will help resolve
the voiding dysfunction. Unfortunately, this questionnaire only has one question about bowel function and that
one only adds 1 point to the scoring system.

Despite these concerns, this paper is an important contribution. The authors are to be congratul ated.

Dr. Barry A. Kogan
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Albany, New York, USA
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