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Urology

Risk of post-operative intravesical mitomycin-C instillation following transurethral bladder tumor resection. [Review]
SHAPIRO O, JONES K, WANG C, LANDAS S, HAAS GP
Can J Urol 2006;13(6): 3317-20*

Bladder cancer is the fifth most common cancer in the Western world and is on the rise. Most patients present with superficial disease and are treated by transurethral resection of bladder tumor. More than half of these patients experience recurrence with about 20% progressing to muscle invasive disease. Intravesical chemotherapy has been shown to decrease the risk of recurrence of bladder cancer. MMC has emerged as a major agent for an immediate post-resection intravesical instillation. This article reviews the literature on the mode of action, rationale for immediate adjuvant treatment with MMC and adverse effects associated with its use.

Effect of mitomycin-C on anterior urethral stricture recurrence after internal urethrotomy
MAZDAK H, MESHKI I, GHASSAMI F
Eur Urol 1089;51(4): 1089-92

OBJECTIVES: Urethral stricture is one of the oldest known urologic diseases and remains a common problem with high morbidity. Internal urethrotomy refers to any procedure that opens the stricture by incising or ablating it transurethrally. The most common complication of internal urethrotomy is stricture recurrence. The curative success rate of internal urethrotomy is ca. 20%. MMC has antifibroblast and anticollagen properties and in sporadic reports of animal and clinical studies it has increased the success rate of trabeculectomy and myringotomy. This study evaluated the efficacy of MMC in the prevention of anterior urethral stricture recurrence after internal urethrotomy. PATIENTS & METHODS: 40 male patients with anterior urethral strictures were randomized to undergo internal urethrotomy with or without urethral submucosal MMC injection. Using general anaesthesia, the urethrotomy was performed under direct vision. MMC (0.1 mg) was injected submucosally at the urethrotomy site in 20 patients. The patients were re-evaluated after 6 mo and the stricture recurrence rate was compared between the two groups (χ2 analysis). RESULTS: Urethral stricture recurred in 2 patients (10%) in the MMC-treated group and in 10 patients (50%) in the other group. This difference in stricture recurrence between the two groups was statistically significant (P = 0.006). CONCLUSIONS: To our knowledge, this is the first prospective, randomized, clinical trial to evaluate the efficacy of MMC application in internal urethrotomy. Submucosal injection of MMC significantly reduced stricture recurrence after internal urethrotomy. Further investigations are warranted to confirm its efficacy and safety. (C) 2006 European Association of Urology.

A chemosensitivity test for superficial bladder cancer based on three-dimensional culture of tumour spheroids
BURGUES JP, GOMEZ L, PONTONES JL, VERA CD, JIMENEZ-CRUZ JF, OZONAS M
Eur Urol 2007;51(4): 962-70

OBJECTIVES: Three-dimensional (3D) spheroids are a good model for studying in vitro chemosensitivity because they reproduce unicellular and multicellular mechanisms of drug resistance. We aimed to develop a chemosensitivity test for intravesical drugs and to also verify the effects of verapamil (VPM) and ciprofloxacin (CIPRO). METHODS: Cold cup biopsies from 40 superficial bladder tumours were taken, fragmented, and left in culture. 3D-spheroids were obtained and transferred into a 24 multiwell dish containing (i) wells 1-3: 1 mg/ml epirubicin (EPI); (ii) 4-6: 1 mg/ml EPI + 0.5 mg/ml VPM; (iii) 7-9: 1 mg/ml adriamycin (ADR); (iv) 10-12: 1 mg/ml thiotepa (THIO); (v) 13-15: 1 mg/ml MMC; (vi) 16-18: 1 mg/ml EPI + 0.2 mg/ml CIPRO; (vii) 19-21: 0.2 mg/ml CIPRO; (viii) 22-24: controls. Sensitivity was calculated by using the trypan blue assay. RESULTS: Evaluability of clinically relevant tests (G1-G2 lesions) was 84% (21 of 25 patients). MMC was the best agent (P <0.001) with mean sensitivity being 50%, followed by THIO (37%), EPI (7%), and ADR (3%). We found no significant difference (P = 0.370) between CIPRO and the control, or between EPI + CIPRO and EPI alone (P = 0.550). VPM markedly enhanced sensitivity to EPI compared with EPI alone (97% vs. 7%, P <0.001). CONCLUSIONS: Our assay allows determining sensitivity to several drugs in superficial bladder tumours. It might be used in clinical practice to select the best drug for each patient. It also has experimental utility in investigating the effect of new drugs or combinations. VPM reverted resistance to EPI. CIPRO showed no effect on bladder tumour spheroids. (C) 2006 European Association of Urology.

New trends in bladder cancer management. [Review]
IRANI J, MOTTET N, RIBAL CAPARROS MJ, TEILLAC P
Eur Urol Suppl 2007;6(4): 388-95

OBJECTIVES: This paper describes and discusses the most relevant new findings on bladder cancer (BCa) that were presented at the 2006 annual meetings from the European Association of Urology (EAU), American Urological Association (AUA) and the American Society of Clinical Oncology (ASCO). METHODS: The most relevant abstracts on BCa were selected by experts in the field of BCa and discussed during a closed meeting. RESULTS: The most relevant new data on BCa came from the EAU and AUA meetings. Major topic of the meetings was the development of the EORTC prognostic tables to calculate short- and long-term recurrence and progression rates of patients with superficial BCa. Many (controversial) studies discussed the diagnostic and prognostic potentials of the biomarkers survivin and NMP22. Two studies involved the treatment of patients with refractory superficial BCa. Intravesical therapy with Bacillus Calmette-Guérin + interferon-α was considered a promising therapy for patients who failed BCG therapy. With respect to invasive BCa, there were some controversial reports on the impact of delayed cystectomy or hospital volumes on (cancer-free) survival rates. The bladder cancer index was presented as a promising questionnaire to assess quality of life in patients with localised BCa. Finally, one study showed that extensive tumour necrosis in upper urinary tract tumours is a prognostic factor for poor patient outcome. CONCLUSIONS: There were many interesting studies about BCa at this year's urologic meetings. Major headline was the introduction of the EORTC prognostic tables, which will probably lead to a major improvement in the evaluation and surveillance of patients with superficial BCa. (C) 2007 European Association of Urology.

Ureteroscopic management of patients with upper tract transitional cell carcinoma. [Review]
TRAXER O
Eur Urol Suppl 2007;6(8): 560-7

OBJECTIVES: This paper reviews the indications, technique, and treatment outcomes for the ureteroscopic management of upper tract transitional cell carcinomas (UTTCCs). METHODS: The author reports on his experience and reviews the most recent data published in the literature. RESULTS: The expanding experience with minimally invasive techniques to treat UTTCCs has demonstrated its safety and efficacy in selected patients. Diagnostic accuracy can be enhanced and pathologic confirmation of tumour grade and stage can be regularly obtained. In selected patients with unique, small tumours with low grade and low stage, the results of endoscopic management are encouraging. Patients with a functional solitary kidney, bilateral disease, or renal insufficiency can also be considered for conservative treatment. The patient must be willing to and capable of undergoing vigilant and frequent endoscopies during the follow-up. However, conservative management remains controversial in a patient with low-grade/low-stage disease and a normal contralateral kidney. CONCLUSIONS: Ureteroscopic management of UTTCC is feasible and safe using, preferably, laser fulguration. (C) 2007 European Association of Urology.

The treatment of non-muscle-invasive bladder cancer with intravesical chemotherapy and immunotherapy
WHELAN P
Eur Urol Suppl 2007;6(8): 568-71

OBJECTIVES: To determine the efficacy, best indications, and regimens of intravesical adjuvant instillations in case of non-muscle-invasive bladder tumours. METHODS: The authors analyse the most significant articles of the literature to draw recommendations. RESULTS: The three main factors that appear to determine a patient's ultimate prognosis are tumour size at presentation, the grade, and the prior recurrence rate per year. Bacillus Calmette-Guérin (BCG) has a beneficial effect in preventing progression, especially in patients with pT1G3 disease and carcinoma in situ. It seems to be important to improve the results achieved so that at least maintenance, whatever it is, may occur. The effectiveness of MMC with relation to progression may, in fact, be diluted because of its lack of effective usage. The recommendation seems to indicate one single early MMC postoperative instillation in patients with superficial low- and intermediate-risk tumours. CONCLUSIONS: MMC and BCG are effective agents in both preventing recurrence and progression. It is customary to use MMC in the perceived less aggressive lesions and BCG for patients at higher risk. (C) 2007 European Association of Urology.

Treatment of bladder cancer in cardiac transplant patients
DHANANI NN, KAMAT AM
Int Urol Nephrol 2006;38(3-4): 477-9*

We report a patient who presented with superficial bladder tumors 8 years after cardiac transplantation. He was managed conservatively with intravesical therapy for 5 years and ultimately underwent a successful radical cystoprostatectomy and urethrectomy 13 years after cardiac transplantation. This illustrates that cardiac transplant patients with superficial tumors may be managed with conservative therapies, but close vigilance is necessary to identify the opportune time for extirpative surgery. (C) Springer 2006.

Oncology

Phase II study of bleomycin, vindesine, mitomycin-C and cisplatin (BEMP) in recurrent or disseminated squamous cell carcinoma of the uterine cervix
VAN LUIJK IF, COENS C, VAN DER BURG ME, KOBIERSKA A, NAMER M, LHOMME C, et al.
Ann Oncol 2007;18(2): 275-81

OBJECTIVE: We carried out a phase II trial with BEMP (bleomycin, vindesine [Eldisine (R)], MMC and cisplatin) in patients with recurrent and/or metastatic squamous cell carcinoma of the uterine cervix with the specific aim to assess whether BEMP was of particular interest when certain disease sites were involved. PATIENTS & METHODS: Eligible patients received four cycles of E 3 mg/m2, day 1 + 8; P 50 mg/m2, day 1; B 15 mg/day (continuous infusion), day 2-4 and M 8 mg/m2, day 5 (on alternate cycles), every 3 weeks during an induction phase. Thereafter, those without progression continued with MEP every 4 weeks in a maintenance phase. MEP consisted of E 3 mg/m2, day 1 + 8, M 6 mg/m2 (on alternate cycles) and P 50 mg/m2, both on day 1. All drugs were given i.v. Both response evaluation and toxicity grading were assessed according to WHO criteria. RESULTS: Of the 161 eligible patients, 143 were assessable for survival, 148 for toxicity and 131 for response. Overall response rate was 45% (complete [CR] 14.5%, partial response [PR] 30.5%). Most responsive disease sites were lung, lymph nodes and skin metastases (>60% response, CR rate >25%). Median duration of response was 7.6 months. Survival was significantly better in patients with only distant metastases: 12.9 months vs. 8.6 months in those with other disease sites involved (P = 0.002). In a multivariate analysis, patients with a good performance status yielded a better prognosis (P = 0.0017), as did the patients with only metastatic disease compared with those who had pelvic disease also or solely (P = 0.045). There were two toxic deaths and 21% of patients stopped treatment because of excessive toxicity. CONCLUSIONS: Patients with a good performance status and only distant metastases seem optimal candidates to receive the BEMP regimen. This benefit should be balanced against the expected serious toxic effects.

Modified radical neck dissection and minimal invasive tumor surgery in the middle of split course of concomitant chemoradiotherapy of advanced HNSCC
SCHWENTNER I, SCHMUTZHARD J, ANDRLE J, HAIDENBERGER A, THUMFART WF, DE VRIES A, et al.
Auris Nasus Larynx 2007;34(1): 85-9

OBJECTIVE: The effectiveness of modified radical neck dissection with concomitant chemoradiotherapy in patients with N2/3 advanced head and neck cancer was evaluated. STUDY DESIGN & SETTING: Retrospective study of 35 patients treated at the University Hospital, Medical University, Innsbruck. The treatment consisted of a split course radiation up to 70 Gy with concomitant chemotherapy with MMC and 5-FU. Neck dissection and/or tumor resection was performed between the two cycles of radiation and chemotherapy. RESULTS: The 2-year progression-free survival was 64%, locoregional control 92% and overall survival 55. Observed toxicities included mucositis (grade 3, 35%; grade 4, 16%), neutropenia (grade 4, 28%), and thrombocytopenia (grade 4, 26%). No complications related to modified radical neck dissection were observed. CONCLUSION: Intermittent neck dissection was highly effective in controlling the neck disease. MMC-based chemoradiotherapy for treatment of locally advanced cancer seems to be an option to cisplatin-based regimens. (C) 2006 Elsevier Ireland Ltd. All rights reserved.

Chemotherapy in small bowel adenocarcinoma: 10-year experience of the British Columbia Cancer Agency
CZAYKOWSKI P, HUI D
Clin Oncol (R Coll Radiol) 2007;19(2): 143-9

AIMS: Small bowel adenocarcinoma (SBA) is a rare, frequently lethal, malignancy. Little is known about the use and value of chemotherapy in patients with SBA. We assessed this issue in a consecutive cohort of patients from British Columbia, Canada. MATERIALS & METHODS: Consecutive patients with SBA seen at the British Columbia Cancer Agency from January 1990 to September 2000 were identified. A retrospective systematic chart review was undertaken and a survival analysis conducted. RESULTS: 48 SBA were identified in 47 subjects. Chemotherapy was given to 21 of the 47 subjects (45%). Of 19 patients treated initially with curative intent, the median overall survival was 38.6 months. Five received adjuvant chemotherapy, with two subsequently recurring. In total, 37 patients initially or eventually had advanced disease: 16 received 22 palliative intent fluoropyrimidine-based regimens. Only one partial response was seen in the first line (objective response rate 6%). The median overall survival for those who received palliative chemotherapy was 15.6 months compared with 7.7 months for those who did not. CONCLUSIONS: Chemotherapy use is common in SBA. Our data and available published studies suggest that chemotherapy may provide benefit, but the optimal chemotherapy regimen and the degree of benefit remain to be defined. A sound approach to investigate the management of rare malignancies is desperately needed. (C) 2006 The Royal College of Radiologists.

International Society of Geriatric Oncology (SIOG) recommendations for the adjustment of dosing in elderly cancer patients with renal insufficiency
LICHTMAN SM, WILDIERS H, LAUNAY-VACHER V, STEER C, CHATELUT E, AAPRO M
Eur J Cancer 2007;43(1): 14-34

A SIOG taskforce was formed to discuss best clinical practice for elderly cancer patients with renal insufficiency. This manuscript outlines recommended dosing adjustments for cancer drugs in this population according to renal function. Dosing adjustments have been made for drugs in current use which have recommendations in renal insufficiency and the elderly, focusing on drugs which are renally eliminated or are known to be nephrotoxic. Recommendations are based on pharmacokinetic and/or pharmacodynamic data where available. The taskforce recommend that before initiating therapy, some form of geriatric assessment should be conducted that includes evaluation of comorbidities and polypharmacy, hydration status and renal function (using available formulae). Within each drug class, it is sensible to use agents which are less likely to be influenced by renal clearance. Pharmacokinetic and pharmacodynamic data of anticancer agents in the elderly are needed in order to maximise efficacy whilst avoiding unacceptable toxicity. (C) 2006 Elsevier Ltd. All rights reserved.

Hypoxic abdominal stop-flow perfusion in the treatment of advanced pancreatic cancer: a phase II evaluation/trial
GUADAGNI S, CLEMENTI M, VALENTI M, FIORENTINI G, CANTORE M, KANAVOS E, et al.
Eur J Surg Oncol 2007;33(1): 72-8

In the past decade, some authors have reported objective responses and prolonged median survival times using hypoxic abdominal perfusion (HAP) for the treatment of advanced pancreatic cancer. However, these promising results have not been confirmed by others, making it difficult to define the effectiveness of this loco-regional chemotherapy. The aim of this study, therefore, was to evaluate the response rate, time to disease progression and overall survival following HAP treatment of 22 consecutive patients with advanced pancreatic tumors. Within the period from 1999 to 2003, 22 patients with histological diagnosis of unresectable stage III/IV pancreatic cancer, not responsive to systemic chemotherapy, were treated with MMC 30 mg/2 and cisplatin 60 mg/m2 by HAP (stop flow technique). Immediately after perfusion, hemofiltration was performed to reduce systemic side toxic effects. Responses were assessed by CT scan 30 days from the end of treatment. Minor or partial responses were confirmed by a second CT scan 4 weeks later. Following 26 treatment cycles no death or technical complications were recorded; four patients (18.2%) achieved a partial response, 2 (9.1%) a minimal response and 13 (59.1%) stable disease. The remaining 3 patients (13.6%) showed progression of the disease. The median time to disease progression was 3 months (range: 1-10). The median survival time from the start of regional chemotherapy was 6 months (range: 1.9-16), with a 1-year survival rate of 9%. Our data show that HAP is a relatively effective second-line treatment for advanced stage pancreatic cancer with a low complication rate. We do not concur with the opinion of others that HAP is an inactive treatment approach. However, taking into account the invasiveness of this procedure, and associated morbidity and cost, HAP would not appear to be preferable to less invasive loco-regional chemotherapeutic alternatives. (C) 2006 Elsevier Ltd. All rights reserved.

Intra-arterial infusion with cisplatin and mitomycin for hepatocellular cancer prior to orthotopic liver transplantation. Pathologic evaluation of response. [Meeting Abstract]
KAHN J, PENA J, KANEL G, IQBAL S, EL-KHOUEIRY A, DONOVAN J, et al.
Hepatology 2006;44(4): 510A-1A

INTRODUCTION: Transarterial chemoembolization has been routinely used to downstage tumor size or prevent tumor growth in patients with hepatocellular carcinoma who are awaiting liver transplantation. Our institution utilizes hepatic arterial chemoinfusion without embolization as a bridge to transplantation. METHODS: From April 2001 through February 2006, patients who had hepatocellular cancer and were eligible for orthotopic liver transplantation were treated with hepatic intra-arterial infusion of chemotherapy without embolization prior to transplantation. Patients were selected as meeting Milan or UCSF criteria for transplant eligibility. Chemotherapy infusions consisted of cisplatin 60 mg/m2 and mitomycin 12 mg/m2 given over 90 minutes through steerable arterial micro-catheter placed selectively within branches of the hepatic artery. Placement strategy was individualized considering distribution of tumor and underlying liver disease. Treatments were intended at 8 week intervals as tolerated until clinical response had stabilized. Treatment was interrupted when livers became available. RESULTS: 66 patients initiated intra-arterial chemotherapy, and 37 have subsequently received liver transplant. These 37 patients received a total of 80 infusions. Three patients had baseline bilirubin ≥3.8 and 5 patients had marked baseline ascites. Eleven patients were treated once, 15 twice, and 11 from 3-6 times (average, 2.1; range 1-6). Uncomplicated courses required only overnight hospitalization. Toxicity requiring hospitalization or significant supportive intervention was seen on 11 occasions in 10 patients (27%). These included abdominal pain (1), dyspnea (1), encephalopathy (1), hepatic decompensation (1), nausea with dehydration (1) non-target gastric infusion (2), and reversible renal failure (1). In total, 37 explanted livers were examined for residual disease. No tumor was identified in 12 (32.4%), microscopic residual only in 5 (13.5%). Four patients have died; 2 with tumor and 2 post-operatively without evidence of tumor recurrence. CONCLUSIONS: Intra-arterial infusion without embolization is associated with pathologically confirmed complete response or near complete response in 45.9% of transplant eligible patients with hepatocellular carcinoma who are taken to transplant. Toxicity may be significant but is generally acceptable. Due to the significant incidence of residual microscopic disease, we now consider needle ablation (radiofrequency or cryoablation) following intra-arterial therapy for patients with delayed or deferred transplant.

Intergroup RTOG 9811 phase III comparison of chemoradiation with 5-FU and mitomycin vs. 5-FU and cisplatin for anal canal carcinoma: impact on disease-free, overall and colostomy-free survival. [Meeting Abstract]
GUNDERSON LL, WINTER KA, AJANI JA, PEDERSEN JE, BENSON AB, THOMAS CR, et al.
Int J Radiat Oncol Biol Phys 2006;66(3 Suppl 1): S24

PURPOSE/OBJECTIVE(S): Determine whether chemoradiation with induction plus concurrent 5-FU and cisplatin improves outcomes versus standard concurrent 5-FU and mitomycin. MATERIALS/METHODS: A phase III US GI Intergroup trial co-ordinated by RTOG compared chemoradiation (RT, 45-59Gy, 1.8 Gy Fx) with concurrent 5-FU (1000 mg/m2 d 1-4, 29-32) and mitomycin (10 mg/m2 d 1, d 29) (Arm A) vs. induction and concurrent 5-FU (1000 mg/m2 d 1-4, 29-32, 57-60, 85-88) and cisplatin (75 mg/m2 d 1, 29, 57, 85) with RT starting d 57 (Arm B) in patients with anal canal cancer. Stratification factors included gender, clinical node status and primary size. The primary endpoint was DFS; secondary endpoints included OS, time to relapse and colostomy (DFS and OS, estimated by Kaplan-Meier method, arms compared by log-rank test; time to relapse/colostomy, estimated by cumulative incidence, arms compared by Gray’s test). RESULTS: Of 682 patients accrued, 634 were analyzable, incomplete data exists in another 24 pts. Patient characteristics were well balanced except for tumor location (P = 0.0225). Hematologic gr 3-4 toxicity was higher in Arm A vs. B (60 vs. 42%, P = 0.0013); non-hematologic toxicity was similar (73 vs. 72%). DFS did not differ statistically in Arm A vs. B (3-yr 68 vs. 62%; 5-yr 59 vs. 53%; P = 0.33). DFS was worse for males (P = 0.014), +nodes (P <0.0001), tumor size >5 cm (P = 0.002). OS did not differ statistically for Arm A vs. B (3-yr 84 vs. 76%; 5-yr 73 vs. 70%; P = 0.13). Time to local-regional/distant relapse did not differ statistically for Arm A vs. B. Time to colostomy was statistically lower for Arm A vs. B (3-yr 10 vs. 17%; 5-yr 10 vs. 19%; P = 0.04). CONCLUSIONS: Concurrent chemoradiation with 5-FU and mitomycin remains the preferred standard of care based on improved colostomy-free survival versus induction plus concurrent 5-FU and cisplatin.

Patterns of failure in patients with locally advanced head and neck cancer treated postoperatively with irradiation or concomitant irradiation with mitomycin-C and bleomycin
ZAKOTNIK B, BUDIHNA M, SMID L, SOBA E, STROJAN P, FAJDIGA I, et al.
Int J Radiat Oncol Biol Phys 2007;67(3): 685-90

PURPOSE: The long term results and patterns of failure in patients with squamous cell head and neck carcinoma (SCHNC) treated in a prospective randomized trial in which concomitant postoperative radiochemotherapy with MMC and bleomycin (CRT) was compared with radiotherapy only (RT), were analyzed. PATIENTS & METHODS: Between March 1997 and December 2001, 114 eligible patients with Stage III or IV SCHNC were randomized. Primary surgical treatment was performed with curative intent in all patients. Patients in both groups were postoperatively irradiated to the total dose of 56-70 Gy. Chemotherapy included MMC 15 mg/m2 after 10 Gy and 5 mg of bleomycin twice weekly during irradiation. Median follow-up was 76 months (48-103 months). RESULTS: At 5 years in the RT and CRT arms, the locoregional control was 65% and 88% (P = 0.026), disease-free survival 33% and 53% (P = 0.035), and overall survival 37% and 55% (P = 0.091) respectively. Patients who benefited from chemotherapy were those with high-risk factors. The probability of distant metastases was 22% in RT and 20% in CRT arm (P = 0.913), of grade III or higher late toxicity 19% in RT and 26% in CRT arm (P = 0.52) and of thyroid dysfunction 36% in RT and 56% in CRT arm (P = 0.24). The probability to develop a second primary malignancy (SPM) was 34% in the RT and 8% in the CRT arm (P = 0.023). One third of deaths were due to infection, but there was no difference between the 2 groups. CONCLUSION: With concomitant radiochemotherapy, locoregional control and disease-free survival were significantly improved. Second primary malignancies in the CRT arm compared to RT arm were significantly less frequent. The high probability of post treatment hypothyroidism in both arms warrants regular laboratory evaluation. (C) 2007 Elsevier Inc.

Relationship between tumor size of malignant pleural mesothelioma and its response to chemotherapy
OZDEN H, AK G, METINTAS S, METINTAS M, SAHIN B, ERGINEL S, et al.
J Health Sci 2007;53(1): 23-30

PURPOSE: Malignant pleural mesothelioma (MPM) is an extremely lethal neoplasm and continues to be an important health problem in communities facing occupational or environmental exposure to asbestos. One of the most significant problems in the treatment of MPM is the lack of a standardized criterion for the evaluation of response to chemotherapy. In this study, differences between the tumor volumes of International Mesothelioma Interest Group (IMIG) stages, chemotherapy response, and patient response times were investigated. PATIENTS & METHODS: We used the initial tumor volume determinations from patients with MPM with the point-counting technique indicated in the Cavalieri principle of stereologic design. RESULTS: We observed reduction in tumor volumes from tumor treatment until posttreatment. We found that those patients with the shortest period between initial diagnosis of a tumor volume of 200 mm3 or greater had increases in volume of greater than 50 mm3. CONCLUSION: There is still no standardized evaluation of MPM responses after chemotherapy to chemotherapy using classic criteria. However, our studies on tumor volume continue.

Treatment options for patients with pretreated metastatic breast cancer. [Comment]
HEINEMANN V
Lancet Oncol 2007;8(3): 187-9

Triple-negative breast cancer: therapeutic options. [Review]
CLEATOR S, HELLER W, COOMBES RC
Lancet Oncol 2007;8(3): 235-44

Triple-negative breast cancers are defined by a lack of expression of oestrogen, progesterone, and ERBB2 receptors. This subgroup accounts for 15% of all types of breast cancer and for a higher percentage of breast cancer arising in African and African-American women who are premenopausal. Because of the absence of specific treatment guidelines for this subgroup, triple-negative breast cancers are managed with standard treatment; however, such treatment leaves them associated with a high rate of local and systemic relapse. Histologically, such cancers are poorly differentiated, and most fall into the basal subgroup of breast cancers, characterised by staining for basal markers (i.e., cytokeratin 5/6). Analyses of microarray gene-expression profiling data show that they form a homogeneous group (or so-called cluster) in transcriptional terms and, increasingly, research studies are identifying basal cancers on the basis of exhibiting this distinctive transcriptional profile. Histologically and transcriptionally, triple-negative breast cancers have many similarities to BRCA1-associated breast cancers, which suggests that dysfunction in BRCA1 or related pathways occurs in this subset of sporadic cancers. In this review, we discuss the molecular features of triple-negative breast cancers and consider how the use of existing cytotoxic agents can be optimised for this patient group. We discuss the implications of a possible underlying BRCA1-pathway dysfunction in this subgroup in terms of treatment and we also investigate the predominant proliferative signals and the on-going research addressing the suitability of these signals as therapeutic targets. (C) 2007 Elsevier Ltd. All rights reserved.

The chemoradiation paradigm in head and neck cancer. [Review]
SEIWERT TY, SALAMA JK, VOKES EE
Nat Clin Pract Oncol 2007;4(3): 156-71*

In this article, we use the example of head and neck cancer to show how concurrent chemoradiotherapy is used to treat a cancer where locoregional control is central for treatment success. The advent of concurrent chemoradiation has significantly contributed to the curability of head and neck cancer, including locoregionally advanced disease. Preserving organ function and reducing toxic effects are increasingly the focus of clinical trials. We review the available chemoradiotherapy platforms used for head and neck cancer, with initial discussions focused on single-agent cytotoxic-based regimens. We then assess the literature on multiagent-based regimens and include a discussion of the integration of novel agents, such as EGFR inhibitors, and antiangiogenic drugs into treatment platforms. Although single-agent cisplatin-based chemoradiotherapy is still widely used as a standard therapy, we propose that evidence increasingly shows that multiagent-based chemoradiotherapy, and EGFR-inhibitor-based treatments, offer distinct advantages. We provide guidance for clinicians based on current clinical trial evidence on how to choose appropriate treatment platforms for their patients.

Adjuvant treatment of tumors in the head-neck region. [German]
FIETKAU R, MUELLER RP, IRO H
Onkologe 2007;13(2): 109-17*

For patients with tumors of the head-neck region who have a high locoregional recurrence risk postoperatively, radiotherapy has been indicated as an adjuvant treatment. Over the last 3 years, randomized studies with more than 1000 patients have been published which indicate that simultaneous postoperative radiochemotherapy based on cisplatin increases local/regional control and the tumor-free survival rate is improved. In terms of the total survival rate, one of the three studies shows a significant advantage while the other two show a marked positive trend towards radiochemotherapy. Based on these studies, postoperative radiochemotherapy must be considered the new standard therapy for patients with a high local/regional recurrence risk (e.g. with extracapsular growth of lymph node metastases, R1 resection, more than two effected lymph nodes). (C) 2006 Springer Medizin Verlag.

Radiochemotherapy as the standard of care for advanced head and neck cancer. [German]
SEMRAU R, FIETKAU R, WERNER JA, MUELLER RP
Onkologe 2007;13(2): 165-73*

Radiochemotherapy can be effective in loco-regional tumor control and leads to an increase in survival of patients with advanced head and neck cancer. A variety of randomized phase III trials with different radiotherapy protocols support these findings. However, intensified radiotherapy with the inclusion of taxanes in treatment protocols not only increases efficacy, but also leads to acute treatment toxicity. An optimal fractionation schedule and optimal chemotherapy combination remain to be determined in future clinical trials. Neoadjuvant chemotherapy is not standard of care. (C) 2007 Springer Medizin Verlag.

Small cell carcinomas of the gastrointestinal tract: clinicopathological features and treatment approach
BRENNER B, TANG LH, SHIA J, KLIMSTRA DS, KELSEN DP
Semin Oncol 2007;34(1): 43-50

Small cell undifferentiated carcinoma (SmCC) of the gastrointestinal tract (GIT) is a rare and highly aggressive malignancy. To date, fewer than 1000 cases have been reported, with an estimated prevalence of 0.1% to 1% of all gastrointestinal (GI) tumors. Data on the disease are scarce due to its rarity and the fact that most authors have focused on one site within the GIT. In light of the limited data and its perceived similarity to SmCC of the lung, the disease has usually been treated as the latter. Nevertheless, recent clinicopathologic and molecular data imply several differences between the two entities, questioning the extent to which extrapolations from one to the other can be made. We review the available data on GI SmCC with emphasis on outlining its clinicopathologic features and the recommended treatment approach. (C) 2007 Elsevier Inc. All rights reserved.

Small cell cancer of the pleura, kidney, and thymus
MIRZA IA, SHAHAB N
Semin Oncol 2007;34(1): 67-9

Small cell carcinoma is a distinct clinicopathologic entity that usually arises in the lung but also can originate in extrapulmonary sites, such as the pleura, thymus, and kidney. Small cell carcinoma of the kidney and renal pelvis is rare. Most patients present with large tumors and have evidence of extensive locoregional spread and distant metastases, despite a short duration of symptoms. Although nephrectomy has been used for treatment it does not appear to confer any significant benefit. Cisplatin-based chemotherapy has improved the median survival from 8 months to 20 months. Only isolated cases of small cell carcinoma of the pleura and thymus have been reported. Both tumors have a tendency for aggressive local invasion and distant metastases. Surgery, radiation, and chemotherapy have been used in the management of these tumors with variable results. (C) 2007 Elsevier Inc. All rights reserved.

Other applications

Topical application of mitomycin-C in oesophageal strictures
ROSSENEU S, AFZAL N, YERUSHALMI B, IBARGUEN-SECCHIA E, LEWINDON P, CAMERON D, et al.
J Pediatr Gastroenterol Nutr 2007;44(3): 336-41

BACKGROUND: Benign oesophageal strictures may occur as a complication of caustic ingestion or severe gastro-oesophageal reflux or as a sequela of oesophageal surgery and other fibrosing conditions. The traditional initial treatment of oesophageal strictures is intraluminal dilation; however, even if frequent, this occasionally may not provide adequate oesophageal lumen capacity or give significant symptom-free intervals, and restricturing after dilation is difficult and challenging. Topical postdilation application of an antifibrotic agent, MMC, in the treatment of an oesophageal stricture has been described. PATIENTS & METHODS: Eight centres participated, with a total of 16 patients (4 girls), median age 48 (range: 0-276) months. The causes of stricture were as follows: caustic (10), post-trachea-oesophageal fistula repair (2), peptic (2), Crohn disease (1), and dystrophic epidermolysis bullosa (1). The median (range) length and diameter of the strictures were as follows: 22 mm (8-50 mm) and 1.5 mm (1-6 mm). Of the 16 patients, 15 had undergone repeated dilations varying from 3 to >1000 (daily self-bouginage) before MMC, and the median interval between dilations was 4 weeks. MMC 0.1 mg/ml was applied after dilation for a median time of 3.5 minutes and a median of 3 (1-12) times. RESULTS: Major success, both endoscopic and clinical improvement or cure, occurred in 10 of 16 patients. In 3 of 16 patients the interval period between dilations increased dramatically. Failure of therapy was considered in 3 of 16. All of the patients remained symptom free for a follow-up time of as long as 5 years. CONCLUSIONS: Postdilation application of topical MMC resulted in major success in 62.5% of patients and partial success in 19%, and it may be a useful strategy in oesophageal strictures of differing causes that are refractory to repeated perendoscopic dilation.

Prophylactic mitomycin-C to inhibit corneal haze after photorefractive keratectomy for residual myopia following radial keratotomy
NASSARALLA BA, MCLEOD SD, NASSARALLA JJ
J Refract Surg 2007;23(3): 226-32*

PURPOSE: To evaluate the efficacy and safety of MMC 0.02% in inhibiting haze formation after excimer laser photorefractive keratectomy (PRK) for residual myopia following radial keratotomy (RK). METHODS: A prospective, nonrandomized, noncomparative interventional case series was conducted of 22 eyes (14 patients) with residual myopia after RK performed at a single institution. All eyes were treated with PRK and a single intraoperative topical application of MMC 0.02% solution for 2 minutes using a soaked cellulose sponge placed over the ablated area. Refraction, uncorrected visual acuity (UCVA), best, spectacle-corrected visual acuity (BSCVA), and slit-lamp evidence of corneal opacity (haze) were evaluated over 12 months. RESULTS: Twelve months postoperatively, 3 eyes showed grade 1 haze, and 2 eyes showed grade 0.5 haze. Twelve months postoperatively, 2 (9%) eyes had UCVA ≥20/20. No eye before and 17 (77%) eyes after treatment had UCVA ≥20/40, and no eye before and 9 eyes (40.9%) after treatment had UCVA ≥20/25. Best spectacle-corrected visual acuity was ≥20/40 in all (100%) eyes and 21 (95%) eyes before and after treatment, respectively, and ≥20/25 in 12 (54.5%) eyes before and after treatment, One (4.5%) eye lost 1 line of BSCVA. Mean spherical equivalent refraction achieved was -0.18 diopters (D) (range: -0.75 to +0.50 D) compared to -2.72 D (range: -1.50 to -4.00 D) before treatment. Twelve months after treatment, 19 (85.5%) eyes had a refractive outcome within ±0.50 D. CONCLUSIONS: A single intraoperative application of MMC 0.02% for 2 minutes appears to be effective in preventing subepithelial haze after PRK for residual myopia in patients with undercorrection or regression following RK.

Inhibition of heart allograft rejection with mitomycin-C treated donor dendritic cells
JIGA LP, EHSER S, KLEIST C, OPELZ G, TERNESS P
Transplantation 2007;83(3): 347-50

We showed previously that dendritic cells (DCs) treated with MMC tolerize allogeneic T cells in vitro and this might be mediated by downregulation of CD80, CD86, and ICAM-1. Here we analyze the suppression of the T-cell response induced by MMC-DCs in vivo. Rats injected with allogeneic DCs developed a strong lymph node reaction, whereas MMC-DCs induced no reaction. The same effect was obtained when CD80, CD86, and ICAM-1 expressed by DCs were blocked with antibodies. One injection of donor MMC-DCs strongly prolonged heart allograft survival in a donor-specific manner. Suppression of rejection was also achieved when donor DCs were pretreated with a combination of anti-CD80, anti-CD86, and anti-ICAM-1 antibodies, showing that downregulation of these molecules confers the DCs inhibitory properties. We conclude that allogeneic MMC-DCs specifically inhibit the T-cell response in vivo and that downregulation of CD80, CD86, and ICAM-1 is a potential mechanism of this effect.
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