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Upper urinary tract transitional cell carcinoma: current treatment overview of minimally invasive approaches. [Review]
ARGYROPOULOS AN, TOLLEY DA
BJU Int 2007;99(5): 982-7

Partial nephrectomy and autotransplantation with pyelovesicostomy for renal urothelial carcinoma in solitary kidneys: a clinical update
STEFFENS J, HUMKE U, ALLOUSSI S, ZIEGLER M, SIEMER S
BJU Int 2007;99(5): 1020-3

OBJECTIVE: To evaluate the indications and outcomes after partial nephrectomy and renal autotransplantation for urothelial cancer in solitary kidneys, with special attention to the ease of endoscopic tumour control after pyelovesicostomy. PATIENTS & METHODS: In all, 978 records of three institutions were reviewed for patients undergoing partial nephrectomy between January 1990 and December 2000. Ex vivo organ-preserving surgery was used in selected patients with a solitary kidney and localized pelvic or calyceal tumour. Autotransplantation was established using a pyelovesicostomy. The follow-up included ultrasonography, pelvi-cystoscopy, urine cytology, computed tomography, renal functional evaluation and video-urodynamics. The study included four patients aged 52-56 years, with a follow-up of 6-14 years. RESULTS: The histopathological status was pT1G2R0 in two and pT1G1R0 in the other two patients. One of them had an additional papilloma in the upper ureter. All patients entered a protocol of mitomycin/bacille Calmette-Guérin instillation therapy after surgery. The patients are currently alive with no recurrences. There is stable kidney function despite vesico-renal reflux, and normal bladder function with no subvesical obstruction. CONCLUSIONS: Partial nephrectomy and renal autotransplantation for renal urothelial cancer in solitary kidneys is feasible, but should only be used in the rarest cases, and for the most selective indications. Dialysis and renal replacement can be avoided. Pyelovesicostomy allows effective chemotherapy instillation therapy, and easy and secure urothelial cancer control of the upper urinary tract. (C) 2007 The Authors.

Adjuncts to visual internal urethrotomy to reduce the recurrence rate of anterior urethral strictures
MUNDY AR
Eur Urol 2007;51(6): 1467-8

Urinary tract cancers. The earlier the diagnosis, the better the treatment. [French]
FOURCADE RO
Rev Prat 2007;57(6): 593-4*

Diagnosis and treatment of superficial bladder cancers. [French]
CAREMEL R, PFISTER C
Rev Prat 2007;57(6): 621-7*

By definition, superficial bladder tumours do not invade the bladder muscle. The two main risk factors are smoking and industrial carcinogens. Gross hematuria is the most common presenting sign of bladder tumour; its finding should always prompt a cystoscopy of the lower urinary tract. The finding of a bladder tumour always requires assessment of the upper urinary tract. Endoscopic resection, performed under locoregional or general anaesthesia, is the first step in treating superficial bladder tumours. It should be complete and as deep as possible (muscle). Additional treatment with intravesical instillations may be necessary according to the at-risk group defined by the Cancer Committee of the French Urological Association. Intravesical instillations essentially consist of intravesical chemotherapy (MMC) and intravesical immunotherapy (BCG). They aim at reducing the risk of tumour recurrence, as well as the risk of progression to bladder muscle invasion.

Tumors of the upper excretory urinary tract. [French]
VILLERS A
Rev Prat 2007;57(6): 638-40*

Therapies in bladder cancer: intravesical mitomycin-C
IQBAL N, SHERGILL I, ZAMAN F, ALAM K, TRIVEDI H, GUJRAL S
Therapy 2007;4(2): 115-7*

Actual chemotherapeutical possibilities in hormone-refractory prostate cancer (HRPC) patients. [Review]##
PREZIOSO D, GALASSO R, DI MARTINO M, IAPICCA G, ANNUNZIATA E, IACONO F
Anticancer Res 2007;27(2): 1095-104

Androgen deprivation therapy still remains the gold standard in the treatment of advanced prostate cancer. Unfortunately, patients with metastatic prostate cancer treated with androgen deprivation therapy frequently develop androgen-independent prostate cancer. Cytotoxic chemotherapy has not been used routinely and the current standard regimens have not demonstrated any significant alteration in the development of hormone-refractory disease. Recent phase III randomized clinical trials have suggested that docetaxel-based therapy, demonstrating a real increase of survival in treated patients, could represent the new standard treatment for metastatic patients. There is also promising activity of new drug combinations, such as taxanes plus vinca alkaloids, and of classic chemotherapeutic agents plus biological drugs. This review focuses on the current therapies for the treatment of HRPC.

Bladder cancer. [Review]##
CLARK PE
Curr Opin Oncol 2007;19(3): 241-7*

PURPOSE OF REVIEW: This article reviews the diagnosis and management of bladder cancer with an emphasis on studies and developments over the past year. RECENT FINDINGS: Cystoscopy remains the mainstay in the detection and surveillance of bladder cancer, though efforts continue in the development of urinary bladder cancer markers. Superficial bladder cancer continues to be managed predominantly through transurethral resection with perioperative instillation of chemotherapy recommended for most patients. Intravesical bacille Calmette-Guérin (including a maintenance regimen) should be used for those at high risk for progression. Muscle-invasive disease continues to be managed by radical cystectomy. Research continues on the use of laparoscopy, the effect on patients' health-related quality of life, and the potential role for bladder preservation strategies. The role of neoadjuvant versus adjuvant chemotherapy around the time of cystectomy remains to be resolved. The mainstays of chemotherapy remain methotrexate, vinblastine, doxorubicin, and cisplatin, and gemcitabine and cisplatin, but work is ongoing to develop new regimens, especially in patients who cannot take cisplatin. SUMMARY: Although great strides continue to be made each year in the diagnosis and management of bladder cancer considerably more work needs to be done in order to improve the lives of our patients with this disease. (C) 2007 Lippincott Williams & Wilkins, Inc.

Superficial bladder cancer: part 2. Management. [Review]##
JOSEPHSON D, PASIN E, STEIN JP
Expert Rev Anticancer Ther 2007;7(4): 567-81*

In the second section of a two-part article, the recent literature is reviewed and the management of nonmuscle-invasive transitional cell carcinoma of the bladder is discussed. Particular attention is given to the indications and timing of intravesical chemotherapy and immunotherapy and the differences in efficacy and side-effect profiles of the available agents. The indications and role of second-look transurethral resection are reviewed. Additionally, the role of bacillus Calmette-Guérin in the management of this disease in terms of definitive treatment and maintenance therapy is discussed. We also offer a review of the literature regarding therapies for bacillus Calmette-Guérin-refractory nonmuscle-invasive transitional cell carcinoma of the bladder and their current place in practice.

Oncology

Mitomycin-C and vinorelbine for second-line chemotherapy in NSCLC: a phase II trial
BABIAK A, HETZEL J, GODDE F, KONIG HH, PIETSCH M, HETZEL M
Br J Cancer 2007;96(7): 1052-6

Single-agent therapy with docetaxel or pemetrexed is the current therapy of choice for second-line treatment in advanced non-small-cell lung cancer (NSCLC). The role of older agents was underattended over the last years. This study presents the combination of MMC and vinorelbine in pretreated patients. Forty-two patients (stage IIIB and IV, pretreated with platinum-based chemotherapy) received 8 mg/m2 MMC on day 1 and 25 mg/m2 vinorelbine on days 1 and 8 of a 28-day cycle. Endpoints were objective tumour response, survival, and toxicity. Additionally, quality of life (QoL) was assessed. Five patients (11.9%) achieved partial responses and 13 patients (31.9%) stable disease. Progression-free survival was 16 weeks. The median overall survival was 8.5 months. Eleven patients (26.2%) suffered from grade 3 or 4 neutropenia and four patients (9.52%) from grade 3 or 4 anaemia. Evaluation of QoL showed that some items ameliorated during therapy. The therapeutic concept including MMC and vinorelbine offers an efficacious and well-tolerated regimen, with relatively low toxicity. Objective response and survival data correlate with other second-line studies using different medication. As costs of MMC and vinorelbine are lower compared with current drugs of choice, this regimen is likely to be cost-saving.

Mitomycin-C and etoposide in advanced colorectal carcinoma. A clinical and in vitro experience that focuses the problem of schedule dependence in combination therapy
SEMINARA P, PASTORE C, IASCONE C, CICCONETTI F, NIGITA G, IELAPI T, et al.
Chemotherapy 2007;53(3): 218-25*

BACKGROUND: The aim of this study was to evaluate the activity of a combination regimen of chemotherapy containing MMC and etoposide (ETO) in advanced colorectal carcinoma. METHODS: 14 pretreated patients received MMC 2 mg/m2 and ETO 60 mg/m2, days 1-5 every 28 days. The clinical study was interrupted since no clinical response was observed in 14 patients following four courses of chemotherapy. An in vitro study was then performed on HTC-8 cell line. The cytotoxic activity of the MMC/ETO combination was tested by sulforhodamine B assay and the type of drug interaction was assessed using the method of Chou and Talalay. Cell cycle perturbations and apoptosis were evaluated by flow cytometry. RESULTS: While MMC and ETO were singularly active, the simultaneous exposure of cells to both drugs and the sequence MMC(ETO ensued in antagonistic interaction at all levels of killed cell fraction. Conversely, the sequence ETO(MMC produced a synergistic interaction. CONCLUSIONS: These results suggest that the activity of the MMC/ETO combination is highly schedule-dependent and that the experimental drug associations should be based on a preclinical rationale before clinical trials are designed.

Mitomycin-C/5-fluorouracil/leucovorin and hyperfractionated radiation therapy for rectal carcinoma: a phase II study with long-term follow-up
NABHAN C, RAGAM A, SAMUELS B, MILTON DT, PRASAD L, HOOBERMAN A, et al.
Clin Colorectal Cancer 2007;6(6): 436-41*

PURPOSE: Preoperative chemotherapy followed by surgery and adjuvant chemotherapy is a standard treatment for most patients with rectal cancer. We aimed to determine efficacy and tolerability of preoperative mitomycin, 5-FU, and leucovorin (LV) concurrent with hyperfractionated radiation therapy (RT) followed by surgery and adjuvant chemotherapy. PATIENTS & METHODS: Patients with clinical stage II/III disease were treated with mitomycin 10 mg/m2 on day I, continuous venous infusion 5-FU 600 mg/m2 per day for 96 hours, and oral LV 25 mg every 6 hours on days 1-5. All patients received concurrent RT in fractions of 150 cGy twice daily beginning on day 1. Unfixed tumors received 3000 cGy, whereas fixed tumors received a dose of 4500 cGy. Patients then underwent resection and postoperative adjuvant chemotherapy with oral LV and continuous venous infusion 5-FU 600 mg/m2 per day on days 1-5 on a 28-day cycle for 6 cycles. Primary endpoints were to determine the rate of pathologic response and downstaging, long-term locoregional control, progression-free survival, and overall survival. RESULTS: Between the years 1993 and 2000, 83 patients were enrolled. Eighteen patients (31%) were downstaged. Six patients (7%) had pathologic complete response. Median follow-up was 62 months with a 5-year overall survival of 71%. Local control rate was 96%.Treatment was well tolerated with stomatitis, diarrhea, and radiation proctitis being the most common toxicities. CONCLUSION: This regimen is effective in the treatment of rectal carcinoma. The favorable toxicity profile of mitomycin and hyperfractionated RT allows these strategies to be utilized with the newer chemotherapies for this disease.

Chemotherapy for advanced gastric cancer: across the years for a standard of care. [Review]
SCARTOZZI M, GALIZIA E, VERDECCHIA L, BERARDI R, ANTOGNOLI S, CHIORRINI S, et al.
Expert Opin Pharmacother 2007;8(6): 797-808*

Chemotherapy is of crucial importance in advanced gastric cancer patients, in order to obtain palliation of symptoms and improve survival. The most extensively studied drugs as single agents are 5-FU, cisplatin, doxorubicin, epirubicin, MMC and etoposide. Newer chemotherapeutic agents include the taxanes (docetaxel and paclitaxel), oral fluoropyrimidines (capecitabine and S-1), oxaliplatin and irinotecan. Randomised trials comparing monotherapy with combination regimens have consistently shown increased response rates in favour of combination regimens, whereas only marginally improved survival rates were usually found. Several combination therapies have been developed and have been examined in Phase III trials. However, in most cases, they have failed to demonstrate a survival advantage over the reference arm. There is no internationally accepted standard of care, and uncertainty remains regarding the choice of the optimal chemotherapy regimen. The objective of this article is to review the present literature available on major Phase II-III clinical trials, in which patients suffering from advanced gastric cancer were treated with cytotoxic chemotherapy.

Hyperthermic intraperitoneal chemotherapy in conjunction with surgery for the treatment of recurrent ovarian carcinoma
HELM CW, RANDALL-WHITIS L, MARTIN RS, METZINGER DS, GORDINIER ME, PARKER LP, et al.
Gynecol Oncol 2007;105(1): 90-6

OBJECTIVES: To review experience of secondary surgical cytoreduction (SSC) with hyperthermic intraperitoneal chemotherapy (IPHC). METHODS: Eligible patients with ovarian cancer in whom pre-operative evaluation indicated that there was a good possibility that disease could be resected to ≤5 mm underwent surgery followed by intraperitoneal perfusion of cisplatin (100 mg/m2) or MMC (30-40 mg total dose) heated to 41-43oC (105.8-109.4oF) for 90 min. Data for analysis were extracted from retrospective chart review. RESULTS: 18 patients underwent surgery and IPHC between 9/02 and 3/05. Characteristics were median age 64 (37-77) years, mean prior laparotomies 1.4 (0-3), mean chemotherapy regimens 3.2 (0-7), mean time from initial therapy to IPHC 30.6 (1-88) months. Original histology: papillary serous 12, poorly differentiated adenocarcinoma 1, serous low malignant potential 2, mucinous 1 and mixed subtypes 2. Thirteen had recurrent disease and five had persistent disease following front-line therapy. Fifteen received cisplatin and three MMC. The mean duration of surgery was 9.8 (5-16) h. The maximum dimension of residual lesions at the end of surgery prior to IPHC was nil (n = 11), ≤2 mm (n = 4), ≤5 mm (n = 2) and ≤10 mm (n = 1). Mean time to return of bowel function was 7 (5-20) days and mean time to hospital discharge 11.5 (5-49) days. All patients developed CTEP grade 1 or 2 metabolic or hematologic toxicities. CTEP grade 3 or 4 metabolic toxicity occurred in 72% and a hematologic toxicity in 28%. There was one peri-operative death due to pulmonary embolus. Median progression-free interval was 10 months and median overall survival was 31 months. Improved outcome was significantly related to the size of residual disease prior to IPHC and postoperative chemotherapy. CONCLUSIONS: IPHC is a relatively well-tolerated procedure with the majority of the morbidity being related to associated surgery. When combined with SSC it has the potential to extend quality life in some patients with recurrent ovarian cancer and warrants continued research. Randomized studies are needed earlier in the course of the disease.

5-fluorouracil, mitomycin-C, and polysaccharide-K adjuvant chemoimmunotherapy for locally advanced gastric cancer: the prognostic significance of frequent perineural invasion
CHOI JH, KIM YB, LIM HY, PARK JS, KIM HC, CHO YK, et al.
Hepatogastroenterology 2007;54(73): 290-7*

BACKGROUND/AIMS: Although adjuvant chemotherapy has demonstrated small but significant survival benefit in locally advanced gastric cancer in several meta-analyses, the optimal chemotherapy regimen remains to be determined. METHODOLOGY: We retrospectively analyzed the survival of 207 gastric cancer patients (stage IB: 19, II: 65, IIIA: 58, IIIB: 28, IV: 37) who underwent 5-FU, MMC, and polysaccharide-K (PSK) chemoimmunotherapy (CITX) after curative resection (FM group). The survival of FM group was compared with that of a historical control cohort of 103 patients with almost identical stage distribution who received 5-FU and doxorubicin-based chemotherapy (FA group). RESULTS: Five-year disease-free survival and overall survival (OS) of FM group were 58.7% and 59.1%, respectively. Frequent perineural invasion was significantly associated with poor OS (P = 0.01) in multivariate analysis. There was no statistically significant difference in 5-year OS (59.1% vs. 56.2%; P = 0.637) between FM and FA groups. FM group showed superior 5-year OS (84.4% vs. 67.6%; P = 0.019) compared with FA group in stage IB or II patients without significant difference (P = 0.222) in stage IIIA to IV. CONCLUSIONS: 5-FU, MMC, and PSK CITX is as effective as 5-FU and doxorubicin-based chemotherapy. Moreover, frequent perineural invasion seems to be an important poor prognostic factor.

Conformal therapy improves the therapeutic index of patients with anal canal cancer treated with combined chemotherapy and external beam radiotherapy
VUONG T, KOPEK N, DUCRUET T, PORTELANCE L, FARIA S, BAHORIC B, et al.
Int J Radiat Oncol Biol Phys 2007;67(5): 1394-400

PURPOSE: To evaluate the clinical outcomes of three-dimensional conformal radiotherapy (3D-CRT) in patients with anal canal cancer, in terms of local control (LC), freedom from relapse (FFR), and overall survival (OS) rates, and to estimate long-term toxicity data. METHODS & MATERIALS: 60 historical patients, treated with conventional radiation techniques (C-RT), were used as controls, and 62 consecutive patients were treated with 3D-CRT. Patients treated with 3D-CRT received 54 Gy in 30 fractions delivered continuously, compared with 45-58.9 Gy (median dose, 54 Gy) in a split course in patients treated with C-RT. Chemotherapy consisted of 5-FU with either MMC or cis-platinum given concurrently with radiation. Survival curves were performed using the Kaplan-Meier model, and the Cox proportional hazards model was used for multivariate analysis of risk factors. RESULTS: No differences in stage and age distribution were observed between the two groups. Patients treated with 3D-CRT and C-RT had an actuarial 5-year LC rate of 85.1% and 61.1%, respectively (P = 0.0056); the FFR rate was 70.2% and 46.1% (P = 0.0166), and the OS rate was 80.7% and 53.9% (P = 0.0171). In multivariate analysis, factors of significance for LC were nodal (N) status (P <0.001); for OS, 3D-CRT (P = 0.038), N status (P = 0.011), and T status (P = 0.012); and for FFR, 3D-CRT (P = 0.024) and N status (P <0.001). CONCLUSION: The use of 3D-CRT allows patients with anal canal cancer to complete radiation and chemotherapy without interruption for toxicity, with significant improvements in LC, FFR, and OS. (C) 2007 Elsevier Inc.

Intraoperative hyperthermic intrathoracic chemotherapy for pleural extension of pseudomyxoma peritonei. [Case Report]
DANG A, MANSFIELD P, ILSIN B, HIGHTOWER C, ARAVINDAN N, RICE D, et al.
J Cardiothorac Vasc Anesth 2007;21(2): 265-8

Mitomycin-C plus infusional 5-fluorouracil in platinum-refractory gastric adenocarcinoma: an extended multicenter phase II study
HARTMANN JT, PINTOFFL JP, AL-BATRAN SE, QUIETZSCH D, MEISINGER I, HORGER M, et al.
Onkologie 2007;30(5): 235-40*

OBJECTIVE: To assess the toxicity and activity of bolus MMC in combination with a 24-hour continuous infusion of 5-FU in gastric cancer patients who had received at least one prior chemotherapy regimen. PATIENTS & METHODS: Patients were treated with MMC (10 mg/m2 on days 1 and 22, 5-FU (2.6 g/m2) as a 24-hour infusion, and folinic acid 500 mg/m2 weekly for 6 weeks. RESULTS: 34 patients with gastric cancer, 16 after failure of first-line chemotherapy and 18 after failure of at least two prior chemotherapies, were included. In the intent-to-treat analysis, 9 (26.5%) of the 34 patients had a partial response and 10 (29.4%) a disease stabilization (disease control rate 56%). The median time to progression was 3.3 months (95% CI, 2.8-3.7), and the median overall survival was 7.2 months (95% CI, 5.9-8.4). Grade III/IV thrombocytopenia occurred in 14.7% of patients (n = 5), while the most frequent nonhematological grade III/IV toxicities were mucositis and diarrhea, each affecting 9% of patients. CONCLUSIONS: As the tested regimen was generally safe and well tolerated by the patients, MMC plus infusional 5-FU/folinic acid may be a potential second-line regimen for patients with advanced gastric cancer. (C) 2007 S Karger GmbH.

Randomized controlled trial of topical mitomycin-C for ocular surface squamous neoplasia: early resolution
HIRST LW
Ophthalmology 2007;114(5): 976-82*

OBJECTIVE: To assess the efficacy and safety of MMC in the treatment of ocular surface squamous neoplasia. DESIGN: Prospective, randomized, controlled, masked, single-center trial. PARTICIPANTS: 48 consecutive patients with biopsy-proven noninvasive ocular surface squamous neoplasia. INTERVENTION: MMC (0.4 mg/ml) or a placebo was administered as 1 drop 4 times a day for 3 weeks, with crossover of drops if there was no regression within 6 weeks. MAIN OUTCOME MEASURES: Successful treatment was measured as complete resolution of the neoplasia by slit-lamp examination within 6-8 weeks of treatment, with a secondary endpoint of histological resolution by 6 weeks. RESULTS: None of 20 in the placebo group resolved clinically, whereas 24 of 26 in the MMC group resolved, giving a relative resolution rate of MMC versus placebo of 40.87 (95% CI, 1.01-1656.8). There were no complications. There was no statistical treatment effect on histological resolution, with a resolution rate of MMC versus placebo of 1.37 (95% CI, 0.34-5.42). CONCLUSIONS: MMC (0.4 mg/ml) eyedrops used 4 times a day for 3 weeks is an effective agent to cause early clinical resolution of noninvasive ocular surface squamous neoplasia.

Scrotal ulcer after intraperitoneal hyperthermic chemotherapy
AKHAVAN A, YIN M, BENOIT R
Urology 2007;69(4): 778.e9-10

Tumor cytoreduction combined with intraperitoneal hyperthermic chemotherapy has been shown to be an effective method to delay the progression of peritoneal carcinomatosis. We describe two cases of painful scrotal ulcer after tumor debulking and intraperitoneal infusion of MMC for treatment of metastatic abdominal malignancies. Although the pathogenesis is unknown, the awareness of its presence and early signs of clinical presentations by clinicians is very important. (C) 2007 Elsevier Inc. All rights reserved.

Advances in the treatment of patients with gastric adenocarcinoma. [Review]##
FOUKAKIS T, LUNDELL L, GUBANSKI M, LIND PA
Acta Oncol 2007;46(3): 277-85

Despite a decline in its incidence in the Western world, gastric cancer (GC) remains the fourth most frequent cancer diagnosis worldwide and is, after lung cancer, the second leading cause of death from a malignant disease globally. Based on the published literature, treatment guidelines and reports from international meetings, we here review the current treatment options for GC and discuss insights and perspectives from the latest clinical studies. The management of GC in the early stages of the disease is based on an optimal surgical resection of the primary tumor and the regional lymph nodes. However, less than one third of patients have a resectable disease at diagnosis and among those operated, more than half are not cured by surgery alone, due to a high rate of relapse. Thus, for the majority of patients, systemic cytotoxic therapy, and sometimes radiotherapy, is a treatment option both as an adjunct to surgery and in the palliative setting. Adjuvant chemotherapy offers only a marginal benefit and has not become a standard of care in the West. In North America, adjuvant chemoradiation is broadly used, shown to significantly improve overall survival, albeit with the cost of high toxicity. Furthermore, a recently reported study from the UK demonstrated a significant disease-free and survival benefit by the use of perioperative combination chemotherapy. Several chemotherapeutic agents have been tested as a palliative therapy in advanced GC including 5-FU, oral pyrimidines, platinum derivatives, anthracyclines, taxanes and camptothecins. It is now accepted that chemotherapy is better than best supportive care only and that 5-FU based combinations are more effective than monotherapy. However, the response rates have generally been moderate and there is no consensus on the optimal combination of cytotoxic agents and the potential role of more recently developed 'targeted therapies'. (C) 2007 Taylor & Francis.

Iterative cytoreductive surgery associated with hyperthermic intraperitoneal chemotherapy for treatment of peritoneal carcinomatosis of colorectal origin with or without liver metastases##
KIANMANESH R, SCARINGI S, SABATE JM, CASTEL B, PONS-KERJEAN N, COFFIN B, et al.
Ann Surg 2007;245(4): 597-603*

INTRODUCTION: The aim of this study was to evaluate the results of an aggressive strategy in patients presenting peritoneal carcinomatosis (PC) from colorectal cancer with or without liver metastases (LMs) treated with cytoreductive surgery (CS) and hyperthermic intraperitoneal chemotherapy (HIPEC). PATIENTS & METHODS: The population included 43 patients who had 54 CS + HIPEC for colorectal PC from 1996 to 2006. Sixteen patients (37%) presented LMs. Eleven patients (25%) presented occlusion at the time of PC diagnosis. Ascites was present in 12 patients (28%). Seventy-seven percent of the patients were Gilly 3 (diffuse nodules, 5-20 mm) and Gilly 4 (diffuse nodules >20 mm). The main endpoints were morbidity, mortality, completeness of cancer resection (CCR), and actuarial survival rates. RESULTS: The CS was considered as CCR-0 (no residual nodules) or CCR-1 (residual nodules <5 mm) in 30 patients (70%). Iterative procedures were performed in 26% of patients. Three patients had liver resections prior to CS + HIPEC, ten had concomitant minor liver resection, and three had differed liver resections (two right hepatectomies) two months after CS + HIPEC. The mortality rate was 2.3% (one patient). Seventeen patients (39%) presented one or multiple complications (per procedure morbidity = 31%). Complications included deep abscess (n = 6), wound infection (n = 5), pleural effusion (n = 5), digestive fistula (n = 4), delayed gastric emptying syndrome (n = 4), and renal failure (n = 3). Two patients (3.6%) were reoperated. The median survival was 38.4 months (CI, 32.8-43.9). Actuarial 2- and 4-year survival rates were 72% and 44%, respectively. The survival rates were not significantly different between patients who had CS + HIPEC for PC alone (including the primary resection) versus those who had associated LMs resection (median survival, 35.3 vs. 36.0 months; P = 0.73). CONCLUSION: Iterative CS + HIPEC is an effective treatment in PC from colorectal cancer. The presence of resectable LMs associated with PC does not contraindicate the prospect of an oncologic treatment in these patients. (C) 2007 Lippincott Williams & Wilkins, Inc.

Giant cell tumor of the uterus: case report and response to chemotherapy. [Review]##
SKUBITZ KM, CARLOS JC
BMC Cancer 2007;7(46)BACKGROUND: Giant cell tumor (GCT) is usually a benign but locally aggressive primary bone neoplasm in which monocytic macrophage/ osteoclast precursor cells and multinucleated osteoclast-like giant cells infiltrate the tumor. The etiology of GCT is unknown, however the tumor cells of GCT have been reported to produce chemoattractants that can attract osteoclasts and osteoclast precursors. Rarely, GCT can originate at extraosseous sites. More rarely, GCT may exhibit a much more aggressive phenotype. The role of chemotherapy in metastatic GCT is not well defined. CASE PRESENTATION: We report a case of an aggressive GCT of the uterus with rapidly growing lung metastases, and its response to chemotherapy with pegylated-liposomal doxorubicin, ifosfamide, and bevacizumab, along with a review of the literature. CONCLUSION: Aggressive metastasizing GCT may arise in the uterus, and may respond to combination chemotherapy. (C) 2007 Skubitz and Manivel; licensee BioMed Central Ltd.

Chemotherapy in advanced biliary tract carcinoma: a pooled analysis of clinical trials##
ECKEL F, SCHMID RM
Br J Cancer 2007;96(6): 896-902

Owing to the lack of randomised controlled trials, no standard of chemotherapy exists in the treatment of advanced biliary tract carcinoma. 5-FU or gemcitabine is recommended based on small and predominately phase II trials. The aim of this analysis was to analyse existing trials, even small and nonrandomised, and identify superior regimens. Chemotherapy trials published in English from 1985 to July 2006 were analysed as well as ASCO abstracts from 1999 to 2006. Response rate (RR = CR + PR), tumour control rate (TCR = CR + PR + SD), time to tumour progression (TTP), overall survival (OS), and toxicity were analysed. One hundred and four trials comprising 112 trial arms and 2810 patients, thereof 634 responders and 1368 patients with tumour control were analysed. Pooled RR and TCR were 22.6 and 57.3%, respectively. Significant correlations of RR and TCR with survival times were found. Subgroup analysis showed superior RRs for gallbladder carcinoma (GBC) compared with cholangiocarcinoma, but shorter OS for GBC. Furthermore, superior RRs and TCRs of gemcitabine and platinum containing regimens were found with highest RRs and TCRs in the combination subgroup. Based on published results of predominately phase II trials, gemcitabine combined with platinum compounds represents the provisional standard of chemotherapy in advanced biliary tract cancer, unless a new evidence-based standard has been defined. (C) 2007 Cancer Research.

An individual patient data meta-analysis of adjuvant therapy with uracil-tegafur (UFT) in patients with curatively resected rectal cancer##
SAKAMOTO J, HAMADA C, YOSHIDA S, KODAIRA S, YASUTOMI M, KATO T, et al.
Br J Cancer 2007;96(8): 1170-7

Uracil-tegafur (UFT), an oral fluorinated pyrimidine chemotherapeutic agent, has been used for adjuvant chemotherapy in curatively resected colorectal cancer patients. Past trials and meta-analyses indicate that it is somewhat effective in extending survival of patients with rectal cancer. The objective of this study was to perform a reappraisal of randomised clinical trials conducted in this field. We designed an individual patient-based meta-analysis of relevant clinical trials to examine the benefit of UFT for curatively resected rectal cancer in terms of overall survival (OS), disease-free survival (DFS), and local relapse-free survival (LRFS). We analysed individual patient data of five adjuvant therapy randomised clinical trials for rectal cancer, which met the predetermined inclusion criteria. These five trials had a combined total of 2091 patients, UFT as adjuvant chemotherapy compared to surgery-alone, 5-year follow-up, intention-to-treat-based analytic strategy, and similar endpoints (OS and DFS). In a pooled analysis, UFT had significant advantage over surgery-alone in terms of both OS (HR 0.82; 95% CI, 0.70-0.97; P = 0.02) and DFS (HR 0.73; 95% CI, 0.63-0.84; P <0.0001). This individual patient-based meta-analysis demonstrated that oral UFT significantly improves both OS and DFS in patients with curatively resected rectal cancer. (C) 2007 Cancer Research UK.

Systematic review, including meta-analyses, on the management of locally advanced pancreatic cancer using radiation/combined modality therapy##
SULTANA A, TUDUR SMITH C, CUNNINGHAM D, STARLING N, TAIT D, NEOPTOLEMOS JP, et al.
Br J Cancer 2007;96(8): 1183-90

There is no consensus on the management of locally advanced pancreatic cancer, with either chemotherapy or combined modality approaches being employed (Maheshwari and Moser, 2005). No published meta-analysis (Fung et al., 2003; Banu et al., 2005; Liang, 2005; Bria et al., 2006; Milella et al., 2006) has included randomised controlled trials employing radiation therapy. The aim of this systematic review was to compare the following: (i) chemoradiation followed by chemotherapy (combined modality therapy) vs. best supportive care; (ii) radiotherapy vs. chemoradiation; (iii) radiotherapy vs. combined modality therapy; (iv) chemotherapy vs. combined modality therapy; (v) 5-FU-based combined modality treatment vs. another-agent-based combined modality therapy. Relevant randomised controlled trials were identified by searching databases, trial registers and conference proceedings. The primary endpoint was overall survival and secondary endpoints were progression-free survival/time-to-progression, response rate and adverse events. Survival data were summarised using HR and response-rate/adverse-event data with relative risk. Eleven trials involving 794 patients met the inclusion criteria. Length of survival with chemoradiation was increased compared with radiotherapy alone (two trials, 168 patients, HR 0.69; 95% CI, 0.51-0.94), but chemoradiation followed by chemotherapy did not lead to a survival advantage over chemotherapy alone (two trials, 134 patients, HR 0.79; CI, 0.32-1.95). Meta-analyses could not be performed for the other comparisons. A survival benefit was demonstrated for chemoradiation over radiotherapy alone. Chemoradiation followed by chemotherapy did not demonstrate any survival advantage over chemotherapy alone, but important clinical differences cannot be ruled out due to the wide CI. (C) 2007 Cancer Research UK.

Neoadjuvant chemoradiation in non-small-cell lung cancer. [French]##
MILLERON B, GIRARD N, GOUNANT V, MORNEX F
Cancer Radiother 2007;11(1-2): 36-40

In 2006 preoperative chemoradiation is a major part of the treatment of stage III locally advanced non-small-cell lung cancer. Previous studies have clearly demonstrated the feasibility both regarding toxicities and resectability rates of the sequential and concurrent combination of radiation to chemotherapy in a neoadjuvant setting. However, induction chemoradiation has never been randomly compared to exclusive preoperative chemotherapy. Besides, the doses of radiation and the optimal drug combination remain undetermined at the time. Regarding the global therapeutic strategy of stage III non-small-cell lung cancer, recently reported phase III trials evaluating the role of surgical resection after induction chemotherapy or chemoradiation, all showed the prognostic importance of the tumoral and mediastinal downstaging to select patients really benefiting from surgery. These developments make of the treatment of locally advanced non-small cell lung cancer a model for multimodal therapeutic strategies combining chemotherapy, radiotherapy and surgery. (C) 2006 Elsevier Masson SAS. All rights reserved.

Adjuvant treatments of non-small-cell lung cancer. [French]##
MORETTI L, ROELANDTS M, BERGHMANS T, VAN HOUTTE P
Cancer Radiother 2007;11(1-2): 53-8

If surgery remains the cornerstone for the curative treatment of non-small-cell lung cancer, failures are common especially for stage III disease and adjuvant treatment (chemotherapy or radiotherapy) may be justified. After the two meta-analyses, new trials have showed a moderate but significant benefit from cisplatin-based chemotherapy. The role of radiotherapy is still controversial but from some clinical observations, a new trial using the modern radiation technology should address the question. (C) 2006 Elsevier Masson SAS. All rights reserved.

Chemoradiation for locally advanced non-small-cell lung cancer. [French]##
GIRARD N, MORNEX F
Cancer Radiother 2007;11(1-2): 67-76

Chemoradiation is one of the major therapeutic options in thoracic oncology: besides surgery, the best treatment for early-stage tumors, and chemotherapy, not only used in metastatic tumors, but also in a neoadjuvant and adjuvant setting, chemoradiation is the standard strategy for unresectable locally advanced non-small-cell lung cancer. Its current modalities include three-dimensional conformal techniques, allowing dose escalation and sequential and concurrent combination with new generation cytotoxic agents to occur. Phase III trials are currently evaluating the benefit from induction and consolidation chemotherapy in this setting. New techniques of radiation may also increase the efficacy and the feasibility of radiation. This constant progress makes chemoradiation one of the most promising combined treatments in thoracic oncology. (C) 2007 Elsevier Masson SAS. All rights reserved.

Should intraperitoneal chemotherapy be considered as standard first-line treatment in advanced stage ovarian cancer?##
PETIGNAT P, DU BOIS A, BRUCHIM I, FINK D, PROVENCHER DM
Crit Rev Oncol Hematol 2007;62(2): 137-47

Current standard therapy for patients with advanced stage epithelial ovarian cancer is cytoreductive surgery followed by combination chemotherapy with paclitaxel and carboplatin. Intraperitoneal (IP) chemotherapy has demonstrated improved outcome compared to standard intravenous treatment in three large randomized phase III trials and confirmed by Cochrane meta-analysis. Although compelling evidence suggests that IP therapy provides survival benefit in a selected group of ovarian cancer patients, it remains unclear which group of patients will really benefit from IP therapy, which is the optimal drug, dose and combination, and what is the real benefit of IP treatment alone. Other concerns about IP therapy are difficulties in completing the assigned treatment and management of its pattern of toxic side effects. Today, IP chemotherapy has yet to gain a role as standard first-line treatment in advanced stage ovarian cancer. In the near future, efforts should aim at developing an effective IP regimen and research undertaken for a better understanding of the peritoneal environment. (C) 2006 Elsevier Ireland Ltd. All rights reserved.

Standard, and novel cytotoxic and molecular-targeted, therapies for HNSCC: an evidence-based review##
MURDOCH D
Curr Opin Oncol 2007;19(3): 216-21*

Head and neck squamous cell carcinoma is the sixth most frequently occurring cancer worldwide. Chemotherapy has shown some success as part of multimodal treatment schedules for locally advanced, nonmetastatic head and neck squamous cell carcinoma, and to a much lesser extent for metastatic head and neck squamous cell carcinoma. A recent meta-analysis of 32 studies involving >10 000 patients concluded that chemotherapy added to radiotherapy produces a large survival advantage relative to radiotherapy alone. Concurrent or alternate chemoradiotherapy, with a schedule based on cisplatin, has an established place in the management of locally advanced nonmetastatic head and neck squamous cell carcinoma. (C) 2007 Lippincott Williams & Wilkins, Inc.

Emerging drugs for mesothelioma. [Review]##
SCAGLIOTTI GV, SELVAGGI G
Expert Opin Emerg Drugs 2007;12(1): 127-37*

Malignant mesothelioma is an aggressive, but relatively rare, malignancy, affecting the pleura and peritoneum. The prognosis for malignant pleural mesothelioma (MPM) is poor, with median survival in the range of 8-14 months, depending on stage and presentation of disease. Long-term results of available treatments are disappointing not only in terms of prognosis, but also of local control of the disease. Therefore, relief of symptoms and improvement of quality-of-life parameters are the short-term goals of therapy. In advanced disease not amenable to any local approach, such as surgery, combination chemotherapy represents the current standard of care. At present, the regimen of cisplatin/pemetrexed is the medical treatment of choice. This review summarizes standard chemotherapy options and focuses on the molecular basis of the newest biologically targeted therapies to be implemented in the near future in the management of MPM. (C) 2007 Informa UK Ltd.

Combined modality treatment of laryngeal squamous cell carcinoma. [Review]##
DEVLIN JG, LANGER CJ
Expert Rev Anticancer Ther 2007;7(3): 331-50*

Squamous cell carcinoma of the larynx is a major public health concern; it causes substantial morbidity and mortality, and arises chiefly as a result of tobacco and alcohol consumption. Early-stage disease is best treated with radiation or surgery alone, but for patients with more locally advanced squamous cell carcinoma of the larynx, combined modality treatment has been shown to benefit selected patients, particularly when cisplatin-based chemotherapy and concurrent radiation therapy are employed, with or without altered fractionated radiation therapy. Substantial laryngectomy-associated quality-of-life decrements can be avoided in selected, potentially resectable patients with organ-sparing approaches, without sacrificing survival. Recently, trials have addressed the role of targeted systemic agents to the epidermal growth factor receptor, and other targets are under investigation. The addition of induction chemotherapy to concurrent chemoradiotherapy is a promising treatment strategy that warrants further evaluation, but has not yet emerged as a standard of care; the toxicity of such regimens must be balanced with the potential benefits on a case-by-case basis, and functional outcomes are often quite variable. Treatment planning, management and follow-up are complex, and thus should ideally be performed in a comprehensive, multidisciplinary fashion, in a center accustomed to a high volume of such cases. Future research directions are described herein. (C) 2007 Future Drugs Ltd.

Primary Ewing sarcoma of the orbit in an adult##
PANG NK, BARTLEY GB, GIANNINI C
Ophthal Plast Reconstr Surg 2007;23(2): 153-4*

A 42-year-old man presented with visual field loss in the right eye and unintentional weight loss associated with a right orbital mass. Surgical resection and biopsy revealed a diagnosis of Ewing sarcoma, and systemic evaluation showed no metastasis. Subsequent chemotherapy and radiation resulted in tumor resolution without recurrence for 3.5 years. Although systemic symptoms are associated with a poorer prognosis, longer survival may be possible in the absence of metastasis. (C) 2007 The American Society of Ophthalmic Plastic and Reconstructive Surgery, Inc.

Transarterial chemoembolization before liver transplantation in 60 patients with hepatocellular carcinoma##
OTTO G, HEISE M, MOENCH C, HERBER S, BITTINGER F, SCHUCHMANN M, et al.
Transplant Proc 2007;39(2): 537-9

Tumor recurrence is a major problem after orthotopic liver transplantation (OLT) in patients with hepatocellular carcinoma (HCC). In 60 patients OLT was performed for HCC after pretreatment by repeated transarterial chemoembolization (TACE). Forty-four recipients exceeded the Milan criteria. Recurrence-free 5-year survival was 65.2% and 5-year freedom from recurrence was 73.2%. During the waiting time, 14 patients experienced minimal change, which did not fulfil the definition of tumor progression according to official oncological criteria. Five-year freedom from recurrence among patients with stable compared with progressive disease was 93.3% versus 28.1%, respectively (P = 0.0001). A strict TACE pretreatment protocol may select patients with obviously biologically less aggressive tumors, who are suitable for OLT even if the HCC exceeds the commonly accepted listing criteria. (C) 2007 Elsevier Inc. All rights reserved.

Preoperative chemoradiation and intra-operative radiotherapy for pancreatic carcinoma##
MACCHIA G, VALENTINI V, MATTIUCCI GC, MANTINI G, ALFIERI S, DIGESU C, et al.
Tumori 2007;93(1): 53-60*

AIMS & BACKGROUND: In recent years, preoperative chemoradiation has received growing interest for the treatment of locally advanced pancreatic cancer. In an attempt to improve resectability and disease control, we used preoperative radiation therapy and concomitant 5-FU in a combined modality therapy protocol. The aim of the study was to evaluate definitive results in terms of toxicity, response and clinical outcome. MATERIAL & METHODS: 28 patients with unresectable (cT4, 19 patients) or resectable (cT3, 9 patients) nonmetastatic pancreatic tumors received radiotherapy (39.6 Gy) plus 5-FU (continuous infusion, days 1-4 at 1000 mg/m2/day). After 4 weeks, patients were evaluated for surgical resection. In 9 resected patients, electron-beam intra-operative radiotherapy (10 Gy) was given before reconstruction. Thereafter, in resected patients, adjuvant chemotherapy was prescribed. RESULTS: During chemoradiation, 1 patient (3.6%) developed grade 3 acute gastrointestinal toxicity and 2 patients (7.1%) developed grade 3 hematological toxicity. Three of 19 patients with unresectable tumors had tumor downstaging (15.8%). Two patients showed partial response (response rate, 7.1%; 95% CI, 0.2-25.3) and 4 patients (14.3%) had minimal tumor response. Four patients (14.3%) showed progressive disease after chemoradiation. One postoperative death was recorded. The median survival time was 11.3 months (20.5 and 9.0 months in resected and unresected patients, respectively). Only one local failure was recorded in 8 patients resected with negative margins. CONCLUSIONS: Although the response rate is still low, our preliminary results suggest that preoperative 5-FU chemoradiation is well tolerated and may result in tumor downstaging. Delivery of intra-operative radiotherapy seems to be associated with a low rate of local recurrences.

Other applications

Application of topical mitomycin-C to the base of shave-removed keloid scars to prevent their recurrence
BAILEY JN, WAITE AE, CLAYTON WJ, RUSTIN MH
Br J Dermatol 2007;156(4): 682-6

BACKGROUND: Keloid scars are formed by overactivity of fibroblasts producing collagen and they cause significant morbidity both from their appearance and from their symptoms. Existing treatments are often unsatisfactory. Topical MMC is known to inhibit fibroblast proliferation. OBJECTIVES: To determine whether application of MMC to the base of shave-removed keloids would prevent their recurrence. METHODS: Ten patients had all or part of their keloid shave-removed. After haemostasis topical MMC 1 mg ml-1 was applied for 3 min. This application was repeated after 3 weeks. The keloids were photographed before treatment and the patients were reviewed every 2 months for a total of 6 months when a final photograph of the keloid site was taken. The patients and the Clinical Trials Unit staff scored the outcome on a linear analogue scale of 0-10, where 0 = disappointed and 10 = delighted. The pretreatment and 6-month post-treatment photographs were also assessed by two dermatologists who were not involved in the clinical trial. RESULTS: Four of the 10 patients were delighted with the outcome of treatment and only one was disappointed. On average there was an 80% satisfied outcome. CONCLUSIONS: This new treatment of keloids has been shown to be effective in the majority of patients but further studies are required to confirm this benefit. (C) 2007 The Authors.

Efficacy of mitomycin-C irrigation after removal of an occluded nasolacrimal stent
KIM KR, SONG HY, SHIN JH, KIM JH, CHOI EK, LEE YJ
J Vasc Interv Radiol 2007;18(4): 519-25*

PURPOSE: MMC acts as a potent fibroblastic inhibitor, and topical application of MMC is effective in preventing scar formation. The purpose of this study was to evaluate the safety and efficacy of MMC irrigation after removal of an occluded nasolacrimal stent from the lacrimal system. MATERIAL & METHODS: A total of 57 lacrimal systems after removal of an occluded stent were assigned to one of two groups: 23 lacrimal systems were irrigated with MMC after stent removal (MMC group), and 34 lacrimal systems were not irrigated with MMC after stent removal (non-MMC group). In the MMC group, the lacrimal systems were irrigated with 0.2 mg/ml MMC through the inferior lacrimal punctum for 3 minutes in three different sessions: immediately, 1 week, and 1 month after stent removal. The mean and cumulative patency rates after stent removal were calculated using the Kaplan-Meier method and were compared between the two groups using the log-rank test. RESULTS: Stent removal and MMC irrigation were technically successful in all lacrimal systems. There were no side effects or complications associated with MMC use. The mean patency rate after stent removal was higher in the MMC group than that of the non-MMC group: 10.5 months (95% CI, 7.04-13.91) vs. 4.5 months (95% CI, 2.40-6.63), respectively. There was a statistically significant difference in the cumulative patency rates after stent removal between the two groups (P = 0.005, log-rank test). CONCLUSIONS: MMC irrigation is safe and effective in increasing patency rate of lacrimal systems after removal of an occluded nasolacrimal stent. (C) 2007 SIR.

Use of the diode laser with intraoperative mitomycin-C in endocanalicular laser dacryocystorhinostomy
HENSON RD, HENSON RG, CRUZ HL, CAMARA JG
Ophthal Plast Reconstr Surg 2007;23(2): 134-7*

PURPOSE: To determine the safety and efficacy of the diode laser with intraoperative MMC in endocanalicular laser dacryocystorhinostomy (ECL-DCR). METHODS: In a prospective case series of 40 ECL-DCRs using the diode laser, MMC was placed intraoperatively in all cases. The main outcome measure was resolution or improvement of epiphora and no major laser damage intranasally. Patients were followed for at least 18 months. RESULTS: 40 consecutive ECL-DCRs on 30 patients (23 females, 7 males, mean age 62 years) were performed from April 2000 to December 2001. The success rate at 12 months postoperatively was 87.5%. All failures were due to a constricted nasal osteotomy. No significant intraoperative or postoperative complications were recorded. CONCLUSIONS: Diode laser ECL-DCR with MMC appears to be a safe and effective treatment modality for primary acquired nasolacrimal duct obstruction.

Topical mitomycin-C treatment of a benign oesophageal stricture following caustic ingestion in a four-year-old boy. [Case Report] [German]
FROHLICH T, GREESS H, KOHLER H
Z Gastroenterol 2007;45(3): 255-8*

Accidental caustic ingestion is a common problem in young children at the age of 1 to 4 years. In cases of circular injuries of the oesophagus subsequent strictures can arise. Endoscopic balloon dilatation is the commonly used intervention but does not always lead to permanent improvement. We report the successful use of MMC in a young boy in whom we could achieve ongoing relief of dysphagia after the unsuccessful long-term use of frequent endoscopic dilatations.
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