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Percutaneous therapy of low stage and grade urothelial neoplasia: long-term follow up. [Italian]
MONTANARI E, DEL NERO A, BERNARDINI P, MANGIAROTTI B, CONFALONIERI S, GRISOTTO M, et al.
Arch Ital Urol Androl 2005;77(4): 211-4*

Nephroureterectomy with the excision of the ipsilateral ureteral orifice and bladder cuff has been considered the standard treatment of the urinary upper transitional cell carcinoma (TCC). With the advent of sophisticated techniques for the endourologic management of many benign urologic diseases of the upper tract, there has been growing enthusiasm for the application of these same techniques in the management of upper tract TCC, which is also supported by recent advances in the development of small calibre telescopes with improved optics and the development of small calibre adjunctive instruments and laser fibers. A large number of cases published in the literature has confirmed the safety and efficacy of percutaneous treatment in selected patients with upper tract TCC of low grade and stage. Between 1997 and 2005 we treated 62 patients (37 pelvic TCC and 25 ureteral). Four patients (5 renal units: 4 T1G2 and 1 TaG1) underwent percutaneous resection for a tumor in a solitary kidney (2 cases), one case for bilateral neoplasm, and in the other case the lesion was unilateral with chronic renal failure. After preoperative evaluation, (excretory urography, computerized tomography and ureteroscopy with biopsy to confirm the low stage and grade of the lesion) the tumor was resected using an Amplatz sheath of 26-30 Fr and a 24 Fr resectoscope to keep a low intracalicial pressure. The tumor base was biopsied and fulgurated. After 48 h, contrastography to assure integrity of the urinary system was performed and MMC was infused over 24 h. Second-look nephroscopy with multiple biopsies was performed in all cases 7 days later and 8 Ch nephrostomy was placed. If the biopsies resulted negative the patient was submitted to 6 weekly endocavitary instillation of BCG through the nephrostomy tube. All patients at a mean follow up of 71 months were tumor free. One patient presented a bladder relapse after 83 months. No complication of percutaneous resection was observed. The endocavitary instillations were well tolerated. In our experience the percutaneous approach is safe and useful in neoplastic lesions of low grade and stage and should be considered as first line therapy in selected patients. Adjuvant topical therapy appears efficacious and some complications may be avoided by maintaining low intracavitary pressures during administration.

Electromotive drug delivery and bladder cancer. [Comment]
HARLAND SJ
Lancet Oncol 2006;7(1): 6-7

Sequential BCG and electromotive mitomycin versus BCG alone for high-risk superficial bladder cancer: a randomised controlled trial
DI STASI SM, GIANNANTONI A, GIURIOLI A, VALENTI M, ZAMPA G, STORTI L, et al.
Lancet Oncol 2006;7(1): 43-51

BACKGROUND: The rationale for combining anticancer drugs has not been applied consistently to use of intravesical agents for treatment of superficial bladder cancer, for which immunotherapeutic BCG and chemotherapeutic mitomycin seem to be a potentially effective combination. We aimed to do a prospective, randomised comparison of BCG alone with that of sequential BCG and electromotive mitomycin in patients with stage pT1 bladder cancer. METHODS: After transurethral resection and multiple biopsies, 212 patients with stage pT1 bladder cancer were randomly assigned to: 81 mg BCG infused over 120 min once a week for 6 weeks (n = 105); or to 81 mg BCG infused over 120 min once a week for 2 weeks, followed by 40 mg electromotive mitomycin (intravesical electric current 20 mA for 30 min) once a week as one cycle for three cycles (n = 107). Complete responders underwent maintenance treatment: those assigned BCG alone had one infusion of 81 mg BCG once a month for 10 months, and those assigned BCG and mitomycin had 40 mg electromotive mitomycin once a month for 2 months, followed by 81 mg BCG once a month as one cycle for three cycles. The primary endpoint was disease-free interval; secondary endpoints were time to progression; overall survival; and disease-specific survival. Analyses were done by intention to treat. This trial has been submitted for registration at the US National Cancer Institute website. FINDINGS: Median follow-up was 88 months (IQR 63-110). Patients assigned sequential BCG and electromotive mitomycin had higher disease-free interval than did those assigned BCG alone (69 months [95% CI, 55-86] vs. 21 months [15-54]; difference between groups 48 months [42-54], log-rank P = 0.0012). Patients assigned sequential BCG and electromotive mitomycin also had lower recurrence (41.9% [32.7-51.5] vs. 57.9% [48.7-67.5]; difference between groups 16.0% [2.7-29.3], log-rank P = 0.0012); progression (9.3% [3.8-14.8] vs. 21.9% [17.9-25.9]; difference between groups 12.6% [3.0-22.2], log-rank P = 0.004); overall mortality (21.5% [13.5-29.5] vs. 32.4% [23.4-41.4], difference between groups 10.9% [0.6-21.2], log-rank P = 0.045); and disease-specific mortality (5.6% [1.2-10.0] vs. 16.2% [6.1-23.3], difference between groups 10.6% [2.5-18.7], log-rank P = 0.01). Side-effects were mainly localised to the bladder. INTERPRETATION: BCG-induced inflammation might increase the permeability of the bladder mucosa such that mitomycin can reach the target tissue more easily and exert its anticancer effect.

Bladder cancer: current optimal intravesical treatment. [Review]
LAMM DL, MCGEE WR, HALE K
Urol Nurs 2005;25(5): 323-6, 31-2*

Superficial bladder cancer can be treated surgically, but patients are at high risk for recurrence. Tumors are categorized as low, intermediate, and high-risk based on grade, stage, and pattern of recurrence. Low-risk tumors are best treated with a single instillation of chemotherapy (thiotepa, doxorubicin, or mitomycin). Though effective, the toxicity of bacillus Calmette-Guerin immunotherapy (BCG) restricts its use to treat higher-grade tumors. Intermediate risk tumors can be treated with chemotherapy as well, but will often require immunotherapy. High-risk tumors are best treated with intravesical BCG using a 3-week maintenance schedule. Side-effects of BCG immunotherapy can be decreased by logarithmic reductions in dose. Patients who fail BCG may be rescued with BCG plus interferon α or radical cystectomy.

Low-grade Ta (noninvasive) urothelial carcinoma of the bladder. [Review]
OOSTERLINCK W, SOLSONA E, AKAZA H, BUSCH C, GOEBELL PJ, MALMSTROM PU, et al.
Urology 2005;66(6 Suppl 1): 75-89

This article discusses the development of international guidelines for the diagnosis, treatment, follow-up, and prevention of low-grade Ta urothelial carcinoma of the bladder. The authors, who are experts in this field from 3 continents and 7 countries, reviewed the English language literature through September 2004. The results of the authors' deliberations are presented here as a consensus document. The objective of this study was to determine the optimal diagnostic workup, treatment, follow-up, and prevention of low-grade, Ta urothelial carcinoma of the bladder. A consensus conference convened by the World Health Organization and the Societe Internationale d'Urologie met to critically review the literature on the diagnosis and treatment of low-grade Ta urothelial carcinoma of the bladder. Research was conducted using Medline; this search engine also was used to identify additional works not detected at the initial search. Evidence-based recommendations for diagnosis and management of the disease were made with reference to a 4-point scale. Low-grade Ta urothelial carcinoma of the bladder is a well-studied subject with many level I and 2 evidence references that support clinical practice. Findings from 135 reviewed citations are summarized. Many grade A and B recommendations on the diagnostic workup and management of this disease can be given with level 1 and 2 evidence based on prospective randomized clinical trials of sufficient statistical power. This should improve the quality of the treatment of this disease.

High-grade Ta urothelial carcinoma and carcinoma in situ of the bladder. [Review]
SYLVESTER RJ, VAN DER MEIJDEN A, WITJES JA, JAKSE G, NONOMURA N, CHENG C, et al.
Urology 2005;66(6 Suppl 1): 90-107

We sought to review the definition, diagnosis, prognosis, and treatment of high-grade Ta urothelioma carcinoma and carcinomas in situ (CIS) in order to provide evidence-based guidelines for their diagnosis and treatment. The English-language literature on high-grade Ta urothelial carcinoma and CIS was identified and critically reviewed by a panel of 9 international experts. The panel then met at a consensus conference to present their conclusions. Levels of evidence and grades of recommendation were assessed. Findings from approximately 100 publications appearing prior to February 2005 were reviewed and summarized. High-grade Ta urothelial carcinoma and CIS are relatively rare tumors; thus results are often based on small nonrandomized studies. Their assessment is made more difficult owing to inaccuracies in staging and grading. Although there were similar numbers of level 1, level 2, and level 3 evidence citations, guidelines have been developed based only on levels of evidence supporting grade A and grade B recommendations. These evidence-based guidelines have been developed to aid clinicians in the diagnosis and treatment of patients with high-grade Ta urothelial carcinoma and CIS.

Management of stage T1 tumors of the bladder: International consensus panel. [Review]
NIEDER AM, BRAUSI M, LAMM D, O'DONNELL M, TOMITA K, WOO H, et al.
Urology 2005;66(6 Suppl 1): 108-25

The International Consensus Panel on T1 bladder tumors markers reviewed the subject from a clinical perspective. From diagnosis to treatment decisions, what are the important issues in the management of a new patient? The assessment of prognostic factors for progression requires optimal resection and documentation. The role of immediate adjuvant intravesical chemotherapy after resection remains controversial. How often should the upper tract be assessed for tumor recurrence? The decision on whether to attempt bladder conservation with intravesical therapy or to perform a cystectomy is the most difficult issue in the management of superficial bladder cancer today. Finally, what therapies exist if initial intravesical bacille Calmette-Guerin fails to eradicate the disease or prevent recurrence? The panel thoroughly explored all these subjects and has made recommendations with supporting evidence.

Antisense oligodeoxynucleotide therapy for bladder cancer: recent advances and future prospects. [Review]##
MIYAKE H, HARA I, FUJISAW M, GLEAVE ME
Expert Rev Anticancer Ther 2005;5(6): 1001-9*

Despite remarkable progress in therapeutic options for the management of bladder cancer, it remains a challenge for urologists to achieve successful outcomes in the treatment of both superficial and invasive bladder cancers. In this review, recent advances in the field of antisense oligodeoxynucleotide therapy targeting several genes playing functionally important roles in the progression and recurrence of bladder cancer are summarized. Data showing the synergistic antitumor activities of antisense oligodeoxynucleotide therapy, combined with several treatments, including cytotoxic chemotherapy, radiation and other molecular targeting therapies, are also presented. Finally, the future direction of antisense oligodeoxynucleotide therapy in the therapeutic strategy of bladder cancer is dicussed. These findings may help clarify the significance of antisense oligodeoxynucleotide therapy as an attractive alternative to conventional strategies. (C) 2005 Future Drugs Ltd.

Recent advances in the treatment of bladder cancer. [Review]##
GWYNN ES, CLARK PE, HALL MC
Expert Rev Anticancer Ther 2005;5(6): 1023-30*

Bladder cancer continues to provide urologists and researchers with a clinical and scientific challenge. Several urinary markers used in the detection and screening of patients with bladder cancer are currently under investigation. Improvements in intravesical therapy are proving to help decrease both tumor recurrence and progression in patients with high-risk disease. In patients with organ-confined, node-negative bladder cancer, radical cystectomy provides excellent local control and long-term disease-free survival. The use of an extended lymphadenectomy at the time of cystectomy may yield improved prognostic information as well as a potential survival benefit. Neoadjuvant chemotherapy and less toxic combination chemotherapy regimens are offering potential improvements in patients with extravesical or nodal extension. The current methods of detection, as well as available therapeutic treatment options are reviewed. (C) 2005 Future Drugs Ltd.

Oncology

A randomised trial in malignant mesothelioma (M) of early (E) versus delayed (D) chemotherapy in symptomatically stable patients: the MED trial
O'BRIEN MER, WATKINS D, RYAN C, PRIEST K, CORBISHLEY C, NORTON A, et al.
Ann Oncol 2006;17(2): 270-5

BACKGROUND: Prior phase II trials have demonstrated the therapeutic activity of cytotoxic chemotherapy in mesothelioma. Currently there are few randomised data assessing the role of chemotherapy versus best supportive care (BSC) in the management of patients with stable symptoms after control of any pleural effusion. A policy of observation is often adopted over initial use of chemotherapy. In this prospective randomised trial we assess the use of early versus delayed cytotoxic therapy. The study opened in 1998, and closed in view of a competing national study (MSO 1) in 2003. METHODS: Eligible patients had a performance status ≤ 2, life expectancy > 3 months and had stable symptoms for at least 4 weeks prior to randomisation. Patients were randomised to receive immediate chemotherapy or initial BSC with the addition of chemotherapy at time of symptomatic progression. All patients received the same platinum-based chemotherapy regimen, MVP (MMC 8 mg/m2 cycles 1, 2, 4 and 6, vinblastine 6 mg/m2, maximum 10 mg, and cisplatin 50 mg/m2 [or carboplatin AUC 5]), every 3 weeks for up to six cycles. RESULTS: A total of 43 patients were recruited, of which 21 were randomised to the early treatment group and 22 to the delayed treatment group. The median ages were 59 years (range: 50-78) and 67 years (range: 48-75), respectively (P = 0.1); other baseline parameters were well matched between the two groups. All 21 patients in the early group received chemotherapy versus 17 patients in the delayed group. Median time to symptomatic progression was 25 weeks in the early group compared with 11 weeks for the delayed group (P = 0.1). Median survival was 14 months (1-year survival 66%) for the early group compared with 10 months (1-year survival 36%) for the delayed group (P = 0.1). Quality of life was in general better maintained for early treatment and the health resources use was similar in both arms. CONCLUSIONS: In this patient group, presenting with stable symptoms after control of pleural effusion, the early use of chemotherapy provided an extended period of symptom control, and in this small trial a trend to survival advantage.

Prognostic analysis of clinicopathologic factors in 49 patients with diffuse malignant peritoneal mesothelioma treated with cytoreductive surgery and intraperitoneal hyperthermic perfusion
DERACO M, NONAKA D, BARATTI D, CASALI P, ROSAI J, YOUNAN R, et al.
Ann Surg Oncol 2006;13(2): 229-37*

BACKGROUND: Diffuse malignant peritoneal mesothelioma (DMPM) is a subset of peritoneal mesothelioma with a poor clinical outcome. We performed a prognostic analysis in a cohort of DMPM patients treated homogeneously by cytoreductive surgery and intraperitoneal hyperthermic perfusion (IPHP). METHODS: 49 DMPM patients who underwent 52 consecutive procedures were enrolled onto the study. Cytoreductive surgery was performed according to the peritonectomy technique, and the IPHP was performed with cisplatin plus doxorubicin or cisplatin plus MMC. We assessed the correlation of the clinicopathologic variables (previous surgical score, age, sex, performance status, previous systemic chemotherapy, carcinomatosis extension, completeness of cytoreduction, IPHP drug schedule, mitotic count [MC], nuclear grade, and biological markers [epidermal growth factor receptor (EGFR), p16, matrix metalloproteinase (MMP)-2 and MMP-9]) with overall and progression-free survival. RESULTS: The mean age was 52 years (range: 22-74 years). The mean follow-up was 20.3 months (range: 1-89 months). Regarding the biological markers, the rates of immunoreactivity of EGFR, p16, MMP-2, and MMP-9 were 94%, 60%, 100%, and 85%, respectively. The strongest factors influencing overall survival were completeness of cytoreduction and MC, whereas those for progression-free survival were performance status and MC. No biological markers were shown to be of prognostic value. CONCLUSIONS: Completeness of cytoreduction, performance status, and MC seem to be the best determinants of outcome. These data warrant confirmation by a further prospective formal trial. No biological markers presented a significant correlation with the outcome. The overexpression of EGFR, MMP-2, and MMP-9 and absent or reduced expression of p16 might be related to the underlining tumor kinetics of DMPM and warrant further investigation with other methods.

Conjunctival intraepithelial neoplasm. [Case Report]
SKORIN L, KUNTZ M
Clin Refract Optom 2005;16(12): 376-81*

A 76-year-old Caucasian male presented with a red, non-irritated right eye. No decrease in vision was reported. Evaluation revealed a fleshy growth with multiple spindly vessels located on the temporal interpalpebral bulbar conjunctiva. An incomplete excision was performed with biopsy. The lesion was pathologically identified as actinic keratosis. Over the course of the next six years, the lesion returned and grew beyond its original margins and spread onto the cornea. A biopsy was again performed, and the growth was then identified as carcinoma in situ, or conjunctival intraepithelial neoplasia. The patient is currently undergoing MMC treatment.

Gemcitabine in the first and second-line chemotherapy of advanced non-small cell lung cancer
CUCEVIC B, SAMARZIJA M, BARICEVIC D, JAKOPOVIC M, REDZEPI G, SAMIJA M
Coll Antropol 2005;29(2): 583-8*

The aim of this study was to estimate efficacy of gemcitabine in first and the second-line chemotherapy for patients with advanced non-small cell lung cancer (stage III and IV). In first-line chemotherapy, 120 patients were treated with different chemotherapy regimens. Fifty-nine patients were treated with gemcitabine/cisplatin (PG), 41 with cisplatin/etoposide (PE) and 20 with mitomycin/ifosfamide/cisplatin (MIC). Forty patients, unsuccessfully treated with PE and MIC in first-line therapy were treated with PG (n = 24) and with best supportive care (BSC) (n = 16). In first-line therapy PG was superior to PE and MIC protocol (mean survival [MS] 10 vs. 7 vs. 8.5 months). Response rate (RR) for PG in first-line therapy was 46% and 21% in second-line. We showed also significantly better survival in patients treated with PG in second-line chemotherapy comparing to best supportive care (MS 9 vs. 5.5 months). Toxic side-effects for combination PG was acceptable. This study confirmed that PG combination is safe and effective as first and second-line chemotherapy for patients with advanced non-small cell lung cancer.
Multimodality approach in management of malignant pleural mesothelioma. [Review]
NERAGI-MIANDOAB S
Eur J Cardiothorac Surg 2006;29(1): 14-9

Malignant pleural mesothelioma (MPM) is a solid, locally aggressive tumor, which has been closely linked to asbestos exposure. The survival rate without treatment ranges from 4 to 12 months. Response to chemotherapy and radiation is poor, and surgery is the most effective therapy. There are currently 3000 new MPM cases per year in the US, with the peak incidence in the US and Europe expected to occur in the year 2020. The prognosis depends on the stage of the tumor at the time of diagnosis, its histological type, lymph node status, and resection margins. While the diagnosis is often delayed, earlier intervention may improve life expectancy. Single-modality therapy has not been effective in changing the natural history of MPM. As a result, multimodality regimens involving surgery with radiation, chemotherapy, or immunotherapy have been initiated. Multiple modality approach has demonstrated favorable outcome, particularly in patients with epithelial histology, negative resection margins and presence of no metastases to extrapleural lymph nodes. Cisplatin and mitomycin have demonstrated modest efficacy in management of distant tumor recurrence. Cisplatin and gemcitabine regimen as well as cisplatin/pemetrexed followed by 54 Gy of adjuvant hemithorax radiation have been reported to improve the outcome. (C) 2005 Elsevier B.V. All rights reserved.

A case of successful pregnancy after treatment of invasive cervical cancer with systemic chemotherapy and conization. [Case Report]
KOBAYASHI Y, AKIYAMA F, HASUMI K
Gynecol Oncol 2006;100(1): 213-5

BACKGROUND: The standard therapy for invasive uterine cervical cancer causes loss of the woman's fertility. We report a successful pregnancy in a patient who desired fertility-sparing management of invasive cervical cancer and was treated with systemic chemotherapy and conization. CASE: A 28-year-old nulliparous woman was diagnosed with a large 30 mm-diameter stage IB1 squamous cell carcinoma of the uterine cervix. The patient received 4 courses of systemic chemotherapy with consecutive low-dose BOMP (cisplatin, bleomycin, vincristine and MMC), which produced complete pathological response assessed by examination of specimens from conization. Two years later, the patient became pregnant, resulting in the birth of a healthy infant. CONCLUSION: This procedure is one method of conservative management to preserve fertility in invasive cervical cancer.

Pharmacokinetics of mitomycin C after resection of peritoneal carcinomatosis and intraperitoneal chemohyperthermic perfusion
CERRETANI D, NENCINI C, URSO R, GIORGI G, MARRELLI D, DE STEFANO A, et al.
J Chemother 2005;17(6): 668-73*

Over the last few years surgery on patients with abdominal malignancies has become more aggressive but the majority of patients present locoregional recurrence as peritoneal dissemination. Cytoreductive surgery followed by intraperitoneal chemohyperthermic perfusion (ICHP) has been described for treatment and prevention of locoregional cancer spread from various origins. This paper reports our study of the pharmacokinetics of MMC administered by intraperitoneal chemohyperthermic perfusion (ICHP) in patients with peritoneal carcinomatosis. 28 patients received MMC 20 mg/m2 intraperitoneally as a perfusion over 60 min. MMC was determined in perfusate, plasma and urine samples with a UV-HPLC method. A compartmental model was used to fit the drug concentrations in plasma and perfusate. Our results showed a mean maximum plasma concentration (C-max) of 0.14 ± 0.086 μg/ml with a peak time (T-max) of 48.3 ± 5.61 min. The mean area under the curve (AUC) and terminal half-life (t1/2) were 15.8 ± 9.8 mg x min /l and 83.7 ± 31.74 min respectively. Clearance (CL) was estimated by fitting the data by a compartmental model and the mean value was 72 ± 66 l/h. The percent of the dose absorbed was very variable and ranged between 14 and 57% (mean: 37 ± 14%). The mean percentage of dose recovered unchanged in the urine during 24 hours was 7.21 ± 3.73%. We conclude that ICHP in patients with peritoneal surface malignancies seems to have clinical value since it gives high peritoneal and tumor MMC concentrations with limited systemic exposure and toxicity.

Upregulation of thymidine phosphorylase in rectal cancer tissues by mitomycin C
OGATA Y, MATONO K, SASATOMI T, ISHIBASHI N, TORIGOE S, FUKUMITSU T, et al.
J Surg Oncol 2006;93(1): 47-55

BACKGROUND & OBJECTIVES: We have investigated the regulation by MMC of thymidine phosphorylase (dThdPase) and dihydropyrimidine dehydrogenase (DPD), which enhances or reduces the efficacy of capecitabine and its metabolite 5'-deoxy-5-fluorouridine (5'-DFUR), in rectal cancer tissues. MATERIALS & METHODS: In 31 patients with a rectal cancer, tumor biopsies were performed before and after pre-operative venous administration of 4 mg/m2, 6 mg/m2, or 10 mg/m2 of MMC. The dThdPase and DPD levels in the biopsy and surgical specimens were measured using ELISA, and immunostaining for dThdPase was performed. RESULTS: The fitting multiple linear regression models indicated that the dThdPase levels increased after MMC administration, in particular in the patients with a pre-treatment dThdPase level <56.2 U/mg protein (median value). The time course analysis indicated that the increase in the dThdPase level by 4 mg/m2 of MMC administration continued for 3 weeks. The dThdPase/DPD ratio was increased after MMC administration in patients with a pre-treatment dThdPase/DPD ratio <1.79 (median value). MMC enhanced the expression of dThdPase protein both in the tumor cells and in the stromal cells. The disease free-survival rate in the Dukes B or C patients with a high dThdPase/DPD ratio in surgical specimen who received 5'-DFUR based adjuvant chemotherapy tended to be higher than that in those with a low dThdPase/DPD ratio. CONCLUSION: MMC may upregulate the dThdPase level and the dThdPase/DPD ratio in rectal cancer tissues. Combined use of MMC with capecitabine or 5'-DFUR may offer a more effective colorectal cancer therapy.

New standard of care for appendiceal epithelial neoplasms and pseudomyxoma peritonei syndrome?
SUGARBAKER PH
Lancet Oncol 2006;7(1): 69-76

Appendiceal mucinous neoplasms sometimes present with peritoneal dissemination, which was previously a lethal condition with a median survival of about 3 years. Traditionally, surgical treatment consisted of debulking that was repeated until no further benefit could be achieved; systemic chemotherapy was sometimes used as a palliative option. Now, visible disease tends to be removed through visceral resections and peritonectomy. To avoid entrapment of tumour cells at operative sites and to destroy small residual mucinous tumour nodules, cytoreductive surgery is combined with intraperitoneal chemotherapy with mitomycin at 42oC. Fluorouracil is then given postoperatively for 5 days. If the mucinous neoplasm is minimally invasive and cytoreduction complete, these treatments result in a 20-year survival of 70%. In the absence of a phase III study, this new combined treatment should be regarded as the standard of care for epithelial appendiceal neoplasms and pseudomyxoma peritonei syndrome.

 The development of gemcitabine and carboplatin in the treatment of non-small cell lung cancer
CULLEN M
Lung Cancer 2005;50(Suppl 1): S5-7

Gemcitabine plus carboplatin is a widely used regimen for the treatment of advanced non-small cell lung cancer (NSCLC). This two drug combination is effective, with a favorable safety profile, and is well tolerated in the outpatient setting. Gemcitabine/carboplatin prolongs survival compared with gemcitabine alone, but with greater hematological toxicity. The combination regimen appears to be superior to or equally effective as other regimens including mitomycin, ifosfamide and cisplatin (MIC), cisplatin/vinblastine, gemcitabine/paclitaxel, paclitaxel/carboplatin and gemcitabine/cisplatin. Gemcitabine combined with carboplatin is associated with more hematological toxicity, but the incidence of non-hematological toxicity is often significantly lower. Gemcitabine/carboplatin also improves patient quality of life, supporting its use in treating patients with advanced NSCLC in the outpatient setting.

Mitomycin, ifosfamide, cisplatin for non-small cell lung cancer: an implementation study
BERGHMANS T, MEERT AP, NINANE V, SCULIER JP
Monaldi Arch Chest Dis 2005;63(4): 184-92*

BACKGROUND: The MIP regimen (mitomycin, ifosfamide, cisplatin) demonstrated its effectiveness as first-line chemotherapy in phase II and III trials in NSCLC. We aimed to determine whether these results could be confirmed in a hospital population. METHODS: Between 1987 and 2004, 204 patients with NSCLC received MIP in our institution. Patients treated in and off trials received the same combination of cisplatin (50 mg/m2), ifosfamide (3 g/m2) and MMC (6 mg/m2) every three weeks and were staged and followed in a similar way. RESULTS: Response rates for patients treated in or outside trials were 36.8% and 40.7%, respectively. After multiple logistic regressions, the only statistically significant factor predicting objective response was stage. The median survival time was 54.6 and 43.7 weeks respectively for patients treated in and outside trials. In multivariate analysis, four factors were statistically significantly associated with better survival: good performance status (P = 0.003), normal LDH value (P < 0.001), early stage (P = 0.01) and active smoking (P = 0.03). CONCLUSION: Participation in a clinical trial was not associated with a significant difference in efficacy. This implementation study thus confirms the activity of the MIP regimen when used in the routine management of patients with NSCLC.

Experience with microvascular free flaps in preoperatively irradiated tissue of the oral cavity and oropharynx in 303 patients
KLUG C, BERZACZY D, VORACEK M, ENISLIDIS G, RATH T, MILLESI W, et al.
Oral Oncol 2005;41(7): 738-46

This study examined free flap reconstruction of surgical defects of the oral cavity and oropharynx after preoperative radiochemotherapy. Included in this analysis are 303 prospectively followed patients who underwent a multimodal treatment regime for advanced oral and oropharyngeal carcinoma. All patients received preoperative radiochemotherapy (MMC, 5-FU, 50 Gy), ablative surgery, and primary free flap reconstruction. Patient characteristics, surgical parameters like duration of surgery and ischaemia, size of defect, type of transplant, and clinical outcome parameters like duration of intensive care and hospitalization, type of complications, necessity and type of revision surgery were statistically evaluated. Overall flap success rate was 93.1%. Some 67 patients required revision and 21 flaps (6.9%) were lost. Overall complication rate was 22.1%. Mean duration of intensive care (DOIC) and duration of overall postoperative hospitalization (DOH) were 11.0 ± 9.6 days and 35.9 ± 26.3 days, respectively. Flap success and flap related complications after 50 Gy focal radiation dosage were found in a comparable range as in published series of reconstructions in uncompromised tissue.

Results of regional chemotherapy using the aortic stop-flow technique in advanced pancreatic carcinoma
MEYER F, GEBAUER T, GROTE R, MARTENS-LOBENHOFFER J, RIDWELSKI K, LIPPERT H
Surg Today 2006;36(2): 155-61

PURPOSE: Systemic palliative chemotherapy provides only a disappointing response and almost no prolongation of the survival time in patients with pancreatic carcinoma. Isolated perfusion may lead to a higher concentration of cytostatics within the target tissue, which can be associated with a high response rate and longer survival in addition to a low rate of side-effects. The aim of the study was to investigate the feasibility of the aortic stop-flow technique using commercially available tools in patients with advanced pancreatic carcinoma. METHODS: 17 patients with either unresectable or metastasized pancreatic carcinoma (diagnosed by histologic investigation) were enrolled in the study. In total, a 20-min hypoxic perfusion of the isolated abdominal compartment with 20 mg/m2 of MMC was carried out 22 times. The cytostatic concentration was determined intrainterventionally within the systemic and regional compartment. The tumor response was assessed using computed tomography and a tumor marker (CA19-9) every 4 weeks. RESULTS: While 12 patients underwent one cycle, in 5 patients two complete perfusions were performed. MMC concentration was 10-fold higher within the regional compared with the systemic compartment at its maximum. The area under the curve (AUC) was 4.02 times larger. The degree of toxicity was considerable: World Health Organization grade I/II in 8 of 17, III/IV in 9 of 17 cases. Three treatment-related deaths were documented. The objective response rate was 17.6% (3 of 17 cases; 1 complete remission, 2 partial remissions). In 3 subjects, a stable disease and in 11 individuals tumor progression was registered. The median survival was 4.1 months. CONCLUSION: The aortic stop-flow technique was associated with a high toxicity rate but no improvement in the tumor response and survival was seen in comparison to the systemic chemotherapy of the historical group. Despite detectable pharmacokinetic advantages, the aortic stop-flow technique is therefore not considered to be feasible for palliative chemotherapy in patients with pancreatic carcinoma for routine use.

Chemo-endocrine therapy for newly diagnosed stage D2 prostate cancer. [Japanese]##
SAITO T, KITAMURA Y, KOMATSUBARA S
Acta Urologica Japonica 2005;51(12): 789-92*

We evaluated 175 patients with newly diagnosed stage D2 prostate cancer who had been treated in our hospital between 1992 and 2003 to compare chemo-endocrine therapy with endocrine therapy alone. Some 137 patients were treated with endocrine therapy alone. The other 38 patients received chemo-endocrine therapy, which included medical or surgical castration with/without antiandrogen plus VIP (Vincristine, Ifosfamide, Peplomycin) regimen or other cytotoxic agents. The patients treated with chemo-endocrine therapy had a significantly better prognosis than the patients treated with endocrine therapy alone (P < 0.05), although treatment was not randomized. The cause-specific survival rates at 5 years for the chemo-endocrine therapy group and the endocrine therapy group were 61.6% and 34.8%, respectively. These data suggest that chemo-endocrine therapy is a potentially effective treatment for newly diagnosed stage D2 prostate cancer.

Chemotherapy for metastatic breast cancer##
BARNI S, MANDALA M
Ann Oncol 2005;16(Suppl 4): S23-S7

Adjuvant chemotherapy of gastric cancer: which regimens?##
DE VITA F, ORDITURA M, CIARDIELLO F, CATALANO G
Ann Oncol 2005;16(Suppl 4): S102-S5

Gastric cancer is still a major health problem and a leading cause of cancer mortality despite a worldwide decline in incidence. Surgical resection with curative potential is the only treatment modality of scientific proven effectiveness. Many phase III trials of adjuvant therapy have been conducted, however, postoperative treatment modalities have not proven to be superior to post-surgical observation alone. Therefore, at present the routine use of adjuvant therapy should be regarded as an investigational approach. Improved clinical trial designs with standardized surgical techniques and the incorporation of newer active drugs are needed. (C) 2005 European Society for Medical Oncology.

Pre-operative treatment modalities in gastric cancer patients##
SCARTOZZI M, BERARDI R, PIERANTONI C, CASCINU S
Ann Oncol 2005;16(Suppl 4): S106-S9

Italian clinical research in non-small cell lung cancer##
GRIDELLI C, ROSSI A, GALETTA D, MAIONE P, FERRARA C, GUERRIERO C, et al.
Ann Oncol 2005;16(Suppl 4): S110-S5

Lung cancer is the most common cause of cancer deaths in both men and women worldwide and has a poor prognosis. Non-small cell lung cancer (NSCLC) represents approx. 80% of all lung cancers. Surgery is the only curative treatment of NSCLC but only 15-20% of tumours can be radically resected with a survival of about 40% at 5 years. Considering these disappointing results NSCLC is one of the most frequent subjects of clinical research worldwide. Italy is playing an important role in the clinical research of NSCLC performing phase I, II and III trials, prevalently by cooperative groups, and achieving important results that contributed to define the standard treatment for NSCLC patients. In particular, Italy is leader in the clinical research of the treatment of advanced NSCLC elderly patients. Today, large controlled clinical trials are ongoing. In this paper we analyse and discuss the main trials performed by Italian groups in the fields of NSCLC. (C) 2005 European Society for Medical Oncology.

Hepatic intra-arterial chemotherapy. [Review]##
ONG ES, POIRIER M, ESPAT NJ
Ann Surg Oncol 2006;13(2): 142-9*

Operability and early outcome in 100 consecutive laparotomies for peritoneal malignancy##
MORAN BJ, MUKHERJEE A, SEXTON R
Br J Surg 2006;93(1): 100-4

BACKGROUND: Peritoneal malignancy is common at the terminal stages of many intra-abdominal neoplasms. In selected patients a novel approach of complete macroscopic tumour removal by extensive surgical cytoreduction, combined with intraperitoneal chemotherapy, provides a possibility of cure. Initial experience with 100 consecutive laparotomies is reported. METHODS: Between 1994 and 2002, 218 patients with peritoneal malignancy were referred to a specialized unit. 100 underwent laparotomy, of whom 85 had a primary appendiceal tumour. Treatment aims were complete macroscopic tumour excision combined with intraoperative intraperitoneal chemotherapy. RESULTS: 65 patients had complete macroscopic tumour excision, 28 palliative major cytoreduction and seven were inoperable. The overall mortality rate was 8%. The most common complications were pulmonary (25%) and wound (14%) infection. At a median follow-up of 30 (range: 3-113) months, 44 of 51 patients with primary appendiceal tumours who had complete macroscopic cytoreduction were alive and 36 were disease free. CONCLUSION: Cytoreduction combined with intraperitoneal chemotherapy is an emerging technique with promising results in selected patients with peritoneal malignancy. (C) 2005 British Journal of Surgery Society Ltd.

Effectiveness of adjuvant chemotherapy with complete resection for non-small cell lung cancer. [Chinese]##
XIA J, LI XS
Chin J Evid Based Med 2005;5(12): 936-40*

OBJECTIVE: To assess the effectiveness of adjuvant chemotherapy with complete resection for non-small cell lung cancer. METHODS: We searched MEDLINE (1966-2005), EMBASE(1984-2005), The Cochrane Library (Issue 2, 2005), CBMdisc (1979-2005), CNKI (1994-2005), VIP (1989-2005), CMCC (1994-2005) and Wanfang Database with key words of non-small cell lung cancer or NSCLC and adjuvant chemotherapy, to identify randomized control trials (RCTs) of platinum-based adjuvant chemotherapy plus complete resection versus complete resection alone for non-small cell lung cancer patients. Two reviewers evaluated the quality of literature independently. Then we conducted meta-analysis using RevMan 4. 2. 7 software. RESULTS: We identified 9 RCTs and did not carry out pool analysis for the difference of chemotherapy regimens between the studies. The results of three studies showed that 5 years' mortality of adjuvant chemotherapy group was lower than that of surgery group alone. The results of the other 6 studies showed there was no statistical difference in 5 years' mortality between the adjuvant chemotherapy plus surgery and surgery alone groups. CONCLUSIONS: The effectiveness of some adjuvant chemotherapy regimens with complete resection in patients with non-small cell lung cancer has been improved. But the number of each chemotherapy regimen RCT is too small and with poor quality. So more multicenter RCTs with a larger sample size and high quality are needed.

Hepatocellular carcinoma: current treatment strategies. [Review]##
SHIELDS A, REDDY KR
Curr Treat Options Gastroenterol 2005;8(6): 457-66*

Hepatocellular carcinoma (HCC) is an increasingly prevalent clinical problem. The presence of cirrhosis in the majority of patients makes treatment difficult because both the stage of the tumor and the stage of cirrhosis must be taken into account. This is compounded by the difficulty in diagnosing HCC in the early stages, where treatment is most effective, and the lack of a globally accepted treatment policy. Liver transplantation and liver resection are the optimal treatments, with resection being preferred in patients with small lesions, clinically well-preserved liver function, and absence of portal hypertension. Patients unsuitable for these procedures, due to localized but large tumor bulk, are only treatable by ablative and palliative therapies. Ablation involves either thermal (preferably radiofrequency ablation) or chemical methods, with the choice of method being dependent on both the size and placement of the tumor and the operator. Ablation may also be used as a bridge to transplantation in centers where significant waiting times are anticipated. Tumors that are too large in size or number to ablate are treated with transarterial chemoembolization, involving the distribution of chemotherapeutic agents and the blocking of the blood supply to the tumor; this is not considered a curative therapy. Combination therapies may also be used. These treatment options need further evaluation for determination of the optimal course of therapy for individual patients. (C) 2005 by Current Science Inc.

Hepatic metastases from carcinomas of unknown primary site: experience of the Montpellier Cancer Center. [French]##
POUESSEL D, THEZENAS S, CULINE S, BECHT C, SENESSE P, YCHOU M
Gastroenterol Clin Biol 2005;29(12): 1224-32*

AIM: Hepatic metastases are often present at diagnosis of carcinoma of unknown primary site (CUP). The objective of this study was to describe the diagnostic and therapeutic strategies used. METHODS: 118 patients were treated at the Cancer Center of Montpellier from 1993 to 2002 for CUP initially metastatic to the liver. Initial chararcteristics, diagnostic tests, chemotherapies and outcome were retrospectively recorded. RESULTS: The most frequent histological types observed were adenocarcinoma, undifferentiated, neuroendocrine and squamous-cell carcinomas. Hepatic metastases revealed the cancer in 66 patients and were isolated in 32 patients. Other metastatic sites involved lymph nodes, lung and bone. Pretreatment computed tomography scans of the chest, abdomen and pelvis evaluation were available for >80% of patients. Colonoscopy, gastroscopy and bronchoscopy were performed in 58, 56 and 26% of patients respectively. Some 107 patients had received at least a front-line of chemotherapy. 74 patients had received platin salt-based chemotherapy, 67 in front-line treatment and 10 in second line. In first-line chemotherapy, overall response rates with or without platin were 19.4 and 20% respectively. 102 of 111 deaths were due to disease progress and seven toxic-related deaths occurred. The median survival was 6.6 months, and 7.8 and 4.6 months in the with or without platin groups respectively (P = 0.35). The median survival for treated patients was 7 months. Multivariate analysis identified two prognostic factors: serum lactodehydrogenase level and performance status. CONCLUSIONS: According to this study, pretreatment evaluations, which were very extensive in some patients, were insufficient to identify the primary site of liver metastases. Because of the poor prognostic, chemotherapy, in absence of clinically demonstrated benefit, has to be reserved for patients with better prognosis. Prospective trials are needed to determine whether use or not of cisplatin should be proposed for standard protocols.

Tumor radiosensitizers: current status of development of various approaches. Report of an International Atomic Energy Agency meeting##
HORSMAN MR, BOHM L, MARGISON GP, MILAS L, ROSIER JF, SAFRANY G, et al.
Int J Radiat Oncol Biol Phys 2006;64(2): 551-61

PURPOSE: The International Atomic Energy Agency (IAEA) held a Technical Meeting of Consultants to (i) discuss a selection of relatively new agents, not those well-established in clinical practice, that operated through a variety of mechanisms to sensitize tumors to radiation and (ii) to compare and contrast their tumor efficacy, normal tissue toxicity, and status of development regarding clinical application. The aim was to advise the IAEA as to which developing agent or class of agents would be worth promoting further, by supporting additional laboratory research or clinical trials, with the eventual goal of improving cancer control rates using radiotherapy, in developing countries in particular. RESULTS: The agents under discussion included a wide, but not complete, range of different types of drugs, and antibodies that interfered with molecules in cell signaling pathways. These were contrasted with new molecular antisense and gene therapy strategies. All the drugs discussed have previously been shown to act as tumor cell radiosensitizers or to kill hypoxic cells present in tumors. CONCLUSION: Specific recommendations were made for more preclinical studies with certain of the agents and for clinical trials that would be suitable for industrialized countries, as well as trials that were considered more appropriate for developing countries. (C) 2006 Elsevier Inc.

 Transarterial chemoembolization for hepatocellular carcinoma. [Review]##
LAU WY, YU SCH, LAI ECH, LEUNG TWT
J Am Coll Surg 2006;202(1): 155-68

Second-line strategies for metastatic renal cell carcinoma: classics and novel approaches. [Review]##
SCHRADER AJ, VARGA Z, HEGELE A, PFOERTNER S, OLBERT P, HOFMANN R
J Cancer Res Clin Oncol 2006;132(3): 137-49

OBJECTIVES: Renal cell carcinoma is an aggressive malignancy with a high propensity for both early and metachronous regional and distant metastasis. While surgical resection is the mainstay of therapy for patients with localized disease, the prognosis for patients with distant metastasis is poor with a 5-year survival rate of <10%. Response rates to first-line immunotherapy or immunochemotherapy range from 10-35%; responses achieved are predominantly partial remissions of short duration. Until today, there is no standard therapeutic procedure for the growing number of patients who relapse following first-line therapy and desire further active treatment. MATERIALS & METHODS: This article reviews classic and recent publications about second- and third-line approaches, their potential efficacy and toxicity. RESULTS: Several novel approaches have raised well-founded hope. Especially the application of monoclonal antibodies targeting VEGF signalling as well as different receptor tyrosine kinase inhibitors have the potential to change the face of second-line treatment of patients with metastatic RCC. Both groups of agents are focused in current phase III trials, either as mono- and/or combination therapy. CONCLUSIONS: Until today, second-line treatment of patients with metastatic RCC progressing under therapy with biological response modifiers remains an unresolved issue. The results of ongoing clinical trials evaluating novel targeted approaches can be expected with suspense. (C) Springer-Verlag 2005.

Adjuvant treatment for pancreatic cancer. [French] [Review]##
LEPERE C, MITRY E, ROUGIER P
Oncologie Paris 2005;7(8): 610-2*

The prognosis of resected pancreatic cancer (PC) remains poor with an overall five-year survival rate of 4%. Most patients die of recurrences within two years after surgical resection. The place of postoperative chemoradiotherapy is no more established. Randomized trials failed to demonstrate a significant benefit for survival with a relatively heavy treatment. But none of the chemoradiotherapy regimen used was optimal. Chemotherapy improves quality of life and survival in advanced or metastatic PC. The place of chemotherapy is now established in adjuvant treatment after surgical resection of PC. The ESPAC1 trial demonstrated a significant benefit for overall survival for the group who received postoperative chemotherapy (5FU-FA). A German trial reported this year at ASCO demonstrated a very significant benefit in term of disease-free survival in favour of Gemcitabine monotherapy used as adjuvant treatment. New protocols using chemotherapy or chemoradiotherapy regimens, however, are necessary to improve resected PC. (C) Springer 2005.

Intraperitoneal chemohyperthermia in the treatment of digestive peritoneal carcinomatosis. [French]##
ELIAS D
Oncologie Paris 2005;7(8): 640-6*

Treatment of the peritoneal carcinomatosis (PC) with a curative intent has improved during the last 15 years. It combines maximal cytoreductive surgery (resecting all tumour seeding >1 mm) to treat the macroscopic disease, with intraoperative chemohyperthermia to treat the remaining microscopic disease. The techniques of peritonectomy are specific and are performed only if all the macroscopic disease is resected and if it results in a satisfying quality of life for the patient. In order to be efficient, the techniques of chemohyperthermia need strict quality control. With these conditions, surgery plus intraperitoneal chemohyperthermia results in curing the peritoneal disease in two-thirds of the patients with colorectal cancer and in three-quarters of patients with peritoneal pseudomyxoma. However, it is currently not efficient for PC originating from gastric and small bowel adenocarcinomas. (C) Springer 2005.

Multimodality therapy of local regional esophageal cancer. [Review]##
KELSEN DP
Semin Oncol 2005;32(Suppl 9): S6-S10

Recent trials regarding the use of multimodality therapy for patients with cancers of the esophagus and gastroesophageal junction have not conclusively shown benefit. Regimens containing cisplatin and fluorouracil administered preoperatively appear to be tolerable and do not increase operative morbidity or mortality when compared with surgery alone. Yet clinical trials have not clearly shown that such regimens improve outcome as measured by survival. Likewise, trials of postoperative chemoradiation have not reported a significant improvement in median or overall survival. The reasons for the lack of clinical benefit from multimodality therapy are not completely understood, but improvements in systemic therapy will probably be necessary before disease-free or overall survival improves substantially. Some new single agents such as the taxanes (docetaxel or paclitaxel) and the camptothecan analog irinotecan have shown modest activity for palliative therapy.

A curative approach to peritoneal carcinomatosis from colorectal cancer. [Review]##
SUGARBAKER PH
Semin Oncol 2005;32(Suppl 9): S68-S73

The use of radiation therapy and systemic chemotherapy along with surgery continues to improve survival, optimize quality of life, and maximally preserve function. Gastrointestinal cancer management is increasingly complex as a result of the integration of surgery, radiation therapy, and systemic chemotherapy. Over the past two decades, greater knowledge regarding the natural progression of gastrointestinal cancer has been achieved, and an emphasis in clinical research on “anatomic sites of surgical treatment failure” has given oncologists a target for additional laboratory and clinical investigations. One area of treatment failure for gastrointestinal cancer, the peritoneal surface, presents itself as a dominant need for improved understanding and for concentrated research activities. Until recently, peritoneal carcinomatosis has been regarded as a universally fatal condition; however, recent success toward a curative approach is the result of two treatment innovations specifically developed for management of peritoneal carcinomatosis; these include surgical interventions (collectively referred to as peritonectomy), and the use of perioperative intraperitoneal chemotherapy. Because these combined treatment modalities have been investigated in large numbers of patients, the selection factors for acceptable long-term survival combined with a well-defined morbidity and mortality have become established.

Overview of adjuvant therapy for resected gastric cancer: differences in Japan and the United States. [Review]##
OHTSU A, SASAKO M
Semin Oncol 2005;32(Suppl 9): S101-S4

Survival in adjuvant chemotherapy following resected gastric cancer has been studied by both Japanese and Western investigators using varied chemotherapy regimens in different target patients. Gastrectomy with D2 lymphadenectomy is the standard in Japan, and trials of adjuvant therapy in these patients have shown no survival advantages over surgery alone. In the United States, where 5-year survival rates in patients with gastric cancer are much lower following potentially curative surgery, adjuvant therapy has shown a survival benefit. The differences observed in these trials may result from the additional experience that Japanese surgeons have gained because of the higher incidence of gastric cancer there, or because of this increased incidence, there are more stringent screening guidelines in place and these cancers are possibly being diagnosed at an earlier stage. The Japanese viewpoint on the use of adjuvant therapy in patients with gastric cancer following potentially curative resection is that the quality of surgery, including diagnostic and pathologic procedures, is a more important prognostic factor than adjuvant chemotherapy. Also, they have determined from previously conducted clinical trials that patients with stage 1–2 tumors should be excluded from the target populations of randomized trials. Until the results of INT-0116 became available, there had been no improvement, or only marginal improvement, in overall or disease-free survival for patients receiving adjuvant chemotherapy following gastric cancer resection in the United States and Europe.

Platinum-based concurrent chemoradiotherapy for tumors of the head and neck and the esophagus##
HAO D, RITTER MA, OLIVER T, BROWMAN GP
Semin Radiat Oncol 2006;16(1): 10-9*

Combined TACE and PEI for palliative treatment of unresectable hepatocellular carcinoma##
BECKER G, SOEZGEN T, OLSCHEWSKI M, LAUBENBERGER J, BLUM HE, ALLGAIER HP
World J Gastroenterol 2005;11(39): 6104-9*

AIM: To assess whether the effectiveness of a combination of transarterial chemoembolization (TACE) and percutaneous ethanol injection (PEI) in the treatment of unresectable hepatocellular carcinoma (HCC) is superior to TACE alone a randomized controlled trial was performed. METHODS: The effect of combination therapy on long-term survival rates and duration of hospitalization was evaluated in 52 previously untreated HCCs, randomly allocated to TACE-PEI (27 pts) or TACE alone (25 pts). RESULTS: The cumulative survival rate of the TACE group was 75.8% at 6 mo, 62.9% at 12 mo, and 18.0% at 24 mo and of the TACE-PEI group 76.9%, 61.5%, and 38.7%, respectively. Comparison of overall survival in both groups showed no statistically significant difference. Regarding the patients with HCCs Okuda stage I (n = 26), the median survival of the TACE-PEI group was significantly longer (>24 mo, median not yet reached in the study period) compared to the TACE group (18.4 mo [range: 11.6-21.7 mo]; P = 0.04). TACE-PEI reduced the relative risk for mortality to 0.4 (95%CI, 0.15-0.96) compared to patients who received TACE alone. Median survival in patients with HCCs Okuda stage II or III was 5.0 mo in the TACE group (1.7 mo-not defined) compared to 10.4 mo in the TACE-PE group. CONCLUSION: The combination TACE-PEI improved survival time compared to TACE alone. Our study revealed a statistically significant improved survival in HCCs Okuda stage I. Side-effects were minor and the combination therapy did not prolong duration of hospitalization considerably. (C) 2005 The WJG Press and Elsevier Inc. All rights reserved.

Other applications

Type IV hypersensitivity to intravesical mitomycin. [Spanish] [Case Report]
CAO AVELLANEDA E, LOPEZ LOPEZ AI, MALUFF TORRES A, JIMENEZ RM, ESCUDERO BRAGANTE JF, LOPEZ CUBILLANA P, et al.
Actas Urol Esp 2005;29(8): 803*

Endoscopic treatment of severe tracheal stenosis
SCHWEINFURTH JM
Ann Otol Rhinol Laryngol 2006;115(1): 30-4

OBJECTIVES: Endoscopic treatment of subglottic and tracheal stenosis has traditionally been reserved for short-segment and web-like stenoses with normal cartilage. This retrospective case series review was undertaken to examine my experience with definitive endoscopic treatment for circumferential and complete tracheal stenosis with loss of cartilaginous support. METHODS: Patients who presented with tracheostomy dependence or dyspnea as a result of clinically significant tracheal stenosis over a 2-year period were treated endoscopically. MMC was applied after dilation in 19 patients. Three patients with complete stenosis and cartilage collapse underwent endoscopic placement of a silicone elastic stent, which was in place for <23 days. RESULTS: 20 patients were treated for tracheal stenosis over a 2-year period. No surgical complications were observed after operation in the endoscopic treatment group. Three of 6 patients with complete stenoses and 8 of 10 patients with circumferential stenoses with cartilage involvement gained airways that remained patent. Nine patients' stenoses resolved after the initial treatment. Three patients (15%) eventually required tracheal resection. The follow-up periods ranged from 5 to 25 months. CONCLUSIONS: Although some limitations apply, severe and complete tracheal stenoses may be successfully treated endoscopically with the techniques described. Definitive endoscopic treatment may be considered before tracheal resection in select cases. Endoscopic treatment is associated with few complications, low morbidity, a short operative time, and a short length of hospitalization.

Radiofrequency myringotomy with the topical use of mitomycin C: an experimental study
LACHANAS VA, PROKOPAKIS EP, MALANDRAKIS SG, HAJIIOANNOU JK, CHRISTODOULOU PN, VELEGRAKIS GA
Otol Neurotol 2006;27(1): 4-7

OBJECTIVE: To assess the use of radiofrequency myringotomy in combination with MMC as an alternative myringotomy technique on rabbits. STUDY DESIGN: Experimental animal research protocol. Setting: University of Crete, School of Medicine, Medical Experimental Education and Research Center. METHODS: Radiofrequency myringotomies were performed under general anesthesia on both ears of 20 rabbits. MMC (0.3 mg/ml) pledgets were applied in the right ears (study group) and saline pledgets in the left ears (control group). Animals were monitored using otomicroscopy weekly until myringotomy closure. Kaplan-Meier survival techniques were used to compare myringotomy patency time between the two sides. Intervention: Radiofrequency myringotomy under general anesthesia on both ears of 20 rabbits. Main Outcome Measure: Myringotomy patency time. RESULTS: The mean patency time of the study group was 5.45 weeks (95% CI, 5.185-5.715 weeks). The mean patency rate for the control side was 1.60 weeks (95% CI, 1.38-1.82 weeks). The Breslow (generalized Wilcoxon) test showed the study group to have significantly longer patency of radiofrequency myringotomy than the control group (P < 0.0001). CONCLUSION: The patency period of radiofrequency myringotomy was not long enough to be proposed as an alternative to the insertion of ventilation tubes, although MMC had a significant adjunct effect in prolonging the patency rate of radiofrequency myringotomy on rabbits.

Successful treatment of laryngeal stenosis in laryngo-onycho-cutaneous syndrome with topical mitomycin C. [Case Report]
PHILLIPS PS, AMONOO-KUOFI K, HORE IDB, ATHERTON DJ, ALBERT DM
Pediatr Dermatol 2006;23(1): 75-7*

Laryngo-onycho-cutaneous syndrome is a very rare entity found in Punjabi families. It affects the skin, nails, and larynx. Laryngeal involvement may cause lethal airway obstruction, and has in the past proved very difficult to treat. MMC is an antibiotic that acts as an alkylating agent, inhibiting DNA synthesis. It reduces fibroblast proliferation, and has previously been used to treat choanal atresia and laryngeal stenosis. We report an 18-year-old man with complete transglottic laryngeal stenosis secondary to laryngo-onycho-cutaneous syndrome. An airway was established by dissection with a bougie and sickle knife, and was initially maintained by the upper limb of a Montgomery T-tube. Laryngeal granulation tissue present on removal of the T-tube was treated with topical MMC (2 mg/ml) applied for 4 minutes on two occasions with an interval of 1 month. A year later, the airway remained patent, with no granulation tissue.

Drug-induced thrombotic microangiopathy. [Review]
ZAKARIJA A, BENNETT C
Semin Thromb Hemost 2005;31(6): 681-90*

Drug-associated thrombotic thrombocytopenic purpura and hemolytic uremic syndrome (TTP/HUS) has been recognized for several years. The most commonly implicated drugs are MMC, cyclosporine, quinine, and ticlopidine. As with idiopathic cases of TTP/HUS, basic science discoveries in the late 1990s now suggest that the likely mechanisms by which these agents lead to a thrombotic microangiopathy (TMA) include either an immune-mediated phenomenon involving the ADAMTS13 metalloprotease or direct endothelial toxicity. This article reviews the current understanding of the pathogenesis, the clinical and laboratory features, and the recommended treatments, prognosis, and outcomes of drug-associated TMA.

Prevention and treatment of extravasations. [German]##
JORDAN K, GROTHE W
Dtsch Z Onkol 2005;37(4): 184-8*

By the consideration of risk factors extravasations of chemotherapeutic agents can be avoided in most cases. Based on the potential to cause local tissue injury drugs are classified as vesicant, irritant and non-irritant To date there are no generally approved treatment guidelines for the management of extravasations but some empirical methods are widely accepted.

Update on ocular complications of systemic cancer chemotherapy. [Review]##
SCHMID KE, KORNEK GV, SCHEITHAUER W, BINDER S
Surv Ophthalmol 2006;51(1): 19-40

The constantly growing list of cytotoxic chemotherapeutics requires a new survey of ophthalmic complications, which are often underestimated. Based on the review by Imperia et al (1989), an update on ophthalmic complications of currently used cytotoxic chemotherapeutics in oncology was written. Vision is a quality of life issue, which must be nurtured, especially if loss of vision can be prevented. The broad spectrum of ophthalmic complications induced by cytotoxic chemotherapy includes reversible and irreversible acute and chronic disorders. Mild to moderate ophthalmic complications are very common and reversible after cessation of anti-cancer therapy. Some major ocular toxicities may require a dose reduction or the discontinuation of cytotoxic chemotherapy in order to prevent visual loss. Ocular toxicities can be treated or even prevented, if detected early enough. That is why an ophthalmic baseline examination for patients receiving cytosine arabinoside, 5-fluorourocil, methotrexate, or docetaxel should be taken into consideration, and a consultation with an ophthalmologist has to be done as soon as symptoms are recognized. Oncologists and ophthalmologists must be aware of potential ophthalmic complications during cytotoxic chemotherapy, and should work together. (C) 2006 Elsevier Inc. All rights reserved.
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