[image: image1.jpg]


[image: image2.jpg]



[image: image3.jpg]MitomycIN-C
KyowA UPDATE

Abstracts of International Literature





Contents
    


Urology



  1
Oncology


  3
Other applications

16

Urology

Intravesical therapy: influence on superficial bladder cancer progression. [Spanish]
GARCIA RODRIGUEZ J, FERNANDEZ GOMEZ JM, ESCAF BARMADAH S, ALVAREZ MUGICA M, RODRIGUEZ ROBLES L, MARTIN BENITO JL, et al.
Arch Esp Urol 2007;60(1): 31-5*

OBJECTIVES: To review the influence of various intravesical treatments on superficial bladder cancer progression. METHODS: We retrospectively reviewed 473 superficial bladder neoplasias. Based on diagnosis and transurethral resection of bladder tumor, and depending on pathology, we proposed different treatment and follow-up schemes, with BCG in 139 cases and intravesical chemotherapy, mainly MMC, in 80. RESULTS: Overall, the use or not of bladder instillations did not show statistically significant differences in time to progression. The use of intravesical therapy and maintenance therapy was an independent risk factor for disease-free time to progression when compared with induction. CONCLUSIONS: The use of maintenance intravesical therapy with BCG resulted in a delayed progression of superficial bladder cancer, so that it seems the most effective treatment, mainly in moderate-high risk tumors.

Intravesical therapy: influence on superficial bladder cancer recurrence. [Spanish]##
GARCIA RODRIGUEZ J, FERNANDEZ GOMEZ JM, ESCAF BARMADAH S, GONZALEZ ALVAREZ RC, JALON MONZON A, MARTINEZ GOMEZ FJ, et al.
Arch Esp Urol 2007;60(1): 36-43*

OBJECTIVES: To review the influence of various intravesical treatments on superficial bladder cancer recurrence. METHODS: We retrospectively reviewed 473 superficial bladder neoplasias. Based on diagnosis and transurethral resection of bladder tumor, and depending on pathology, we proposed different adjuvant treatment and follow-up schemes. RESULTS: The following factors were independent risk factors for a longer recurrence-free time: intravesical instillations, high dose BCG, and maintenance therapy in comparison to induction. CONCLUSIONS: The use of intravesical instillations independently increases the time to recurrence. It was demonstrated that recurrence was significantly later when high dose BCG and maintenance therapy were employed.

Chemotherapy for hormone-refractory prostate cancer. [Review]##
SHELLEY M, HARRISON C, COLES B, STAFFURTH J, WILT TJ, MASON MD
Cochrane Database Syst Rev 2006(4): CD005247*

BACKGROUND: Prostate cancer mainly affects elderly men, and its incidence has steadily increased over the last decade. The management of this disease is replete with controversy. In men with advanced, metastatic prostate cancer, hormone therapy is almost universally accepted as the initial treatment of choice and produces good responses in most patients. However, many patients will relapse and become resistant to further hormone manipulation; the outlook for these patients is poor. Many have disease extending to the skeleton, which is associated with severe pain. Therapies for these men include chemotherapy, bisphosphonates, palliative radiotherapy, and radioisotopes. Systemic chemotherapy has been evaluated in men with hormone-refractory prostate cancer (HRPC) for many years, with disappointing results. However, more recent studies with newer agents have shown encouraging results. There is therefore a need to explore the value of chemotherapy in this disease. OBJECTIVES: The present review aims to assess the role of chemotherapy in men with metastatic HRPC. The major outcome was overall survival. Secondary objectives include the effect of chemotherapy on pain relief, prostate-specific antigen (PSA) response, quality of life, and treatment-related toxicity. SEARCH STRATEGY: Trials were identified by searching electronic databases, such as MEDLINE, and handsearching of relevant journals and conference proceedings. There was no restriction of language or location. SELECTION CRITERIA: Only published randomised trials of chemotherapy in HRPC patients were eligible for inclusion in this review. Randomised comparisons of different chemotherapeutic regimens, chemotherapy versus best standard of care or placebo, were relevant to this review. Randomised, dose-escalation studies were not included in this review. DATA COLLECTION & ANALYSIS: Data extraction tables were designed specifically for this review to aid data collection. Data from relevant studies were extracted and included information on trial design, participants, and outcomes. Trial quality was also assessed using a scoring system for randomisation, blinding, and description of patient withdrawal. MAIN RESULTS: Out of 107 randomised trials of chemotherapy in advanced prostate cancer identified by the search strategy, 47 were included in this review and represented 6929 patients with HRPC. Only two trials compared the same chemotherapeutic interventions and therefore a meta-analysis was considered inappropriate. The quality of some trials was poor because of poor reporting, low patient recruitment, or poor trial design. For clarity, trials were categorised according to the major drug used, but this was not a definitive grouping, since many trials used several agents and would be eligible for inclusion in a number of categories. Drug categories included estramustine, 5-FU, cyclophosphamide, doxorubicin, mitoxantrone, and docetaxel. Only studies using docetaxel reported a significant improvement in overall survival compared to best standard of care, although the increase was small (<2.5 months). The mean percentage of patients achieving at least a 50% reduction in PSA compared to baseline was as follows: estramustine 48%; 5-FU 20%; doxorubicin 50% (one study only); mitoxantrone 33%; and docetaxel 52%. Pain relief was reported in 35-76% of patients receiving either single agents or combination regimens. A three weekly regime of docetaxel significantly improved pain relief compared to mitoxantrone plus prednisone (the latter regimen approved as standard therapy for HRPC in the USA). All chemotherapeutics, either as single agents or in combination, were associated with toxicity, the major ones being myelosuppression, gastrointestinal toxicity, cardiac toxicity, neuropathy, and alopecia. Quality of life was significantly improved with docetaxel compared to mitoxantrone plus prednisone. AUTHORS' CONCLUSIONS: Patients with HRPC have not traditionally been offered chemotherapy as a routine treatment because of treatment-related toxicity and poor responses. Recent data from randomised studies, in particular those using docetaxel, have provided encouraging improvements in overall survival, palliation of symptoms, and improvements in quality of life. Chemotherapy should be considered as a treatment option for patients with HRPC. However, patients should make an informed decision based on the risks and benefits of chemotherapy. (C) 2006 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

Semen quality in men with malignant diseases before and after therapy and the role of cryopreservation. [Review]##
TROTTMANN M, BECKER AJ, STADLER T, STRAUB J, SOLJANIK I, SCHLENKER B, et al.
Eur Urol 2007;52(2): 355-67

OBJECTIVE: To review the literature and answer questions about semen quality in young cancer patients before and after therapy and the importance of sperm cryopreservation. METHODS: All aspects of sperm cryopreservation and effects of therapies on semen quality were examined on the basis of MEDLINE database searches. RESULTS: Chemotherapy, radiation, or their combination results in a significant reduction of sperm quality and as a consequence an indefinite time of infertility follows. The type of cancer and the pretreatment sperm concentrations were the most significant factors governing posttreatment semen quality and recovery of spermatogenesis. Due to their age, fertility and sexual functioning are key issues for these patients. Yet there is no medical protection of the germinal epithelium available. Male germ cell transplantation is in its infancy and still there are no therapeutic options to improve spermatogenesis after damage has occurred. Consequently, cryopreservation represents the only pre-emptive measure for conserving fertility. CONCLUSION: This manuscript updates the current knowledge of diverse chemotherapeutic treatment regimens and their gonadotoxic effects as well as the development of posttreatment fertility in cancer patients. The importance and rationale of sperm cryopreservation are discussed and possible future options are highlighted. (C) 2007 European Association of Urology.

Treatment of intermediate-risk non-muscle-invasive bladder cancer (NMIBC). [Review]##
HENDRICKSEN K, WITJES JA
Eur Urol Suppl 2007;6(14): 800-8

OBJECTIVES: Review treatment of NMIBC, particularly intermediate-risk NMIBC. METHODS: Search of published literature on conventional adjuvant treatment of low-, intermediate-, and high-risk NMIBC, and novel treatment modalities. RESULTS: A considerable percentage of patients with intermediate-risk NMIBC, and especially high-risk NMIBC, are at risk of disease recurrence and progression. Of currently used adjuvant therapies, chemotherapy and especially immunotherapy are effective in reducing the risk of recurrence in the short term, but are suboptimal in the long term. In contrast to chemotherapy, BCG slightly decreases the risk of progression in patients with high-risk tumours. New agents, like gemcitabine and apaziquone, and device-assisted therapies, like thermochemotherapy and EMDA, are promising, but need further evidence on long-term efficacy. CONCLUSIONS: There still is a clear need for novel or improved adjuvant treatment modalities for patients with NMIBC. These modalities should be able to better reduce the risk of recurrence of NMIBC and progression to muscle-invasive disease, so as to reduce disease burden, preserve a patient's bladder, and improve disease-specific survival. (C) 2007 European Association of Urology.
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Current treatment for localized anal carcinoma. [Review]
DAS P, CRANE CH, AJANI JA
Curr Opin Oncol 2007;19(4): 396-400*

PURPOSE OF REVIEW: Chemoradiation represents the standard of care for most patients with localized squamous cell carcinoma of the anal canal. This article reviews randomized trials and recent studies on chemoradiation for anal cancer. RECENT FINDINGS: A recent randomized trial showed that patients treated with induction 5-FU/cisplatin followed by concurrent 5-FU/cisplatin and radiotherapy had a higher colostomy rate than patients treated with concurrent 5-FU/MMC and radiotherapy. It remains unclear whether this difference in the rate of colostomy was due to the chemotherapy agents, the use of induction therapy in the 5-FU/cisplatin arm, or other factors. Recent studies have started to evaluate intensity modulated radiation therapy for anal cancer, in an effort to reduce acute and long-term toxicity from radiotherapy. SUMMARY: The role of cisplatin in anal cancer is not completely clear, although an ongoing randomized trial (Anal Cancer Trial II) may help clarify the role of cisplatin. Studies on tumor biology and patient genetics are warranted to identify patients that are most likely to benefit from newer locoregional and systemic therapies. Intensity modulated radiation therapy appears to be a promising approach for reducing treatment-related toxicity in anal cancer patients. The Radiation Therapy Oncology Group (RTOG) is conducting a phase II trial evaluating the multi-institutional feasibility of intensity modulated radiation therapy for anal cancer. (C) 2007 Lippincott Williams & Wilkins, Inc.

Analysis of risk factors for severe adverse effects of oral 5-fluorouracil S-1 in patients with advanced gastric cancer
YAMANAKA T, MATSUMOTO S, TERAMUKAI S, ISHIWATA R, NAGAI Y, FUKUSHIMA M
Gastric Cancer 2007;10(2): 129-34*

BACKGROUND: S-1 is an oral fluoropyrimidine that promises better and accessible treatment. This article identifies the risk factors for severe adverse events of S-1 from nationwide survey data. METHODS: Advanced gastric cancer patients scheduled to receive S-1 monotherapy (80 mg/day for days 1-28, every 6 weeks) were registered throughout Japan between 1999 and 2000 (n = 3758). Univariate and multivariate analyses were performed to explore the risk factors for severe adverse events. RESULTS: A multivariate analysis revealed that grade 3 or 4 neutropenia was significantly associated with baseline renal function (ORs corresponding to creatinine clearance [ml/min] ranges of 50-79, 30-49, and <30 in reference to >80 increased to 1.21, 1.79, and 2.43, respectively), and the estimated incidence probability of grade 3 or 4 neutropenia ranged from 5.0-33.7% depending on the initial status of renal function and baseline neutrophil count. Some prior chemotherapeutic drug use may be implicated in the experience of adverse events; decreases in hemoglobin, nausea/vomiting, and hyperbilirubinemia were observed to be influenced by the previous use of irinotecan (OR 3.07; P = 0.003), mitomycin (OR 2.28; P = 0.004), and cisplatin (OR 1.60; P = 0.007), respectively. CONCLUSION: These findings identified possible risk factors for severe adverse events of S-1 and the patient subgroups at potentially higher risk from its administration. The results will facilitate safer administration of S-1 and thus promote enhanced tolerability and efficacy. (C) 2007 International and Japanese Gastric Cancer Association.

Pyrimidine nucleoside phosphorylase and dihydropyrimidine dihydrogenase activities as predictive factors for the efficacy of doxifluridine together with mitomycin-C as adjuvant chemotherapy in primary colorectal cancer
NISHIOKA M, MIYAMOTO H, KURITA N, HIGASHIJIMA J, YOSHIKAWA K, MIYATANI T, et al.
Hepatogastroenterology 2007;54(76): 1089-93*

BACKGROUND/AIMS: Pyrimidine nucleoside phosphorylase (PyNPase) converts 5'-deoxy-5-fluorouridine (5'-DFUR, doxifluridine) to 5-FU. While this reaction is taking place dihydropyrimidine dihydrogenase (DPD) catalyzes 5-FU to inactive molecules. MMC elevates the PyNPase level in tumor cells. METHODOLOGY: We investigated 17 colorectal cancer patients' PyNPase and DPD activities in tumor and normal tissues using an ELISA to assess their clinical significance as indicators for selecting colorectal cancer patients for 5'-DFUR together with MMC as adjuvant chemotherapy. RESULTS: Six of 17 patients developed experienced a recurrence. Tumor DPD activity of the six patients who had a recurrence were higher than those of the 11 patients with no recurrence (P = 0.047). On the other hand, there were no significant differences in both the PyNPase and the PyNPase/DPD (P/D) ratio between the group with recurrence and the group without recurrence. For survival analyses, we designed the cut-off value of tumor PyNPase, DPD and P/D ratio as their median value and classified patients into a higher group and a lower group, but there were no significant differences between the groups. CONCLUSIONS: The DPD activity in the tumor may be a useful indicator for selecting patients likely respond to 5'-DFUR together with MMC as adjuvant chemotherapy. If tumor DPD is high, we had better select a different anticancer drug. (C) HGE Update Medical Publishing SA.

Chemoembolization and bland embolization of neuroendocrine tumor metastases to the liver
RUUTIAINEN AT, SOULEN MC, TUITE CM, CLARK TW, MONDSCHEIN JI, STAVROPOULOS SW, et al.
J Vasc Interv Radiol 2007;18(7): 847-55*

PURPOSE: To assess the toxicity and efficacy of chemoembolization and bland embolization in patients with neuroendocrine tumor metastases to the liver. MATERIALS & METHODS: 67 patients underwent 219 embolization procedures: 23 patients received primarily bland embolization with PVA with or without iodized oil and 44 primarily received chemoembolization with cisplatin, doxorubicin, MMC, iodized oil, and polyvinyl alcohol. Clinical, laboratory, and imaging follow-up was performed one month after completion of therapy and every three months thereafter. Patients with disease relapse were treated again when feasible. Toxicity was assessed according to National Cancer Institute Common Toxicity Criteria for Adverse Events, version 3.0. Efficacy was assessed by clinical and morphologic response. Time to progression (TTP), time to treatment failure, and survival were estimated by Kaplan-Meier analysis. RESULTS: Ten of 67 patients (15%) were lost to follow-up. The mortality rate at 30 days was 1.4%. Toxicities of grade 3 or worse in severity occurred after 25% of chemoembolization procedures and 22% of bland embolization procedures (OR 1.2; 95% CI, 0.4-4.0). Mean length of stay was 1.5 days in both groups. Rates of freedom from progression at one, two, and three years were 49%, 49%, and 35% after chemoembolization and 0%, 0%, and 0% after bland embolization (log-rank test, P = 0.16). Among the subgroup with carcinoid tumors, the proportions without progression were 65%, 65%, and 52% after chemoembolization and 0%, 0%, and 0% after bland embolization (log-rank test, P = 0.08). Patients treated with chemoembolization and bland embolization experienced symptomatic relief for means of 15 and 7.5 months, respectively (P = 0.14). Survival rates at one, three, and five years after therapy were 86%, 67%, and 50%, respectively, after chemoembolization and 68%, 46%, and 33%, respectively, after bland embolization (log-rank test, P = 0.18). CONCLUSIONS: Chemoembolization was not associated with a higher degree of toxicity than bland embolization. Chemoembolization demonstrated trends toward improvement in TTP, symptom control, and survival. Based on these results, a multicenter prospective randomized trial is warranted. (C) 2007 SIR.

A case of primary pericardial mesothelioma surviving for a long period after local hyperthermochemotherapy and systemic chemotherapy. [Japanese]
OZAWA Y, SUDA T, HASEGAWA H, NOGIMURA H, NAGAYAMA M, CHIDA K
Jpn J Lung Cancer 2007;47(2): 137-42*

BACKGROUND: Primary pericardial mesothelioma is a rare disease occurring in 0.7-2.0% among all mesothelioma and has a very poor prognosis. We report a case of primary pericardial mesothelioma who could survive for more than 26 months after local hyperthermochemotherapy and systemic chemotherapy with vinorelbine (VNR). CASE: A 72-year-old woman was admitted to our hospital with orthopnea. Her chest X-ray and CT showed a large mass at the base of the heart with enlarged mediastinal lymph nodes and massive pericardial and bilateral pleural effusion. Mediastinal lymph node biopsy by mediastinoscopy confirmed the diagnosis of biphasic malignant mesothelioma. She underwent pericardial instillation of mitomycin as a sclerosing agent after pericardial drainage, and subsequently hyperthermochemotherapy with cisplatin and pleurodesis with talc. After those treatments, we administered VNR (20 mg/m2, 3 wq). She has been alive for more than 26 months since her first visit without any remarkable complaints. CONCLUSION: We consider this as a valuable case of primary pericardial mesothelioma in which combination of local hyperthermochemotherapy and systemic chemotherapy with VNR was effective. (C) 2007 The Japan Lung Cancer Society.

Does palliative chemotherapy beyond three courses benefit patients with non-small-cell lung cancer? Commentary
GRIDELLI C
Nat Clin Pract Oncol 2007;4(5): 274-5*

Protein A immunoadsorption therapy for refractory, mitomycin-C-associated thrombotic microangiopathy
KASPER S, NEURATH MF, HUBER C, THEOBALD M, SCHARRER I
Transfusion 2007;47(7): 1263-7*

BACKGROUND: MMC-associated thrombotic microangiopathy (TMA) has a poor prognosis with limited therapeutic options. Most patients die within four months of diagnosis due to pulmonary or renal failure. Here, a patient resistant to total plasma exchange (TPE) and immunosuppressive therapy with glucocorticoids, rituximab, vincristine, and splenectomy who was successfully treated with protein A immunoadsorption is described. CASE REPORT: A 29-year-old woman developed a TMA after chemotherapy with MMC. She presented with thrombocytopenia, pulmonary edema, hemolytic anemia with presence of schistocytes, and renal failure. Immediate TPE (>120 times) and immunosuppressive therapy with glucocorticoids, however, did not improve her clinical situation. Furthermore, she was refractory to subsequent immunosuppressive therapy with rituximab and vincristine and laparoscopic splenectomy. Finally, after 12 cycles of extracorporeal protein A immunoadsorption with a commercially available immunoadsorption system (Immunosorba, Fresenius AG), platelet counts increased with disappearance of hemolytic syndromes. CONCLUSION: Extracorporeal protein A immunoadsorption with the Immunosorba system emerges as a potentially effective and safe treatment for refractory MMC-associated TMA with only moderate side effects. This therapeutic option may be considered at an early state of the disease to prevent extensive immunosuppression. (C) 2007 American Association of Blood Banks.

Sphincter preservation in four consecutive phase II studies of preoperative chemoradiation: analysis of 247 T3 rectal cancer patients
GAMBACORTA MA, VALENTINI V, COCO C, MANNO A, DOGLIETTO GB, RATTO C, et al.
Tumori 2007;93(2): 160-9*

AIMS & BACKGROUND: To evaluate the impact of preoperative chemoradiation on sphincter preservation in patients with low-medium locally advanced resectable rectal cancer treated by four chemoradiation schedules. MATERIALS & METHODS: Between 1990 and 2002, 247 patients were treated according to four schedules of chemoradiotherapy: FUMIR (5-FU, mitomycin, external beam radiotherapy 37.8 Gy), PLAFUR (cisplatinum, 5-FU, external beam radiotherapy 50.4 Gy), TOMRT (raltitrexed, external beam radiotherapy 50.4 Gy), and TOMOXRT (raltitrexed, oxaliplatin, external beam radiotherapy 50.4 Gy). Four to five weeks after chemoradiation, patients were restaged and surgery was performed two-three weeks later. RESULTS: Overall, the sphincter-saving surgery was performed in 82.5% of patients. In patients candidate to an abdominoperineal resection before chemoradiation (distance tumor-anorectal ring, <30 mm) a sphincter-saving surgery was possible in 58% of cases: 44% (FUMIR), 52% (PLAFUR), 63% (TOMRT), 76% (TOMOXRT) (P <0.017). The involved surgeons kept the same surgical criteria in performing sphincter-saving surgery. After chemoradiation, patients with tumor location still between 0 and 30 mm received sphincter-saving surgery according to the protocols: 33% (FUMIR), 42% (PLAFUR), 50% (TOMRT), 64% (TOMOXRT) (P = 0.066). CONCLUSIONS: Even though the surgeons' skill in performing sphincter-saving surgery could be improved with time, the high rate of this procedure in the latest schedules suggests an impact of the new drugs in promoting tumor downsizing and therefore sphincter-saving surgery.

Management options for malignant pleural mesothelioma: clinical and cost considerations. [Review]##
GOUDAR RK
Drugs 2007;67(8): 1149-65*

Malignant pleural mesothelioma (MPM) is a resistant form of lung cancer that is often related to prior asbestos exposure. While surgical resection and radiotherapy techniques have been refined in recent years, neither has been proven to significantly extend patient survival compared with untreated controls. Until the release of pemetrexed in 2004, even combination chemotherapy regimens often resulted in a response rate of <20%. A recent phase III trial documented a 41.3% response rate for cisplatin plus pemetrexed. In the future, new multimodality regimens featuring novel targeted therapies directed against molecular targets, such as the vascular endothelial growth factor, hold the greatest promise for improved outcomes in MPM. The standard radiographic assessment of response to MPM therapy remains a poor surrogate for clinically relevant endpoints such as median survival. Furthermore, it is not currently known whether aggressive multimodality treatment for MPM will improve survival or quality of life above and beyond symptomatic care. Ongoing clinical trials are comparing chemotherapy and surgery with supportive care in an effort to define the role of different therapies in MPM. MPM treatment is a costly public health issue; after efficacy is proven, additional studies are needed to measure the cost-effectiveness of MPM treatment regimens. (C) 2007 Adis Data Information BV. All rights reserved.

Colorectal liver metastases: regional chemotherapy via transarterial chemoembolization (TACE) and hepatic chemoperfusion: an update. [Review]##
VOGL TJ, ZANGOS S, EICHLER K, YAKOUB D, NABIL M
Eur Radiol 2007;17(4): 1025-34*

Liver metastasis is one of the main problems encountered in colorectal cancer management as the liver is the most common metastatic site. Several treatment options are available, among which transarterial chemotherapy has proved effective in achieving some local tumour control, improving the quality of life through symptomatic control as well as survival time. The present paper is intended to provide an overview of the techniques, indications and results of regional chemotherapy, which comprises transarterial chemoembolization (TACE) and chemoperfusion. This treatment approach has symptomatic, palliative, adjuvant and potentially curative objectives. We reviewed the studies involving TACE and chemoperfusion of colorectal liver metastases during the last few years to update the previous reviews published on this subject. The results achieved were variable, due to the variations in patient selection criteria and regimens used between the different studies. The median survival ranged from 9-62 months and the morphological response ranged from 14-76%. Technical aspects, results, and complications of this modality will be demonstrated with a detailed analysis and comments. (C) 2006 Springer-Verlag.

Multimodality therapy for pancreatic cancer. [Review]##
FRANKO J, GREER JB, MORAN CM, KHALID A, MOSER AJ
Gastroenterol Clin North Am 2007;36(2): 391-411*

Neoadjuvant chemoradiotherapy can be administered safely to patients with pancreatic cancer. Complete pathologic responses are rare, however, and the benefits of this approach compared with standard adjuvant therapy are uncertain. The only way to evaluate the efficacy of neoadjuvant chemoradiotherapy is a prospective trial involving a uniform patient population comparing the results of neoadjuvant and adjuvant therapy and a cohort receiving surgery alone. Such a study can be designed in an ethically sound manner but requires the collaboration of numerous institutions and careful coordination to achieve statistically conclusive results. The future of pancreatic cancer research rests on the availability and rapid transfer of new therapies from the laboratory to clinical research. (C) 2007.

Liver-directed therapies for metastatic neuroendocrine tumors. [Review]##
GARROT C, STUART K
Hematol Oncol Clin North Am 2007;21(3): 545-60

Neuroendocrine tumors, despite being indolent, frequently cause significant morbidity and mortality from hepatic metastatic lesions. It is possible to directly target these liver lesions with embolization/chemoembolization, radiofrequency ablation, or other therapies. The observational studies that exist seem to indicate a prolongation of survival. Liver-directed therapies are also able to decrease symptoms in most patients. The value of these therapeutic interventions therefore lies mainly in their palliative capabilities. Coupled with aggressive use of octreotide, local ablative techniques may frequently control symptoms of hormone excess and tumor bulk. Because of the possible adverse effects of these interventions, however, careful patient selection is essential to minimize the morbidity and mortality of the procedures. (C) 2007 Elsevier Inc. All rights reserved.

Challenges in everyday surgical practice: synchronous bilobar hepatic colorectal metastases – newer multimodality approach##
LYGIDAKIS NJ, BHAGAT AD, VRACHNOS P, GRIGORAKOS L
Hepatogastroenterology 2007;54(76): 1020-4*

BACKGROUND/AIMS: This study was designed to assess the efficacy of two-stage liver surgery and hepatic directed chemobiological therapy in treatment of synchronous bilobar hepatic metastases of colorectal origin. METHODOLOGY: 32 patients were included in this study who were diagnosed to have colorectal carcinoma with synchronous bilobar hepatic metastases. During stage one surgery, along with excision of primary colorectal carcinoma, ligation and transection of main portal branch on side of bulky metastases disease (right branch in 28 and left in four patients) was performed. The metastatic nodules in the opposite lobe were ablated by microwave therapy and a hepatic arterial jet port catheter was introduced via the gastroduodenal artery for liver directed chemobiological therapy. The catheter was connected to a subcutaneously placed port. Three cycles of chemotherapeutic drugs and Avastin (bevacizumab) were given via hepatic arterial infusion (HAI) at intervals of 25 days. During the second stage surgery hepatic resection was carried out followed by continuation of hepatic arterial infusion of chemobiological drugs as adjuvant therapy. RESULTS: In the follow-up period of 31 months, one-year survival of 100% and two-year survival of 80% with a mean 28 months survival was noted. CONCLUSIONS: Combined approach of ligating the portal branch, microwave ablation, hepatic regional chemobiological therapy and staged liver surgery (a multimodality approach) in the treatment of advanced liver metastatic disease synchronous with colorectal cancer is an effective method of treatment which improves the overall survival and quality of life of the patient with hepatic bilobar metastases synchronous with colorectal carcinoma. Avastin, a monoclonal antibody against vascular endothelial growth factor; used for inhibition of tumor growth has shown its efficacy in early results and holds good promise for the future. (C) HGE Update Medical Publishing SA.

An unusual approach to the spontaneous rupture of hepatocellular carcinoma##
RIBEIRO MA, FONSECA AZ, CHAIB E, D'IPPOLITO G, CARNEVALE FC, RODRIGUES JJ, et al.
Hepatogastroenterology 2007;54(76): 1235-8*

Our aim is to describe an unusual approach to the spontaneous rupture of a large hepatocellular carcinoma (HCC). A 45-year-old man, hepatitis C virus+ (HCV+), complaining of abdominal pain. During the investigation, a tumor affecting liver segments V, VI, VII and VIII, with the presence of fluid within the peritoneal cavity, suggesting hemoperitoneum, was found. The patient was submitted to an exploratory laparotomy, revealing a large hepatic tumor mass with capsule rupture in segment V; biopsy verified the diagnosis of HCC. After one week, a superselective chemoembolization of the nutrient artery of the tumor was performed; one month later, the patient was submitted to an embolization of the right portal branch, aimed at causing hypertrophy of the left lateral portion of the liver. A right hepatectomy was performed, as well as a nodulectomy in segment II, without complications along the 40 days subsequent to the portal embolization. The patient is currently on his 53rd postoperative month and evidences no tumor recurrence to the moment. Although the spontaneous rupture of HCC is uncommon, it can be today treated by combining interventionist radiology procedures and conventional liver resections, offering the patient a better chance of survival. (C) HGE Update Medical Publishing SA.

Anal cancer in the HIV-positive patient: an escalating problem in the era of HAART. [Review]##
SCHLECHT HP, PANTANOWITZ L, DEZUBE BJ
HIV AIDS Rev 2006;5(2): 51-6*

The incidence of squamous cell anal cancer continues to rise, particularly within certain high-risk groups. It is unclear if this is due to increased screening. While highly active antiretroviral therapy (HAART) has improved the rates of survival for HIV-positive patients with anal cancer, it may also account for the increased incidence in such cases. Health care providers who care for HIV-infected individuals should have a basic understanding of the epidemiology, clinical features, and management of anal cancer. Combined modality treatment with radiation therapy and chemotherapy is the current standard of care for anal cancer regardless of HIV serostatus. This review deals with the emerging epidemiology, clinical features, management and prognosis of anal cancer in the HIV-positive patient.

Lung cancer in the elderly. [Review]##
GRIDELLI C, LANGER C, MAIONE P, ROSSI A, SCHILD SE
J Clin Oncol 2007;25(14): 1898-907

PURPOSE: Elderly patients often have comorbidities and other characteristics that make the selection of treatment daunting. METHODS: We have reviewed the available evidence in the literature to gauge the results of therapy for elderly lung cancer patients. RESULTS: The beneficial results achieved with adjuvant chemotherapy in the general population with early non-small-cell lung cancer (NSCLC) cannot be automatically extrapolated to the elderly, who are at higher risk of toxicity. Retrospective analyses of combined chemoradiotherapy in locally advanced NSCLC patients suggest equivalent therapeutic benefit for younger and older patients, despite heightened toxicity. There have been no elderly-specific phase III trials for locally advanced NSCLC. For advanced NSCLC, on the basis of evidence-based data, single-agent chemotherapy remains the standard of care for nonselected elderly patients. However, retrospective analyses suggest that the efficacy of platinum-based combination chemotherapy is similar in fit older and younger patients, with increased but acceptable toxicity for elderly patients. In limited-disease small-cell lung cancer (SCLC), sequential chemoradiotherapy is clearly less toxic compared with a standard concurrent approach, but our assessment of treatment is hindered by the absence of prospective elderly-specific trials. Although prophylactic cranial irradiation has emerged as a standard strategy, it should be omitted in patients with cognitive impairment. In extensive SCLC, etoposide in combination with either cisplatin or carboplatin has emerged as standard treatment; hematopoietic support may be necessary. CONCLUSION: With the exception of advanced NSCLC, prospective elderly-specific studies are lacking. Available data suggest that outcomes in the fit elderly mirror results observed in younger patients, although toxicity is generally worse. (C) 2007 American Society of Clinical Oncology.

Is there an optimal neoadjuvant therapy for locally advanced pancreatic cancer? [Review]##
KIM R, SAIF MW
JOP 2007;8(3): 279-88

Treatment of locally advanced pancreatic cancer is challenging. Despite continuing research, effective treatments continue to be elusive with median survival of only 8-12 months. Treatment options for locally advanced pancreatic cancer include radiation therapy, concurrent chemoradiation or chemotherapy. It is felt that radiation therapy is a suboptimal treatment as most of patients will die of systemic disease. In the past, radiation with 5-FU was the standard treatment for locally advanced pancreatic cancer. But now radiation has been used with combination other chemo agents such as paclitaxel or gemcitabine in order to increase the efficacy. Chemotherapy such as gemcitabine alone or gemcitabine doublet also has been studied in patients with locally advanced pancreatic cancer as well with overall survival being approximately the same magnitude as chemoradiation. The exact role of chemoradiation or chemotherapy in treatment of locally advanced pancreatic cancer is yet to be defined. Hence, this review summarizes and compares of role of radiation, chemoradiation and chemotherapy in treating this disease.

Therapeutic strategies in oesophageal carcinoma: role of surgery and other modalities. [Review]##
MARIETTE C, PIESSEN G, TRIBOULET JP
Lancet Oncol 2007;8(6): 545-53

Traditionally, surgery is considered the best treatment for oesophageal cancer in terms of locoregional control and long-term survival. However, survival five years after surgery alone is about 25%, and, therefore, a multidisciplinary approach that includes surgery, radiotherapy, and chemotherapy, alone or in combination, could prove necessary. The role of each of these treatments in the management of oesophageal cancer is under intensive research to define optimum therapeutic strategies. In this report we provide an update on treatment strategies for resectable oesophageal cancers on the basis of recent published work. Results of the latest randomised trials allow us to propose the following guidelines: surgery is the standard treatment, to be used alone for stages I and IIa, or possibly with neoadjuvant chemotherapy or chemoradiotherapy for stage IIb disease. For locally advanced cancers (stage III), neoadjuvant chemotherapy or chemoradiotherapy followed by surgery is appropriate for adenocarcinomas. Chemoradiotherapy alone should only be considered in patients with squamous-cell carcinomas who show a morphological response to chemoradiotherapy, and produces a similar overall survival to chemoradiotherapy followed by surgery, but with less post-treatment morbidity. Although the addition of surgery to chemotherapy or chemoradiotherapy could result in improved local control and survival, surgery should be done in experienced hospitals where operative mortality and morbidity are low. Moreover, surgery should be kept in mind as salvage treatment in patients with no morphological response or persistent tumour after definitive chemoradiotherapy. (C) 2007 Elsevier Ltd. All rights reserved.

Treatment options for hepatobiliary and pancreatic cancer##
ALBERTS SR, GORES GJ, KIM GP, ROBERTS LR, KENDRICK ML, ROSEN CB, et al.
Mayo Clin Proc 2007;82(5): 628-37

Hepatobiliary and pancreatic cancers account for 4% of all cancers in the US. Traditionally, these cancers have had a high mortality rate and have been poorly responsive to therapy. Because of a growing number of treatment options, patients are now living longer. For hepatocellular carcinoma, a broad number of treatment options are available, including surgery, ablation, embolization, systemic therapy, and liver transplantation. Treatment options for cholangiocarcinoma include surgery, systemic therapy, and liver transplantation. For pancreatic cancer, surgery, radiation, and systemic therapy all have potential roles. This review provides an updated summary of diagnosis and assessment together with treatment options for this group of cancers.

Chemoradiotherapy for localized esophageal cancer: regimen selection and molecular mechanisms of radiosensitization. [Review]##
KLEINBERG L, GIBSON MK, FORASTIERE AA
Nat Clin Pract Oncol 2007;4(5): 282-94*

Concurrent chemoradiotherapy administered either before surgery or as definitive treatment has a central role in the multimodality treatment of locally advanced esophageal cancer. Initial studies of this combined-modality regimen were based on models of squamous-cell cancers from other primary sites; this approach progressed from use of bleomycin or fluorouracil plus cisplatin concurrent with radiation in early trials, to the integration of taxanes, camptothecins and platinum analogs in recent trials. These trials demonstrated the tumoricidal effect of concurrent chemotherapy and radiotherapy and showed the survival advantages of this approach. Preoperative concurrent chemoradiation is used to downstage the tumor, ideally to a pathological complete response status in which there is no residual tumor in the resected primary and nodal tissues. A pathological complete response is associated with long-term survival but occurs in a minority (30%) of patients. While clinical trials have demonstrated an improvement in survival with concurrent chemoradiotherapy this effect is limited, as indicated by the plateau in survival beyond five years of approximately 30% or less. The recent clinical development of biologic, targeted therapies provides a new avenue for the study of chemoradiotherapy and an opportunity to increase long-term survival.

Malignant pleural mesothelioma: current concepts in treatment. [Review]##
TSIOURIS A, WALESBY RK
Nat Clin Pract Oncol 2007;4(6): 344-52*

Malignant pleural mesothelioma (MPM) is a primary and locally aggressive tumor of the pleura. A well-defined causal relationship with asbestos exposure, and an overwhelming media interest in the use of asbestos in industrialized countries after World War II, has produced a high level of awareness of this disease. With a peak incidence of MPM expected in Europe, Australia, and the US within the next 15 years, and the failure of current treatment approaches to offer long-term survival and improve quality of life, new therapeutic regimens are warranted. The effects of surgery in terms of survival and symptomatic relief have yet to be defined because of a lack of randomized trials. The role of radiotherapy in the treatment of MPM remains controversial, as the radiosensitivity of malignant mesothelial cells is modest. MPM response to chemotherapy is comparatively poor. The combination of pemetrexed and cisplatin chemotherapy has achieved the best objective responses. Presently, a multimodal approach is considered to be the cornerstone of treatment of MPM. Important ongoing international and national trials are addressing the roles of chemotherapy (e.g. the EAP and MS01 trial), radical surgery (e.g. the MARS trial) and radiotherapy (e.g. the SAKK group phase III study).

Management of liver metastases from colorectal cancer. [Review]##
KEMENY N
Oncology (Williston Park) 2006;20(10): 1161-79*

The liver is a frequent site of metastatic colorectal disease. Over the past 20 years, improvements in systemic chemotherapy and surgical techniques have improved the survival of patients with hepatic metastases. For four decades, fluorouracil and leucovorin were the only drugs available to treat metastatic colorectal cancer, but several new drugs and a variety of novel regimens are now available. Further improvements in results have been seen with the delivery of chemotherapy via the hepatic artery. Surgical resection of liver metastases has been encouraged when possible, and recent advances in surgery such as portal vein embolization have made liver resection a possibility for more patients. This review considers the timing and sequence of chemotherapy and surgery in this setting, as well as the roles of cryoablation, radiofrequency ablation, and radiation therapy.

Stage III lung cancer: two or three modalities? The continued role of thoracic radiotherapy. [Review]##
KELSEY CR, WERNER-WASIK M, JEFFERSON T, MARKS LB
Oncology (Williston Park) 2006;20(10): 1210-9*

Lung cancer is the leading cause of cancer mortality in the US. A significant number of patients present with disease involving mediastinal lymph nodes. As survival after surgery alone for stage III disease is poor, radiation therapy and chemotherapy have been evaluated in the neoadjuvant and adjuvant settings to improve outcomes. The benefit of adjuvant chemotherapy in the subgroup of patients with N2 disease is uncertain. Small randomized trials enrolling patients with stage III disease have shown a benefit of neoadjuvant chemotherapy over surgery alone. Whether neoadjuvant chemotherapy is superior to adjuvant chemotherapy is under investigation. Furthermore, whether neoadjuvant chemoradiotherapy is superior to neoadjuvant chemotherapy is controversial, and few randomized studies comparing these approaches have been reported. Nevertheless, neoadjuvant chemoradiotherapy appears to be associated with higher rates of resection, higher rates of clearance of mediastinal nodal disease, and better local/regional control. The use of postoperative radiation therapy (PORT) has declined since the publication of the 1998 meta-analysis suggested a detriment in survival with this strategy. However, radiation techniques are improving and emerging data support the use of carefully delivered PORT. Finally, it remains unclear whether surgical resection offers an advantage over definitive chemoradiotherapy alone for stage III disease. In summary, locally advanced NSCLC remains a formidable challenge with few cures, and optimal treatment requires the careful use of surgery, chemotherapy, and radiation therapy.

Management of head and neck carcinomas. [French] [Review]##
BERNIER J
Rev Med Suisse 2007;3(112): 1312-6*

When diagnosed at a locally advanced stage head-and-neck carcinomas require a multidisciplinary management. Primary surgery should be followed by the concomitant delivery of adjuvant radio- and chemotherapy, which is nowadays considered as the standard approach. A number of operable cases can be treated according to organ preservation programmes as well. Unresectable disease, the prognosis of which remains dismal, is typically treated with chemoradiation too, but with the advent of taxanes, induction chemotherapy is currently revisited. Novel targeted therapies yielded encouraging results, when combined with irradiation, because of lower toxicity index than chemotherapy.

Radiochemotherapy and radiochemotherapy in bladder cancer. [Spanish] [Review]##
HERRUZO CABRERA I, WALS ZURITA A, COBO DOLS M
Revis Cancer 2007;21(1): 1-12*

The recommended treatment for invasive bladder tumors (muscle invasive) are the cystectomy, although the greater tendency is a conservative approach, with multimodality treatment, which include maximum TURBT, adjuvant/neoadjuvant chemotherapy concomitant with radiotherapy to the pelvis, 40 Gy, and bladder and/or tumour boost to 60 Gy, followed by cystoscopy re-evaluation with salvage cystectomy if there is not complete response or recurrence of tumor. The criteria for selection are: T2-T4a tumors, absence of hydronephrosis, adequate renal function, normal haematology and absence of suspicious pelvis nodes, allowing bladder preservation in two thirds of patients. In the prostatic neoplasms, nowadays, is recommended prior and, during radiotherapy short-term hormonal blockade, for early tumors, intermediate-risk patients (four-six months), and longer blockade in locally advanced tumors, with increased local and biochemical control and overall survival, allowing a reduction in volume irradiated. (C) 2007 Aran Ediciones, SL.

Chemoradiotherapy in digestive tumor. [Spanish] [Review]##
CORONA JA, CEREZO L, SASTRE J, DE LAS HERAS GONZALEZ M
Revis Cancer 2007;21(1): 45-62*

Surgical treatment is fundamental in many gastrointestinal tumours but the role of radiochemotherapy is gaining importance. Interdisciplinary approach is critical for the successful treatment of these tumours. One of the main aims in treating gastrointestinal tumours is preserving the organ and its function. Radiochemotherapy treatment rather than surgery is becoming standard in the treatment of oesophagus and anal canal cancers. These treatments can obtain similar results to aggressive surgical treatment while allowing the preservation of the organ. Another treatment method is the use of neoadjuvant treatment to allow surgeons to perform more limited surgeries. Surgical development in recent years has drawn attention due to new surgical techniques such as total mesorectal excision or laparoscopic techniques. In addition, advances in technology have allowed radiotherapeutic development with sophisticated planning and delivery systems. This technological advance and the use of new more effective chemotherapy drugs have produced higher tumour response improving these patients' survival. Additionally, new target therapies have demonstrated activity in the treatment of these kinds of tumours, which in combination with other therapeutic treatments will hopefully change the prognosis of patients in the near future. (C) 2007 Aran Ediciones, SL.

The role of chemotherapy in the curative treatment of patients with liver metastases from colorectal cancer. [Review]##
LEICHMAN L
Surg Oncol Clin N Am 2007;16(3): 537-56*

As improved surgical techniques allow more patients with CRLM to be operated on with intent to cure, new systemic chemotherapy combinations and regional chemotherapy via the hepatic artery improve disease-free survival. Candidates for complete surgical resection with curative intent should proceed to surgery without neoadjuvant chemotherapy. Postoperative adjuvant therapy is appropriate for those remaining fit with potential for cure. Patients whose liver metastases cannot be resected safely who are otherwise fit for surgery should be treated aggressively with systemic or regional chemotherapy to sufficiently downstage the tumor for surgical resection. Correct timing of surgery, especially with bevacizumab use, has not been established. Without a multidisciplinary team, the potential to cure a select group of patients could be missed. (C) 2007 Elsevier Inc. All rights reserved.

Surgical and nonsurgical therapy for lung metastasis: indications and outcomes. [Review]##
DEMMY TL, DUNN KB
Surg Oncol Clin N Am 2007;16(3): 579-605*

The management of pulmonary metastasis is a broad and multifaceted topic. Because of the filtration function and the favorable microenvironment of the lung, most malignancies cause pulmonary metastases. This article focuses on recent experience with secondary lung malignancies and their newer treatment options, indications, and technical aspects. (C) 2007 Elsevier Inc. All rights reserved.

Cytoreductive surgery for peritoneal malignancies: development of standards of care for the community. [Review]##
ESQUIVEL J
Surg Oncol Clin N Am 2007;16(3): 653-66*

Cytoreductive surgery and hyperthermic intraperitoneal chemotherapy (HIPEC) continue to play an increasing role in the management of peritoneal surface malignancies of gastrointestinal origin. The prognosis of patients and the responses to cytoreductive surgery and HIPEC depend on the histology, the degree of malignant transformation, the adequacy of the cytoreductive surgery, and the response to systemic therapy. Continuous interaction between medical and surgical oncologists is needed to identify the most appropriate patients for and the most efficient sequence of the available therapeutic modalities. (C) 2007 Elsevier Inc. All rights reserved.

Role of adjuvant systemic therapy for stage I NSCLC. [Review]##
VALLIERES E
Thorac Surg Clin 2007;17(2): 279-85*

Results of trials reported in the last four years have convincingly demonstrated a role for adjuvant or postoperative chemotherapy in the management of good performance status patients after a complete resection of their stages II and IIIA non-small-cell lung cancer. The role of chemotherapy after surgery of stage I disease, however, remains a subject of debate. This article reviews the limited data that pertain to this approach in early-stage disease and set the stage for future trials in this population of patients. (C) 2007 Elsevier Inc. All rights reserved.

Short hydration regimen and nephrotoxicity of intermediate to high-dose cisplatin-based chemotherapy for outpatient treatment in lung cancer and mesothelioma##
TISEO M, MARTELLI O, MANCUSO A, SORMANI MP, BRUZZI P, DI SALVIA R, et al.
Tumori 2007;93(2): 138-44*

AIMS & BACKGROUND: Cisplatin, a standard component of combination chemotherapy for several tumors, presents important anti-tumor properties but also several toxic effects. In particular, the major dose-limiting effect appears to be renal toxicity. In several countries, to reduce nephrotoxicity after cisplatin administration, a 24-hour hydration is recommended following a chemotherapy treatment in a hospital regimen. In our institutions, cisplatin chemotherapy is an outpatient treatment that provides adequate hydration with an NaCl solution plus furosemide and diuresis monitoring during treatment. METHODS & STUDY DESIGN: To assess incidence of cisplatin nephrotoxicity using a short hydration regimen, which included 2000 ml of fluids with control of diuresis, individual outpatient data was pooled retrospectively from patients enrolled in large randomized studies regarding cisplatin-based chemotherapy in lung cancer and mesothelioma. From February 1999 to November 2002, 107 patients treated with cisplatin (≥75 mg/m2/cycle) were examined, monitoring serum creatinine and creatinine clearance levels. RESULTS: Five patients out of 107 (4.6%) were withdrawn from chemotherapy because of renal toxicity. For the other 102 patients, serum creatinine and creatinine clearance measurements were stable around the normal values during treatment. No time trends relating to serum creatinine levels or creatinine clearance and cycle numbers or cisplatin-cumulative doses were detected (P = 0.36 and P = 0.64, for the relationship with cycle number, and P = 0.39 and P = 0.65 for the relationship with cumulative dose, respectively, random effect model) after adjusting for the total number of cycles administered. CONCLUSIONS: These observations indicate that intermediate- to high-dose cisplatin administration is feasible in outpatient management with a short hydration regimen without high risk of nephrotoxicity.

Neuroendocrine tumours. [Review]##
GRANBERG D, OBERG K
Update Cancer Ther 2007;2(1): 41-52*

Neuroendocrine tumours can be divided into endocrine neoplasms occurring in the lungs, thymus, gastrointestinal tract and pancreas. Most neuroendocrine tumours are slowly growing neoplasms, but some of them are highly malignant and show an aggressive behaviour. A special feature of neuroendocrine tumours is the ability to produce peptides or hormones, for example, serotonin, histamine, ACTH, VIP, insulin, proinsulin, glucagon or calcitonin, thereby giving rise to disabling endocrine syndromes such as the carcinoid syndrome, an atypical carcinoid syndrome, ectopic Cushing's syndrome, the WDHA-syndrome, the insulinoma syndrome or the glucagonoma syndrome. The treatment of patients with neuroendocrine tumours consists of surgery, radiotherapy, biotherapy, chemotherapy and local ablative treatments such as liver embolization and radiofrequency ablation. Nearly all patients should be considered for surgery, which is the only curative treatment but may also be used for debulking of metastases. Radiotherapy may either be given as conventional radiotherapy, usually against bone or brain metastases, or as targeted irradiation therapy with 111Indium-, 90Yttrium- or 177Lutetium-labelled somatostatin analogues. Biotherapy traditionally consists of interferon-α and somatostatin analogues, which may show antitumoural activity and relieve endocrine symptoms. Today, several new biological agents have been introduced such as tyrosine kinase inhibitors, mTOR inhibitors and antiangiogenic agents. Various chemotherapy combinations are used in patients with endocrine pancreatic tumours, lung and thymic carcinoids and in patients with highly aggressive neuroendocrine tumours. Most patients with neuroendocrine tumours have a relatively good prognosis with long expected survival, but the prognosis in patients with poorly differentiated neuroendocrine tumours is poor. (C) 2007 Elsevier Ltd. All rights reserved.

Other applications

Alterations in endothelial cell density after photorefractive keratectomy with adjuvant mitomycin
DIAKONIS VF, PALLIKARIS A, KYMIONIS GD, MARKOMANOLAKIS MM
Am J Ophthalmol 2007;144(1): 99-103

PURPOSE: To elucidate the distinct role of the intraoperative use of MMC on endothelial cell density after photorefractive keratectomy (PRK) in human eyes. DESIGN: Prospective, double-masked, randomized clinical trial. METHODS: One eye of 15 patients was treated with PRK with intraoperative use of topical 0.02% MMC (15 seconds), whereas the fellow eye was treated with Epipolis laser in situ keratomileusis (Epi-LASIK) in random order. Corneal confocal microscopy was performed in all eyes preoperatively and at one, three, six, and 12 months after the surgery. Moreover, three endothelial images were acquired in each of 15 preoperative-normal eyes to evaluate the repeatability of measuring endothelial cell density. Repeated measures analysis of variance was used to compare the temporal variations of endothelial cell density between the two techniques and the changes of endothelial cell density over time. RESULTS: The coefficient of repeatability of endothelial cell count was 148 cells/mm2. Preoperative endothelial cell density was not significantly different between the two groups (P = 0.82). Moreover, the effect of the treatment on the temporal variation of endothelial cell density was insignificant (P = 0.83), whereas the differences between the preoperative and the postoperative endothelial cell densities reached statistical significance (P ≤0.05). Nonetheless, inclusion of the repeatability of the instrument on the analysis diminished these significant differences (P >0.05). CONCLUSIONS: The prophylactic intraoperative application of MMC (up to 15 seconds) after PRK does not seem to affect the endothelial cell density.

Mitomycin-C eye drops as alternative treatment for pyogenic granuloma in anophthalmic socket. [Portuguese]
SANTOS HD, FERNANDES TA, DINIZ CM, MONTENEGRO WT, FIGUEIREDO AR
Arq Bras Oftalmol 2006;69(5): 683-6

PURPOSE: To evaluate the efficacy of MMC eye drops 0.02% concentration (0.02% MMC) in pyogenic granuloma in anophthalmic socket. METHODS: Six patients who presented pyogenic granuloma were treated with 0.02% MMC four times a day in fifteen-day cycles with intervals of fifteen days between each cycle. The patients were observed every week. RESULTS: Among the six studied patients, one presented a complete resolution of the pyogenic granuloma after a ten-day treatment with 0.02% MMC, i.e. before the end of the first cycle. In two patients, the treatment was successful after two weeks using 0.02% MMC (one complete cycle). In the other two patients, the resolution of the lesion occurred after five weeks, i.e. at the beginning of the second cycle. 0.02% MMC was not successful in only one patient whose lesion persisted after two cycles of the treatment. None of the patients presented complications after the use of 0.02% MMC. CONCLUSION: The topical use of 0.02% MMC proved efficacious in the treatment of anophthalmic socket pyogenic granuloma. A small number of patients took part in this study, therefore another randomized and comparative research is necessary in order to compare the efficacy of 0.02% MMC with other drugs such as corticosteroids and antimetabolites.

Use of mitomycin-C in esophageal stenosis. [Spanish]
BROTO J, GIL-VERNET JM, ROYO G, CABANAS MJ
Cir Pediatr 2007;20(1): 57-8*

INTRODUCTION: Esophageal stenosis, due to its important implications on patients' quality of life, poses a serious problem, often difficult to resolve, that requires therapeutic solutions that could irreversibly affect vital conditions and quality of life of those affected. For this reason our group has tried over the last thirty years to employ conservative solutions in the damaged esophagus, showing that a complete cure is possible in most cases although the way to achieve this can be dramatically long. MATERIAL & METHODS: We present our experience employing topical MMC over the last year and a half in eight patients, six of them affected with caustic stenosis and two with sequelae of esophageal atresia, highlighting the three cases that received at least five applications of the product. We describe the method employed that consists in the spraying of the correct dose using a flexible fibroscope on the dilated area, loading the dose in the container of the cleaning water of the fibroscope, employing a system that permits only to apply the exact quantity necessary of the product. The application time is five minutes and the dose is 0.4 mg/ml applying 5 ml or 10 ml according to the patient's weight (under 12 kg = 2.5 ml and over 25 kg = 5 ml). Upon completion of the application, a washing of the product is performed using the same fibroscope. RESULTS: From the eight cases in which it was applied, we analysed the three that received at least five doses. These were two boys of seven and eight years and a 25-year-old woman. In the children the dilatations interval has passed from 4-5 weeks to 8-11 respectively. The woman has passed from 12 to15 weeks. The children have been in the dilatation program more than three years and the woman more than 18. CONCLUSIONS: Although the time period that we have been applying MMC is still short, the symptom-free interval after dilatations is proving to be highly promising. This fact is highlighted in those patients included in the dilatation program recently. We have not seen any adverse side effect from the application of the product.

Nongastroesophageal reflux disease-related infectious, inflammatory and injurious disorders of the esophagus. [Review]
PACE F, PALLOTTA S, ANTINORI S
Curr Opin Gastroenterol 2007;23(4): 446-51*

PURPOSE OF REVIEW: To review recently published studies presenting novel and relevant information on some esophageal infectious, inflammatory and injurious diseases. RECENT FINDINGS: In the treatment of Candida esophagitis, fluconazole remains the treatment of choice, but clinical failures indicate new therapeutic opportunities, like two new echinocandins, micafungin and anidulafungin. Eosinophilic esophagitis is an increasingly recognized entity. New therapeutic insights come from a six-food elimination diet in children and from fluticasone propionate in adults; humanized monoclonal IgG antibody anti-interleukin-5, mepolizumab, has been shown to decrease eosinophilia and ameliorate symptoms. There has been some advance in microscopic characterization of lymphocytic esophagitis. Esophagitis is found to be present in 67% of patients with pemphigo vulgaris, in 32.3% of patients with systemic sclerosis and to be associated with thoracic neoplasias. In the case of caustic ingestion, endoscopic ultrasound with miniprobes has proven not to be better than videoendoscopy. Recent evidence shows that systemic steroids might even be harmful. MMC applied on fresh wounds is currently being evaluated. Stenting of the stricture has been proposed for contrasting esophageal remodeling. SUMMARY: These recent findings, together with a better understanding of diseases such as eosinophilic or lymphocytic esophagitis, allow new diagnostic and therapeutic approaches. (C) 2007 Lippincott Williams & Wilkins, Inc.

Scleral window surgery and topical mitomycin-C for nanophthalmic uveal effusion complicated by renal failure: case report
SUZUKI Y, NISHINA S, AZUMA N
Graefes Arch Clin Exp Ophthalmol 2007;245(5): 755-7*

PURPOSE: To describe the case of a 16-year-old patient with nanophthalmic uveal effusion associated with renal failure that was treated with scleral window surgery and topical administration of MMC. METHODS: Case report. RESULTS: Total uveal effusion was restored in the nanophthalmic eyes. Partial-thickness scleral flap with deep sclerostomy was performed and topical MMC was administered to one quadrant of the equatorial sclera. The subretinal fluid resorbed gradually. CONCLUSIONS: Topical MMC might relieve the blocked transscleral outflow of intraocular fluid in the small area of a sclerostomy in young patients with nanophthalmos or in patients with renal failure in whom uveal effusion occurs repeatedly.

Efficacy of mitomycin-C irrigation after balloon dacryocystoplasty
KIM KR, SONG HY, SHIN JH, KIM JH, CHOI EK, YANG ZQ, et al.
J Vasc Interv Radiol 2007;18(6): 757-62*

PURPOSE: To evaluate the safety and efficacy of MMC irrigation after balloon dacryocystoplasty in the treatment of epiphora caused by obstruction of the lacrimal system. MATERIALS & METHODS: 35 lacrimal systems in 33 patients with obstruction of the lacrimal system were assigned to one of two groups: 17 lacrimal systems were irrigated with MMC after balloon dacryocystoplasty (MMC group), and 18 were not irrigated with MMC after balloon dacryocystoplasty (non-MMC group). In the MMC group, the lacrimal systems were irrigated with 0.2 mg/ml MMC via the inferior lacrimal punctum in three different sessions: immediately, one week, and one month after balloon dacryocystoplasty. The cumulative patency rates after balloon dacryocystoplasty were calculated by using the Kaplan-Meier method and were compared between the two groups with use of the log-rank test. RESULTS: Balloon dacryocystoplasty and subsequent MMC irrigation were technically successful in all lacrimal systems. There were no side effects or complications associated with MMC use. The cumulative patency rate in the MMC group was significantly higher than that in the non-MMC group after balloon dacryocystoplasty (P = 0.0150, log-rank test). CONCLUSIONS: MMC irrigation is safe and effective in increasing the patency rate of the lacrimal system after balloon dacryocystoplasty.

Endoscopic dacryocystorhinostomy with adjunctive mitomycin-C for canalicular obstruction
NEMET AY, WILCSEK G, FRANCIS IC
Orbit 2007;26(2): 97-100*

PURPOSE: To report our experience in treating distal and common canalicular obstruction by trephination followed by topical low-dose MMC (0.03%) and silicone intubation during endoscopic dacryocystorhinostomy (DCR). METHODS: Noncomparative interventional case series of five eyes of five patients with epiphora and clinical evidence of distal or common canalicular obstruction. Only patients with canalicular obstruction at a distance of at least 7 mm from the punctum were offered this treatment. Treatment consisted of DCR and trephination under transnasal endoscopic view followed by topical MMC. The major outcome was defined by the patients' subjective assessment of improvement and by objective evaluation of patency by endoscopic examination of the internal ostium, and the passage of fluorescein to the nose (Jones 1). RESULTS: Four patients were symptom free, and Jones 1 positive after a mean follow-up period of 15.4 months. One patient had recurrence of her distal canalicular narrowing and needed a Jones tube. No adverse reactions or complaints were reported during and following MMC use. CONCLUSIONS: Trephination of distal or common canalicular obstruction under endoscopic vision and adjunctive topical MMC should be considered as a possible viable approach to an external approach canaliculodacryocystorhinostomy.
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