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Bladder cancer with skin metastasis: a case report. [Japanese]
SEGAWA N, KOTAKE Y, HAMADA S, TAKAHARA K, AZUMA H, KATSUOKA Y, et al.
Hinyokika Kiyo 2006;52(9): 711-4*

Bladder carcinoma with skin metastasis is extremely rare. We herein report a case of a bladder tumor with skin metastasis. A 68-year-old man was referred to our hospital with macroscopic hematuria. Cystoscopy revealed a trigone papillary tumor. Transurethral resection of bladder tumor (TURBT) was performed and the pathological diagnosis was transitional cell carcinoma (TCC), pT1, G3. Thereafter, he received several courses of TURBT, intravesical chemotherapy (pirarubicin, bacillus Calmette-Guérin and MMC) and intra-arterial chemotherapy because of recurrence. Thirteen years later, he underwent total cystoprostatectomy with neobladder formation. Histological examination revealed muscle-invasive bladder cancer with a staging of T3bN0M0. Two years and three months later, multiple firm nodules with eruptions appeared on the skin in several regions; they were resected and the histological findings revealed TCC. This indicated metastatic spread from the primary bladder TCC. He received only supportive treatment during this period due to renal dysfunction. He died four months after the manifestation of the skin metastasis due to multiple metastases.

Systemic chemotherapy in locally advanced and/or metastatic bladder cancer. [Review]##
PECTASIDES D, PECTASIDES M, ECONOMOPOULOS T
Cancer Treat Rev 2006;32(6): 456-70

Transitional cell carcinoma of the bladder is a common malignancy. Advanced urothelial cancer is a chemosensitive neoplasm. Whereas the MVAC (methotrexate, vinblastine, doxorubicin, and cisplatin) regimen was long considered the standard of care for patients with advanced disease, the evaluation of newer agents with retained activity and improved tolerability has been the focus of much investigation over the past decade. Combinations such as cisplatin-gemcitabine (GC) and intensified, G-CSF supported MVAC have shown more favourable toxicity profile and equal or even improved efficacy. Specific groups of patients (elderly, patients with renal dysfunction or poor performance status or co-morbidities) who cannot tolerate cisplatin-based therapy, should receive carboplatin, gemcitabine or taxane-based treatment. Continuing improvements in our understanding of the molecular phenotype of individual patient tumors may lead to the appropriate therapies that target molecular aberrations unique to this malignancy. This review will summarize recent developments in the management of locally advanced (T4b, N 2-3) and/or metastatic (M1) bladder cancer. (C) 2006 Elsevier Ltd. All rights reserved.

Recent advances in intravesical drug/gene delivery. [Review]##
TYAGI P, WU PC, CHANCELLOR M, YOSHIMURA N, HUANG L
Mol Pharm 2006;3(4): 369-79*

Targeting of drugs administered systemically relies on the higher affinity of ligands for specific receptors to obtain selectivity in drug response. However, achieving the same goal inside the bladder is much easier with an intelligent pharmaceutical approach that restricts drug effects by exploiting the pelvic anatomical architecture of the human body. This regional therapy involves placement of drugs directly into the bladder through a urethral catheter. It is obvious that drug administration by this route holds advantage in chemotherapy of superficial bladder cancer, and it has now become the most widely used treatment modality for this ailment. In recent years, the intravesical route has also been exploited either as an adjunct to an oral regimen or as a second-line treatment for neurogenic bladder. Instillation of DNA via this route using different vectors has been able to restrict the transgene expression in organs other than bladder. The present review article will discuss the shortcomings of the current options available for intravesical drug delivery and lay a perspective for future developments in this field. (C) 2006 American Chemical Society.

Oncology

Topical interferon-α 2b for the treatment of recalcitrant ocular surface squamous neoplasia
HOLCOMBE DJ, LEE GA
Am J Ophthalmol 2006;142(4): 568-71

PURPOSE: To evaluate topical interferon-α 2b (IFN-α 2b) for the treatment of recalcitrant ocular surface squamous neoplasia (OSSN). DESIGN: Prospective, noncomparative, interventional consecutive case series. METHODS: Ten patients with recalcitrant OSSN were treated with topical IFN-α 2b (1 million IU/ml) four times a day until clinical resolution of the lesion or until the lesion appeared nonresponsive – that is, treatment failure. Progress was assessed by clinical examination and photographic records, with a minimum follow-up of six months. RESULTS: Eight of 10 patients achieved clinical resolution from topical IFN-α 2b treatment. One patient developed invasive squamous cell carcinoma and underwent exenteration. The other patient required further MMC therapy to achieve clinical resolution. The mean duration to clinical resolution for the eight patients treated with IFN-α 2b was 21.9 weeks (range: 6-59 weeks). There have been no recurrences for any of the nine patients during follow-up (mean: 55.0 weeks; range: 26-84 weeks). CONCLUSIONS: Topical IFN-α 2b is an important treatment modality for recalcitrant OSSN; it avoids the risks of further limbal stem cell destruction from other agents and surgical excision. If invasive disease is diagnosed at any stage, topical therapy is contraindicated, necessitating surgical excision. (C) 2006 Elsevier Inc. All rights reserved.

Topical cyclosporine-A combined with mitomycin-C for conjunctival and corneal squamous cell carcinoma
TUNC M, ERBILEN E
Am J Ophthalmol 2006;142(4): 673-5

PURPOSE: To determine the efficiency of topical cyclosporine-A (CSA) combined with MMC as an adjunctive treatment in diffuse conjunctival and corneal squamous cell carcinoma (CCSC). DESIGN: Interventional case reports. METHODS: Two patients who had positive margins following surgical excision of CCSC were treated by topical CSA (0.05%) four times a day for 12 weeks, and topical MMC (0.01%) four times a day was combined with CSA at the second, fourth, and sixth weeks of the treatment. We controlled the tumor recurrence, vision, and ocular surface healing during the follow-up. RESULTS: There was no tumor recurrence during the follow-up of 18 months. Limbal vascularization regressed considerably and the vision improved without any ocular surface problems in both patients. CONCLUSIONS: As an adjunctive treatment, topical CSA (0.05%) combined with MMC (0.01%), may prevent tumor recurrence and provide excellent ocular surface healing in diffuse CCSC. (C) 2006 Elsevier Inc. All rights reserved.

First-line 5-fluorouracil/folinic acid, oxaliplatin and irinotecan (FOLFOXIRI) does not impair the feasibility and the activity of second-line treatments in metastatic colorectal cancer
MASI G, MARCUCCI L, LOUPAKIS F, CERRI E, BARBARA C, BURSI S, et al.
Ann Oncol 2006;17(8): 1249-54

BACKGROUND: We conducted two phase II trials evaluating the combination of 5-FU/folinic acid, oxaliplatin and irinotecan (FOLFOXIRI) as first-line treatment in 74 metastatic colorectal cancer patients. Results were very promising with an overall response rate of 71% and 72%, a median PFS of 10.4 and 10.8 months and an overall survival of 26.5 and 28.4 months, respectively. A concern about the use of all three active agents upfront is the possibility that this might limit, after progression, disease control with second-line treatments. Therefore, we conducted the present analysis to evaluate the outcome of second-line treatments in these 74 patients. METHODS: Among the 71 patients so far progressed 54 (76%) received second-line chemotherapy (23: FOLFIRI, 17: FOLFOXIRI, five: 5-FU protracted infusion, three: FOLFOX, three: 5-FU+MMC, two: CPT-11, one: CPT-11+LOHP, one: raltitrexed). In total, 17 patients (24%) did not receive second-line treatments: ten because of deterioration of performance status (PS), four because of patient refusal and three because of death. Patients' characteristics at the time of second-line treatment were: M/F 36 of 18 patients, median age 64 yrs (range: 44-75), ECOG PS ≥1 21 (39%) patients, multiple sites of disease 33 (61%) patients. RESULTS: A median of 4.1 months of second-line chemotherapy per patient were administered (range: 1-8). Overall response rate (52 of 54 evaluable patients) was 33% and stable disease was 19 (37%). Median duration of response was 8.1 months. At a median follow-up of 15.1 months from the start of salvage chemotherapy, median PFS and overall survival were respectively 6.7 and 15.2 months. CONCLUSIONS: First-line FOLFOXIRI does not impair the possibility to obtain objective responses and delay tumor progression with second-line treatments containing the same agents used in first-line. (C) 2006 Oxford University Press.

Role of topical chemotherapy for primary acquired melanosis and malignant melanoma of the conjunctiva and cornea: review of the evidence and recommendations for treatment. [Review]
CHALASANI R, GIBLIN M, CONWAY RM
Clin Experiment Ophthalmol 2006;34(7): 708-14*

Surgical excision with cryotherapy is a well-established treatment option for malignant melanoma or primary acquired melanosis (PAM) with atypia of the conjunctiva and cornea. Topical chemotherapeutic agents such as MMC however, are increasingly finding use in clinical practice. A search was performed of Medline and Pubmed databases for English language articles from 1980 to the present in this field. Relevant studies were reviewed with regards to treatment regimen, rates of recurrence and metastasis, side effect profile and length of follow-up. A total of 22 and 16 unique cases of biopsy proven PAM with atypia and malignant melanoma, respectively, treated with topical MMC were identified. Topical MMC was well tolerated and shows considerable promise, particularly in the treatment of diffuse PAM with atypia. However, long-term data are lacking and further studies are required.

Neoadjuvant topical mitomycin-C chemotherapy for conjunctival and corneal intraepithelial neoplasia. [Letter]
SINGH AD, JACQUES R, RUNDLE PA, RENNIE IG, MUDHAR HS, SLATER D
Eye 2006;20(9): 1092-4

Fluorouracil and mitomycin: an option for metastatic breast cancer
LUX MP, LOEHBERG C, BECKMANN K, KREIS H, BAUER SY, OTT OJ, et al.
Geburtshilfe Frauenheilkd 2006;66(9): 852-60*

PURPOSE: The treatment of metastatic breast cancer in patients previously treated with anthracycline represents a significant challenge. MMC has notable therapeutic activity in metastatic breast cancer, and 5-FU has additive effects. The aim of this retrospective analysis was to evaluate the efficacy and toxicity of a combination of the two agents in patients with metastatic breast cancer. MATERIALS & METHODS: 25 patients received a total of 121 cycles of MMC 7 mg/m2 on day 1 and 5-FU 750 mg/m2/d on days 1-5, q21d. RESULTS: The median time to progression was 6.9 months and the median survival was 10.52 months. Nine patients (39.1%) achieved an objective response, including two (8.7%) with complete responses. Most treatment-related adverse events were mild to moderate in intensity. CONCLUSION: In conclusion the treatment with MMC and 5-FU showed a favourable safety profile. The combination is well tolerated and active in this setting. (C) Georg Thieme Verlag KG Stuttgart.

A case of pseudomyxoma peritonei diagnosed concomitant with a gastric cancer. [Japanese]
EMI M, JINUSHI K, SUMIMOTO R
Jpn J Gastroenterol Surg 2006;39(9): 1517-22*

A 54-year-woman, with elevated CEA and undergoing gastrointestinal endoscopy was found to have a type 5 tumor on the lesser curvature of the lower stomach. Abdominal computed tomography (CT) showed continuous small cystic tumors in the lower abdominal cavity. We conducted laparotomy on suspicion of dissemination of gastric cancer or pseudomyxoma peritonei, but could not definitively diagnose the case during surgery. We then conducted distal gastrectomy and B-II reconstruction. Pathological diagnosis showed disseminated gastric cancer, but clinical findings showed a strong possibility of pseudomyxoma peritonei, leading to resection of the cystic tumor plus appendectomy, omentectomy, and partial resection of the transverse colon. A subcutaneous implant-reservoir was sited intraperitoneally for postoperative chemotherapy. The resected specimen showed pseudomyxoma peritonei arising in the appendix. Intraperitoneal chemotherapy involving CDDP and MMC was performed three times. Daily oral administration of 1200 mg of 5'DFUR was started 11 months after surgery because of slightly elevated CEA, but the patient is doing well without signs of recurrence as of 30 months after the initial laparotomy. (C) 2006 The Japanese Society of Gastroenterological Surgery.

Hyperfractionated, accelerated chemoradiation with concurrent mitomycin-C and cisplatin in locally advanced head and neck cancer, a phase I/II study
HEHR T, CLASSEN J, WELZ S, GANSWINDT U, SCHEITHAUER H, KOITSCHEV A, et al.
Radiother Oncol 2006;80(1): 33-8

BACKGROUND: To determine the outcome, acute and late toxicity in locally advanced head and neck cancer stage IVA with MMC, cisplatin (DDP) chemotherapy and hyperfractionated accelerated radiation therapy (C-HART). PATIENTS & METHODS: 35 patients, with squamous cell cancer of the oral cavity (20%), oropharynx (37%), hypopharynx (26%) and larynx (17%), received 30 Gy (2 Gy every day) followed by 1.4 Gy bid to a total of 70.6 Gy concurrently with MMC 10 mg/m2 (day 1 plus 36) and DDP 6 mg/m2 given Mondays through Fridays during weeks 1-3. Median follow-up was 19 months. RESULTS: C-HART was given as planned in 12 of 35 patients, with radiotherapy completed per protocol in 91%. Overall, patients received 70% of the intended dose of MMC and 91% of DDP. Mucositis CTC III/IV occurred in 27%, leucopenia CTC III/IV in 47%, and three early deaths were observed. Osteoradionecrosis occurred in 14% with cT4-tumours. At 3 years the locoregional control and survival rates were 60% and 46%, respectively. CONCLUSION: C-HART resulted in promising overall response with acceptable toxicity. Mucositis is a frequent, severe toxicity in patients treated with C-HART for head and neck cancer. While it appears that mucositis and hematological toxicity may lead to hospitalization and omitting of the second dose of MMC, its impact on radiotherapy interruptions is marginal. (C) 2006 Elsevier Ireland Ltd. All rights reserved.

Comparing cisplatin plus etoposide with combination of mitomycin, ifosfamide and cisplatin in advanced non-small cell lung cancer patients. [Turkish]
COK G, GOKSEL T, SOYER S, ATIL H, GUZELANT A, AYSAN T
Tuberk Toraks 2006;54(2): 161-7*

Cisplatin-etoposide (CE) and mitomycin, ifosfamide and cisplatin (MIC) combinations are active conventional regimens in non-small cell lung cancer (NSCLC). In this retrospective study, we compared response rates, survival, duration of response, time-to-progression and toxicity of CE with MIC regimens in treatment of previously untreated patients with stage IIIB and IV NSCLC. We first determined the patients with NSCLC who had stage IIIB or IV and received CE or MIC between January 1997 and December 2002 in our clinic. Out of the eligible patients, 45 received MIC, 167 received CE. In addition to 45 MIC patients, we included 46 of the 167 CE patients in the study by selecting one patient of every three patients randomly. In CE protocol, cisplatin 80 mg/m2 on day 1 and etoposide 100 mg/m2 on days 1, 2, 3 (every three weeks); in MIC protocol, mitomycin 6 mg/m2 , ifosfamide 3 g/m2 , cisplatin 50 mg/m2 on day 1 (every three weeks) were performed. For statistical analysis, χ2, t-test, Kaplan-Meier survival analysis, Cox regression analysis and logistic regression analysis were used by SPSS 11.5 computer program. The overall response rate was 33.3% in the MIC arm and 34.8% in the CE arm. A respective median survival was 28 weeks for the MIC arm and 35 weeks for the CE arm. Median duration of response and time to progression in each groups were 23 and 14 weeks in MIC arm and 32 and 22 weeks respectively. There was no statistical difference for response rates, duration of survival and response, time top progression and toxicity between the two arms. We consider that the combinations of MIC and CE have similar activity and they can be used confidently in advanced NSCLC.

Chemotherapy with mitomycin-C and capecitabine in patients with advanced colorectal cancer pretreated with irinotecan and oxaliplatin
RIMASSA L, GULLO G, CARNAGHI C, ABBADESSA G, ZURADELLI M, TRONCONI MC, et al.
Tumori 2006;92(4): 285-9*

AIMS & BACKGROUND: To assess the activity and tolerability of the combination of MMC and capecitabine in patients with metastatic colorectal cancer after failure of irinotecan-and oxaliplatin-containing regimens. METHODS: We retrospectively reviewed 28 patients with pretreated advanced colorectal cancer who had been treated with MMC, 6 mg/m2 on day 1, and capecitabine, 1900 mg/m2 on days 1-14, every 3 weeks. Tumor assessment was performed every 3 cycles, toxicity assessed at each cycle. RESULTS: Main patient characteristics were median age, 61 years (range: 35-73); male/female ratio, 16/12; single metastatic site involvement, 5/28 (18%); ≥3 metastatic sites, 10/28 (36%). In total, 96 courses of therapy were given (median number: 3; range: 1-9). Some 26 patients were assessable for response, and all were assessable for toxicity. There was 1 partial response (4%) and 12 had stable disease (43%). Median time to progression was 2 months (range: 1-9) and median overall survival was 6 months (range: 1-29+), with a 1-year overall survival rate of 25%. The regimen was very well tolerated without significant hematological toxicity. CONCLUSIONS: Our results are disappointing. Despite the good safety profile, they do not support further investigation or the routine use of this regimen in this setting.

Time-related improvement of survival in resectable gastric cancer: the role of Japanese-style gastrectomy with D2 lymphadenectomy and adjuvant chemotherapy
GRAU JJ, PALMERO R, MARMOL M, DOMINGO-DOMENECH J, MONZO M, FUSTER J, et al.
World J Surg Oncol 2006;4(53)
BACKGROUND: We investigated the change of prognosis in resected gastric cancer (RGC) patients and the role of radical surgery and adjuvant chemotherapy. METHODS: We retrospectively analyzed the outcome of 426 consecutive patients from 1975-2002, divided into 2 time-periods (TP): before 1990 (TP1, n = 207) and 1990 or after (TP2; n = 219). Partial gastrectomy and D1-lymphadenetomy was predominant in TP1 and total gastrectomy with D2-lymphadenectomy in TP2. Adjuvant chemotherapy consisted of MMC, 10-20 mg/m2 iv 4 courses or MMC plus Tegafur 500 mg/m2 for 6 months. RESULTS: Positive nodes were similar in TP2/TP1 patients with 56%/59% respectively. Total gastrectomy was done in 56%/45% of TP2/TP1 respectively. Two-drug adjuvant chemotherapy was administered in 65%/18% of TP2/TP1 respectively. Survival at 5 years was 66% for TP2 versus 42% for TP1 patients (P <0.0001). Survival by stages II, IIIA y IIIB for TP2 versus TP1 patients was 70 vs. 51% (P = 0.0132); 57 vs. 22% (P = 0.0008) y 30 vs. 15% (P = 0.2315) respectively. Multivariate analysis showed that age, stage of disease and period of treatment were independent variables. CONCLUSION: The global prognosis and that of some stages have improved in recent years with case RGC patients treated with surgery and adjuvant chemotherapy. (C) 2006 Grau et al; licensee BioMed Central Ltd.

Peritoneal carcinomatosis of colorectal origin: standard of care. [Letter]##
YAN TD
Ann Surgery 2006;244(4): 632-3

Adjuvant and neoadjuvant approaches to treat surgically resectable pancreatic cancer. [Review]##
KEEDY VL, BERLIN J
Curr Treat Options Oncol 2006;7(5): 381-8*

Adjuvant therapy for pancreatic cancer is currently a controversial topic. Very little is known about the potential components of adjuvant therapy. All published randomized trials evaluating adjuvant therapy for pancreatic cancer have limitations that prevent the establishment of an absolute 'standard of care.' However, with the recent report of Charite Onkologie Clinical Studies in Gastrointestinal Cancer in abstract form and European Study Group for Pancreatic Cancer-1, it is clear that chemotherapy has an effect as adjuvant therapy. The role of radiation remains unclear. The future of adjuvant therapy is dependent on the investigators designing better trials that answer the important remaining questions: the role of radiation therapy, the integration of newer agents, and the best regimen of those currently available. (C) 2006 Current Science Inc.

Pseudomyxoma peritonei arising from colonic polyps##
GOLDSTEIN PJ, CABANAS J, DA SILVA RG, SUGARBAKER PH
Eur J Surg Oncol 2006;32(7): 764-6

AIMS: Pseudomyxoma peritonei may have as its primary site a mucinous gastrointestinal adenoma or carcinoma that gains access to the peritoneal cavity. This manuscript describes this disease arising from a benign or malignant colonic polyp. METHODS: From a database of >1000 pseudomyxoma peritonei patients and colorectal carcinomatosis patients, three cases were identified in which the primary tumor site was a colonic polyp. The clinical history and course of these patients were studied. RESULTS: In a review of the clinical management of these patients, all three had an event whereby neoplastic cells from the surface of the colonic polyp could have gained access to the free peritoneal cavity. The patients developed the characteristic pseudomyxoma peritonei syndrome. All three patients were treated with cytoreductive surgery plus perioperative hyperthermic intraperitoneal chemotherapy. CONCLUSIONS: Colonic polyps can serve as a source of dysplastic cells whereby pseudomyxoma peritonei can result. Caution to prevent seeding to the free peritoneal cavity during surgery for colonic polyps should be observed. If pseudomyxoma peritonei develops, cytoreductive surgery and perioperative intraperitoneal chemotherapy should be considered for treatment. (C) 2006 Elsevier Ltd. All rights reserved.

Preoperative transcatheter arterial chemoembolization reduces long-term survival rate after hepatic resection for resectable hepatocellular carcinoma##
SASAKI A, IWASHITA Y, SHIBATA K, OHTA M, KITANO S, MORI M
Eur J Surg Oncol 2006;32(7): 773-9

AIMS: To study the effect of preoperative transcatheter arterial chemoembolization (TACE) on long-term survival after hepatic resection for hepatocellular carcinoma (HCC), we conducted a comparative analysis in 235 HCC patients who underwent hepatic resection with a curative intent. METHODS: We compared clinicopathologic background, mortality, and survival rates after hepatic resection between those who underwent preoperative TACE (n = 109) and those who did not (n = 126). RESULTS: 102 patients in the TACE group (93.6%) received TACE only once. The mean interval between TACE and hepatic resection was 33.1 days. Patients in the TACE group were younger than those in the non-TACE group, and liver cirrhosis and non-anatomical hepatic resection were more prevalent in this group. The 5-year overall survival rate after hepatic resection was significantly lower in the TACE group (28.6%) than in the non-TACE group (50.6%), especially in patients without cirrhosis or with stage I or II tumor. There was no difference between the two groups in mortality or disease-free survival after hepatic resection. Multivariate analysis showed preoperative TACE, preoperative aspartate aminotransferase elevation, and microscopic portal invasion to be independent risk factors for a poor outcome after hepatic resection. CONCLUSIONS: Preoperative TACE should be avoided for patients with resectable HCC, especially for those without cirrhosis or with an early stage tumor. (C) 2006 Elsevier Ltd. All rights reserved.

Emerging drugs for hepatocellular carcinoma. [Review]##
ROBERTS LR, GORES GJ
Expert Opin Emerg Drugs 2006;11(3): 469-87*

Hepatocellular carcinoma is often diagnosed at an advanced stage, when potentially curative surgical or local ablative therapies are not feasible. There is no effective chemotherapy for hepatocellular carcinoma. Recent advances in cancer biology suggest that a limited number of signalling pathways may be responsible for uncontrolled cell proliferation, the major cellular alteration responsible for the cancer phenotype. Novel anticancer agents target these critical pathways, including the receptor tyrosine kinase pathways, the Wnt/β-catenin signalling pathway, the ubiquitin/proteasome degradation pathway, the DNA methylation and histone deacetylation pathways, the PI3 kinase/AKT/mTOR pathway, angiogenic pathways, telomerase and the cell cycle. These agents hold promise for improving the outcome of patients with intermediate and advanced hepatocellular carcinoma. Because of the high prevalence of liver cirrhosis in hepatocellular carcinoma patients, to achieve long-term survival of the majority of patients, targeted anticancer therapies will need to be coupled with strategies aimed at reversing the progression of chronic liver disease. (C) 2006 Informa UK Ltd.

Arterial infusion chemotherapy for patients with advanced pancreatic cancer. [Review] [Japanese]##
SUGA H, OKABE Y, ONO N, SAITO F, NAGAOKA S, TSURUTA O, et al.
Gan To Kagaku Ryoho 2006;33(9): 1226-30*

Although various therapies have been tried to improve advanced nonresectable pancreatic cancer, a sufficient consensus has not yet been obtained about the treatment. We have performed arterial infusion chemotherapy for pancreatic cancer in order to maintain QoL. The response rate was 17.3%, the mean survival time 282.1 ±204.7 days, median survival time 243.0 ±84.7 days, and many patients were continuously treated on an outpatient basis. It is thus expected that survival time and maintenance of QoL can be extended by self-sustaining arterial infusion chemotherapy.

Long-term survival in metastatic pancreatic cancer: a case report and review of the literature##
SPINELLI GP, ZULLO A, ROMITI A, DI SERI M, TOMAO F, MIELE E, et al.
JOP 2006;7(5): 486-91

CONTEXT: Pancreatic cancer still remains an incurable disease. The survival rate of patients in all stages of the disease is poor. Overall median survival is 3-5 months with a 12-month survival rate of 10% and a 5-year survival rate <5%. CASE REPORT: We report a rare case of a long-term survivor (>10 years) of metastatic carcinoma of the pancreas tail controlled with subsequent surgical and chemotherapeutic strategies with an acceptable performance status and quality of life. DISCUSSION: This is the fifth case reported in the literature showing that long-term survival may be achieved even in advanced pancreatic cancer.

Neoadjuvant/adjuvant therapy in the early stages of non-small cell lung cancer. [German]##
THOMAS M, DIENEMANN H, BRANSCHEID D, DICKGREBER N, STEINS M, KREUTER M, et al.
Onkologe 2006;12(8): 737-45*

The theoretical advantages of neoadjuvant chemotherapy in the early stages of non-small cell lung cancer are currently supported by very limited evidence in some small randomized trials. Moreover, an imbalance in prognostic subgroups between the treatment arms (with and without neoadjuvant chemotherapy) might have influenced survival and thus raised doubts on the impact of the neoadjuvant approach on survival. However, we now have solid evidence derived from three large scale randomized trials with >3000 patients that in stage IB, IIA and IIIA (incidental) adjuvant platinum-based combination chemotherapy, after complete tumor resection, significantly improves survival. Adjuvant platinum-based combination chemotherapy is recommended in patients recovering within 6 weeks of surgery with a good performance status and without comorbidities excluding platinum-based chemotherapy. (C) Springer Medizin Verlag 2006.

Cancers of the bowel and hepatobiliary tract. [Review]##
DRAZNIN J, SUN W
Update Cancer Ther 2006;1(3): 353-65*

Cancer of the large bowel (colorectal cancer) is one of the most common gastrointestinal tract malignancies, especially in North America and Europe. In the past several years, tremendous advances have been achieved in the treatment of the disease in both metastatic and adjuvant settings with developments of new cytotoxic (e.g. oxaliplatin, irinotecan, capecitabine) and novel molecular oriented agents (e.g. bevacizumab, cetuximab). These improvements have not only changed the survival statistics and prospect of the disease, but also the quality of life of these patients. The surgical intervention and local therapies remain the mainstay of the treatment of patients with hepatocellular carcinoma, the third leading cause of death due to cancer worldwide. However, tremendous efforts are in process to promote better outcome with systemic treatment via utilization of chemotherapy and novel biological agents. Carcinoma of the pancreas and biliary track (cholangiocarcinoma) continues to present an enormous diagnostic and therapeutic challenge. Evidence supports the multidisciplinary treatment with pre- or post-operative chemotherapy and chemoradiation for locally advanced disease. Results of combining cytotoxic and biologic/target oriented agents in the treatment of metastatic disease are encouraging. (C) 2006 Elsevier Ltd. All rights reserved.

Other applications

Bilateral combined cilioretinal artery and central retinal vein occlusion. [Case Report]
ARIKAN G, SAATCI AO, SOYLEV MF, KOCAK N
Ann Ophthalmol 2006;38(2): 135-7*

A rare case with bilateral combined cilioretinal artery and central retinal vein occlusion (CRVO) is reported in a 45-year-old man. Work-up was positive only for already present type 2 diabetes. The patient first developed ischemic-type CRVO and cilioretinal artery occlusion in his right eye, and underwent successful trabeculectomy with MMC following panretinal and grid macular photocoagulation. The fellow eye developed a nonischemic type of CRVO and cilioretinal artery occlusion 4 years after the first episode with good visual outcome. (C) 2006 ASCO. All rights of any nature whatsoever reserved.

Effect of mitomycin-C on the size of antrostomy after endoscopic sinus surgery
KIM ST, GANG IG, CHA HE, HA JS, CHUNG YS
Ann Otol Rhinol Laryngol 2006;115(9): 673-8

OBJECTIVES: MMC is an antibiotic-antineoplastic agent that decreases fibroblast proliferation and scar formation. We aimed to evaluate the effect of MMC on the size of antrostomy and the mucociliary clearance rate. METHODS: We selected 20 patients with chronic sinusitis on both sides. After middle meatal antrostomy, we selected one side, and a piece of Merocel soaked with 1.5 ml of MMC (0.4 mg/ml) was applied for 5 minutes. On the other side, normal saline solution was applied for a control. The size of the antrostomy was measured serially after surgery with a ruler. Mucociliary clearance was assessed by the saccharin test. RESULTS: The effect of MMC in maintaining the size of the antrostomy was only significant during the first month. The relative size (the ratio of the remaining antrostomy area compared to the area in the immediate postoperative period) in the first month was significantly greater on the MMC-treated side than on the control side. The results of the saccharin test were not different between the two sides. CONCLUSIONS: Topical MMC application may have a short-term effect in maintaining the patency of the antrostomy site. However, it does not seem to improve the relative size over an extended period of time.

Mitomycin-C in dacryocystorhinostomy. [Comment]
LEIBOVITCH I, SELVA D
Clin Experiment Ophthalmol 2006;34(6): 511-2*

Effect of mitomycin-C on ostium in dacryocystorhinostomy
DEKA A, BHATTACHARJEE K, BHUYAN SK, BARUA CK, BHATTACHARJEE H, KHAUND G
Clin Experiment Ophthalmol 2006;34(6): 557-61*

BACKGROUND: To observe the effect of intraoperative MMC of varying concentration on postoperative ostium size after external dacryocystorhinostomy (DCR). METHODS: In this prospective controlled study, 60 cases of DCR were taken up irrespective of age and sex. Cases were divided into three groups. Group 1 was taken as a control group and operated without MMC; in experimental group 2 and group 3, MMC at a concentration of 0.05 mg/ml and 0.4 mg/ml was applied, respectively, for 2 min. Each group consisted of 20 cases. Half of the cases in each group underwent single-flap DCR (SFDCR) and half underwent double-flap DCR (DFDCR) surgery. Nasal endoscopic evaluation was performed on the first postoperative day, at 2 weeks and at 6 months after surgery. A Student's t-test was used to compare the osteotomy size of each group. RESULTS: At the end of the final follow-up, average size of the ostium in group 1 was 3.6 ±2.36 mm2 in SFDCR and 4.5 ±3.59 mm2 in DFDCR, in group 2 was 4.8 ±4.82 mm2 in SFDCR and 4.9 ±4.12 mm2 in DFDCR, and in group 3 was 16.6 ±6.80 mm2 in SFDCR and 17.5 ±9.07 mm2 in DFDCR. The ostium size in group 3 was found to be significantly bigger in comparison with group 1 (P = 0.0001 in SFDCR, P = 0.001 in DFDCR) and with group 2 (P = 0.0009 in SFDCR, P = 0.001 in DFDCR). No statistically significant difference of ostium size was found in SFDCR and DFDCR. CONCLUSION: MMC in appropriate dose minimizes postoperative fibrosis and granulations, thereby maintaining a bigger postoperative ostium throughout the postoperative observation period.
Oral cimetidine adjuvant therapy for recalcitrant, diffuse conjunctival papillomatosis
CHANG SW, HUANG ZL
Cornea 2006;25(6): 687-90*

PURPOSE: To describe a case of recurrent, advanced conjunctival papillomatosis, treated by oral cimetidine (CIM) combined with secondary surgical intervention and an application of intraoperative MMC. METHODS: Case report and literature review. RESULTS: A 9-year-old boy suffered from recurrent, progressive, diffuse multifocal conjunctival papillomatosis over the left upper and lower palpebral and the fornical conjunctiva. He underwent 3 separate surgeries; however, they did not prevent tumor recurrence. The recurrent lesions were more severe and extensive than before the surgeries. To avoid postoperative symblepharon, ankyloblepharon, dry eye, and possible corneal neovascularization after extensive lesion excision, oral CIM at a dosage of 200 mg 4 times daily was administered for 4 months before surgery. A debulking excision of the residual tumor with an intraoperative application of MMC was performed as a secondary therapy after the main mass decreased in size. Postoperative oral CIM was continued for 6 months. The papillomatosis cleared without recurrence or symblepharon, ankyloblepharon, conjunctival scarring, or corneal neovascularization after 4 years of follow-up examinations. CONCLUSION: Oral CIM can be used as an initial, nonsurgical strategy for treating cases of massive, recalcitrant conjunctival papillomatosis. If there is tumor shrinkage, surgical debulking with applications of MMC may be sufficient to eliminate any residual tumor tissue without inducing conjunctival scarring or corneal neovascularization.

Effect of topical mitomycin-C for antrostomy in rabbit with sinusitis
PARK SW, KOO BS, PARK YH, DE JIN Y, RHA KS
Eur Arch Otorhinolaryngol 2006;263(10): 917-23*

The aim of this study is to evaluate if MMC, applied topically at the site of maxillary antrostomy in experimentally inflamed maxillary sinuses, may reduce postoperative ostial stenosis without any harmful effect. A group of 24 rabbits with experimentally induced maxillary sinusitis underwent maxillary antrostomy bilaterally. MMC at a concentration of 0.4 or 1 mg/ml was applied at the site of antrostomy on the right whilst the antrostomy site on the left served as the control. Half of each MMC concentration group of animals were killed after 3 weeks, and the remaining half after 6 weeks. For every rabbit, the areas of antrostomies were measured and mucosal specimens around the ostia were obtained for microscopic evaluation at the time of antrostomy and killing. Within each MMC concentration group, MMC-treated antrostomies were significantly wider than those of the controls (P <0.05), even after 6 weeks. However, comparison of the areas of MMC-treated antrostomies between the two MMC concentration groups did not show any significant difference (P >0.05). No systemic side effect or permanent mucosal damage was detected. These results suggest that postoperative topical MMC at a concentration of 0.4 mg/ml can be used to prolong the patency of maxillary antrostomy in an inflamed sinus.

Dacryocystorhinostomy without intubation with intraoperative mitomycin-C
RAHMAN A, CHANNA S, NIAZI JH, MEMON MS
J Coll Physicians Surg Pak 2006;16(7): 476-8

OBJECTIVE: To evaluate the success rate and complications of intraoperative MMC in dacryocystorhinostomy (DCR) surgery. STUDY DESIGN: Quasi-experimental study. PLACE & DURATION OF STUDY: Isra Postgraduate Institute of Ophthalmology, Al-Ibrahim Eye Hospital, Malir, Karachi, from January 2003 to December 2004. PATIENTS & METHODS: This study included a total of 90 eyes of 90 patients fulfilling the inclusion criteria. The surgical procedure of external DCR done with intraoperative MMC with a neurosurgical cottonoid soaked with 0.2 mg/ml. MMC was applied to the anastomosed flaps and osteotomy site for 10 minutes, without silicon tube intubation. Surgery was done under local as well as general anesthesia. Patients were followed for 6 months. RESULTS: Out of 90 patients included in this study, only 2 patients complained of persistent epiphora after 6 months' follow-up and were labeled as failed DCR. The remaining 88 had either no tearing or significant improvement of tearing after 6 months' follow-up and patent lacrimal system by syringing without pressure. The success rate in this procedure was 97.77% (P <0.001). This study showed very high rate of success. The only complication noted was excessive nasal bleeding which was easily controlled. CONCLUSION: Intraoperative MMC application in external DCR is a safe, effective, cheap adjunct that helps to achieve good results of DCR surgery.

The efficacy of mitomycin-C in the treatment of laryngotracheal stenosis
SIMPSON CB, JAMES JC
Laryngoscope 2006;116(10): 1923-5

OBJECTIVE: The purpose of this study is to evaluate whether the addition of topical MMC application to the wound site after endoscopic treatment of laryngotracheal stenosis (LTS) resulted in measurable improvement in clinical outcomes. STUDY DESIGN & SETTING: A retrospective chart review of patients with LTS treated by the senior author over a 6-year period was performed. The treatment groups were stratified into two main categories: (i) endoscopic treatment alone and (ii) endoscopic treatment + topical MMC. The 'symptom-free' interval was determined (in months) for each subject using a two-tailed t test for statistical analysis of the control/study groups. RESULTS: 67 procedures were performed in 36 patients with LTS with a mean of 1.86 surgical treatments per patient. The mean duration of the symptom-free interval after endoscopic treatment for LTS was 4.9 months in the endoscopic-only treatment group and 23.2 months in the endoscopic group receiving topical MMC. The symptom-free interval observed in the MMC group was significantly longer than the control subjects (P = 1 x 10-11). CONCLUSIONS: The results of this study suggest that MMC is an effective adjuvant in the treatment of LTS. The results of this study provide strong supporting evidence that topical MMC is an effective adjuvant in the treatment of LTS.

Effects of antineoplastic agents on the peripheral nerves under a surgical tissue expansion procedure: an experimental study
OKTAY MF, ASKAR I, YILDIRIM A, GURLEK A, AKKUS M, TOPCU I, et al.
Microsurgery 2006;26(6): 473-9

BACKGROUND: Elongation of the peripheral nerve by the use of a tissue expander is helpful to repair nerve defects. This study was designed to investigate the effects of some antineoplastic agents on the peripheral nerves under a surgical tissue expansion procedure. MATERIALS & METHODS: 25 Wistar rats were used in this study. Following the exposition of the sciatic nerve and placement of two 10/0-nylon sutures in the epineurium 20 mm apart, a tissue expander was then placed under it. Inflation of the expander was immediately accomplished by separate percutaneous injections of 6, 6, and 8 ml for every 3 min under general anesthesia. The expander was fully deflated at the end of each 3 min. The distance between two sutures was measured 1 h later to measure the rate of elongation. Rats were randomly divided into five groups (according to the administered drugs), each consisting of five rats (10 sciatic nerves). Normal saline (1 ml) in the control group (group 1), cyclophosphamide (15 mg/kg) in group 2, cisplatinum (3 μg/kg) in group 3, MMC (0.5 mg/kg) in group 4 and 5-FU (10 mg/kg) in group 5 were injected intravenously. Intravenous injections of drugs were performed via the tail vein 30 min before expansion, 48 and 96 h after removal of expander. The incision was reopened on the third and seventh postoperative days, and five sciatic nerves of each group were exposed and then the pinching test was performed to measure regeneration distance. Electro-neurographic changes were recorded. The expanded portion of the sciatic nerve between two sutures was harvested for histological evaluation. RESULTS: There was no significant difference between the elongation rates of all groups (P <0.05). Histologic evaluation showed inflammatory changes, vacuolization, intraneural edema, demyelination, axonal changes in the control group, the cisplatinum group and the MMC group. These changes were significantly decreased in the cyclophosphamide group and the 5-FU group. In the cyclophosphamide group and the 5-FU group, the amplitude of compound action potential (CAP) values were significantly higher and the latency was significantly shorter (P >0.05). CONCLUSION: We believe that cyclophosphamide and 5-FU may be helpful in tissue expansion of peripheral nerves, by decreasing the effects of the ischemia-reperfusion injury on the expanded peripheral nerves. (C) 2006 Wiley-Liss Inc.

Pediatric functional endoscopic sinus surgery: frequently asked questions. [Review]##
CABLE BB, MAIR EA
Ann Otol Rhinol Laryngol 2006;115(9): 643-57

Pediatric endoscopic sinus surgery is a controversial procedure that has evolved considerably over the past two decades. We present a current review of the literature regarding the treatment of children with refractory sinusitis with a focus on the use of endoscopic sinus surgery. Preoperative evaluation, surgical technique, postoperative care, and unusual applications are discussed. (C) 2006 Annals Publishing Company. All rights reserved.
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