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Synthetic nucleic acids as potential therapeutic tools for treatment of bladder carcinoma. [Review]
FUESSEL S, MEYE A, KRAEMER K, KUNZE D, HAKENBERG OW, WIRTH MP
Eur Urol 2007;51(2): 315-27

OBJECTIVES: Abnormal gene activation in human tumours including bladder cancers (bCAs) may cause altered proliferation, maturation, and apoptosis as well as development of resistance to therapeutic interventions. Therefore, silencing of abnormally activated genes appears to be a rational approach for specific target-directed and sensitising therapies. METHODS: Of the available strategies for gene silencing, antisense-based techniques have attracted much attention and are the focus of this review. Putative target genes should be involved in essential tumour-promoting pathways, such as growth signalling, immortalisation, cell cycle regulation, apoptosis, angiogenesis, and development of therapy resistances. This review gives an overview of selected studies performed on bCA-derived cell lines and xenografts reporting down-regulation of potential target genes by antisense-based synthetic nucleic acids such as antisense oligodeoxynucleotides (AS-ODNs) and small interfering RNAs (siRNAs). Effects on proliferation of bCA cells and enhancement of the cytotoxic action of different chemotherapeutics were evaluated. RESULTS: Knock-down of the selected target genes frequently caused an impairment of growth of different bCA cell lines originating from cell cycle arrest or increased apoptosis. In numerous studies, the pretreatment with AS-ODNs or siRNAs provoked strong enhancement of subsequent chemotherapies, emphasising the effectiveness of these inhibition approaches. CONCLUSIONS: The application of antisense-based inhibitors in combination with chemotherapeutics might represent an alternative strategy for the adjuvant treatment of superficial bCA. Nevertheless, translation of this technology to the clinic might be hampered by inestimable off-target effects caused by AS-ODNs and their behaviour after intravesical instillation has to be evaluated in preclinical and clinical trials. (C) 2006 European Association of Urology.

Mitomycin- and calcineurin-associated HUS, endothelial dysfunction and endothelial repair: a new paradigm for the puzzle?
SHAH R, BEEM E, SAUTINA L, ZHARIKOV SI, SEGAL MS
Nephrol Dial Transplant 2007;22(2): 617-20*

Meglumine Eicosapentaenoic acid (MeEPA) a new soluble omega-3 fatty acid formulation: in vitro bladder cancer cytotoxicity tests in combination with epirubicin and mitomycin
MACKIE SJ, SHARMA DM, COOPER AJ, HARRIS NM, LWALEED BA
Prostaglandins Leukot Essent Fatty Acids 2006;75(6): 367-73

OBJECTIVE: To determine if Meglumine-Eicosapentaenoic Acid (MeEPA) acts synergistically with epirubicin and mitomycin to enhance cytotoxicity towards bladder cancer cell lines in vitro. MATERIALS & METHODS: Bladder cancer cells were exposed to MeEPA in combination with epirubicin or mitomycin. Residual viable cell biomass was estimated with the methyl-thiazoldiphenyl tetrazolium (MTT) assay following drug exposure. Drug interaction was analysed using median effect analysis to determine levels of synergism. RESULTS: Most combinations of MeEPA with both epirubicin and mitomycin showed a high level of synergism. At high doses, drug precipitation adversely affected MTT assay analysis suggesting antagonism of action. However, the predominant pattern was of synergism for most dose combinations tested. CONCLUSION: Bladder cancer treated by endoscopic resection alone is subject to high recurrence rates. Post-operative intravesical instillation of epirubicin and mitomycin can halve recurrence rates, but there is no evidence that disease progression to invasive bladder cancer is altered. Thus, optimisation of current treatment strategies is required. The anti-tumour activity of fatty acids is well established and MeEPA is a new, soluble formulation with the potential to enhance intravesical drug efficacy.

Bladder cancer. [Review]
MUNRO N, WHELAN P
Surgery 2006;24(5): 181-4

Transitional cell carcinoma (TCC) accounts for 90-95% of malignant tumours of the bladder in the UK. It is usually seen in elderly men and is particularly associated with smoking and exposure to industrial carcinogens. Most TCCs present with frank haematuria, although a minority are associated with urinary frequency and urgency. Diagnosis is made by direct visualization of the bladder by rigid or flexible cystoscopy, with other imaging methods (CT, ultrasound, intravenous urogram) to assess the extent of disease. At presentation, 75% of bladder cancers do not invade the bladder detrusor muscle (Ta/T1). Most of these tumours recur, although <20% progress to muscle-invasive disease. Tumour volume, stage, grade and behaviour have been used to stratify these tumours into risk groups for recurrence and progression. These tumours are usually resected using a rigid endoscope, using a cutting loop within a monopolar diathermy circuit. Chemotherapy (e.g. MMC) applied directly to the bladder reduces recurrence rates, while BCG immunotherapy may also reduce the rate of progression. After initial surgery, periodic endoscopic surveillance is undertaken to identify and treat recurrences. Muscle-invasive tumours may be treated by radical radiotherapy or surgery. Radical cystectomy is associated with a mortality of 2%, it is usually combined with urinary diversion or formation of a neobladder from bowel. The outlook for metastatic TCC is bleak, although chemotherapy improves survival for a minority. New advances in the treatment of bladder cancer include neoadjuvant chemotherapy before radical cystectomy and continuing efforts to identify and prevent the progression of Ta/T1 tumours. (C) 2006 Elsevier Ltd. All rights reserved.

Urothelial changes induced by therapeutic procedures for bladder cancer. [Comment]##
LOPEZ-BELTRAN A
Anal Quant Cytol Histol 2006;28(6): 339*

Urachal carcinoma: surgical and chemotherapeutic options##
SIEFKER-RADTKE A
Expert Rev Anticancer Ther 2006;6(12): 1715-21*

The urachal ligament is an embryologic remnant connecting the dome of the bladder to the umbilicus via the ligamentum commune. Autopsy series suggest that in approximately a third of subjects, the urachal remnant may persist with tubular or cystic structures. However, tumors of this site are extremely rare. Patients usually present with hematuria and upon imaging, have evidence of a cystic or solid structure in the bladder dome or in the bladder midline. If a biopsy confirms adenocarcinoma, these tumors should be considered an urachal cancer until proven otherwise. Although there are no prospective clinical trials reported to date, large single-institution reports suggest surgical resection with a partial cystectomy and en bloc resection of the urachal ligament with umbilicus as the treatment of choice in the setting of localized disease. Although there is currently no definitive role for neoadjuvant or adjuvant chemotherapy in this tumor, risk factors predicting progression may allow for the selection of patients who present with metastatic disease that currently is not likely to be curable. There is no standard chemotherapy regimen for these patients; however, there is new-found hope with a currently accruing clinical trial exploring a 5-FU-base chemotherapy combination in this patient population. (C) 2006 Future Drugs Ltd.

Laparoscopic-assisted nephroureterectomy after radical cystectomy for transitional cell carcinoma##
ROMERO FR, MUNTENER M, PERMPONGKOSOL S, KAVOUSSI LR, JARRETT TW
Int Braz J Urol 2006;32(6): 631-8

OBJECTIVE: To report our experience with laparoscopic-assisted nephroureterectomy for upper tract transitional cell carcinomas after radical cystectomy and urinary diversion. MATERIALS & METHODS: Seven patients (53-72 years old) underwent laparoscopic-assisted nephroureterectomy 10-53 months after radical cystectomy for transitional cell carcinoma at our institution. Surgical technique, operative results, tumor features, and outcomes of all patients were retrospectively reviewed. RESULTS: Mean operative time was 305 minutes with a significant amount of time spent on the excision of the ureter from the urinary diversion. Estimate blood loss and length of hospital stay averaged 180 ml and 10.8 days, respectively. Intraoperative and postoperative complications occurred in two patients each. There was one conversion to open surgery. Pathology confirmed upper-tract transitional cell carcinoma in all cases. Metastatic disease occurred in two patients after a mean follow-up of 14.6 months. CONCLUSIONS: Nephroureterectomy following cystectomy is a complex procedure due to the altered anatomy and the presence of many adhesions. A laparoscopic-assisted approach can be performed safely in properly selected cases but does not yield the usual benefits seen with other laparoscopic renal procedures.

Oncology

Evaluation of intensive adjuvant chemotherapy in gastric cancer using life expectancy compared with log-rank test as a measure of survival benefit
NISHIKAWA T, MAETANI S
Ann Surg Oncol 2007;14(2): 348-54*

BACKGROUND: The goal of radical cancer surgery with or without adjuvant therapy is to cure disease rather than to delay death. There is concern that the survival benefit of curative treatment may not be properly appreciated by the log-rank test (LRT), which is more sensitive to treatment that delays death than to treatment that achieves cure. To confirm this concern and to evaluate the survival benefit of adjuvant chemotherapy, the data from a previous randomized controlled trial are analyzed using both traditional and new methods. METHODS: In this trial, 1410 gastric cancer patients with serosal or subserosal invasion had been classified by nodal and serosal status into four strata and randomized to receive high-dose or low-dose adjuvant regimens (mitomycin and tegafur/uracil) after gastrectomy. The two treatment groups were compared using the LRT as well as the life expectancy (LE) derived from the Boag model and the competing risk model. RESULTS: The LRT showed no significant difference between the two groups, whereas the LE increased significantly with high-dose chemotherapy (1.4-year gain; 95% CI, 0.1-2.8). A greater gain of 4.4 years occurred exclusively in the serosa-negative node-positive stratum, associated with a 21% increase in cure rate. The gain in LE was particularly greater in younger patients. CONCLUSIONS: Parametric LE analysis offers more relevant information about curative treatment than LRT. It suggests that high-dose chemotherapy may achieve cure in a subset of patients, eradicating residual malignancies left behind after gastrectomy and providing greater survival benefit than expected from LRT.

Comparison of two kinds of intraperitoneal chemotherapy following complete cytoreductive surgery of colorectal peritoneal carcinomatosis
ELIAS D, BENIZRI E, DIPIETRANTONIO D, MENEGON P, MALKA D, RAYNARD B
Ann Surg Oncol 2007;14(2): 509-14*

BACKGROUND: Recently, the combination of complete cytoreductive surgery followed immediately by intraperitoneal chemotherapy achieved cure in some patients suffering from peritoneal carcinomatosis (PC). It is now well established that the prognostic impact of the completeness of cytoreduction is high. However, two different modes of intraperitoneal chemotherapy are proposed: early postoperative intraperitoneal chemotherapy (EPIC), which lasts for 5 days and is normothermic, and perioperative intraperitoneal chemohyperthermia (IPCH). To date, the results of these procedures have never been compared. AIM OF THE STUDY: To compare the complications and therapeutic results of EPIC and IPCH after complete cytoreductive surgery of colorectal PC. MATERIALS & METHODS: 23 consecutive patients with colorectal PC were selected based on the completeness of cytoreductive surgery and sufficient follow-up. They received IPCH with oxaliplatin (460 mg/m2) in 2 l/m2of dextrose, for 30 min at an intraperitoneal temperature of 43oC, using the coliseum technique. We retrospectively carefully selected another 23 patients, for comparison purposes, suffering from the same disease, with characteristics as similar as possible, but treated earlier with EPIC (MMC 10 mg/m2 at day 0 and 5-FU 650 mg/m2 from days 1 to 4), in 1 l/m2 of Ringer lactate. Data concerning these two groups were verified prospectively, but this study was a comparative historical analysis. RESULTS: The two groups were statistically comparable, except for the duration of surgery which was 68 min longer for the IPCH group. Mortality and morbidity were not significantly different, even if two deaths occurred in the EPIC group, and none in the IPCH group. However, the rate of digestive fistulas was higher (P = 0.02) in the EPIC group (26%) than in the IPCH group (0%). Overall survival (OS) was higher in the IPCH group, (54% at 5 years vs. 28% for EPIC), but not significantly (P = 0.22). Peritoneal carcinomatosis recurred much (P = 0.03) more frequently in the EPIC group (57%) than in the IPCH-group (26%). CONCLUSION: This study provides strong arguments indicating that IPCH with oxaliplatin is better tolerated than EPIC with MMC and 5-FU, and is twice as efficient in curing residual peritoneal carcinomatosis measuring less than 1 mm.

Hepatic metastases of colorectal cancer: locoregional intra-arterial treatment
PASETTO LM, MERENDA R, PILATI P, SINIGAGLIA G, MONFARDINI S
Anticancer Res 2006;26(6C): 4785-92

A radical resection alone of colorectal hepatic metastases is possible in only 10-20% of the patients but, when resection and ablation are combined, the rate of radicalism can improve. A regional hepatic intra-arterial chemotherapy infusion (HAI) has been introduced in the clinical practice, as a possible alternative approach to systemic chemotherapy. Nevertheless, the introduction of new systemic therapies with monoclonal antibodies, combined to irinotecan or oxaliplatin, recently improved response rates and overall survival in these patients. Aiming to evaluate a possible influence of HAI in these new treatments, the most important studies underlining the evolution of intrahepatic administration in recent years are reviewed.

Large-sized hepatocellular carcinoma (HCC): a neoadjuvant treatment protocol with repetitive transarterial chemoembolization (TACE) before percutaneous MR-guided laser-induced thermotherapy (LITT)
ZANGOS S, EICHLER K, BALZER JO, STRAUB R, HAMMERSTINGL R, HERZOG C, et al.
Eur Radiol 2007;17(2): 553-63*

This study aims to evaluate the efficacy and safety of a neoadjuvant treatment protocol with repeated transarterial chemoembolization (TACE) before MR-guided laser-induced thermotherapy (LITT) for large-sized hepatocellular carcinomas (HCC). Repeated TACE (mean, 3.5 treatments per patient) was performed in 48 patients with neoadjuvant intention (the largest lesion was between 50 and 80 mm in diameter, and there were no more than five lesions). For the TACE treatment, we used 10 mg/m2 mitomycin, 10 ml/m2 lipiodol and microspheres. The tumor volume was measured by MRI. Lipiodol retention of the tumors was evaluated with CT. After the diameter of the tumors had decreased to <50 mm, the patients were treated with MR-guided LITT 4-6 weeks after embolization. Repeated TACE reduced the tumor size in 32 patients (66.7%), forming the basis for performing MR-guided LITT procedures. These patients received one to four laser treatments (mean, 1.9 per patient) for tumor ablation, resulting in a median survival of 36.0 months after the first treatment. For the remaining patients, no reduction in tumor size was achieved in 12 patients and there was disease progression in 4 patients. Neoadjuvant TACE appears to be an effective treatment of large-sized HCC, which extends the indication for MR-guided LITT.

Phase II study of neoadjuvant chemotherapy with mitomycin-C, vincristine and cisplatin (MVC) in patients with stages IB2-IIB cervical carcinoma
CHOI CH, KIM TJ, LEE JW, KIM BG, LEE JH, BAE DS
Gynecol Oncol 2007;104(1): 64-9

OBJECTIVE: The efficacy and toxicity of neoadjuvant chemotherapy (NAC) with MMC, vincristine and cisplatin (MVC) were assessed in bulky cervical carcinoma patients. METHODS: 46 patients with stage IB2-IIB cervical cancer were treated with intravenous combination of MMC 10 mg/m2, vincristine 1 mg/m2 and cisplatin 75 mg/m2 every 3 weeks. After three cycles of NAC, the patients either underwent surgery or radiation therapy, depending on their suitability for radical hysterectomy. RESULTS: All 46 patients enrolled in this study were suitable for surgery after NAC. Twenty (44%) patients had risk factors after surgery and received postoperative radiation. Toxic nonhematologic reactions consisted primarily of grades 1-2 nausea and vomiting (87%) and the most common hematologic toxicity was anemia (60%). Clinical responses occurred in 83% (38 of 46) of patients, including 24% (11 of 46) with a complete response (CR) and 13% (6 of 46) with a pathologically determined complete response. For a median follow-up period of 28 months, the 3-year disease-free and overall survival rates were 74% and 80%, respectively. Pathologically confirmed lymph node metastasis or parametrial involvement and an initial tumor size ≥4 cm were associated with shorter disease-free survival (P = 0.040, P = 0.000, P = 0.025, respectively). CONCLUSION: Intravenous administration of MVC as a NAC seems to be well tolerated and beneficial in patients with stage IB2-IIB cervical cancer.

Thoracic stop-flow perfusion in the treatment of refractory malignant pleural mesothelioma: a phase I-II evaluation/trial
GUADAGNI S, CLEMENTI M, VALENTI M, FIORENTINI G, CANTORE M, KANAVOS E, et al.
In Vivo 2006;20(6A): 715-8*

Malignant pleural mesothelioma (MPM) is an aggressive treatment-resistant tumor with a median survival from diagnosis of 12 months. Although multimodality protocols that combine aggressive surgery and adjuvant chemotherapy or radiotherapy have shown improved survival in selected cases, the majority of patients with MPM are not suitable for radical surgery due to advanced stage and comorbid medical illness. For these patients combination chemotherapy with pemetrex and cisplatin should be considered for first-line palliative chemotherapy. The therapeutic options available to patients with MPM resistant or refractory to systemic chemotherapy are very limited. Thoracic 'stop-flow' perfusion (TSP) is a semi-invasive loco-regional drug delivery system that, limiting the circulation to the thorax during the anticancer agent's infusion, claims the advantage of reaching high drug concentration at the tumor site while maintaining a low systemic toxicity. The aim of this phase I-II study was to evaluate the toxicity profile and efficacy of two different platinum-based combined regimens – cisplatin plus MMC and cisplatin plus melphalan (L-PAM) – administered using TSP technique in patients with advanced or recurrent MPM who had refractory disease after systemic first-line chemotherapy. Patients with histologically proven unresectable stage II-III MPM entered this trial. Between January 1995 and December 2001, 27 patients were enrolled in the study and submitted to TSP using the two different chemotherapy cisplatin-based regimens: 12 patients received cisplatin 100 mg/m2 plus MMC 20 mg/m2 (MMC arm) and 15 cisplatin 100 mg/m2 plus L-PAM 50 mg/m2 (L-PAM arm). Objective responses were assessed by CT scan 30 and 60 days after the end of treatment in all 27 enrolled patients. Two patients (7.4%) achieved a complete response, 2 (7.4%) a partial response and 4 (14.8%) a minor response. The remaining 19 patients (70.3%) showed a stable disease. No patients developed progression of the disease following the first TSP. The overall median time to progression was 8.9 months (range: 1-41). The median survival time for all patients from the beginning of regional chemotherapy was 16.6 months, with a 1-year survival rate of 62.9%, a 2-year survival rate of 18.5%, and a 3-year survival rate of 7.4%. Our data show that TSP is a relatively effective second-line treatment in patients with progressive disease after systemic chemotherapy, with a low rate of major complications and treatment-related toxicity.

120 peritoneal carcinomatoses from colorectal cancer treated with peritonectomy and intra-abdominal chemohyperthermia: a SITILO multicentric study
CAVALIERE F, VALLE M, DE SIMONE M, DERACO M, ROSSI CR, DI FILIPPO F, et al.
In Vivo 2006;20(6A): 747-50*

A multicentric study has been carried out on 120 patients affected by peritoneal carcinomatosis from colorectal cancer. Patients have been treated by cytoreductive surgery and intra-operative hyperthermic chemoperfusion (HIPEC) with cisplatin (CDDP) and MMC. A small group of patients were treated with oxaliplatin (LOHP) following the Elias et al. scheme (intravenous 5-FU [400 mg/m2] and leucovorin [20 mg/m2] followed by intraperitoneal perfusion with LOHP [460 mg/m2] in 2 l/m2, for 30 min at 43oC). CC-0 cytoreduction was achieved in 85.2% of the patients. Major morbidity and mortality was 22.5% and 3.3%, respectively. No G4 toxicity was registered. The three-year survival was 25.8%. The difference in survival evaluating complete cytoreduction (CC-0) vs. incomplete (CC1-2; residual tumor nodules >2.5 mm) was statistically significant (P <0.0001). Evaluating only the patients that could be cytoreduced to CC-0, the 3-year survival was raised to 33.5%. In our experience the peritoneal cancer index has been demonstrated to be a weak prognostic factor reaching a statistical significance only after the exclusion of patients with resected hepatic metastases. The patients treated with oxaliplatin were alive and free of disease after a 16-month median follow-up.

Intra-arterial chemotherapy: a safe treatment for elderly patients with locally advanced breast cancer
PACETTI P, MAMBRINI A, PAOLUCCI R, SANGUINETTI F, PALMIERI B, DELLA SETA R, et al.
In Vivo 2006;20(6A): 761-4*

The feasibility, toxicity and local response rates of intra-arterial chemotherapy with 5-FU, epirubicin and mitomycin in patients over 75 years with locally advanced breast cancer was evaluated. PATIENTS & METHODS: Ten patients were treated by the transfemoral Seldinger technique, with the catheter tip placed into the internal mammary artery. In order to evaluate the vessels perfusing the tumor, blue dye solution was infused before drug administration. The patients received 5-FU 750 mg/m2, epirubicin 30 mg/m2 and mitomycin 7 mg/m2 by bolus infusion. RESULTS: All patients were evaluated for toxicity and response. In total, 22 cycles were administered. The toxicity was mild and did not influence the patients' quality of life; the compliance was excellent. A response rate of 80% (8 of 10) was obtained; the median overall survival was 33.5 months; no patient had local recurrence. CONCLUSION: Intra-arterial chemotherapy is an effective and safe treatment for locally advanced breast cancer in the elderly.

Stop-flow perfusion with mitomycin-C as locoregional approach in the treatment of large-unresectable liver metastases
GADALETA C, CATINO A, MATTIOLI V
In Vivo 2006;20(6A): 769-71*

BACKGROUND: New treatments are being investigated in patients with multiple or unresectable liver metastases, usually characterized by poor prognosis. Based on the predominant arterial blood supply of hepatic neoplasms, liver transarterial chemoembolization administers cytotoxic drugs in combination with the ischemic effect due to vascular occlusion. MMC is characterized by a high liver extraction rate and is potentiated by a hypoxic environment. PATIENTS & METHODS: This technique is performed by inducing a stop-flow of the hepatic artery, obtained by the placement of a balloon-catheter and followed by the infusion of MMC; in addition, in order to prevent iatrogenic lesions of the vascular wall, caused by the inflation of the balloon-catheter, a vascular stent is placed at the beginning of the procedure. RESULTS: 31 patients with liver metastases from various solid tumors were treated, while 47 sessions of treatment were performed. Toxicity was moderate; three cases of iatrogenic obstruction of the hepatic artery were observed, thus precluding further treatment. CONCLUSION: The feasibility and the good tolerability of this procedure make it an interesting option in the therapeutic strategy for patients with advanced metastatic liver disease, as well as in combination with systemic chemotherapy, ablative and cytoreductive treatments and/or free-flow liver perfusions with anticancer drugs.

Cytoreductive surgery and hyperthermic intra-peritoneal chemotherapy (HIPEC) in the treatment of pseudomyxoma peritonei: ten years' experience in a single center
DERACO M, KUSAMURA S, LATERZA B, FAVARO M, FUMAGALLI L, COSTANZO P, et al.
In Vivo 2006;20(6A): 773-6*

BACKGROUND: Pseudomyxoma peritonei (PMP) is a rare and fatal disease for which no standard treatment has been established. Encouraging results have been recently reported with the combination of cytoreductive surgery (CRS) and hyperthermic intra-peritoneal chemotherapy (HIPEC). PATIENTS & METHODS: 75 patients with PMP underwent CRS and closed abdomen HIPEC with MMC and cisplatin over 10 years at a single institution. Potential clinicopathological prognostic variables were tested using multivariate analysis. RESULTS: Optimal cytoreduction (residual tumor nodules ≤ 2.5 mm) was performed in 72 patients (96%). Operative mortality was 1%. Five-year overall (OS) and progression-free (PFS) survival were 78.3% and 31.1% in the overall series, respectively. Optimal CRS, no previous systemic chemotherapy and low histological aggressiveness were independent predictors of better OS and PFS using multivariate analysis. CONCLUSION: Favourable outcome after CRS and HIPEC can be expected in patients affected by PMP variants with low histological aggressiveness, undergoing optimal surgical cytoreduction and with no pre-operative systemic chemotherapy.

High-risk human papillomavirus, tumor suppressor protein p53 and mitomycin-C in invasive squamous cell carcinoma cervix
RAJARAM S, GUPTA G, AGARWAL S, GOEL N, SINGH KC
Indian J Cancer 2006;43(4): 156-62

BACKGROUND: Clinical data relating to human papillomavirus (HPV) infection and p53 status in cervical cancer has been sparse and confusing. AIM: To evaluate high-risk HPV and expression of tumor suppressor protein p53 in squamous cell carcinoma of cervix and to assess response to MMC in neo-adjuvant chemotherapy. SETTING & DESIGN: Teaching college hospital; gynecologic oncology unit and department of pathology. Prospective, randomized. MATERIALS & METHODS: Expression of p53 protein was assessed using immunohistochemistry with mouse monoclonal antibody in 30 consecutive patients undergoing radical hysterectomy or admitted for neo-adjuvant chemotherapy. Human papillomavirus DNA (HPV DNA) was assessed using hybrid capture II technology. Patients eligible for chemotherapy were randomized into vincristine, bleomycin and cisplatin (VBP) group and VBP with MMC (VBP-M) group. STATISTICAL ANALYSIS: χ2 test, one-way ANOVA, Pearson's correlation; Mann-Whitney, McNemar and Fischer's exact tests were used for statistical analysis. RESULTS: All patients with cancer of cervix were positive for high-risk HPV DNA having relative light units/cut-off values ranging from 3.4-2389.21 (P = 0.006). High viral load of high-risk HPV DNA was seen in advanced stages (P = 0.05) and an association of viral load with tumor volume was also seen (r = 0.361; P = 0.05). Analysis of p53 protein in cervical carcinoma patients showed expression in 50% of cancer specimens (P <0.001). McNemar's and Fischer's exact test showed no change in p53 status post-chemotherapy; however 66% of stage II B patients in VBP-M group became operable. CONCLUSION: High-risk HPV was universally present in all cases of cancer of cervix and viral load was associated with stage and tumor volume while p53 protein was expressed in 50% of cases suggesting deregulation. More studies using MMC in cervical cancer treatment protocols are needed.

Preliminary experience with transarterial chemoembolization (TACE) in liver metastases of uveal malignant melanoma: local tumor control and survival
VOGL T, EICHLER K, ZANGOS S, HERZOG C, HAMMERSTINGL R, BALZER J, et al.
J Cancer Res Clin Oncol 2007;133(3): 177-84*

PURPOSE: To evaluate results in the palliative treatment of patients with liver metastases of uveal malignant melanoma using transarterial chemoembolization (TACE). MATERIALS & METHODS: Superselective TACE was repeatedly performed in 12 patients with liver metastases of uveal malignant melanoma. Six patients presented with solitary liver metastases (6-12 cm in size) and six patients with oligonodular metastases (n ≤6). The embolization suspension consisted of a maximum of 10 mg/m2 MMC, 10 ml lipiodol, and an injection of 200-450 mg resorbable microspheres for vascular occlusion. In the follow-up, magnetic resonance imaging was performed at 3-month intervals. RESULTS: The TACE procedure was well tolerated in all patients without any relevant side effects. Three patients responded to TACE with a size reduction of more than 50% (partial response), five patients with stable disease, and four patients with progressive disease with an increase in volume of more than 25%. Mean survival following primary tumor treatment was 32.9 months, and after first embolization 19.5 months. Lower survival rates were recorded for the progressive group (16.5 months). CONCLUSION: Repeated TACE offers a palliative treatment option in patients with oligonodular liver metastases of uveal malignant melanoma. (C) 2006 Springer-Verlag.

Tannic acid synergizes the cytotoxicity of chemotherapeutic drugs in human cholangiocarcinoma by modulating drug efflux pathways
NAUS PJ, HENSON R, BLEEKER G, WEHBE H, MENG FY, PATEL T
J Hepatol 2007;46(2): 222-9

BACKGROUND/AIMS: Tannic acid is an orally active plant polyphenol with potential for use as an anti-cancer agent for cholangiocarcinoma. To determine the potential use of tannic acid as an adjunct therapy, we sought to evaluate the interaction between tannic acid and chemotherapeutic agents. METHODS: Cytotoxicity was assessed in malignant human cholangiocytes. Interactions between tannic acid, MMC, 5-FU and gemcitabine were quantitated by calculating the combination index and dose reduction index. Cellular efflux pathways were assessed by calcein retention assays, and expression of membrane pumps was assessed by Western blots and real-time PCR. RESULTS: Tannic acid and the three agents decreased growth of malignant cholangiocytes to a similar extent. Tannic acid had a synergistic effect to MMC and 5-FU, but not gemcitabine. However, the structurally related polyphenol gallic acid did not have a synergistic interaction with any of the agents. Tannic acid decreased calcein efflux and the expression of PGP, MRP1 and MRP2 membrane efflux pumps. CONCLUSIONS: Tannic acid has a synergistic effect with selected chemotherapeutic drugs by a mechanism involving modulation of drug efflux pathways. Thus, tannic acid will be a useful adjunct to improve the effectiveness of chemotherapeutic agents in the treatment of cholangiocarcinoma. (C) 2006 European Association for the Study of the Liver. Published by Elsevier B.V. All rights reserved.

The intervention-therapeutic effect of lipiodol-arsenic trioxide emulsion for primary hepatic carcinoma. [Chinese]
LIU XD, WU WJ, LI HT, FAN XY, NAN YM
J Interv Radiol 2006;15(12): 716-8*

OBJECTIVE: To discuss the short-term clinical effect including functional change of lipiodol-arsenic trioxide emulsion on the primary hepatic carcinoma. METHODS: 52 patients who had undergone arterial chemoembolization were selected and then randomly divided into two groups: treatment group (n = 27)and control group (n = 25). Patients in the treatment group were treated with lipiodol-arsenic trioxide, while those in control group were treated with mitomycin, epirubicin, cisplatin or lipiodol. Clinical symptoms and six liver function parameters were observed and analyzed. RESULTS: The clinical symptoms of patients in the treatment group improved much more than those in the control group, and the liver function impairment of patients in the treatment group also decreased more than those in the control group. CONCLUSIONS: Lipiodol-arsenic trioxide is an effective and safe intervention-therapeutic embolization material for primary hepatic carcinoma.

A case of endocrine tumor of pancreas with multiple liver metastases successfully treated with hepatic arterial chemotherapy. [Japanese] [Case Report]
SUGIYAMA S, BEPPU T, ISHIKO T, TAKAHASHI M, KOGA Y, MASUDA T, et al.
Jpn J Gastroenterol Surg 2007;40(1): 80-4*

We report a patient with multiple liver metastases from pancreatic endocrine tumors who was successfully treated by hepatic arterial chemotherapy. A patient was a 33-year old woman. Primary pancreatic tumor was not found initially which was diagnosed as endocrine tumor by needle biopsy of liver tumors. She was treated with transcatheter arterial chemoembolization (TACE) using CDDP/lipiodol or MMC/degradable starch microspheres at first. She was scheduled to undergo hepatic arterial infusion (HAI), but was treated with oral administration of UFT-E because of obstruction of the brachial artery. Liver metastases of patient responded dramatically to treatment and rapidly shrank. But ovarian metastasis was detected 4 months after initial therapy and oophorectomy was done. Since abdominal lymph node, brain, and bone metastasis, peritoneal dissemination and regrowth of liver metastasis were observed, systemic chemotherapy using paclitaxel with a high inhibition index based on in vitro chemosensitivity test was done but the disease progressed gradually, and she died 15 months after initial therapy. (C) 2007 The Japanese Society of Gastroenterological Surgery.

Mitomycin-C, 5-fluorouracil, leucovorin, and oxaliplatin as a salvage therapy for patients with cisplatin-resistant advanced gastric cancer: a phase I dose escalation trial
AL-BATRAN SE, KERBER A, ATMACA A, DECHOW C, REITSAMER E, SCHMIDT S, et al.
Onkologie 2007;30(1-2): 29-34*

BACKGROUND: This study aimed at evaluating the feasibility and toxicity of a salvage therapy with MMC, 5-FU, leucovorin, and oxaliplatin in patients with cisplatin-resistant advanced gastric cancer. METHODS: A 3-patient cohort dose-escalating study design was used. The patients received FLO: oxaliplatin 85 mg/m2, 5-FU 2600 mg/m2 (24 h), leucovorin 200 mg/m2 on days 1, 15, and 29 plus MMC on day 1 (FLOM). The MMC dose was escalated from 6 to 12 mg/m2 in 2 mg/m2 steps. Cycles were repeated every 6 weeks. RESULTS: 20 patients were enrolled in 4 treatment cohorts. The treatment was well tolerated with grade 3 or 4 nonhematological toxicities affecting <5% of patients. Grade 3 or 4 neutropenia, anemia, and thrombocytopenia were observed in 9 (45%), 7 (35%), and 5 (25%) of 20 patients, respectively. Mild but prolonged thrombocytopenia was dose limiting, requiring treatment discontinuation or a treatment delay ≥2 weeks in 8 (40%) of 20 patients. MMC 10 mg/m2 every 6 weeks was considered as the optimal dose in combination with FLO. Objective responses were observed in 7 (35%) of 20 patients, and 7 further patients (35%) had stable disease. Median time to progression and overall survival were 4.1 and 8 months, respectively. CONCLUSIONS: Prolonged cumulative myelotoxicity was dose limiting in the therapy with MMC, 5-FU, and oxaliplatin. This combination chemotherapy seems to overcome cisplatin resistance in patients with advanced gastric cancer.

A systematic review on the efficacy of cytoreductive surgery and perioperative intraperitoneal chemotherapy for pseudomyxoma peritonei##
YAN TD, BLACK D, SAVADY R, SUGARBAKER PH
Ann Surg Oncol 2007;14(2): 484-92*

BACKGROUND: The efficacy of cytoreductive surgery (CRS) combined with perioperative intraperitoneal chemotherapy (PIC) for patients with pseudomyxoma peritonei (PMP) remains to be established. METHODS: Searches for all relevant studies prior to March 2006 were performed on six databases. Two reviewers independently appraised each study using a predetermined protocol. The quality of each study was assessed. Clinical effectiveness was synthesized through a narrative review with full tabulation of results of all included studies. RESULTS: Ten most recent updates from each institution were included for appraisal and data extraction. There were no randomized controlled trials or comparative studies. All included articles were observational studies without control groups. Five studies were relatively large series (n ≥100). Two studies had relatively long-term follow-up (48 months and 52 months). The median follow-up in the remaining eight studies was shorter than 3 years (range: 19-35 months). The median survival ranged from 51-156 months. The 1-, 2-, 3- and 5-year survival rates varied from 80-100%, 76-96%, 59-96% and 52-96%, respectively. The overall morbidity rate varied from 33-56%. The overall mortality rates ranged from 0-18%. CONCLUSIONS: This study reviewed current evidence on CRS and PIC for PMP. Only observational studies were available for evaluation, which demonstrated some promising long-term results, as compared to historical controls. Due to the rarity of this disease, a well-designed prospective multi-institutional study would be meaningful. (C) 2006 Society of Surgical Oncology.

Adjuvant chemotherapy for colon cancer. [Review]##
PALLIS AG, MOUZAS IA
Anticancer Res 2006;26(6C): 4809-15

Surgery remains the only curative therapy for colon cancer. However, several studies during the last years have proved that systemic chemotherapy in the adjuvant setting definitely improves the curative rate for those patients with localized colon cancer. The combination of 5-FU and leukovorin (LV) remained the reference treatment for over a decade. However, oxaliplatin-based chemotherapy has emerged as the new standard of care in adjuvant treatment of stage III colon cancer. The role of adjuvant therapy in stage II cancers remains controversial and its routine use is recommended only in high risk patients. This review focuses on the efficacy, safety and toxicity of several drugs used in the adjuvant treatment of colon cancer and on clinical issues, such as the timing for initiation of chemotherapy, its duration and treatment of special patient subgroups, such as stage II or elderly patients.

The aetiology and associations of conjunctival intraepithelial neoplasia: further evidence. [Letter]##
WADDELL KM, NEWTON R
Br J Ophthalmol 2007;91(1): 120-1

Up-front chemotherapy and radiation treatment in newly diagnosed non-small cell lung cancer with brain metastases: survey by outcome research network for evaluation of treatment results in oncology##
MOSCETTI L, NELLI F, FELICI A, RINALDI M, DE SANTIS S, D'AURIA G, et al.
Cancer 2007;109(2): 274-81

BACKGROUND. For patients with stage IV non-small cell lung cancer (NSCLC) who present with brain metastasis (BMs), standard platinum-based chemotherapy regimens have challenged the role of up-front whole-brain radiotherapy (WBRT). METHODS. In this survey, the authors analyzed the decision tree by which 6 oncologic centers guided the pattern of care in an unselected population of patients with NSCLC who presented with BMs at first diagnosis. The impact of front-line, platinum-based chemotherapy also was evaluated. Individual data were reviewed from 156 eligible patients who were referred to participating centers. RESULTS. Up-front treatment included chemotherapy in 110 patients and WBRT followed by chemotherapy in 46 patients. The selection of first treatment was guided based mainly on the presence of by BM symptoms, with chemotherapy selected for 24% of patients in the chemotherapy cohort and for 76% of patients in the chemotherapy and WBRT cohort. Regardless of treatment, the brain response was 29% (27% and 35% for the chemotherapy and WBRT cohorts, respectively; P value not significant). For the entire population, the overall response rate was 37%, progression-free survival was 6 months, and the median survival was 11 months. At multivariate analysis, significant predictors for survival were: brain response (HR 2.59; P = 0.0001), modified Radiation Therapy Oncology Group class (HR 0.87; P = 0.003), and Eastern Cooperative Oncology Group performance status (HR 1.49; P = 0.04). CONCLUSIONS. For patients with NSCLC who present with BMs at first diagnosis, the results of the current survey confirmed that the expected benefit of platinum-based chemotherapy may be translated into clinical practice and that selected subsets of patients who receive frontline chemotherapy (i.e., patients in whom BM symptoms are absent or are controlled by supportive therapy) may be spared from WBRT. Further prospective studies evaluating different approaches and interventions are warranted. (C) 2006 American Cancer Society.

Pseudomyxoma peritonei manifesting as umbilical hernia: report of a case and review of the literature##
HSU SD, CHOU SJ, HSIEH HF, CHAN DC, PENG YJ, LIU YC
Chir Gastroenterol 2006;22(4): 283-6*

Pseudomyxoma peritonei is a rare condition resulting from rupture of a mucocele of the appendix, a mucinous ovarian cyst, or a mucin-secreting intestinal or ovarian adenocarcinoma. The abdomen becomes filled with masses of jelly-like mucus. It was first described by Karl F Rokitansky in 1842, and has an incidence of ca. 1 case per million of the population per year. The condition is characterized by an extensive spread of a mucin-secreting neoplasm along the peritoneal surfaces, which can present as an appendiceal tumor, an ovarian mass or mucinous ascites. Cytoreductive surgery and perioperative intraperitoneal chemotherapy are the current standard treatment for selected patients with peritoneal surface spread of appendiceal primary tumors. We report the rare case of pseudomyxoma peritonei manifesting as umbilical hernia, diagnosed by abdominal ultrasound-guided biopsy. (C) 2006 S Karger GmbH.

A meta-analysis of the curative effects of carboplatin-based and cisplatin-based chemotherapeutic regimens on advanced non-small cell lung cancer. [Chinese]##
JIANG JW, LIANG XH, ZHOU XL, HUANG RF
Chung Hua i Hsueh Tsa Chih [Chinese Medical Journal] 2006;86(37): 2615-20*

OBJECTIVE: To evaluate whether there is a difference in the curative effect of carboplatin-based and cisplatin-based chemotherapeutic regimens on advanced non-small cell lung cancer (NSCLC). METHODS: The databases PudMed, CENTRAL, and Chinese biomedical database were searched using the key words 'non-small cell lung cancer' or 'carcinoma, non-small cell lung' so as to retrieve materials about randomized controlled clinical trials that had compared the curative effects of carboplatin-based and cisplatin-based chemotherapeutic regimens on advanced NSCLC. A meta-analysis was conducted. RESULTS: 18 documents about randomized controlled clinical trials, including 6478 patients, from the retrieved 3531 documents accorded to the demand of enrollment. The overall response rates of the carboplatin-based and cisplatin-based chemotherapeutic groups were both 27% (RR 0.93; 95% CI, 0.86-1.01; P = 0.10). Neither funnel plot nor rank correlation test regarding response rate indicated the existence of publication bias (χ2 = 18.63; P = 0.63). The one-year survival rate of the carboplatin-based regimen group was 36%, not significantly different from that of the cisplatin-based regimen group (35%; RR 1.04; 95% CI, 0.93-1.17; P = 0.5). Sensitive analysis confirmed the non-existence of differences in the overall response rate and one-year survival rate between these 2 groups. CONCLUSION: The curative effects of the carboplatin-based and cisplatin-based chemotherapeutic regimens are similar. The choice of carboplatin or cisplatin depends on the toxicity of the drugs and the patient's tolerance.

A clinical review of the investigation and management of carcinoma of unknown primary in a single cancer network##
SHAW PH, ADAMS R, JORDAN C, CROSBY TD
Clin Oncol (R Coll Radiol) 2007;19(1): 87-95

AIMS: Carcinoma of unknown primary (CUP) is a common encounter in oncological practice and represents 2.0-6.0% of all invasive malignancies. Evidence to support particular therapeutic strategies in this patient population is scarce, and empirical therapies are frequently derived from research on patients where the primary tumour site is known. MATERIALS & METHODS: This retrospective study reviewed the management of all patients recorded to have a diagnosis of CUP in a single cancer centre over a period of 12 months. Health records were reviewed documenting the CUP subtype, the investigations carried out both in the referring cancer unit and subsequently at the cancer centre and the recommended treatment (type and regimen), together with survival. The outcomes were examined in respect to a number of prognostic factors. Statistical tests were considered significant at P <0.05. RESULTS: 166 patients were recorded to have a diagnosis of CUP, representing 3.7% of all referrals to the cancer centre. The median age of patients was 68 years (range: 32-94 years), and 52.0% were women. The three most common CUP subgroups were CUP-liver/multiple sites (25.0%), CUP-bone (21.0%) and CUP-brain (16.0%). The remaining subgroups occurred at frequencies of <10% each. Histological confirmation was only obtained in 55.0% of cases. Even within a single subtype, 41 patients with CUP-liver/multiple sites underwent a total of 19 different investigations before any treatment being given. In total, 47 (28.0%) patients received radiotherapy, 30 (18.0%) received chemotherapy and 58 (35.0%) received supportive care alone. Nine different 5-FU-containing regimens were used in 11 patients treated with chemotherapy for CUP-liver. The overall median survival for all patients was 4.0 months. Survival was better in patients with a good performance status (0-1) and absent liver metastases (median survival 15.0 months; 95% CI, 8.0-22.1) and those who received chemotherapy (median survival 13.0 months; 95% CI, 7.4-18.6). Multivariate analysis confirmed female gender (P = 0.006), a good performance status (0/1) (P <0.0001) and absent liver metastases (P = 0.002) as favourable prognostic indicators. CONCLUSIONS: The appropriate management of patients with CUP is unclear and this study revealed a high degree of variation in clinical practice. This area is in urgent need of clinical research to ensure that the treatment of CUP is evidence based. Until such time, clinical recommendations are suggested for the investigation and treatment of such patients. Therapeutic progress will be facilitated by designating a clinical lead for CUP in each clinical network. (C) 2006 The Royal College of Radiologists.

Postoperative transhepatic arterial chemoembolization and portal vein chemotherapy for patients with hepatocellular carcinoma: a randomized study with 131 cases##
LI Q, WANG J, SUN Y, CUI YL, JUZI JT, QIAN BY, et al.
Dig Surg 2006;23(4): 235-40*

OBJECTIVE: To explore the value of postoperative transarterial chemoembolization (TACE) and portal vein chemotherapy (PVC) in patients with hepatocellular carcinoma (HCC) in the prevention of recurrence, and to evaluate prognostic factors in a randomized study. METHOD: 131 patients with HCC were randomly divided into 3 groups: operation only (group A, n = 45); operation plus TACE (group B, n = 39), and operation plus TACE and PVC (group C, n = 47). Disease-free survival rates as well as prognostic factors were analyzed. RESULTS: Most of the side effects and complications related to the operation, catheters and local chemotherapy were liver decompensation (16.1%), catheter obstruction (12.9%), and nausea and loss of appetite (25.8%), respectively. The disease-free survival curves were significantly different between the 3 groups as estimated by the Kaplan-Meier method (P <0.05). Group C had a significantly higher disease-free survival rate compared to group A (P <0.05). But no statistical differences were found between groups A and B and groups B and C (both P >0.05). Tumor number and treatment modalities were independent prognostic factors for HCC patients (P <0.05). CONCLUSION: Postoperative TACE combined with PVC may benefit the survival of patients with HCC. In specialized medical centers, aggressive methods such as TACE and PVC should be attempted on HCC patients without contraindications.

Long-term survival of patients downstaged by oxaliplatin and 5-fluorouracil combination followed by rescue surgery for unresectable colorectal liver metastases##
BAIZE N, GERARD B, BLEIBERG H, CAROLI-BOSC F, BERTHIER F, LEGENDRE H, et al.
Gastroenterol Clin Biol 2006;30(12): 1349-53*

OBJECTIVES: To evaluate long-term survival of patients resected for primarily unresectable colorectal liver metastases downstaged by systemic chemotherapy. METHODS: Among a group of 82 patients with advanced colorectal cancer, 39 had unresectable liver metastases. After treatment with systemic 3-weekly 5-FU/folinic acid/oxaliplatin chemotherapy, the outcome of 11 patients made resectable thanks to chemotherapy was compared to that of 28 patients who were not. Criteria for non-resectability consisted of diffuse bilobar invasion with inability to achieve complete resection, unilobar or bilobar invasion plus vascular extension (invasion of inferior vena cava or 2 supra-hepatic veins plus continuity with the third or involvement of hepatic pedicle. Before and after surgery, CT scan evaluation was performed every 2 months. Progression-free survival was defined as the time between starting chemotherapy and recurrence of the disease. We used Kaplan-Meier survival curves and log-rank test for comparisons, P values were two-sided and considered significant if <0.05. RESULTS: Progression-free survival times were 14 and 6 months, median overall survival were 60 and 18.5 months, respectively, in favour of secondary resected subjects. CONCLUSION: Considering the magnitude of the survival benefit, one may question the need and feasibility for trials to assess more formally the impact of surgery in that setting.

The role of neoadjuvant chemoradiation in pancreatic cancer. [French]##
GIRARD N, MORNEX F, PARTENSKY C, DELPERO JR
Gastroenterol Clin Biol 2006;30(12): 1375-82*

Although complete surgical resection, when possible, leads to prolonged survival in pancreatic cancer; if used alone, its results remain sub-optimal. Neoadjuvant strategies are recent in pancreatic cancer: in primary resectable tumors, they ensure that all patients obtain additional treatment to complete surgery; in locally advanced tumors, they allow a better selection of candidates for curative resection. By delaying surgery, neoadjuvant strategies modify the initial diagnostic process and the symptomatic treatment of pancreatic cancer. Several recent phase I-II studies have confirmed the feasibility and efficacy of the association of chemotherapy and radiotherapy, which is well tolerated and is associated with better local control and survival. Due to the aggressiveness of pancreatic cancers, most recent cytotoxic agents should be associated with modern radiation techniques. Neoadjuvant chemoradiation is under evaluation in pancreatic cancers, and no randomized phase III trials comparing neoadjuvant and adjuvant therapeutic sequences have been reported. Moreover, radiological and pathological evaluations, not only at diagnosis, but also after preoperative chemoradiation, must be standardized to improve the selection of patients who will benefit from this multi-modal treatment.

Ten years' experience in the treatment of pseudomyxoma peritonei by cytoreduction, peritonectomy and semi-closed hyperthermic antiblastic peritoneal perfusion##
DE SIMONE M, VAIRA M, CAPONI A, CIACCIO B, FIORENTINI G, TURRISI G, et al.
In Vivo 2006;20(6A): 725-8*

BACKGROUND: In the literature good results have been reported for the treatment of pseudomyxoma peritonei (PMP) by cytoreduction, peritonectomy and hyperthermic antiblastic peritoneal perfusion (HAPP). A total of 48 patients affected by PMP have been treated with this technique over the past ten years. PATIENTS & METHODS: Peritoneal perfusion has been performed with the original semiclosed technique after complete surgical cytoreduction in 188 patients affected by peritoneal carcinomatosis. In 48 of the cases the patients were affected by PMP. Aggressive surgical cytoreduction was performed with multiple visceral resections and peritonectomies. RESULTS: 17 patients (38%) presented major perioperative complications, and in five cases the reoperation of the patient was required. In spite of this high complication rate, there was no perioperative mortality. The results of the Kaplan-Meier 5- and 10-year survival analysis, were 94% and 82%, respectively, with a disease-free survival of 80% at 5 years and 70% at 10 years. In total, 39 patients (81.2%) had no evidence of disease at follow-up (range: 1-120 months). DISCUSSION: To date, the most effective treatment for PMP has been aggressive cytoreduction plus HAPP.

Recurrent needle-tract metastases of hepatocellular carcinoma following fine-needle aspiration. [Case Report]##
PAVAN C, PARISI A, GIRELLI D
Intern Med J 2007;37(2): 134-6

Systemic treatment of liver and biliary tumors. [German] [Review]##
MALEK NP, GRETEN T, KUBICKA S
Internist 2007;48(1): 46-50*

Hepatocellular carcinoma (HCC) is generally difficult to treat. This is primarily due to the reduced liver function of most patients and the low sensitivity of liver cancer cells to chemotherapy. This has been demonstrated in many clinical trials. Molecular therapies might represent an improvement in the systemic treatment of patients with HCC. In addition to anti-angiogenic drugs, compounds which interfere with specific signal transduction cascades have shown promising results in smaller trials. There are only limited numbers of studies about the systemic treatment options for biliary cancers. To date, the best response rates have been achieved with combination chemotherapies containing platinum analogues and gemcitabine. In the absence of larger clinical phase III trials, no standard chemotherapy for biliary cancers exists today. (C) 2006 Springer Medizin Verlag.

Analysis of prognostic factors in seventy patients having a complete cytoreduction plus perioperative intraperitoneal chemotherapy for carcinomatosis from colorectal cancer##
DA SILVA RG, SUGARBAKER PH
J Am Coll Surg 2006;203(6): 878-86

BACKGROUND: Although lymph node and liver metastases are recognized as indications for resection of metastatic disease from colorectal cancer, carcinomatosis has not traditionally been regarded as having surgical treatment options. Reports have suggested that complete surgical removal of carcinomatosis combined with thorough irrigation of the peritoneal cavity with chemotherapy could result in long-term survival in selected patients. Proper selection factors are important because palliative surgery in these patients has not proved beneficial. STUDY DESIGN: From a database of 156 patients with carcinomatosis from colorectal cancer, a retrospective analysis of data prospectively recorded in 70 patients with complete cytoreduction was performed. Eleven clinical and treatment factors were studied in univariate and multivariable analyses using survival as an end point. RESULTS: By univariate analysis, patients with peritoneal cancer index (PCI) of <20 had a median survival of 41 months compared with 16 months for patients with PCI >20 (P = 0.004). The difference in negative versus positive lymph nodes was also significant; differences in survival that were improved but not significant were present for age >30 years, mucinous histology, location within the colon versus rectum, and absence of an adverse factor such as cancer perforation or obstruction present at the time of primary cancer resection. Only PCI <20 versus PCI >20 and lymph node status were significant in the multivariable analysis. CONCLUSIONS: Favorable long-term results of complete cytoreduction in patients treated for carcinomatosis are associated with a limited volume of carcinomatosis observed at the time of cytoreduction and in patients with negative lymph nodes at the time of primary operation.

Systemic therapeutics of advanced hepatocarcinoma: hoping? [French]##
SCHNEIDER M
Oncologie Paris 2006;8(9): 859-61*

Adjuvant intraperitoneal chemotherapy for advanced primary gastric cancer. [Review]##
SUGARBAKER PH
Scand J Surg 2006;95(4): 270-3*

BACKGROUND: For gastric cancer dissemination to the peritoneal cavity is a large part of the natural history. Also, cancer dissemination caused from the trauma of cancer resection can release viable cancer cells into the free peritoneal cavity; these cells implant and then progress as peritoneal carcinomatosis. METHODS: From the medical literature a compilation of the results of adjuvant treatment of gastric cancer were reviewed and critically analyzed. A surgical rationale for integrating intraperitoneal chemotherapy into the management of advanced primary gastric cancer was sought. RESULTS: A theoretical basis for the application of cytotoxic effects of cancer chemotherapy within the peritoneal cavity as a part of the primary management of gastric cancer was explored. Numerous manuscripts suggested that there was an increased morbidity and mortality with perioperative intraperitoneal chemotherapy but the added number of complications was manageable. These data suggest that intraperitoneal chemotherapy is of benefit in an adjuvant setting in gastric cancer patients who have a complete resection but who are at high likelihood of local-regional recurrence. SUMMARY: Adjuvant intraperitoneal chemotherapy for advanced primary gastric cancer has a strong rationale. Numerous reports have established benefit. Wider application of this treatment modality is necessary through education, through additional clinical trials, and through continued publications from peritoneal surface malignancy treatment centers around the world.

Cerebral edema in a patient following cytoreductive surgery and hyperthermic intraoperative intraperitoneal chemoperfusion. [Case Report]##
NAIR RL, TOBIAS J, STEMMERMAN G, LOWY AM
World J Surg Oncol 2006;4: 85

BACKGROUND: Cytoreductive surgery and intraoperative, intraperitoneal hyperthermic chemoperfusion (HIPEC) is increasingly used to treat peritoneal surface metastases. We describe a fatal case of cerebral edema in a patient with appendiceal carcinoma and an underlying seizure disorder who underwent cytoreductive surgery and HIPEC. CASE PRESENTATION: A case of fatal postoperative cerebral edema is presented in a patient with an underlying seizure disorder and recurrent mucinous adenocarcinoma of the appendix. The patient was treated with cytoreductive surgery and intraoperative intraperitoneal hyperthermic chemoperfusion. The details and implications of this complication are discussed. CONCLUSION: The recognition of this potential complication is important for physicians performing cytoreductive surgery and HIPEC. Special caution should be taken when patients with seizure disorders are being considered for this treatment. (C) 2006 Nair et al; licensee BioMed Central.

Surgical management of patients with peritoneal carcinomatosis of gastrointestinal origin. [Review] [German]##
IESALNIEKS I, KULLMANN F, DAHLKE M, GHALI N, AGHA A, VON BREITENBUCH P, et al.
Z Gastroenterol 2006;44(12): 1237-45*

Peritoneal carcinomatosis is found in ca. 15% of patients with colorectal cancer during the course of their disease, and is associated with a poor prognosis. Even more patients with gastric cancer develop peritoneal seeding. Cytoreductive surgery and hyperthermic intraperitoneal chemotherapy (HIPEC) have been introduced in the past decade and have led to 5-year survival rates of 30-40% for selected patients with colorectal cancer and peritoneal carcinomatosis. These numbers have been demonstrated by many retrospective analyses and by prospective phase II studies. Clinical assessment to select patients who will benefit from the combined therapy and achievement of complete macroscopic cytoreduction both play a crucial role. Less favourable results have been achieved for patients suffering from stage IV gastric cancer with peritoneal seeding. Promising results were demonstrated for postoperative intraperitoneal chemotherapy following curative gastrectomy. Patients with hepatic, biliary and pancreatic cancers and peritoneal carcinomatosis do not benefit from cytoreductive surgery. There is a need for further multicentre, prospective trials analysing the use of hyperthermic intraperitoneal chemotherapy. They should be conducted in specialised centres by interdisciplinary teams.
Other applications

Results (of) the application of mitomycin during endonasal and endocanalicular dacryocystorhinostomy by diode laser. [Spanish]
ALANON FERNANDEZ MA, ALANON FERNANDEZ FJ, MARTINEZ FERNANDEZ A, CARDENAS LARA M
Acta Otorrinolaringol Esp 2006;57(8): 355-8*

AIM OF THE STUDY: To study the effects, secondary effects and security of the intrasurgical application of MMC during endonasal and endocanalicular dacryocystorhinostomy with diode laser (TLA-ELA DCR). METHODS: We carried out a randomized, prospective, interventional and double blind study in 200 patients: intrasurgical MMC was applied in 150 of them (0.4 mg/0.2 ml) for 5 minutes by means of a polyvinyl acetate dressing over the osteotomy. In the other 50 patients MMC was not used. We followed up at 24 hours, 10 days and 1, 3 and 6 months after surgery. Endoscopic aspects and possible complications were evaluated. The results were compared using the χ2 test with the Yates correction. We looked for the presence or absence of secondary effects in the application of MMC. RESULTS: The average follow-up was 15.25 months (range: 6-21). The percentages of alterations for excessive scarring were 21.77% in patients without and MAC 8.03% in the ones with MMC. The difference was statistically significant (P = 0.02). We did not find secondary effects due to application of mitomycin. CONCLUSIONS: Intrasurgical application of topical MMC during TLA-ENL DCR reduces the number of pathological findings due to scarring of the surrounding area of the new drainage without secondary effects.

The role of mitomycin-C in surgery of the frontonasal recess: a prospective open pilot study
AMONOO-KUOFI K, LUND VJ, ANDREWS P, HOWARD DJ
Am J Rhinol 2006;20(6): 591-4*

BACKGROUND: MMC inhibits fibroblast proliferation. The objective of this study was to determine the efficacy of MMC in reducing frontal ostium stenosis after endoscopic sinus surgery. METHODS: A prospective open pilot study was conducted in 28 patients who had undergone one or more previous surgical interventions for frontal sinusitis. MMC solution was applied to the frontal ostial region via an endoscopic or combined endoscopic and external approach. Patency of the frontal ostium was evaluated endoscopically during regular follow-up. If restenosis was observed further, endoscopic application of MMC was undertaken. RESULTS: There were 17 men and 11 women (mean age: 51.7 years; range: 26-86 years). Mean number of applications was 1.5 (range: 1-3). Mean follow-up was 19 months (range: 6-32 months). Patency rate was 86%. CONCLUSION: Mitomycin appears to have an important role in reducing postoperative scarring, which may obviate the need for repeated and more extensive surgery.

Cardiorespiratory effects in cancer survivors: cardiac and pulmonary toxicities may occur as late or long-term sequelae of cancer treatment. [Review]
CAMP-SORRELL D
Cancer Nurs 2006;29(2 Suppl): 55-9

Mitomycin-C and endoscopic sinus surgery: Where are we? [Review]
TABAEE A, BROWN SM, ANAND VK
Curr Opin Otolaryngol Head Neck Surg 2007;15(1): 40-3*

PURPOSE OF REVIEW: MMC has been used successfully in various ophthalmologic and, more recently, otolaryngologic procedures. Its modulation of fibroblast activity allows for decreased scarring and fibrosis. Several recent trials have examined the efficacy of MMC in reducing synechia and stenosis following endoscopic sinus surgery. RECENT FINDINGS: Basic science studies using fibroblast cell lines have demonstrated a dose-dependent suppression of activity with the use of MMC. This is further supported by animal studies that have shown lower rates of maxillary ostial restenosis following application of MMC. No human trial, however, has demonstrated a statistically significant impact of MMC on the incidence of postoperative synechia or stenosis following sinus surgery. The limitations of the literature are discussed. SUMMARY: The antiproliferative properties of MMC may theoretically decrease the incidence of synechia and stenosis following endoscopic sinus surgery. Although this is supported by basic science studies and its successful use in other fields, the clinical evidence to date has not shown the application of MMC to be effective in preventing stenosis after endoscopic sinus surgery. Future prospective studies are required before definitive conclusions can be made. (C) 2007 Lippincott Williams & Wilkins, Inc.

Uses and complications of mitomycin-C in ophthalmology. [Review]
MEARZA AA, ASLANIDES IM
Expert Opin Drug Saf 2007;6(1): 27-32*

MMC is a chemotherapeutic agent that acts by inhibiting DNA synthesis. Its use and application in ophthalmology has been increasing in recent years because of its modulatory effects on wound healing. Current applications include pterygium surgery, glaucoma surgery, corneal refractive surgery, cicatricial eye disease, conjunctival neoplasia and allergic eye disease. Although it has been used successfully in these conditions, it has also been associated with significant complications. This article reviews the current trends and uses of MMC in the eye and its reported complications.

Combined retrograde and anterograde hypopharyngeal puncture and dilatation in a child with complete hypopharyngeal stenosis. [Case Report]
ZUR KB, PUTNAM PE, RUTTER MJ
Int J Pediatr Otorhinolaryngol 2007;71(1): 153-7

The management of complete hypopharyngeal stenosis is a complex task, and various methods of re-creating a lumen and maintaining its patency have been described in both the adult and pediatric literature. We present our experience using a modification of the combined anterograde-retrograde endoscopic technique for managing a 15-year-old child who developed complete hypopharyngeal and upper esophageal obliteration following successful treatment of a parapharyngeal rhabdomyosarcoma. During an 18-month period following initial cannulation of the aerodigestive tract, we performed 17 dilatations using a double-balloon technique that combined anterograde and retrograde approaches to the stenosis. Initially, Kenalog injections and topical MMC were used as adjunctive treatments. We observed no major complications following dilatations. At 33 months follow-up the patient was asymptomatic, tolerating a near normal diet, had not required dilation for more than 18 months, and no longer required a gastrostomy tube. (C) 2006 Published by Elsevier Ireland Ltd.

Laryngeal cancer after topical mitomycin-C application
AGRAWAL N, MORRISON GA
J Laryngol Otol 2006;120(12): 1075-6*

MMC is part of the mitomycin group of antibiotics and has found use in medicine in the treatment of various cancers, including those of the head and neck. In recent years, it has gained popularity as a topical treatment to prevent scar formation in the larynx and choanae in paediatric and adult inflammatory processes. Also, this alkylating agent is potentially a potent carcinogen. We report the first case in the world literature of laryngeal carcinoma in a non-smoking adult, which may have been induced by topical MMC application to a glottic web. We discuss the mechanism of action of this drug, and we advise caution on its use for benign laryngeal pathologies.

Data acquisition for the histoculture drug response assay in lung cancer
YOSHIMASU T, OURA S, HIRAI I, TAMAKI T, KOKAWA Y, HATA K, et al.
J Thorac Cardiovasc Surg 2007;133(2): 303-8

OBJECTIVE: Application of the histoculture drug response assay for lung cancer was investigated by using data acquired from lung cancer specimens. METHODS: From May 1994 through February 2005, histoculture drug response assay data were obtained from 359 lung cancer specimens held in our institute. We examined chemosensitivities of the tissues to cisplatin, doxorubicin, MMC, 5-FU, docetaxel, paclitaxel, etoposide, irinotecan, and gemcitabine. Cutoff inhibition rates were determined with each drug for non-small cell lung cancer and were used to calculate predictabilities for chemotherapy responses. RESULTS: The evaluability of the histoculture drug response assay was high at 97.4%. Good predictability, including true-positive and true-negative rates of 73.2% and 100%, respectively, with an accuracy of 83.0%, was observed. CONCLUSION: The histoculture drug response assay appears to be applicable to non-small cell lung cancer for the prediction of responses to chemotherapy.

Fibrogenesis in Crohn's disease. [Review]##
BURKE JP, MULSOW JJ, O'KEANE C, DOCHERTY NG, WATSON RWG, O'CONNELL PR
Am J Gastroenterol 2007;102(2): 439-48

INTRODUCTION: Over one-third of patients with Crohn's disease (CD) will develop an intestinal stricture and the great majority of these will require at least one surgical procedure. While the pathogenesis of inflammation in CD has been extensively investigated, knowledge of stricture pathogenesis remains limited. The aim of this review is to discuss the current understanding of fibrogenesis in CD and to outline potential directions in research and therapeutics. METHODS: The electronic literature (January 1966 to May 2006) on CD-associated fibrosis was reviewed. Further references were obtained by cross-referencing from key articles. RESULTS: CD-associated fibrosis results from chronic transmural inflammation and a complex interplay among intestinal mesenchymal cells, cytokines, and local inflammatory cells. The fibroblast is the key cell type mediating stricture formation. The cytoarchitecure of the bowel wall is altered with disruption of the muscularis mucosa, thickening of the muscularis propria, and deposition of collagen throughout. The cytokine TGF-β appears critical in this process, acting to increase growth factor and extracellular matrix (ECM) production and dysregulate ECM turnover. Potential therapeutic interventions are likely to concentrate on modulating down-stream targets of TGF-β. CONCLUSIONS: Greater understanding of the biology of fibrostenosis is likely to yield significant advances in our ability to care for patients with stricturing CD. Potential dividends of this approach include identification of novel therapeutic targets and biomarkers useful for prognostication and therapeutic monitoring. (C) 2007 American College of Gastroenterology.

Corneal toxicity from topical ocular and systemic medications. [Review]##
FRAUNFELDER FW
Cornea 2006;25(10): 1133-8*

PURPOSE: To review what is known about the adverse effects on the cornea from various classes of medications. New data from previously unreported cases of drug-related corneal toxicity are included. METHODS: Data are garnered from a Medline literature review and from case reports collected by the WHO, the Food and Drug Administration, and the National Registry of Drug-Induced Ocular Side Effects. RESULTS: Aminoglycosides, bisphosphonates, chemotherapeutic medications, cyclooxygenase-2 inhibitors, fluoroquinolones, glaucoma eye drops, topical iodine, nonsteroidal anti-inflammatory eye drops, preservatives in eye drops, retinoids, topical anesthetics, topical steroids, and some herbal medications can cause corneal toxicity in some patients. CONCLUSION: Ophthalmologists need to be aware of potential corneal toxicities that can arise from commonly prescribed medications. (C) 2006 Lippincott Williams & Wilkins, Inc.

Surgical adhesions: a timely update, a great challenge for the future. [Review]##
DAVEY AK, MAHER PJ
J Minim Invasive Gynecol 2007;14(1): 15-22*

Damage to the peritoneum during abdominal surgery triggers a cascade of events aimed at repairing the damage. As part of this process, fibrin is deposited, which is the precursor to the formation of an adhesion between 2 damaged peritoneal surfaces. This can have a significant impact on morbidity and even mortality as well as large cost implications. Strategies to reduce adhesion formation include improving surgical techniques, optimizing laparoscopy conditions, using pharmacologic interventions targeted at the inflammatory response and/or fibrin deposition, and using agents that provide a physical barrier to adhesion formation. While these strategies have provided some success, none have yet proved totally successful in abolishing adhesions. Further research to ensure that adhesion prevention is optimal is therefore essential. (C) 2007 AAGL.
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