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Knockdown of mitomycin-C resistance by Ras siRNA in vitro. [Meeting Abstract]
ELDIN OS, MAXWELL P, WILLIAMSON K
BJU Int 2007;100(Suppl 3): 39
MMC is a commonly used intravesical treatment for superficial and advanced bladder cancer. This study investigated whether MMC resistance could be repressed by reduction of Ras protein using short interfering RNA (siRNA) in bladder cancer cells. T24 cells were resistant to apoptosis 24 h following MMC treatment with concentrations ranging from 100 to 800 μg/ml. AY-27 and HT1376 were MMC sensitive. 72 hours following 100 nM of Ras siRNA, significant apoptosis was associated with a marked decrease in Ras and ERK expression in T24 cells. Ras siRNA had no effect on HT1376 cells. In contrast, 50 nM Ras siRNA was associated with increased ERK expression and there was no significant apoptosis induction in T24 cells. Significant apoptosis, and significant downregulation of Ras, ERK and Ki67 (P <0.05; t-test) were observed following 50 nM Ras siRNA in combination with MMC at concentrations in excess of 1 μg/ml MMC. Expression levels of Ras and ERK were significantly correlated (P <0.01; r = 0.786 and 0.821 respectively, Pearson correlation) following 50 nM Ras siRNA as a single therapy. These data indicate that 1 μg/ml MMC is a threshold concentration and that ERK down-regulation may be critical to the induction of apoptosis in T24 cells. This warrants further investigation. Low doses of MMC in combination with low dose of Ras siRNA (50 nM) sensitized T24 cells to apoptosis. This synergistic effect may provide a treatment strategy for patients with Ras positive bladder tumors.

Male urethritis glandularis: case report
YIN G, LIU YQ, GAO P, WANG XH
Chin Med J (Engl) 2007;120(16): 1460-1*

Bioadhesive coated poly-epsilon-caprolactone nanoparticles loaded with mitomycin-C for the treatment of superficial bladder tumors. [Meeting Abstract]
SARISOZEN C, AKTAS Y, MUNGAN A, BILENSOY E
Eur J Pharm Sci 2007;32(1 Suppl 1): S36

OBJECTIVE: The aim was to develop MMC-loaded bioadhesive poly-epsilon-caprolactone (PCL) nanospheres intended for intravesical chemotherapy of superficial bladder cancer. METHOD: Two types of bioadhesive PCL nanoparticles were produced. Poly-l-lysine (PLL) and Chitosan (CS) were used as bioadhesive coating material for the PCL nanoparticles. Nanoprecipitation method was used for preparing nanoparticles. For PLL coated nanoparticles, 10 mg of PCL was dissolved in 2 ml of acetone which was added to 4 ml of deionized water containing Pluronic F68 (PF68) and MMC under magnetic stirring. Organic phase was removed under vacuum. Then the nanoparticles were incubated in aqueous PLL solutions of different concentrations for bioadhesive coating. Particle size distribution and zeta potential values were measured by Malvern Zetasizer Nano Series (Malvern, UK). Nanoparticles were separated from the non-encapsulated drug by centrifugation at 13.500 rpm for 60 min. For the preparation of the CS coated PCL nanoparticles, 0.05% (w/v) CS was dissolved in aqueous phase containing PF68 and MMC. After precipitation of the coated nanoparticles, supernatants were analyzed by HPLC for loading efficiency. In vitro release behavior of nanoparticles was determined in capped tubes containing isotonic PBS (pH 7.4) in a horizontal shaker at 37°C. At adequate time points, samples were centrifuged and released drug was determined by an analytically validated HPLC technique (r2 = 0.999). RESULTS: Mean particle size of PLL coated bioadhesive nanoparticles was measured as 190 ±2 nm with polydispersity index (PI) of 0.125. Zeta potential of the PLL coated nanoparticles was 36 mV. Chitosan coated nanoparticles had a mean diameter of 336 ±5 nm with PI of 0.2 and zeta potential of 22 mV. Encapsulation efficiency was about 13% for CS coated and 21% for PLL coated nanoparticles. In vitro release profiles of both types of the nanoparticles showed that formulations seemed to reduce burst effect with a controlled release profile. CONCLUSION: Bioadhesive nanoparticles can easily be injected intravesically and bioadhesive coatings may allow nanoparticles to adhere on the bladder wall. These systems are promising for treatment of the superficial bladder cancer.

What is the optimal BCG dose in non-muscle-invasive bladder cancer? [Editorial]
WITJES JA
Eur Urol 2007;52(5): 1300-2

A multicentre, randomised prospective trial comparing three intravesical adjuvant therapies for intermediate-risk superficial bladder cancer: low-dose bacillus Calmette-Guérin (27 mg) versus very low-dose bacillus Calmette-Guérin (13.5 mg) versus mitomycin-C
OJEA A, NOGUEIRA JL, SOLSONA E, FLORES N, GOMEZ JM, MOLINA JR, et al.
Eur Urol 2007;52(5): 1398-406

OBJECTIVE: The primary aim was to search for lower doses of bacillus Calmette-Guérin (BCG) that are effective and have lower toxicity. METHODS: A low dose of BCG 27 mg was compared with BCG 13.5 mg, using MMC 30 mg as the third arm of comparison. A total of 430 patients with intermediate-risk superficial bladder cancer were randomised into three groups. Instillations were repeated once a week for six wk followed by another six instillations given once every two wk during 12 wk. RESULTS: There was a significantly longer disease-free interval for BCG 27 mg versus MMC 30 mg (P = 0.006). There were no statistically significant differences between BCG 27 mg and BCG 13.5 mg (P = 0.165) or between BCG 13.5 mg and MMC 30 mg (P = 0.183). Cox proportional hazards regression showed that disease-free interval in the multivariate analysis was significantly better for primary disease and treatment with BCG 27 mg. There were no significant differences among the three groups with regard to time to progression and cancer-specific survival time. Local and systemic toxicity were higher in both BCG treatment groups. CONCLUSIONS: One third of the standard dose, BCG 27 mg, seems to be the minimum effective dose as adjuvant treatment for intermediate-risk superficial bladder cancer, being more effective than MMC 30 mg. One sixth of the standard dose, BCG 13.5 mg, has the same efficacy as MMC 30 mg but it is more toxic. (C) 2007 European Association of Urology.

Prognostic factors of urinary bladder cancer. [German] [Short Survey]
VOM DORP F, JAEGER T, SCHMIDT K, SIFFERT W, RUBBEN H
Urologe A 2007;46(9): 1151*

In vitro and in vivo evaluation of inhibitory nucleic acid constructs for a specific treatment of urinary bladder cancer. [German] [Short Survey]
KUNZE D, FUSSEL S, MEYE A, WUTTIG D, KRAMER K, KOTZSCH M, et al.
Urologe A 2007;46(9): 1289*

Cancer 'chemotherapia specifica' ninety years after Paul Ehrlich. [Review]##
SHUKLA SK, PETRUCCI F, CAIMI S, ALIMONTI A, CUSUMANO R
Chemotherapy 2007;53(5): 309-12*

From his student days throughout his whole life, Paul Ehrlich tried hard to obtain 'chemotherapia specifica' for the harmless systemic therapy of infectious diseases. Given the poor therapeutic benefit obtained with cytotoxic therapeutic agents and empirical radiopharmaceuticals, so far used only for neoadjuvant and adjuvant treatments of cancer, we have tried to develop Paul Ehrlich's 'chemotherapia specifica' for safe and effective therapy of cancers in cigarette smokers. With the help of sector-field inductively coupled plasma mass spectrometry, we have tried to find the metabolic action of cigarette smoke constituents in the cancerous organ. On the basis of these results we are synthesizing pharmaceuticals and radiopharmaceuticals to purge the tobacco-constituent metabolic products that cause cancer. The purity, stability and chemical nature of the pharmaceuticals and radiopharmaceuticals required for therapy have been studied by chromatography and electrophoresis. The cancer specificity of the therapeutic agent has been examined by the total body distribution of its γ- and β-labelled species in solution. At present, a bladder cancer-specific therapeutic agent is being developed. (C) 2007 S Karger AG, Basel.

Sequential bacillus Calmette-Guérin plus chemotherapy for prevention of post-operative recurrence of superficial bladder cancer: a systematic review. [Chinese] [Review]##
WANG Y, WEI Q, ZENG H, LUO R, LIU HY
Chin J Evid Based Med 2007;7(9): 650-57*

OBJECTIVE: To assess the clinical efficacy and treatment-induced side effects of intravesically administered bacillus Calmette-Guérin (BCG) plus chemotherapy following TURB-t in patients with superficial bladder cancer compared with BCG alone. METHODS: Randomized controlled trials (RCTs) were identified from PubMed (1950 to December 2006), Ovid (1966 to December 2006), EMBASE (1984 to December 2006), The Cochrane Library (Issue 4, 2006), CBM (1978 to 2006) and VIP(1989 to 2006). We also handsearched relevant published and unpublished reports as well as their references. The quality of included trials was evaluated by two reviewers. We used The Cochrane Collaboration's RevMan 4.2.9 software for statistical analysis. RESULTS: Four studies involving 681 patients were included. Meta-analyses showed that, in patients with Ta and T1 bladder cancer, there was a significant difference in the recurrence rate between intravesically administered BCG plus chemotherapy and BCG alone (RR 0.69; 95% CI, 0.53-0.90). In patients with Tis bladder cancer, no significant difference was found in the recurrence rate between the two groups (RR 1.22; 95% CI, 0.97-1.54). In patients with Ta, T1 and Tis bladder cancer, no statistically significant difference was found in the incidence of side effects (RR 0.85; 95% CI, 0.70-1.03). CONCLUSION: Compared with BCG alone, intravesically administered BCG plus chemotherapy in patients with Ta and T1 superficial bladder cancer can reduce the incidence of tumor recurrence more effectively. For patients with Tis bladder cancer, the two therapeutic regimens do not differ in the incidence of tumor recurrence. The two regimens have similar side effects. There is a moderate possibility of selection bias, performance bias and publication bias in the small number of included studies, which weakens the strength of the evidence of our results. Better evidence from more high-quality double-blind randomized controlled trials is needed.

Clinical and therapeutic significance of aberrant differentiation patterns in bladder cancer. [Review]##
BLACK PC, BROWN GA, DINNEY CP
Expert Rev Anticancer Ther 2007;7(7): 1015-26*

Pure urothelial carcinoma makes up 90-95% of all bladder cancer. The remaining 5-10% present urothelial carcinoma with aberrant differentiation patterns and nonurothelial carcinoma. Reviews on this topic often focus on the pathological features of these histologic subtypes. In this review we have summarized the clinical significance of each major histologic pattern and analyzed the response of each to standard treatment modalities. The main limitation to optimizing management is the inability to perform clinical trials owing to the rarity of these tumors. This can be circumvented to some degree by extrapolating knowledge acquired from more common similar tumors in other organ sites. Ultimately, however, multicenter clinical trials will need to be organized to address some key management issues. (C) 2007 Future Drugs Ltd.

Cutaneous metastases from squamous cell carcinoma of the ureter. [Case Report]##
KO HL, TSANG YW, CHI KH
Med Princ Pract 2007;16(6): 460-2*

OBJECTIVE: To present an extremely rare case of squamous cell carcinoma of the ureter with cutaneous metastases. CLINICAL PRESENTATION & INTERVENTION: A case is presented involving a 67-year-old woman presenting with a clinical history of squamous cell carcinoma of the ureter and who had undergone a nephro-ureterectomy with a bladder cuff excision in May 2004. The pathologic report showed squamous differentiation, as well as keratin pearl formation. A large regional cutaneous lesion on the chest wall was found in January 2006, and a biopsy showed metastatic malignant urothelial tumors consisting of squamous cell carcinomas. CONCLUSION: This report describes a case of cutaneous metastasis from a squamous cell carcinoma of the ureter that is extremely rare with a generally dismal prognosis. (C) 2007 S Karger AG.

Management of patients with upper urinary tract transitional cell carcinoma. [Review]##
RAMAN JD, SCHERR DS
Nat Clin Pract Urol 2007;4(8): 432-43*

Multiple therapeutic options are available for the management of patients with upper urinary tract transitional cell carcinoma (TCC). Radical nephroureterectomy with an ipsilateral bladder cuff is the gold-standard therapy for upper-tract cancers. However, less invasive alternatives have a role in the treatment of this disease. Endoscopic management of upper-tract TCC is a reasonable strategy for patients with anatomic or functional solitary kidneys, bilateral upper-tract TCC, baseline renal insufficiency, and significant comorbid diseases. Select patients with a normal contralateral kidney who have small, low-grade lesions might also be candidates for endoscopic ablation. Distal ureterectomy is an option for patients with high-grade, invasive, or bulky tumors of the distal ureter not amenable to endoscopic management. In appropriately selected patients, outcomes following distal ureterectomy are similar to that of radical nephroureterectomy. Bladder cancer is a common occurrence following the management of upper-tract TCC. Currently, there are no variables that consistently predict which patients will develop intravesical recurrences. As such, surveillance with cystoscopy and cytology following surgical management of upper-tract TCC is essential. Extrapolating from data on bladder TCC, both regional lymphadenectomy and neoadjuvant chemotherapy regimens are likely to be beneficial for patients with upper-tract TCC, particularly in the setting of bulky disease.

Progression of disease despite good endoscopic local control of upper tract urothelial carcinoma##
WEIZER AZ, FAERBER GJ, WOLF JS
Urology 2007;70(3): 469-72

OBJECTIVES: Several series have demonstrated the effective management of low-grade upper tract urothelial carcinoma (UC) in select patients using endoscopic approaches. Despite rigorous surveillance, we have identified three patients with renal parenchymal recurrences and/or metastatic disease without progression of renal pelvis disease. METHODS: Three patients with renal parenchymal and/or metastatic UC were identified through routine clinical care. Data on these three patients were obtained from medical records to identify possible explanations for this recurrence pattern. RESULTS: Three men (mean age, 68 years) were initially managed endoscopically (one ureteroscopy and two percutaneous) for upper tract UC. Indications were solitary kidney in two patients and renal insufficiency in one patient. Two patients had low-grade disease and one patient had high-grade disease. Despite apparently successful management for nine to 50 months, with complete tumor resection on initial and subsequent treatments, and at least one tumor-free period documented in two of the three patients, parenchymal recurrence, metastases, or both were confirmed in one patient each. One patient underwent nephroureterectomy and the other two patients received adjuvant chemotherapy. CONCLUSIONS: Despite complete initial resection of upper tract disease and apparent successful surveillance, these three patients had renal parenchymal recurrence and/or metastatic disease without obvious progression of collecting system disease. Unless there is an imperative indication for organ preservation, nephroureterectomy should be considered as the primary option. Biopsy of subsequent lesions is recommended to evaluate for advancing grade, and periodic cross-sectional imaging should be used to evaluate for disease progression. (C) 2007 Elsevier Inc. All rights reserved.

Organ preservation for muscle-invasive bladder cancer by transurethral resection##
LEIBOVICI D, KASSOUF W, PISTERS LL, PETTAWAY CA, WU X, DINNEY CP, et al.
Urology 2007;70(3): 473-6

OBJECTIVES: To determine the feasibility of bladder preservation using transurethral resection for patients with muscle-invasive cancer and to determine the proportion of patients with muscle-invasive disease who would be eligible for this approach. METHODS: A retrospective review demonstrated that 327 patients with muscle-invasive bladder cancer were treated in our institution from 1997 to 2002. Resection was repeated in all patients, and bladder preservation was offered to patients with no residual tumor, normal examination findings under anesthesia, and normal upper urinary tract findings. Patients were followed up by routine cystoscopy for a median of 2.45 years. The study endpoints included overall and disease-specific survival rates, the need for additional systemic chemotherapy, and cystectomy-free survival. RESULTS: Of 327 patients, 35 (11%) were eligible for bladder preservation; 27 elected to pursue this approach and eight opted for immediate cystectomy. Of the 27 patients, 15 experienced subsequent tumor recurrence, eight of whom underwent radical cystectomy. Thus, the bladder was preserved in 19 (70%) of the 27 patients. Of the patients who underwent cystectomy, five also received chemotherapy. Five patients died, including three of unrelated diseases, one of metastatic cancer, and one of surgical complications. The overall and disease-specific survival rate was 81% and 93%, respectively. CONCLUSIONS: Bladder preservation using transurethral resection is feasible in selected patients. Only a small proportion of patients with muscle-invasive bladder cancer, however, are candidates for this approach. (C) 2007 Elsevier Inc. All rights reserved.

Survivin expression in patients with non-muscle-invasive urothelial cell carcinoma of the bladder##
KARAM JA, LOTAN Y, ASHFAQ R, SAGALOWSKY AI, SHARIAT SF
Urology 2007;70(3): 482-6

OBJECTIVES: Survivin is a member of the inhibitor of apoptosis gene family that controls mitotic progression and induces tumor cell invasion. Our objectives were to evaluate the association of survivin expression with the presence of urothelial cell carcinoma of the bladder and clinical outcomes in patients with non-muscle-invasive urothelial cell carcinoma of the bladder. METHODS: Immunohistochemical staining for survivin was performed on archival bladder tissue microarray specimens from nine normal controls and 74 consecutive patients who had Stage Ta, Tis, and/or T1 disease on transurethral resection (TUR). Staining was also performed on cystectomy specimens from 22 of these patients who had undergone radical cystectomy for disease progression. Survivin was considered overexpressed when more than 10% of the cells expressed survivin. RESULTS: Survivin was not expressed in normal bladder urothelium. Survivin was overexpressed in 53% of non-muscle-invasive bladder tumors. Overexpression of survivin was associated with greater tumor grade (P <0.001). On multivariate analyses adjusted for the effects of TUR stage, grade, and intravesical therapy, survivin overexpression was independently associated with cancer recurrence (HR 2.50; 95% CI, 1.09-5.69; P = 0.02) and progression (HR 3.87; 95% CI, 1.13-13.24; P = 0.03), but not disease-specific survival (HR 1.88; 95% CI, 0.90-6.46; P = 0.07). A high concordance rate for survivin expression was found between the 22 matched TUR and cystectomy specimens (86%). CONCLUSIONS: Survivin expression analysis performed on TUR specimens might help identify patients with non-muscle-invasive urothelial cell carcinoma of the bladder at high risk of disease recurrence and progression who would benefit from closer follow-up or more aggressive therapy. (C) 2007 Elsevier Inc. All rights reserved.

Oncology

Impact of cytoreductive surgery and hyperthermic intraperitoneal chemotherapy on systemic toxicity
KUSAMURA S, BARATTI D, YOUNAN R, LATERZA B, OLIVA GD, COSTANZO P, et al.
Ann Surg Oncol 2007;14(9): 2550-8*

INTRODUCTION: The purpose of this study was to analyze the postoperative systemic toxicity and procedure-related mortality (PRM) of cytoreductive surgery (CRS) and hyperthermic intraperitoneal chemotherapy (HIPEC) in the treatment of peritoneal surface malignancies (PSMs). PATIENTS & METHODS: 242 (84 male/158 female) patients with PSM underwent 247 consecutive procedures. The mean age was 52 years (range, 22-79). CRS was performed using peritonectomy procedures. The HIPEC technique through the closed abdomen was conducted with cisplatin (CDDP 25 mg/m2/l of perfusate) + MMC (3.3 mg/m2/l perfusate) or CDDP (43 mg/l perfusate) + doxorubicin (Dx 15.25 mg/l perfusate) at 42.5°C. These dosages were reduced by 30% when the patient had received systemic chemotherapy before the CRS + HIPEC. Systemic toxicities were graded according to the NCI CTCAE v3 criteria. RESULTS: G3-5 systemic toxicity rate was 11.7 % and adverse events were bone marrow suppression, 13; nephrotoxicity, 14; neutropenic infection, two; and pulmonary toxicity, one. Independent risk factors for G3-5 systemic toxicity after multivariate analysis were a dose of CDDP for HIPEC of 240 mg or more (OR 2.78; 95% CI, 1.20-6.45) and CDDP + Dx schedule for HIPEC (OR 2.36; 95% CI, 1.02-5.45). PRM was 1.2%. CONCLUSIONS: CRS + HIPEC presented acceptable systemic toxicity and PRM rates. Independent risk factors for systemic toxicity were the CDDP + Dx schedule and CDDP dose for HIPEC.

Clinical results of treating metaphase and advanced hepatic carcinoma with intrahepatic artery chemotherapy and embolizing therapy. [Chinese]
WANG JP, LI YC, YUAN SG, YAN D, ZHANG ZT, DING X, et al.
Chin J Interv Imaging Ther 2007;4(4): 266-8*

OBJECTIVE: To study the clinical effect of treating metaphase and advanced primary massive hepatic carcinoma with intrahepatic artery chemotherapy and embolizing therapy. METHODS: Retrospectively analyzed the data of 246 patients with primary massive liver carcinoma who were treated by intrahepatic artery chemotherapy and embolizing therapy. These patients were randomly divided into two groups: one group (treatment group, 126 cases) was embolized by iodinated oil (6-27 ml), ferrosoferric oxide (250 μm), mitomycin (10 mg) and 5-FU (250 mg), and the stem of the hepatic artery was embolized with gelatin sponge. The other one (control group, 120 cases) was treated by iodinated oil (6-27 ml) and gelatin sponge only. Then compared the size of the tumor, the effective rate and the survival rate in near future between these two groups. RESULTS: The effective rate in near future of the treatment group is higher than that of the control group. The survival rate in one, two, and three years was 89.3%, 42.7%, and 31.2% respectively in the treatment group, and in the control group, the number was 53.8%, 14.9%, and 12.6% respectively. CONCLUSION: Compared with single embolizing therapy, combining intrahepatic artery chemotherapy with embolizing therapy can increase the effective rate and survival rate in near future significantly. This method is effective in treating the metaphase and advanced primary massive liver carcinoma.

Adjuvant chemotherapy for small intestine adenocarcinoma. [Review]
SINGHAL N, SINGHAL D
Cochrane Database Syst Rev 2007(3): CD005202*

BACKGROUND: Although the small intestine represents 75% of the length and over 90% of the mucosal surface of the alimentary tract, it is the site of only about 2% of malignant gastrointestinal tumours. Adenocarcinoma is the most common histological subtype, accounting for about 40% of all malignant small intestinal tumours. The infrequent occurrence when compared with malignancies of the stomach and colon is accompanied by non-specific clinical symptoms. The consequences are a significant delay in diagnosis and the finding of advanced, incurable disease at operation. Wide surgical resection of early lesions is the only potentially curative treatment, but it is possible only in a minority of patients. The rare nature of adenocarcinomas of the small intestine has led to a paucity of information about the benefits of adjuvant chemotherapy but there are reports of overall better survival for those patients that receive combination treatment. Most chemotherapy regimens consist of 5-FU, alone or in combination with a variety of other agents like doxorubicin, cisplatin, MMC, cyclophosphamide and oxaliplatin. OBJECTIVES: To determine the role of adjuvant chemotherapy in the management of adenocarcinoma of the small intestine compared to another adjuvant treatment, a placebo or no other adjuvant treatment. SEARCH STRATEGY: We searched the Cochrane Central Register of Controlled Trials (CENTRAL), MEDLINE (1966 to 2006), EMBASE (1974 to 2006), PubMed and CINAHL using the Cochrane highly sensitive search strategy for randomised controlled trials. SELECTION CRITERIA: Phase III randomised controlled trials comparing post-operative adjuvant chemotherapy for adenocarcinoma of the small intestine with other adjuvant therapies, placebo or no adjuvant treatment. DATA COLLECTION & ANALYSIS: No suitable trials were identified. MAIN RESULTS: No studies fulfilled the inclusion criteria. AUTHORS' CONCLUSIONS: There is a need for high quality randomised controlled trials to evaluate the effectiveness of adjuvant chemotherapy in the management of adenocarcinoma of the small intestine.

Adjuvant chemotherapy with 5-fluorouracil, doxorubicin and mitomycin-C (FAM) for 6 months after curative resection of gastric carcinoma
KOO DH, LEE JL, KIM TW, CHANG HM, RYU MH, YOOK JH, et al.
Eur J Surg Oncol 2007;33(7): 843-8

AIM: This study aimed to evaluate the efficacy and safety of 5-FU, doxorubicin and MMC (FAM) adjuvant chemotherapy in patients who had undergone curative resection of gastric carcinoma. METHODS: From November 1999 to January 2002, 291 consecutive patients with stage IB-IIIB gastric adenocarcinoma were given FAM adjuvant chemotherapy. Chemotherapy comprised intravenous 5-FU 600 mg/m2 (days 1, 8, 29 and 36), doxorubicin 30 mg/m2 (days 1 and 29) and MMC 10 mg/m2 (day 1), every eight weeks for six months. RESULTS: The median follow-up time was 60.6 months, 92 patients died, and 93 patients had recurrent disease. The five-year overall survival (OS) rates were 85.9% for stage IB, 72.1% for stage II, 58.0% for stage IIIA, and 48.2% for stage IIIB (P = 0.002). The five-year relapse-free survival (RFS) rates were 85.2% for stage IB, 71.2% for stage II, 53.3% for stage IIIA, and 39.2% for stage IIIB (P <0.001). A total of 769 cycles of chemotherapy were delivered, and 15 patients experienced grade 3 or higher leukopenia. The most common grade 3 or higher non-hematologic toxicity was nausea/vomiting (11 patients), followed by stomatitis (three patients). CONCLUSIONS: Adjuvant chemotherapy with FAM for six months for gastric carcinoma indicated comparable RFS and OS with an acceptable toxicity profile.

Neoadjuvant chemotherapy in locally advanced primary breast cancers: the Nottingham experience
MATHEW J, ASGEIRSSON KS, AGRAWAL A, MUKHERJEE A, ELLIS IO, CHEUNG KL, et al.
Eur J Surg Oncol 2007;33(8): 972-6

AIM: Of our study was to assess and compare the outcome of patients undergoing anthracycline-based neoadjuvant chemotherapy in locally advanced primary breast cancers with patients receiving mitoxantrone, methotrexate and mitomycin (MMM) as neoadjuvant agents. METHODS: Records of 50 consecutive patients receiving anthracycline-based chemotherapy for locally advanced breast cancers from July 1996 to July 2004 were analysed with regard to locoregional recurrence, metastasis and survival. The MMM group comprised of 56 consecutive patients receiving MMM chemotherapy between 1989 and 1994. The unit protocol for patients receiving multimodal therapy has been neoadjuvant chemotherapy followed by Patey's mastectomy, radiotherapy and endocrine treatment if ER-positive. Patients were followed up in the clinic until either death or the last clinic visit on or before December 2005 in the anthracycline group and on or before December 1999 in the MMM group. RESULTS: There was no significant difference between the two groups with regard to number of patients, tumour size, grade, ER positivity and median duration of follow-up from start of chemotherapy. Significantly more patients in the anthracycline group had complete clinical response and 44% of the patients in anthracycline group had node negative disease compared to 4% in the MMM group. Anthracycline group when compared to MMM group had a lower incidence of locoregional recurrence (6% vs. 19%), distant metastasis (20% vs. 55%) and survival (82% vs. 45%) at the end of follow-up, which was statistically significant. CONCLUSION: Anthracycline based neoadjuvant chemotherapy has better response and significantly better outcome compared to MMM chemotherapy. (C) 2007.

Multimodality treatment of peritoneal carcinomatosis from colorectal cancer: first results of a new German centre for peritoneal surface malignancies
PISO P, DAHLKE MH, GHALI N, IESALNIEKS I, LOSS M, POPP F, et al.
Int J Colorectal Dis 2007;22(11): 1295-300

BACKGROUND: The presence of peritoneal carcinomatosis arising from colorectal cancer is associated with a poor prognosis. It was the purpose of this study to analyze morbidity, mortality, and survival after major cytoreductive surgery and intraperitoneal chemotherapy. MATERIALS & METHODS: 32 patients with peritoneal carcinomatosis were operated between April 2004 and June 2006 with the aim of complete macroscopical cytoreduction. All had a primary colorectal carcinoma. Surgery in these patients was followed by hyperthermic intraperitoneal chemotherapy (HIPEC) consisting of MMC and doxorubicin. Data were analyzed retrospectively. RESULTS: Of all patients, 16 had appendix and 16 non-appendiceal colorectal carcinoma. A macroscopically complete cytoreduction was achieved in 24 patients by parietal and visceral peritonectomy procedures. All resections were combined with HIPEC. Overall morbidity was 34%. Most frequent surgical complications were intestinal obstruction (4/32), enteric fistula (2/32), pancreatitis (2/32), and bile leakage (2/32). One patient presented grade 4 renal toxicity. There was no hospital mortality. The median follow-up was 12 months. The one-year overall survival rate is 96%. All patients after complete cytoreduction are still alive. CONCLUSIONS: Cytoreductive surgery combined with HIPEC is associated with an acceptable morbidity and low mortality. Complete cytoreduction may improve survival, particularly in well-selected patients having a low tumor volume and no extra-abdominal metastases.

Hyperthermic intraperitoneal chemoperfusion is an option for treatment of peritoneal carcinomatosis in children
REINGRUBER B, BOETTCHER MI, KLEIN P, HOHENBERGER W, PELZ JO
J Pediatr Surg 2007;42(9): E17-21

BACKGROUND: Gastrointestinal carcinomas in childhood are rare and frequently present at an advanced stage. Besides lymphatic and distant organ metastasis, peritoneal carcinomatosis may be detected and has a poor prognosis. In addition to surgery and intravenous chemotherapy, hyperthermic intraperitoneal chemoperfusion (HIPEC) may be an option for selected patients. Our aim was to demonstrate the feasibility of the method and to discuss possible indications. METHODS: After treating a series of adult patients, HIPEC for peritoneal carcinomatosis from a signet cell carcinoma of the colon was performed intraoperatively in a 12-year-old boy. We gave MMC at a dose of 30 mg/m2 over 90 minutes at maximum temperature of 41.2°C. We performed intraoperative drug level monitoring and daily postoperative liver and kidney function tests and differential blood counts. RESULTS: HIPEC was performed according to protocol without complications. Perfusate and venous drug levels were similar to those in an adult case. The patient had an uneventful recovery, and serum chemistry and blood count returned to normal after a week. The boy lived for 36 months after initial presentation. Sixteen months after HIPEC, still with excellent quality of life, an elevated carcinoembryonic antigen (CEA) indicated recurrence. Thirty months after HIPEC, he died of progressive recurrent disease. CONCLUSIONS: Hyperthermic intraperitoneal chemoperfusion as performed in adults may be beneficial to children with peritoneal carcinomatosis and merits further study.

Anus-preservation treatment for anal cancer: retrospective analysis at a single institution
CHEN YW, YEN SH, CHEN SY, HUANG PI, SHIAU CY, LIU YM, et al.
J Surg Oncol 2007;96(5): 374-80

BACKGROUND: To evaluate anus-preservation treatment for anal cancer. METHODS: Review of 42 patients (24 M/18 F; median age, 70 years; range, 13-95) with stage I-IIIB disease (squamous cell carcinoma [SqCC], 33; adenocarcinoma, 9) who received curative radiotherapy between 1991 and 2004. Eleven patients had prior surgical excision. Radiotherapy comprised lower-pelvis irradiation with boost to primary tumor (median lower-pelvis dose, 45 Gy; range, 17.2-59; median primary-site dose, 56 Gy; range, 40-72). Of 31 patients receiving concurrent chemoradiotherapy, 25 received 5-FU/MMC. RESULTS: Median follow-up was 32 months. The most common toxicity was dermatological; 25 patients (59%) developed moderate-to-severe wet desquamation. Radiotherapy was interrupted in 18 patients (43%). The complete response rate was 67% (SqCC, 23/33; adenocarcinoma, 5/9); of 12 patients who failed treatment, primary tumor was the recurrent site in seven (median failure time, 5 months): six patients underwent salvage abdominoperineal resection. Three-year overall (OS) and disease-free survival (DFS) were 53% and 64%. Five-year functional anus-preservation rate was 64%. In multivariate analysis, OS was affected by performance status (P <0.001), N stage (P = 0.009), and pathological type (P = 0.006). Only N stage (P = 0.001) affected DFS. CONCLUSION: With careful monitoring of toxicity, non-surgical anus-preservation treatment with good tumor control is feasible. (C) 2007 Wiley-Liss, Inc.

Randomized, phase III study of mitomycin/vindesine/cisplatin (MVP) versus weekly irinotecan/carboplatin (IC) or weekly paclitaxel/carboplatin (PC) with concurrent thoracic radiotherapy (TRT) for unresectable stage III non-small-cell lung cancer (NSCLC): WJTOG0105
YOSHIDA K, UEJIMA H, SATOUCHI M, KUDOH S, NAKAGAWA K, HIDA T, et al.
J Thorac Oncol 2007;2(8): S365-6*

BACKGROUND: Combined modality therapy using both chemotherapy and TRT is the standard treatment option in unresectable stage III NSCLC. Our group demonstrated a superiority of MVP with concurrent TRT over that with sequential TRT (Furuse et al. JCO 17, 1999). Currently, concurrent chemoradiotherapy plays a pivotal role in this patient population. However, the optimal chemotherapy regimen remains unclear. Weekly chemotherapy with concurrent TRT has acceptable toxicities and expected efficacy. We conducted a randomized phase III trial to compare the efficacy and toxicity of weekly chemotherapy with concurrent TRT against MVP by a non-inferiority design. METHODS: Patients (pts) were randomly assigned to three regimens; MVP: cisplatin (80 mg/m2 on days 1, 29), vindesine (3 mg/m2 on days 1, 8, 29, 36) and mitomycin (8 mg/m2 on days 1, 29) with concurrent TRT (60 Gy). After then, pts received two courses of consolidation chemotherapy with MVP; IC: weekly irinotecan (20 mg/m2)/carboplatin(AUC 2) for six weeks and TRT (60 Gy) followed by two courses of irinotecan(50 mg/m2)/carboplatin(AUC 5); PC: weekly paclitaxel (40 mg/m2)/carboplatin (AUC 2) and TRT (60 Gy) followed by two courses of paclitaxel (200 mg/m2)/carboplatin (AUC 5). The primary endpoint was overall survival; secondary endpoints were time to progression, response, and toxicity. RESULTS: From September 2001 to September 2005, 456 pts were randomized; 429 pts had evaluated responses. Pretreatment characteristics were well-balanced between the three arms (median age, 63 years [30-74]; PS0/1 41/55%; Ad/Sq /others 43/45/12%). The achievement rates of full treatment in MVP, IC and PC were 39.9, 29.7, and 49.3%; those of full-dose TRT/2 courses of consolidation chemotherapy were 81.1/41.3%, 41.4/29.7% and 59.7/50.0%, respectively. Major toxicities were as follows: G4 neutropenia in MVP, IC, PC were 76.9, 13.1, 4.2% (P <0.001), and G3-4 non-hematological toxicities (decrease in PS, and febrile neutropenia) were 13.3, 6.2, 4.2% (P = 0.01), and 29.4, 6.9, 4.9% (P <0.001), respectively. The overall response rates were 65.7% (95% CI, 57.9-73.5), 58.6% (95% CI, 50.5-66.1) and 62.9% (95% CI, 55.0-70.8), in MVP, IC and PC, respectively. Complete analysis will be fixed in October 2008. CONCLUSIONS: Weekly PC with TRT appears good compliance with high achievement rate and MVP appears poor compliance with severe hematological and non-hematological toxicities. (C) 2007 International Association for the Study of Lung Cancer.

How safe and effective is surgery with intraperitoneal chemotherapy for pseudomyxoma peritonei? Commentary
SUGARBAKER PH
Nat Clin Pract Gastroenterol Hepatol 2007;4(9): 490-1*

Pancreatic acinar cell carcinoma with excessive α-fetoprotein expression. [Case Report]
KOLB-VAN HARTEN P, ROSIEN U, KLOPPEL G, LAYER P
Pancreatology 2007;7(4): 370-2*

We report a case of acinar cell carcinoma of the pancreas associated with excessively elevated levels of serum α-fetoprotein (>32 000 ng/ml). Abdominal computed tomography scan revealed a large pancreatic mass with infiltration of the splenic artery. Because of inoperability, palliative combination chemotherapy with gemcitabine and MMC was administered. This regimen was associated with clinical improvement and dramatic decreases in both tumor size and serum α-fetoprotein. However, the patient died seven months later from acute severe cardiac failure. (C) 2007 S Karger AG and IAP.

Appendiceal epithelial neoplasms and pseudomyxoma peritonei, a distinct clinical entity with distinct treatments. [Review]
SUGARBAKER PH
Pol Przegl Chir 2007;79(9): 1107-24*

New treatment of peritoneal carcinomatosis from colorectal cancer. Cytoreductive surgery and hyperthermic intraperitoneal chemotherapy. [Danish]
IVERSEN LH, RASMUSSEN PC, LAURBERG S
Ugeskr Laeger 2007;169(38): 3179-81*

Peritoneal carcinomatosis (PC) is commonly seen in colorectal cancer and is uniformly fatal. Cytoreductive surgery (CS) combined with hyperthermic intraperitoneal chemotherapy (HIIC) is a new treatment in strictly selected patients with PC. CS includes peritonectomy procedures and resection of infiltrated viscera leaving no macroscopic tumor thicker than 2.5 mm behind. Peritoneal perfusion with MMC at a temperature of 40-41°C is performed at the end of surgery. The postoperative morbidity and mortality rates are 20-30% and 4-8% respectively. Median survival is one to two years and the five-year survival is 19%.

Change in expression of apoptosis genes after hyperthermia, chemotherapy and radiotherapy in human colon cancer transplanted into nude mice
LIANG H, ZHAN HJ, WANG BG, PAN Y, HAO XS
World J Gastroenterol 2007;13(32): 4365-71

AIM: To investigate the change in expression of p53, Bcl-2, and Bax genes in human colon cancer cells transplanted into nude mice after hyperthermia, chemotherapy, radiotherapy, thermochemotherapy, thermoradiotherapy and thermochemoradiotherapy. METHODS: Human colon cancer cell line (HT29) was transplanted into the hind limbs of nude mice. Under laboratory simulated conditions of hyperthermia (43°C, 60 min), the actual radiation doses and doses of MMC were calculated in reference to the clinical radiotherapy for human rectal cancer and chemotherapy prescription for colon cancer. The mice were divided into six groups according to the treatment approaches: hyperthermia, chemotherapy, radiotherapy, thermochemotherapy, thermoradiotherapy, and thermochemoradiotherapy. The mice were sacrificed at different time points and the tumor tissue was taken for further procedures. The morphologic changes in membrane, cytoplasm and nuclei of tumor cells of p53, Bcl-2, and Bax after treatment, were observed by immunohistochemistry staining. RESULTS: All of the six treatment modalities down-regulated the expression of p53, Bcl-2 and up-regulated the expression of Bax at different levels. The combined therapy of hyperthermia, with chemotherapy, and/or irradiation showed a greater effect on down-regulating the expression of p53 (0.208 ±0.009 vs. 0.155 ±0.0115; P <0.01) and Bcl-2 (0.086 ±0.010 vs. 0.026 ±0.0170; P <0.01) and up-regulating Bax expression (0.091 ±0.0013 vs. 0.207 ±0.027; P <0.01) compared with any single therapy. CONCLUSION: Hyperthermia enhances the effect of radio- and chemotherapy on tumors by changing the expression of apoptosis genes, such as p53, Bcl-2 and Bax. (C) 2007 WJG. All rights reserved.

Anal carcinoma in mid-Norway 1970-2000##
LUND JA, WIBE A, SUNDSTROM SH, HAAVERSTAD R, KAASA S, MYRVOLD HE
Acta Oncol 2007;46(7): 1019-26

The treatment of anal carcinoma changed from surgery to chemoradiotherapy 20-25 years ago. The aim of this observational study was to compare surgery with chemoradiotherapy with regard to side effects, local recurrence and survival during and after the implementation of a new treatment policy for anal carcinoma. The study includes all 111 patients with anal carcinoma diagnosed between 1970 and 2000 in mid-Norway. One hundred patients were treated with the intention to cure, and 11 patients received palliative treatment. Thirty-four patients were treated with surgery alone, and 57 patients with chemoradiotherapy. Among patients treated for cure, 17 patients (17%) developed local recurrence; ten patients (33%) in the surgically treated group and four (7%) in the chemoradiotherapy group (P = 0.15). Five year overall survival was 48% after surgery, compared to 78% after chemoradiotherapy (P = 0.004). Stage, age and treatment were all significant indicators of survival in uni- and multivariable analysis. Late side effects were moderate after combined therapy; only one patient preferred getting a stoma due to radiation damage of the anal sphincter. The change of strategy for anal cancer treatment from surgery to combined therapy has probably reduced local recurrence and improved survival. Side effects in this series of patients were minor after chemoradiotherapy compared to a permanent stoma after surgery. (C) 2007 Taylor & Francis.

Adjuvant chemotherapy: the standard after resection for pancreatic cancer##
GHANEH P, NEOPTOLEMOS J
Am J Surg 2007;194(4 Suppl): S131-7

Pancreatic cancer is one of the major causes of cancer death. Most patients present with advanced disease, and only 10-15% can undergo resection. Survival after curative surgery is poor, as recurrences occur either locally or in the liver. Adjuvant treatment has been employed to improve the poor prognosis. There is a clear-cut survival advantage with 5-FU/folinic acid or gemcitabine compared with observation, based on the results from the European Study Group for Pancreatic Cancer (ESPAC) 1 and Neuhaus studies. The survival advantage associated with chemotherapy is supported by an individual patient data meta-analysis. In contrast, there is no justification for the use of adjuvant chemoradiation based on the European Organization for Research and Treatment of Cancer (EORTC) and ESPAC-1 trial results. The use of chemoradiation followed by chemotherapy, as shown in the 1987 Gastrointestinal Tumor Study Group (GITSG) study and the recent Radiation Therapy Oncology Group (RTOG) 9704 combination study, has not proved to be superior to chemotherapy alone based on the results of the underpowered study. The standard of care for adjuvant therapy based on level I evidence is postoperative chemotherapy using 5-FU with folinic acid, providing a best estimate of 29% five-year survival rate. (C) 2007 Excerpta Medica Inc. All rights reserved.

Neoadjuvant and adjuvant chemotherapy of gastric cancer. [Symposium Article]##
DE VITA F, GIULIANI F, GALIZIA G, BELLI C, AURILIO G, SANTABARBARA G, et al.
Ann Oncol 2007;18(Suppl 6): vi120-3

Gastric cancer is still a major health problem and a leading cause of cancer mortality despite a worldwide decline in incidence. Surgery is the primary curative treatment of locoregional gastric cancer. In Western countries, however, at the time of resection, most patients are expected to have regional lymph node involvement with poor prognostic implications. To improve these results, different trials have been carried out in the adjuvant or neoadjuvant setting. Many phase III trials of adjuvant therapy have been conducted; however, postoperative treatment modalities have not proven to be superior to postsurgical observation alone. Therefore, at present the routine use of adjuvant therapy should be regarded as an investigational approach. Improved clinical trial designs with standardized surgical techniques and the incorporation of newer active drugs are needed. On the contrary, neoadjuvant chemotherapy has shown promising results, as suggested by the final results of UK Medical Research Council Adjuvant Gastric Infusional Chemotherapy trial.

A systematic review and meta-analysis of the randomized controlled trials on adjuvant intraperitoneal chemotherapy for resectable gastric cancer. [Review]##
YAN TD, BLACK D, SUGARBAKER PH, ZHU JQ, YONEMURA Y, PETROU G, et al.
Ann Surg Oncol 2007;14(10): 2702-13*

BACKGROUND: The purpose of this systematic review and meta-analysis was to determine the effectiveness and safety of adjuvant intraperitoneal chemotherapy for patients with locally advanced resectable gastric cancer. METHODS: Studies eligible for this systematic review included those in which patients with gastric cancer were randomly assigned to receive surgery combined with intraperitoneal chemotherapy versus surgery without intraperitoneal chemotherapy. There were no language restrictions. After independent quality assessment and data extraction, data were pooled for meta-analysis. RESULTS: 13 reports of randomized controlled trials (RCTs) were included for quality appraisal and data extraction. Ten reports were judged to be of fair quality and subjected to meta-analysis. A significant improvement in survival was associated with hyperthermic intraoperative intraperitoneal chemotherapy (HIIC) alone (HR 0.60; 95% CI, 0.43-0.83; P = 0.002) or HIIC combined with early postoperative intraperitoneal chemotherapy (EPIC) (HR 0.45; 95% CI, 0.29-0.68; P = 0.0002). There was a trend towards survival improvement with normothermic intraoperative intraperitoneal chemotherapy (P = 0.06), but this was not significant with either EPIC alone or delayed postoperative intraperitoneal chemotherapy. Intraperitoneal chemotherapy was also found to be associated with higher risks of intra-abdominal abscess (RR 2.37; 95% CI, 1.32-4.26; P = 0.003) and neutropenia (RR 4.33; 95% CI, 1.49-12.61; P = 0.007). CONCLUSIONS: The present meta-analysis indicates that HIIC with or without EPIC after resection of advanced gastric primary cancer is associated with improved overall survival. However, increased risk of intra-abdominal abscess and neutropenia are also demonstrated.

Is final TNM staging a predictor for survival in locally advanced rectal cancer after preoperative chemoradiation therapy?##
KUO LJ, LIU MC, JIAN JJ, HORNG CF, CHENG TI, CHEN CM, et al.
Ann Surg Oncol 2007;14(10): 2766-72*

BACKGROUND: Neoadjuvant chemoradiation therapy has improved the local control rate and overall survival in locally advanced rectal cancers. The purpose of this retrospective study is to evaluate the correlation between the final pathologic stage and survival in these patients. METHODS: Patients with biopsy-proven rectal carcinoma, pretreatment staging by magnetic resonance imaging such as T3 or T4 tumors, or node-positive disease were treated with preoperative concomitant 5-FU-based chemotherapy and radiation, followed by radical surgical resection. Clinical outcome with survival, disease-free survival, recurrence rate, and local recurrence rate were compared with each T and N finding using the American Joint Committee on Cancer Tumor-Node-Metastasis (TNM) staging system. RESULTS: 248 patients were enrolled in this study. Overall survival and disease-free survival at one, three, and five years were 97.1, 92, and 89.9% and 87.5, 71.1, and 69.5%, respectively. Thirty-six patients (14.5%) had a pathologic complete response after neoadjuvant therapy. The recurrence rate was significantly different between the pathologic complete response group and residual group (5.6 vs. 31.1%; P = 0.002). Five-year disease-free survival was significantly better in the complete response group than the residual tumor group (93 vs. 66%; P = 0.0045). There was no statistical difference in survival or locoregional recurrence rate between these two groups. CONCLUSIONS: Posttreatment pathologic TNM stage is correlated to disease-free survival and tumor recurrence rate in locally advanced rectal cancer after preoperative chemoradiation. Also, pathologic complete response to neoadjuvant treatment has its oncologic benefit in both overall recurrence and disease-free survival. (C) 2007 Society of Surgical Oncology.

Multicystic and well-differentiated papillary peritoneal mesothelioma treated by surgical cytoreduction and hyperthermic intraperitoneal chemotherapy (HIPEC)##
BARATTI D, KUSAMURA S, NONAKA D, OLIVA GD, LATERZA B, DERACO M
Ann Surg Oncol 2007;14(10): 2790-7*

BACKGROUND: Multicystic peritoneal mesothelioma (MPM) and well-differentiated papillary peritoneal mesothelioma (WDPPM) are exceedingly uncommon lesions with uncertain malignant potential and no uniform treatment strategy. The aim of the current study was to review our experience with cytoreduction and hyperthermic intraperitoneal chemotherapy (HIPEC) in these clinical settings. METHODS: Four women with MPM and eight with WDPPM underwent 13 procedures of cytoreduction and closed-abdomen HIPEC with cisplatin and doxorubicin. Seven patients had recurrent disease after previous debulking (one operation in five patients, two in one, four in one). Potential clinicopathological prognostic factors were assessed. RESULTS: Optimal cytoreduction (residual tumor nodules ≤2.5 mm) was performed in 12 of 13 procedures. Median follow-up was 27 months (range, 6-94). One grade 4 postoperative complication (NCI CTCAE v3.0) and no operative mortalities occurred. One patient underwent the procedure twice due to locoregional MPM recurrence. Transition of typical WDPPM to malignant biphasic mesothelioma was documented in one patient who died of disease progression following incomplete cytoreduction and HIPEC. Following multimodality treatment, five-year overall and progression-free survival were 90.0% (standard error = 9.0) and 79.7% (11.9), respectively. Progression-free survival following previous debulking surgery (median, 24 months; range, 2-87) was statistically worse (P = 0.0156). Incomplete cytoreduction and poor performance status correlated to both reduced overall and progression-free survival after cytoreduction and HIPEC. CONCLUSIONS: MPM and WDPPM are borderline tumors capable of transformation into potentially lethal processes. Definitive tumor eradication by means of cytoreduction and HIPEC seems more effective than debulking surgery in preventing disease recurrence or transition to aggressive malignancies. (C) 2007 Society of Surgical Oncology.

Expanded phase II trial of gemcitabine and capecitabine for advanced biliary cancer##
RIECHELMANN RP, TOWNSLEY CA, CHIN SN, POND GR, KNOX JJ
Cancer 2007;110(6): 1307-12

BACKGROUND: A phase 2 trial of gemcitabine and capecitabine (GemCap) in patients with advanced biliary cancer led to an objective response in approximately 30% of patients and a median survival of 14 months. In the current study, the authors report further efficacy data of a larger cohort of such patients treated with the GemCap regimen. METHODS: Patients aged >18 years and who had a diagnosis of locally advanced biliary cancer received first-line treatment with capecitabine at a dose of 650 mg/m2 twice daily for 14 days and gemcitabine at a dose of 1000 mg/m2 on Day 1 and Day 8, every three weeks until disease progression. Tumor response was assessed by Response Evaluation Criteria In Solid Tumors (RECIST) criteria. RESULTS: Between July 2001 and January 2005, 75 patients were enrolled in the study. At a median follow-up of 9.5 months, the overall response rate was 29% (95% CI, 19.4-41%), with a median duration of 9.7 months (range, 3-36 months). Three patients achieved complete responses, with a median duration of 17 months (range, 9-27 months). The median progression-free survival and overall survivals were 6.2 months (95% CI, 4.4-8.3 months) and 12.7 months (95% CI, 9.5-31 months), respectively. CONCLUSIONS: The GemCap regimen is active in patients with biliary cancer. Randomized trials are warranted to define the impact of such a regimen on patient survival and quality of life. (C) 2007 American Cancer Society.

The role of aggressive regional therapy for colorectal liver metastases. [Review]##
WHITE RR, JARNAGIN WR
Cancer Invest 2007;25(6): 458-63

Surgical resection is the most effective treatment modality for liver metastases from colorectal cancer. However, most patients with liver metastases are not candidates for resection due to extensive intrahepatic disease. Approximately one-half of the patients who are able to undergo resection will eventually recur within the remnant liver. Hepatic arterial infusion (HAI) chemotherapy takes advantage of the arterial blood supply of colorectal liver metastases to increase tumor exposure to chemotherapy while minimizing systemic toxicity. HAI chemotherapy has been utilized in patients with unresectable disease in the neoadjuvant setting in an effort to convert them to resectability as well as in patients with resectable disease in the adjuvant setting in an effort to prevent recurrence. This article reviews the roles of HAI chemotherapy in an aggressive approach toward colorectal liver metastases. (C) Informa Healthcare USA, Inc.

Bodyweight change during the first 5 days of chemotherapy as an indicator of cisplatin renal toxicity##
SEKINE I, YAMADA K, NOKIHARA H, YAMAMOTO N, KUNITOH H, OHE Y, et al.
Cancer Sci 2007;98(9): 1408-12

To determine whether bodyweight (BW) loss, daily urine volume (UV) or furosemide use are associated with cisplatin nephrotoxicity, performance status, serum chemistries before treatment, average daily UV, maximum BW loss and use of furosemide on days 1-5 of chemotherapy were evaluated retrospectively in chemotherapy-naive patients with thoracic malignancies who had received 80 mg/m2 cisplatin. Associations between these parameters and the worst serum creatinine levels (group 1, grade 0-1; and group 2, grade 2-3) during the first cycle were evaluated. Of the 417 patients (327 men and 90 women; median age, 59 years), 390 were categorized into group 1 and 27 were categorized into group 2. More women and older patients were observed in group 2 than in group 1 (11.1 vs. 5.2%; P = 0.044; and 65 vs. 59 years; P = 0.041, respectively). The median average daily UV was 3902 ml in group 1 and 3600 ml in group 2 (P = 0.021). A maximum BW loss ≥2.1 kg was noted in 4.4% of patients in group 1 and 18.5% of patients in group 2 (P = 0.006). Furosemide was used in 206 (49.4%) patients. The median total dose of furosemide in groups 1 and 2 were 0 mg and 26 mg, respectively (P = 0.024). A multivariate analysis showed that a maximum BW loss ≥2.1 kg and the total furosemide dose were significantly associated with group category. In conclusion, BW loss and total furosemide dose were associated with cisplatin nephrotoxicity. (C) 2007 Japanese Cancer Association.

Use of 120 kilovolt tube potential for digital subtraction angiography and fluoroscopy in an image-intensifier angiographic system: decrease of skin dose in transarterial chemoembolization therapy for hepatocellular carcinoma##
IRIE T, SATOU R
Cardiovasc Intervent Radiol 2007;30(5): 901-5*

In an image-intensifier angiographic system, the tube potential is commonly regulated in ranges from 75 to 90 kV for digital subtraction angiography (DSA) and fluoroscopy in transarterial chemoembolization therapy (TACE) for hepatocellular carcinoma. The purpose of this study was to investigate whether or not a 120-kV tube potential could be used for DSA and fluoroscopy in TACE to decrease the skin dose. Forty-three patients administered TACE were randomly allocated into two groups: TACE was performed using standard-kilovoltage (75- to 90-kV) DSA and fluoroscopy modes (group A; n = 20) or using high-kilovoltage (120-kV) modes (group B; n = 23). The peak skin dose was compared between the groups. One case in group A was excluded from the study because the HCC nodule was not depicted on DSA. The peak skin dose (mGy) for group A was 383.6 ±176.5 and that for group B was 265.1 ±145.1. The peak skin dose was decreased by 31% in the 120-kV mode, a statistically significant difference (t-test, P = 0.022). We conclude that the use of 120 kV tube potential for DSA and fluoroscopy may be one option for performing TACE while decreasing the skin dose. (C) 2007 Springer Science+Business Media, LLC.

Treatment of non-small-cell lung cancer-stage IIIA: ACCP evidence-based clinical practice guidelines (2nd edition). [Review]##
ROBINSON LA, RUCKDESCHEL JC, WAGNER H, STEVENS CW
Chest 2007;132(3 Suppl): 243S-65S*

STUDY OBJECTIVES: Stage IIIA non-small-cell lung cancer represents a relatively heterogeneous group of patients with metastatic disease to the ipsilateral mediastinal (N2) lymph nodes and also includes T3N1 patients. Presentations of disease range from apparently resectable tumors with occult microscopic nodal metastases to unresectable, bulky multistation nodal disease. This review explores the published clinical trials to make treatment recommendations in this controversial subset of lung cancer. DESIGN, SETTING & PARTICIPANTS: Systematic searches were made of MEDLINE, HealthStar, and Cochrane Library databases up to May 2006, focusing primarily on randomized trials, with inclusion of selected meta-analyses, practice guidelines, and reviews. Study designs and results are summarized in evidence tables. MEASUREMENT & RESULTS: The evidence derived from the literature now appears to support routine adjuvant chemotherapy after complete resection of stage IIIA lung cancer encountered unexpectedly at surgery. However, using neoadjuvant therapy followed by surgery for known stage IIIA lung cancer as a routine therapeutic option is not supported by current published randomized trials. Combination chemoradiotherapy, especially delivered concurrently, is still the preferred treatment for prospectively recognized stage IIIA lung cancer with all degrees of mediastinal lymph node involvement. Current and future trials may modify these recommendations. CONCLUSIONS: Multimodality therapy of some type appears to be preferable in all subsets of stage IIIA patients. However, because of the relative lack of consistent randomized trial data in this subset, the following evidence-based treatment guidelines lack compelling evidence in most scenarios.

Medical treatment for advanced gastroesophageal adenocarcinoma. [Review]##
CEN P, AJANI JA
Curr Opin Gastroenterol 2007;23(6): 631-5*

PURPOSE OF REVIEW: Gastroesophageal cancers continue to pose a significant health burden around the world. Advanced gastroesophageal cancer is an incurable condition and more research is desirable. Considerable new and important information, however, has become available. RECENT FINDINGS: The number of phase III trials for patients with advanced gastroesophageal cancer is increasing and that is welcome news. Current results suggest that capecitabine can be substituted for 5-FU and oxaliplatin for cisplatin. Docetaxel, when combined with 5-FU and cisplatin, prolongs overall survival as well as improves safety, quality of life, and efficacy. S-1, a fourth generation oral fluoropyridine, is especially effective in combination with cisplatin. Dosing of S-1 is different between Western and Asian populations due to differences in metabolism by CYP2A6. Irinotecan should not be used as frontline therapy for advanced gastroesophageal cancer. Biologic agents are currently under investigation. SUMMARY: Safer, more convenient, and more effective chemotherapy combinations are being developed for patients with advanced gastroesophageal cancer; however, considerable challenges exist to select the optimal therapy for an individual patient. (C) 2007 Lippincott Williams & Wilkins, Inc.

Respiratory failure in cancer patients: non-infectious complications of antineoplastic agents for solid tumors. [Review]##
VAHID B, MARIK PE
Curr Respir Med Rev 2007;3(3): 229-32*

Chemotherapy-induced respiratory failure is being increasingly recognized as a cause of respiratory failure in the intensive care unit. The frequency of chemotherapy-induced respiratory failure is low, however with increasing number of patients receiving new chemotherapeutic agents more cases can be expected to be seen. Chemotherapy-induced respiratory failure can be due to bronchospasm and hypersensitivity reactions, pulmonary hemorrhage, interstitial pneumonitis, eosinophilic pneumonia, and non-cardiogenic pulmonary edema. Pulmonary and critical care physicians should be aware of the clinical presentation of chemotherapy-induced respiratory failure. (C) 2007 Bentham Science Publishers Ltd.

Squamous-cell carcinoma of the rectum: a rare but curable tumor##
NAHAS CS, SHIA J, JOSEPH R, SCHRAG D, MINSKY BD, WEISER MR, et al.
Dis Colon Rectum 2007;50(9): 1393-400

PURPOSE: This study was designed to evaluate one institution's experience with treatment outcomes for rectal squamous-cell carcinoma. METHODS: Using our prospective Colorectal Database, we identified patients diagnosed with rectal squamous-cell carcinoma at our institution between 1983 and 2005. Pathology was rereviewed, tumor immunophenotype was compared to control cases of anal squamous-cell carcinoma and rectal adenocarcinoma, treatment modalities and outcomes were analyzed. RESULTS: 12 patients were identified (ten females; median age, 58 years). Median distal extent of tumors was 7 (range, 5-8) cm from the anal verge. Treatment included chemotherapy only (n = 1), chemoradiation only (n = 2), induction chemotherapy followed by chemoradiation and surgery (n = 2), chemoradiation followed by surgery (n = 5), and surgery followed by chemoradiation (n = 2). The chemotherapy regimen was 5-FU-based. Radiotherapy total dose was 50.4 Gy (1.8 Gy/day, daily x 5); external iliac and inguinal nodes were not included in the radiation field. Complete clinical responders to chemoradiation (n = 2) received no further treatment. All seven partial responders underwent surgery; six had complete pathologic response; nodal status in two of six was unknown because they had local excision. Immunophenotypical analysis showed similar keratin expression profile between rectal squamous-cell carcinoma (n = 5) and rectal adenocarcinoma (n = 5), which is different from anal squamous-cell carcinoma (n = 10). All patients were alive without evidence of disease at follow-up (median follow-up, 2.6 [range, 0.5-16] years). CONCLUSIONS: Our data suggest that most patients treated with upfront chemoradiation therapy followed by surgery did well. Sphincter-preserving surgery is usually feasible. Clinical judgment of tumor response after chemoradiation is not completely reliable. Immunohistochemistry suggests a common cellular origin for rectal squamous-cell carcinoma and rectal adenocarcinoma, which is different from anal squamous-cell carcinoma. (C) 2007 The American Society of Colon and Rectal Surgeons.

Docetaxel in gastric cancer. [Review]##
DEEKS ED, SCOTT LJ
Drugs 2007;67(13): 1893-901*

Docetaxel is a taxane analogue that inhibits microtubule disassembly and, in cultured gastric cancer cells, induces apoptosis-associated binding activity of the transcription factor activating protein-1, and activates the proapoptotic genes BCL2L1 and BAX. In patients with metastatic or locally advanced/recurrent gastric or gastro-oesophageal junction adenocarcinoma, the median time to tumour progression was significantly prolonged with three-week cycles of intravenous (IV) docetaxel plus cisplatin and 5-FU compared with four-week cycles of IV cisplatin plus IV fluorouracil (5.6 vs. 3.7 months) in a large (n = 445), randomised, multicentre, phase III trial. Furthermore, recipients of this triple regimen experienced a significantly longer median overall survival time, a higher overall response rate and delayed deterioration in health-related quality of life than those receiving cisplatin plus fluorouracil. These data are supported by two large (n >100), randomised, phase II studies in patients with metastatic or locally advanced/recurrent gastric or gastro-oesophageal junction cancer. In general, combination therapy with docetaxel, cisplatin and fluorouracil was relatively well tolerated given the nature of chemotherapy in patients with metastatic or locally advanced/recurrent gastric or gastro-oesophageal adenocarcinoma. (C) 2007 Adis Data Information BV. All rights reserved.

Pelvic exenteration for primary and recurrent gynaecological malignancies##
DE WILT JH, VAN LEEUWEN DH, LOGMANS A, VERHOEF C, KIRKELS WJ, VERMAAS M, et al.
Eur J Obstet Gynecol Reprod Biol 2007;134(2): 243-8

OBJECTIVE: Analyse the outcome of pelvic exenteration for gynaecological malignancies in a tertiary referral center. Post-operative in-hospital morbidity, long-term morbidity, disease-free and overall survival rates were studied. STUDY DESIGN: Between 1991 and 2004, 42 patients underwent an anterior, total or posterior exenteration for gynaecological malignancies. Follow-up was obtained from patient files; disease-free and overall survival were calculated and prognostic factors were studied. RESULTS: A pelvic exenteration was performed in 14 patients for primary and 28 patients for recurrent gynaecological cancers. In-hospital complications occurred in 19 patients (45%) of whom seven patients needed a reoperation (17%). Late complications occurred in 31 patients (75%); 21 reinterventions were performed (50%). Five-year disease-free and overall survival was, respectively, 48 and 52%. Age, type of surgery, histology, localisation of the tumour, lateral wall involvement, completeness of resection and primary versus recurrent cancer were not identified as prognostic factors for recurrence or survival. CONCLUSION: Long-term survival is possible in about 50% of patients after pelvic exenteration for gynaecological cancers, but is associated with significant post-operative morbidity. (C) 2006 Elsevier Ireland Ltd. All rights reserved.

Surgical treatment of pancreatic cancer: the role of adjuvant and multimodal therapies. [Review]##
KLEEFF J, MICHALSKI CW, FRIESS H, BUCHLER MW
Eur J Surg Oncol 2007;33(7): 817-23

Surgical treatment in specialized referral centers has improved the prognosis of resectable pancreatic cancer considerably despite the generally aggressive behavior of this malignancy. At the same time, adjuvant therapy for pancreatic cancer has been shown to be effective in providing a survival benefit. However, some controversy remains over whether to use chemotherapy alone or combined chemoradiation. Few prospective randomized controlled clinical trials (RCTs) on the use of adjuvant chemotherapy and chemoradiation have demonstrated a distinct survival advantage of systemic chemotherapy (5-FU/FA or gemcitabine) following surgical resection. The most notable published trial is the European Study Group for Pancreatic Cancer (ESPAC)-1 trial. In addition, there are several retrospective analyses and two randomized studies on adjuvant radiation and chemoradiation. Some of these suggested increased survival rates using chemoradiation, which was subsequently widely introduced in clinical routine, especially in the United States. RCTs and a recent meta-analysis of these RCTs confirm, however, the superiority of chemotherapy over chemoradiation, except for a subgroup of patients with positive resection margins. Thus, curative surgery followed by adjuvant systemic chemotherapy should be the standard treatment for patients with resectable, locally confined pancreatic cancer. Further RCTs may clarify potential benefits of chemoradiation in the adjuvant treatment setting. Moreover, the best chemotherapy, or a combination thereof, remains to be determined in large-scale randomized trials. (C) 2007 Elsevier Ltd. All rights reserved.

Laboratory and clinical basis for hyperthermia as a component of intracavitary chemotherapy. [Review]##
SUGARBAKER PH
Int J Hyperthermia 2007;23(5): 431-42*

Intraoperative chemotherapy with heat has been identified as a treatment option for patients with cancer spread to peritoneal surfaces. This treatment modality is viewed as a supplement to several other treatments for this group of patients including cytoreductive surgery, systemic chemotherapy, early postoperative intraperitoneal chemotherapy, and long-term bidirectional chemotherapy. The pharmacologic basis for using heat to supplement chemotherapy effects is related to the increased penetration of chemotherapy into tumor with hyperthermia, the delayed clearance of chemotherapy from the peritoneal cavity after direct instillation, and an increased cytotoxicity that has been documented with selected chemotherapy agents. Data to support the use of perioperative hyperthermic intraperitoneal chemotherapy with mucinous appendiceal carcinomatosis come from a large number of single institution phase II studies. Also, peritoneal and pleural mesothelioma are benefited. In colon cancer carcinomatosis, large phase II multi-institutional trials and a single phase III trial documented an increased median survival of these patients from approximately one year to over two years. Prophylaxis against peritoneal carcinomatosis in gastric cancer has been demonstrated in phase III trials. In ovarian cancer the rationale for this treatment remains large but its current application is limited. Much work needs to be done to identify a proper clinical perspective on hyperthermia used with chemotherapy in patients with peritoneal surface malignancy.

Weekly systemic cisplatin plus locoregional hyperthermia: an effective treatment for patients with recurrent cervical carcinoma in a previously irradiated area##
FRANCKENA M, DE WIT R, ANSINK AC, NOTENBOOM A, CANTERS RA, FATEHI D, et al.
Int J Hyperthermia 2007;23(5): 443-50*

PURPOSE: Patients with recurrent cervical carcinoma within a previously irradiated area respond poorly to chemotherapy. We have treated these patients with simultaneous cisplatin and hyperthermia (CDDP + HT) and investigated response, toxicity, palliative effect and survival. MATERIALS & METHODS: Between 1992 and 2005 47 patients received CDDP + HT. Response was evaluated by gynaecologic examination and CT-scan. The Common Toxicity Criteria (CTC) were used for evaluation of toxicity and palliative effect. The Kaplan-Meier method was used to estimate survival, and Cox regression analysis to evaluate the influence of prognostic factors. RESULTS: The objective response rate was 55%, palliation was achieved in 74% and operability in 19% of patients. Two patients are currently disease free at nine years and 18+ months following treatment and two remained disease free until death by other causes. The median survival was eight months and was influenced by duration of disease-free interval and tumour diameter. Grade 3-4 haematological toxicity was observed in 36% of patients and renal toxicity was maximum grade 2. CONCLUSION: CDDP + HT results in a high response rate and acceptable toxicity in patients with recurrent cervical cancer.

American Society of Clinical Oncology clinical evidence review on the ongoing care of adult cancer survivors: cardiac and pulmonary late effects##
CARVER JR, SHAPIRO CL, NG A, JACOBS L, SCHWARTZ C, VIRGO KS, et al.
J Clin Oncol 2007;25(25): 3991-4008

PURPOSE: To review the evidence on the incidence of long-term cardiac or pulmonary toxicity secondary to chemotherapy, radiotherapy, or trastuzumab in symptomatic and asymptomatic cancer survivors. METHODS: An American Society of Clinical Oncology Panel reviewed pertinent information from the literature through February 2006. RESULTS: Few studies directly addressing the benefits of screening for long-term cardiac or pulmonary toxicity in asymptomatic cancer survivors who received chemotherapy, radiotherapy, or trastuzumab were identified. The reviewed literature included primarily retrospective and cross-sectional studies describing the incidence of cardiac and pulmonary late effects. Anatomic and/or functional abnormalities have been associated with use of all currently available anthracyclines and their derivatives. Trastuzumab-related cardiac dysfunction rarely causes death, and in most cases is reversible with improvement in cardiac function on drug discontinuation and/or treatment with cardiac medications. The estimated aggregate incidence of radiation-induced cardiac disease is 10-30% by 5-10 years post-treatment, although the incidence may be lower with modern techniques. Radiation pneumonitis is reported in 5-15% of lung cancer patients receiving definitive external-beam radiation therapy. A minority of patients may develop progressive pulmonary fibrosis; late complications include cor pulmonale and respiratory failure. Bleomycin-induced pneumonitis is an acute rather than late effect of treatment. Late pulmonary complications in bone marrow or stem cell transplantation patients who develop interstitial pneumonitis include idiopathic pneumonia syndrome and bronchiolitis obliterans. CONCLUSION: An increased incidence of cardiac and/or pulmonary dysfunction is observed in cancer survivors. Research is needed to identify high-risk patients, and to determine the optimal screening strategies and subsequent treatment. (C) 2007 American Society of Clinical Oncology.

Definitive chemoradiation for the treatment of locally advanced non-small-cell lung cancer. [Review]##
BLACKSTOCK AW, GOVINDAN R
J Clin Oncol 2007;25(26): 4146-52

A third of patients with newly diagnosed non-small-cell lung cancer (NSCLC) have locally advanced disease not amenable for curative resection. Addition of chemotherapy to thoracic radiation improves survival in patients with locally advanced NSCLC when compared with thoracic radiation alone. Over the past two decades, we have made slow but steady progress in improving the outcomes of therapy in this subset of patients. This review summarizes the past two decades of research and outlines the direction we need to pursue to significantly enhance the outcomes. The widespread use of positron emission tomography (identifying those with occult distant metastatic disease and sparing them combined-modality therapy), improved radiation techniques, and better supportive care resulting in improved chemotherapy delivery have resulted in improved outcomes. There is considerable interest in studying the role of higher doses of thoracic radiation (74 Gy) in this disease, and this is the subject of an ongoing intergroup study. Despite some recent setbacks, molecularly targeted therapies need to be studied carefully in combination with chemoradiotherapy. There is an urgent need to develop regimens that incorporate chemotherapy agents that can be administered at doses that are systemically active and yet tolerable. (C) 2007 American Society of Clinical Oncology.

Spectrum of ocular surface squamous neoplasia##
BABAR TF, KHAN MN, HUSSAIN M, SHAH SA, KHAN MY, KHAN MD
J Coll Physicians Surg Pak 2007;17(6): 344-6

OBJECTIVE: To describe the pattern of ocular surface squamous neoplasia (OSSN), clinical presentations, the risk factors and treatment options. DESIGN: An observational case series. PLACE & DURATION OF STUDY: Khyber Institute of Ophthalmic Medical Sciences, Hayatabad Medical Complex, Peshawar, from April 2003 till August 2006. PATIENTS & METHODS: The study included 36 eyes of 35 patients with biopsy-proven ocular surface neoplasia. The details of patients regarding age, gender, laterality and risk factors were entered into a specially-designed proforma. Each patient was also assessed biomicroscopically for type and complications of ocular surface neoplasia. RESULTS: The frequency of OSSN was 0.37 among admitted hospital patients. Among 36 cases of OSSN, squamous cell carcinoma of the conjunctiva was the most common type of OSSN seen in 63.9%, followed by carcinoma in situ of conjunctiva in 25% and carcinoma in situ of cornea in 11.1%. Male patients outnumbered female (65.7% vs. 34.3%) with 71.42% of patients above 60 years of age. The risk factors identified were: old age, ultraviolet B exposure and xeroderma pigmentosa. Treatment consisted of local resection with or without adjuvant therapy in 61.1%, exenteration in 30.5%, enucleation in 5.5% and chemo/radiotherapy in 2.7%. Intraocular invasion was seen in 5.5% and orbital spread in 30-59%. CONCLUSION: The frequency of OSSN was 0.37% among admitted patients. Identification of exact etiological factors will enable formulate strategies that are likely to decrease the incidence of this disease and the associated morbidity and mortality.

Point: combination versus single-agent chemotherapy: the argument for sequential single agents. [Review]##
CONLIN AK, SEIDMAN AD
J Natl Compr Canc Netw 2007;5(8): 668-72*

Metastatic breast cancer is a heterogeneous disease, and treatment decisions depend on several individualized patient and tumor characteristics. Although combination therapy often shows improved response rates in metastatic breast cancer, few studies have shown superiority in overall survival. The choice of combination versus sequential single-agent treatment, therefore, must consider many factors, with no one strategy right for all patients. This article reviews several important clinical trials that address this issue, and argues for single-agent sequential therapy for most patients with metastatic breast cancer. (C) Journal of the National Comprehensive Cancer Network.

Third-generation chemotherapy agents in the treatment of advanced non-small-cell lung cancer: a meta-analysis##
BAGGSTROM MQ, STINCHCOMBE TE, FRIED DB, POOLE C, HENSING TA, SOCINSKI MA
J Thorac Oncol 2007;2(9): 845-53*

PURPOSE: To estimate the efficacy of third-generation (3G) chemotherapy agents (paclitaxel, docetaxel, gemcitabine, vinorelbine, and irinotecan) on response and survival in stage IIIB/IV non-small-cell lung cancer (NSCLC). METHODS: A meta-analysis was performed using trials identified through MEDLINE. Results on tumor response and survival were collected from randomized trials comparing 3G monotherapy versus best supportive care (BSC), 3G monotherapy versus second-generation (2G) platinum-based regimens, and 3G platinum-based regimens versus 2G platinum-based regimens. RESULTS: Of the 2480 citations screened, 20 randomized controlled trials fulfilled the inclusion and exclusion criteria, and 19 trials were used in the analyses. The data from two three-arm trials were used in two different comparisons. Five trials (n = 1029 patients) compared 3G monotherapy with BSC. The summary risk difference (RD) for one-year survival favored 3G agents by 7% (95% CI, 2-12%). Four trials (n = 871 patients) compared treatment with 3G monotherapy versus 2G platinum-based regimens. The response RD was -6% (95% CI, -11 to 0%), and the one-year survival rate RD was 3% (95% CI, -3 to 10%), suggesting that despite a slightly higher response rate for 2G platinum-based regimens relative to 3G monotherapy, there is equivalency in survival. Twelve trials (n = 3995) compared 3G versus 2G platinum-based regimens. The RD for response was 12% (95% CI, 10-15%). A RD for one year was not calculated, because of heterogeneity among the trials. A subset analysis of 3G versus 2G platinum-based doublets revealed a one-year survival-rate RD of 6% (95% CI, 2-10%), favoring 3G platinum-based regimens without evidence of heterogeneity. CONCLUSIONS: 3G agents have been a significant advance in the treatment of NSCLC. (C) 2007 International Association for the Study of Lung Cancer.

ERCC1 mRNA expression is not associated with response and survival after platinum-based chemotherapy regimens in advanced non-small-cell lung cancer##
BOOTON R, WARD T, ASHCROFT L, MORRIS J, HEIGHWAY J, THATCHER N
J Thorac Oncol 2007;2(10): 902-6*

BACKGROUND: Platinum-based therapy is pivotal to the treatment of advanced non-small-cell lung Cancer (NSCLC). Excision repair cross-complementation group 1 (ERCC1) is a key component of the platinum-DNA repair machinery responsible for nucleotide excision repair. We sought to determine the influence of ERCC1 mRNA expression in advanced NSCLC on chemotherapy response, toxicity, and survival after platinum-based chemotherapy. METHODS: Patients randomized to a phase III trial of platinum-based chemotherapy were eligible for inclusion. Formalin-fixed paraffin-embedded tumor biopsies were retrieved for mRNA extraction and purification before quantitative real-time polymerase chain reaction analysis using Taqman technology. Expression data were correlated with treatment response, toxicity, and overall survival. RESULTS: 66 patients were enrolled. No statistically significant relationship existed between ERCC1 mRNA expression and response to chemotherapy (P = 0.794) or hematological toxicity. No statistically significant difference in median survival was demonstrated according to ERCC1 expression (high expression, 415 days; 95% CI, 197-633 days; low expression, 327 days; 95% CI, 211-433 days; P = 0.801). High ERCC1 mRNA expression was associated with a HR for death of 0.96 (95% CI, 0.919-1.004; P = 0.08). CONCLUSION: In contrast to recent publications, ERCC1 mRNA expression in our study did not favor a prognostically better outcome after platinum-based chemotherapy in advanced NSCLC. We explore potential reasons for this, including the need for cautious interpretation of mRNA expression data from archival materials and highlight the need for additional translational research linking gene expression with a promising ERCC1 polymorphism. (C) 2007 International Association for the Study of Lung Cancer.

A comparison of chemoembolization endpoints using angiographic versus transcatheter intraarterial perfusion/MR imaging monitoring##
LEWANDOWSKI RJ, WANG D, GEHL J, ATASSI B, RYU RK, SATO K, et al.
J Vasc Interv Radiol 2007;18(10): 1249-57*

PURPOSE: Transcatheter arterial chemoembolization (TACE) is an established treatment for unresectable liver cancer. This study was conducted to test the hypothesis that angiographic endpoints during TACE are measurable and reproducible by comparing subjective angiographic versus objective magnetic resonance (MR) endpoints of TACE. MATERIALS & METHODS: The study included 12 consecutive patients who presented for TACE for surgically unresectable HCC or progressive hepatic metastases despite chemotherapy. All procedures were performed with a dedicated imaging system. Angiographic series before and after TACE were reviewed independently by three board-certified interventional radiologists. A subjective angiographic chemoembolization endpoint (SACE) classification scheme, modified from an established angiographic grading system in the cardiology literature, was designed to assist in reproducibly classifying angiographic endpoints. Reproducibility in SACE classification level was compared among operators, and MR imaging perfusion reduction was compared with SACE levels for each observer. RESULTS: 12 patients successfully underwent 15 separate TACE sessions. SACE levels ranged from I through IV. There was moderate agreement in SACE classification (κ = 0.46 ±0.12). There was no correlation between SACE level and MR perfusion reduction (r = 0.16 for one operator and 0.02 for the other two). CONCLUSIONS: Angiographic endpoints during TACE vary widely, have moderate reproducibility among operators, and do not correlate with functional MR imaging perfusion endpoints. Future research should aim to determine ideal angiographic and functional MR imaging endpoints for TACE according to outcome measures such as imaging response, pathologic response, and survival. (C) 2007 SIR.

Phase II study of biweekly paclitaxel and cisplatin combination chemotherapy in advanced gastric cancer: Korea-Japan collaborative study group trial##
KIM YH, YAMAGUCHI K, BANG YJ, TAKIUCHI H, KANG WK, SATO A, et al.
Jpn J Clin Oncol 2007;37(7): 501-8*

BACKGROUND: Benefits of chemotherapy have generally been modest in gastric cancer, although those regimens developed more recently have produced higher response rates. Paclitaxel plus cisplatin is one such regimen and divided administration of paclitaxel has been suggested to be associated with lower neurological and hematologic toxicities and to be able to achieve higher paclitaxel dose intensities than paclitaxel administration at 175 mg/m2 every three weeks. This study was undertaken to assess the efficacy and toxicity of a biweekly paclitaxel and cisplatin combination treatment in advanced gastric cancer. METHODS: 25 patients from Japan and Korea, 50 patients in total, were entered into this trial which was conducted from October 2004 to June 2005. Median age of the patients was 57 years (range, 26-78). Paclitaxel 140 mg/m2 was administered intravenously on days 1 and 15 of each four-week cycle. Cisplatin 30 mg/m2 was also administered on days 1 and 15 with standard hydration. A total of 278 courses of treatment (two treatment courses per cycle) were conducted for 50 patients. The median number of treatment cycles per patient was two with a range of one to six. RESULTS: Nine of the 50 patients responded to the treatment, with an overall objective response rate of 18% (95% CI, 12-41), which included one complete response. Two patients were not evaluable and 14 patients had stable disease as best response. The median survival duration of the 50 patients was 333 days (range: 52-637+ days). The main toxicity was neutropenia. Significant toxicity (NCI-CTC grade 3 or 4) included neutropenia in 19 patients (38%), anorexia in four (8%), infection in three (6%), anemia in three (6%), and abdominal pain in three (6%). CONCLUSIONS: Biweekly paclitaxel and cisplatin combination chemotherapy showed modest activity in advanced gastric carcinoma with a favorable toxicity pattern. (C) 2007 Foundation for Promotion of Cancer Research.

Urgencies derived from the administration of hemato-oncological therapies, extravasations and acute reactions. [Spanish]##
BUENO MUINO C, PUENTE VAZQUEZ J, DIAZ-RUBIO E
Revis Cancer 2007;21(3): 143-8*

The extravasation of certain cytostatic agents is a known, serious situation due to its potentially local harmful capacity. The best treatment for extravasation is prevention. The infusion must be carried out by a trained nurses team who must know beforehand clinical manifestations and the protocols to be performed. Hopefully, the introduction of central venous catheters for the administration of antineoplastic agents to clinical practice will reduce the incidence of this serious event. Surgical debridement must be performed when conservative approach has failed. The use of intralesional esteroids or bicarbonate is not justified as they do not reduce inflammation and may increase tissue damage. Dexrazoxane (Savene) is a new systemic antidote that inhibits DNA-topoisomerase II and prevents tissue damage following anthracycline extravasation. Reactions of hypersensitivity to drugs cannot be predicted. The drug infusion must be interrupted immediately. The convenience of its reintroduction with steroids and antihistamine premedication and prolonging the period of infusion should be individualized. (C) 2007 Aran Ediciones SI.

Treatment outcome and prognostic factors in non-metastatic esophageal carcinoma##
SAGLAM EK, KILCIKSIZ S, OZSEKER N, KARADENIZ A, ORAL EN, KIZIR A
Saudi Med J 2007;28(7): 1086-90

OBJECTIVES: To investigate the therapeutic outcome and prognostic factors in patients with non-metastatic esophageal carcinoma. METHODS: Between January 1989 and December 2003, 171 patients with non-metastatic esophageal carcinoma patients were retrospectively assessed in the Department of Radiation and Oncology, Institute of Oncology, Turkey. RESULTS: The distribution of the stage at presentation designated 39 stage II patients (23%) and 132 stage III patients (77%). The primary tumors were treated with surgery and postoperative radiotherapy (RT) in 29 patients (17%), with surgery, postoperative RT and chemotherapy (CT) in 17 patients (10%), with radical RT in 40 patients (23%), and with RT and CT in 47 patients (27%). Fourteen patients (8%) did not receive any postoperative adjuvant treatment. Two- and three-year survival rates of the whole group were 27.0% and 14.8%, respectively. Clinical staging was the only statistically significant prognostic factor by multivariate analyses (P = 0.04). Median survivals by the treatment groups were 12.5 months for surgery alone, 16 months for surgery plus postoperative RT, 15 months in surgery plus postoperative chemoradiotherapy, nine months in radical RT alone and 17 months in chemoradiotherapy group. Survival advantage was not demonstrated for postoperative RT or RT plus CT. Outcomes were similar between the patients treated with surgery and with chemo radiotherapy (P = 0.54). Patients treated with chemoradiotherapy had a longer survival than patients treated with only RT (P = 0.05). CONCLUSION: The most important prognostic factor was the stage of the disease. Survival advantage was not demonstrated for postoperative RT or RT plus CT. Outcomes were similar between patients treated by surgery and by chemoradiotherapy.

Clinical observation on early intraperitoneal hyperthermic perfusion chemotherapy in the treatment of stomach carcinoma after operation. [Chinese]##
DING WT, DUAN DM, SUN GS, GU C
Tumor 2007;27(7): 585-7*

OBJECTIVE: To study the clinical effect of early intraperitoneal hyperthermic perfusion chemotherapy on stomach carcinoma after operation. METHODS: 78 patients with stomach carcinoma were randomly divided into two groups. The therapeutic group received an intraperitoneal hyperthermic perfusion chemotherapy combined with intravenous chemotherapy (n = 41). The control group were given the intravenous chemotherapy only (n = 37). Postoperative complications, adverse reaction, local recurrence, distant metastasis, and one- and three-year survival rate were compared between the two groups. RESULTS: There was no significant difference in the postoperative complications and adverse reaction between the two groups. The local recurrence rate and distant metastasis rate in the therapeutic group were significantly lower than the control group (21.95% vs. 40.54%, 17.07% vs. 37.83%, P <0.05). The one-year and three-year survival rate in the therapeutic group were higher than the control group (90.24% vs. 81.68%, 68.29% vs. 48.64%, P <0.05). CONCLUSIONS: Early postoperative intraperitoneal hyperthermic perfusion chemotherapy, effectively decreased the rate of local recurrence and distant metastasis and increased the survival rate. It is safe and easy to operate.

Integrated chemoradiotherapy for recurrent epithelial ovarian cancer. [Chinese]##
TANG J, CAI SM, HUANG X, LI ZT, ZANG RY
Tumor 2007;27(8): 638-41, 50*

OBJECTIVE: To study the therapeutic effects of integrated chemotherapy and radiotherapy on recurrent epithelial ovarian cancer. METHODS: 30 patients with recurrent epithelial ovarian cancer received platinum- or paclitaxel-based second-line chemotherapy. Whole abdominal irradiation or pelvic irradiation was selected according to the recurrent sites and the intra-abdominopelvic lesions after secondary cytoreduction. RESULTS: Patients received an average of seven courses (3-14 courses) of second-line chemotherapy and 20 patients had complete response. Twenty-one patients received secondary cytoreductive surgery. Optimal surgical cytoreduction was obtained in 16 cases with residual diseases ≤1 cm. During the second-line chemotherapy, 23 cases received pelvic radiation at an average total dosage of 42.2 (30.0-45.12) Gy and another seven cases received whole abdominal split-course hyperfractionated radiation at an average total dosage of 30.2 (29.96-31.2) Gy and four patients received pelvic boost irradiation at an average dosage of 45.1 (44.98-45.12) Gy. The mean follow-up period was 41.0 months. The median overall survival time was 57.0 months and the three- and five-year overall survival rates of the patients were 73.33% and 46.67%, respectively. The median survival time was 38.9 months and the three-year survival rate was 56.34% after recurrence. Univariate and multivariate analyses showed that the effect of second-line chemotherapy (HR 0.26; P <0.01) and platinum-free interval (PFI) (HR 0.21; P <0.01) significantly influenced the overall survival of recurrent patients. Second-line chemotherapy is an independent prognostic factor influencing the survival time of recurrent patients (HR 0.25; P <0.01). CONCLUSION: Second-line chemotherapy was an independent prognostic factor influencing the survival time of patients with recurrent ovarian epithelial cancer. Second-line chemotherapy combined with pelvic or whole abdominal irradiation prolongs the survival time of patients. For patients who obtained complete remission after second-line chemotherapy, additional radiotherapy could increase the local control rate of intra-abdominopelvic lesions and postpone recurrence.

Other applications

Laser-assisted subepithelial keratectomy with MMC to treat post-LASIK myopic regression. [Letter]
TEUS MA, DE BENITO-LLOPIS L
J Cataract Refract Surg 2007;33(10): 1674-5*

Reply: Laser-assisted subepithelial keratectomy with MMC to treat post-LASIK myopic regression. [Letter]
CAGIL N, AYDIN B, OZTURK S, HASIRIPI H
J Cataract Refract Surg 2007;33(10): 1675-6*

Photorefractive keratectomy with mitomycin-C for the treatment of compound moderate myopia with astigmatism in buccal pemphigus vulgaris
TAHERI SM, KHEILTASH A
J Cataract Refract Surg 2007;33(10): 1819-22*

We report a case of controlled buccal pemphigus vulgaris with compound moderate myopia with astigmatism that was treated with photorefractive keratectomy with MMC (PRK + MMC) in both eyes. The preoperative manifest refraction was -6.50 sphere and -5.5 -0.75 x 20 in the right eye and left eye, respectively, with a best corrected visual acuity of 10/10 in both eyes. Seven months after surgery, the uncorrected visual acuity was 10/10 in both eyes. The manifest refraction was 0.75 sphere and 0.50 -0.75 x 120 in the right eye and left eye, respectively. Haze was not detected in the follow-up examinations. Reepithelialization was complete five days after surgery in both eyes. The results show that PRK + MMC for compound moderate myopia with astigmatism in a patient with controlled pemphigus vulgaris may be an effective and safe treatment. (C) 2007 ASCRS and ESCRS.

A comparison of the effectiveness of mitomycin-C and 5-fluorouracil in the prevention of peridural adhesion after laminectomy
SUN Y, WANG LX, WANG L, SUN SX, CAO XJ, WANG P, et al.
J Neurosurg Spine 2007;7(4): 423-8

OBJECTIVE: The effectiveness of the topical application of MMC or 5-FU in preventing peridural adhesion after laminectomy was compared in this study. METHODS: Laminectomies were performed at L-1 in 30 rats. Cotton pads soaked with 0.1 mg/ml MMC, 25 mg/ml 5-FU, or 9 mg/ml saline (control) were applied to the operative sites. To evaluate neurological deficits pre- and postoperatively, somatosensory evoked potentials were monitored and the Basso-Beattic-Bresnahan locomotion test was performed. Four weeks postlaminectomy the rats were killed, and peridural scar adhesion was evaluated histologically. The level of hydroxyproline, the area of peridural scar tissue, and the number of fibroblasts were determined. The degree of peridural adhesion was classified according to the Rydell standard. RESULTS: No obvious adhesion formed in the rats in the MMC group, but severe peridural adhesions were found in those in the 5-FU and control groups. The content of hydroxyproline, the area of peridural scar tissue, and the number of fibroblasts in the MMC group were significantly lower than those in the 5-FU and control groups. CONCLUSIONS: The topical application of MMC rather than 5-FU may be a successful method of preventing postlaminectomy peridural adhesions.

Topical application of mitomycin-C in the treatment of esophageal and tracheobronchial stricture: a report of 2 cases
DAHER P, RIACHY E, GEORGES B, GEORGES D, ADIB M
J Pediatr Surg 2007;42(9): E9-11

We present two cases of successful treatment of recurrent anastomotic strictures using a topical application of MMC. In the first case, a four-year-old boy had a cervical cyst excised, which appeared to be an ectopic gastric mucosa. He consequently presented severe stenosis at the origin of the cervical esophagus that needed repeated balloon dilatations. The second case is about a 12-year-old girl who presented a traumatic complete rupture of the right mainstem bronchus managed by primary repair, with subsequent anastomotic stricture. Both patients were successfully managed with topical application of MMC (1 mg/ml), and needed no more dilatations.

Corneal light shield as a delivery system for standardized application of mitomycin-C in excimer surface ablation
KHOURY JM, FARAH T, EL-HAIBI CP, NOUREDDIN BN
J Refract Surg 2007;23(7): 716-9*

PURPOSE: To develop a simple, reproducible method of applying intraoperative MMC in excimer surface ablation surgery. METHODS: A two-part protocol was developed to study several properties of corneal light shields. Part A tested the amount of MMC (0.2 mg/ml) absorbed, expansion dimension attained, and amount released to filter paper. Part B examined in vitro release of MMC to a photo-refractive keratectomy (PRK)-treated enucleated pig eye. RESULTS: Mean MMC absorbed by corneal light shields was 63.7 ±5.0 mg (range, 57.4-72.8 mg); coefficient of variability was 7.8%. Expansion diameter and thickness were constant at 9.0 mm and 1.1 mm, respectively. Mean solution released to 55.4 ±3.9 mg (range, 51.3-63.5 mg); coefficient of variability was 7.1%. Mean solution transferred to the PRK-treated pig eye was 2.3 ±0.7 mg (range, 1.1-63.5 mg); coefficient of variability was 33%. CONCLUSIONS: MMC contact surface area, amount absorbed, and amount released by each corneal light shield were reproducible. Uniform dimensions theoretically provide uniform distribution of MMC. This method may allow standardization of intraoperative MMC application in excimer surface ablation.

Effect of mitomycin-C on the corneal endothelium when used for corneal subepithelial haze prophylaxis following photorefractive keratectomy
GOLDSBERRY DH, EPSTEIN RJ, MAJMUDAR PA, EPSTEIN RH, DENNIS RF, HOLLEY G, et al.
J Refract Surg 2007;23(7): 724-7*

PURPOSE: To evaluate the potential effect of topical MMC on the corneal endothelium of myopic patients undergoing photorefractive keratectomy (PRK). METHODS: 16 eyes with a planned ablation depth >75 μm underwent PRK followed by 0.02% MMC applied for 12 seconds using a methylcellulose sponge. Endothelial specular microscopy was performed with the Keeler-Konan specular photomicroscope in 16 eyes before and at least one year after surgery. Mean follow-up was 18 months (range, 12-24 months). Mean cell density, coefficient of variation of mean cell area, and percentage of hexagonal cells were measured and calculated using computerized morphometric analysis. RESULTS: Mean endothelial cell densities before and after surgery were 2882 ±783 cells/mm2 (range, 1511-4022 cells/mm2) and 2867 ±588 cells/mm(2) (range: 1638 to 3881 cells/mm(2)), respectively (P > .05). Mean coefficient of variation before and after surgery was 0.30 ± 0.07 (range, 0.23-0.49) and 0.26 ±0.04 (range, 0.22-0.33), respectively (P = 0.06). Mean percentage of hexagonal cells before and after surgery was 61% ±6.8% (range, 47-70%) and 66% ±6.7% (range, 54-75%), respectively (P = 0.12). CONCLUSIONS: Administration of MMC for haze prophylaxis following PRK did not have a significant effect on quantitative endothelial cell density or qualitative morphometric parameters in this study.

The effect of topical mitomycin-C on full-thickness burns
TENNYSON H, HELLING ER, WISEMAN J, DICK E, LYONS RC
Plast Reconstr Surg 2007;120(4): 879-86*

BACKGROUND: Burns result in substantial morbidity because of fibroblast proliferation and contracture. MMC is a chemotherapeutic agent known to suppress fibroblast proliferation. It is used in ophthalmologic disorders and reduces scarring in upper aerodigestive surgery. No study of the effect of MMC on cutaneous burns has been performed. This study examined burn healing in the presence of topical MMC by evaluation of wound appearance, contraction, and histology in a pig model. METHODS: Standardized full-thickness burns were produced on the flanks of three pigs. One animal received no further therapy and was an external control. Two animals underwent placement of topical MMC, 0.4 mg/ml, on selected burn sites for five minutes. This was repeated two and four weeks after injury. Evaluation was performed at two and six months using a clinical assessment scale and a visual analogue scale. Scar length and histologic analysis were also evaluated. RESULTS: Clinical assessment scale and visual analogue scale scores showed improved appearance in the untreated external control wounds versus the untreated internal control and treated wounds (P <0.001). Wound contraction was not significantly different between groups. Histologic characteristics between groups were similar except for epidermal hyperplasia, which was decreased in the untreated external control (P <0.05) at two months after treatment. CONCLUSIONS: Topical MMC treatment of full-thickness burn wounds at 0.4 mg/cc for three courses does not improve, and may worsen, clinical appearance and scarring during early healing. There is no difference in histology during the long-term healing process. Scar contraction was unchanged.

Photorefractive keratectomy. [Review]
VARSSANO D
Tech Ophthalmol 2007;5(3): 97-101*

HISTORICAL PERSPECTIVE: Photorefractive keratectomy (PRK) was first used on a sighted human eye in 1988 and gained acceptance during the 1990s. Laser in situ keratomileusis was first performed in 1990 and became very popular by the end of the millennium. Keratoectasia, as well as other flap-related complications, led many surgeons to shift their preference from laser in situ keratomileusis back to PRK and other varieties of surface ablation. TECHNIQUE: A metal lid speculum is placed, and the lids are separated. A drop of anesthetic is placed on the cornea. A corneal marker is used to mark the epithelium. The epithelium is scraped with a blunt instrument. The eye tracker is activated, and the laser is applied to the surface. The cornea is washed with 5-10 ml of balanced salt solution. A bandage contact lens is placed on the cornea, and a few drops of ofloxacin are added. POSTOPERATIVE MANAGEMENT: Touching the eyes or applying any fluid to them is restricted for one week. The bandage contact lenses are removed one week after surgery. MEDICATIONS: Etodolac and dipyrone tablets, preservative-free artificial tears, ofloxacin 0.3%, diclofenac sodium 0.1%, and dexamethasone sodium phosphate 0.1% eyedrops are used at different stages after surgery. SCHEDULED APPOINTMENTS: One day, one week, one month, two months, three months, four months, six months, and one year after surgery. DISCUSSION: The most important early complication is a microbial corneal ulcer. Other complications may include tear deficiency and ocular surface disease, elevated intraocular pressure, haze, ametropia, and irregular astigmatism. CONCERNS ABOUT THE TECHNIQUE: The use of intraoperative MMC and of diclofenac sodium eyedrops is questionable. Etodolac and dipyrone are used to prevent postoperative pain. Pain control with these agents after PRK is not always satisfactory. FUTURE DEVELOPMENT: Better pain control and better control of the stromal healing process will allow for better acceptance of PRK, again, as the refractive procedure of choice. (C) 2007 Lippincott Williams & Wilkins, Inc.

Transarterial chemoembolization (TACE) of the hepatocellular carcinoma (HCC) in patients with portal vein thrombosis: experiences
HERBER S, PITTON M, MONCH C, SCHNEIDER J, MANZL N, KUMMER I, et al.
Zentralbl Chir 2007;132(4): 306-15*

PURPOSE: Comparative analysis of the course of disease in patients with initial diagnosis of portal vein thrombosis in HCC treated with sequential TACE. Evaluation of the efficacy and safety of the method in a selected patient cohort. PATIENTS & METHODS: The study included 22 patients with HCC who were palliatively treated at least three times with TACE. All patients presented a portal vein thrombosis in the initial CT investigation. The TACE procedure was carried out at regular intervals using a suspension consisting of a fixed dosage of MMC (10 mg) and 10-20 ml lipiodol. Follow-up investigations were carried out with contrast enhanced multislice-CT before and after TACE and control of the laboratory panel (i.e. blood count, liver enzymes and coagulation). RESULTS: Mean survival was 15.7 months (95% CI, 11.6-19.8) with a mean follow-up after last TACE of 6.1 ±4.8 months. The mean number of TACE procedures was 5.5 ±2.7. During the investigation period 17/22 (77.3%) patients died. In 23.5% retrospective analysis revealed a liver decompensation as the cause of death and in 58.8% patients died from the tumor disease. The cumulative one-, two- and three-year survival was 55.0, 21.0 and 0%. The mean tumor size was 7.2 ±3.4 cm. Unifocal tumors were found in 18.2% of the cases whereas multifocal tumors were found in 81.8%. In 59.1% of the patients tumor extended to both liver lobes. In case of tumor infiltration of the portal vein survival was significantly worse compared to patients with no evidence of a tumor thrombosis (P = 0.01; cumulative one- and two-year survival 46% and 8% vs. 77% and 46%). CONCLUSION: The palliative treatment of the HCC with TACE shows an improvement of survival. There was no increase of death due to liver decompensation in our cohort. Patients with a tumor infiltration of the portal vein showed a significantly worsened survival. The presence of a portal vein thrombosis at the initial diagnosis of the HCC is not an absolute contraindication for TACE treatment but patients have to be selected carefully with critical regard to their liver function.

Findings of magnetic resonance imaging after optic nerve sheath decompression in patients with idiopathic intracranial hypertension##
YAZICI Z, YAZICI B, TUNCEL E
Am J Ophthalmol 2007;144(3): 429-35

PURPOSE: To evaluate morphologic changes occurring in the retrobulbar region after optic nerve sheath decompression (ONSD) in patients with idiopathic intracranial hypertension using magnetic resonance (MR) imaging. DESIGN: Prospective observational study. METHODS: This study included 26 eyes of 17 patients (age range, nine to 57 years) with idiopathic intracranial hypertension who underwent ONSD. The surgery was performed through transconjunctival medial orbitotomy and by a dural window excision. After ONSD, the optic nerves were examined with MR imaging by means of 3-dimensional 'constructive interference in steady state' (CISS) sequence. RESULTS: After ONSD, papilledema resolved in all eyes and visual functions improved in all except one. Early postoperative MR imaging (two to eight weeks after surgery) demonstrated a cyst-like fluid collection adjacent to the dural window site in nine (75%) of 12 eyes and a fibrous tissue formation in three eyes (25%). Late postoperative MR imaging (six to 15 months after surgery) demonstrated a fibrous tissue formation at the decompression site in 25 eyes (96%) and perioptic fluid collection in one eye (4%). CONCLUSIONS: In early postoperative period after ONSD, a fluid collection adjacent to the decompression site occurs in most eyes; this finding disappears in late period. Early postoperative MR findings support the idea that ONSD functions through the cerebrospinal fluid (CSF) filtration.

Practical approach to diagnosis and treatment of ocular allergy: a 1-year systematic review. [Review]##
BONINI S, GRAMICCIONI C, BONINI M, BRESCIANI M
Curr Opin Allergy Clin Immunol 2007;7(5): 446-9*

PURPOSE OF REVIEW: A one-year systematic review in the field of ocular allergy was carried out to select new information which may be useful for a practical approach to allergic conjunctivitis. RECENT FINDINGS: Out of the 56 articles listed by PubMed, 27 papers were included in the review following a consensus achieved among the authors who had independently reviewed all abstracts. Selected articles were classified according to their main focus: antihistamines, omalizumab, new treatments for vernal keratoconjunctivitis and inflammatory ocular disorders, and sublingual immunotherapy. SUMMARY: The data reviewed are discussed with the aim of underlining unmet needs and making recommendations for future studies on diagnosis and treatment of ocular allergy which may better guide clinical practice in this important area of allergy and clinical immunology. (C) 2007 Lippincott Williams & Wilkins, Inc.

Voice surgery. [Review]##
SATALOFF RT, HAWKSHAW MJ, DIVI V, HEMAN-ACKAH YD
Otolaryngol Clin North Am 2007;40(5): 1151-83*

There have been many advances in microsurgery for voice professionals over the last three decades. Driven by a greater understanding of the anatomy and physiology of phonation, most of the advances provide greater surgical precision through improved exposure and more delicate instrumentation. Laryngologists who perform laryngoscopic surgery should be familiar with the current state-of-the-art and should use the latest techniques and technology for all voice patients and particularly for voice professionals. Video procedures for surgical management of voice disorders accompany this content online. (C) 2007 Elsevier Inc. All rights reserved.
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