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Fibromyxoid nephrogenic adenoma: a newly recognized variant mimicking mucinous adenocarcinoma
HANSEL DE, NADASDY T, EPSTEIN JI
Am J Surg Pathol 2007;31(8): 1231-7*

Nephrogenic adenomas demonstrate a variety of morphologic patterns that may occasionally be confused with malignant processes, including urothelial and prostatic carcinoma. In this series, we describe eight cases of nephrogenic adenoma that contain an admixture of the classic tubular form of nephrogenic adenoma and an unusual spindled and fibromyxoid form of nephrogenic adenoma that closely mimics infiltrating carcinoma. In all cases, the classic tubular form of nephrogenic adenoma composed only a small proportion of the lesion, whereas the remainder consisted of compressed spindled cells within a fibromyxoid background, with only rare tubular and cordlike structures. On close examination, minimal nuclear atypia was identified in two cases, which included small, pinpoint nucleoli, and nuclear pseudoinclusions. All eight patients were elderly men who had a prior or concurrent history of acinar prostate cancer (n = 4), combined acinar prostate and urothelial carcinoma (n = 1), urothelial-type adenocarcinoma of the prostate (n = 1), bladder urothelial carcinoma (n = 1), or no prior reported prostatic or urothelial abnormalities (n = 1). Five patients received prior treatment with radiotherapy, one patient received intravesical MMC, and one also received bacillus Calmette-Guérin. The epithelial component of the lesions was positive in all cases for pancytokeratin (AE1/3) and racemase and demonstrated a variable cuff of type IV collagen surrounding the tubules. PAX-2 was positive with variable extent of labeling. Immunostains for prostate-specific antigen were negative. Histochemical stains identified some of the background matrix as mucin, with intense staining for periodic acid-Schiff and focal staining for mucicarmine. Stains for reticulin and amyloid (Congo red stain) and immunohistochemistry for Tamm-Horsfall protein were negative. This case series is the first report of a fibromyxoid subtype of nephrogenic adenoma. Awareness of this entity and the use of ancillary techniques can aid in the diagnosis of this unusual form of nephrogenic adenoma.

Re: Hamid Mazdak, Iraj Meshki and Fatemeh Ghassami. Effect of mitomycin-C on anterior urethral stricture recurrence after internal urethrotomy. Eur Urol 2007;51:1089-92. [Letter]
AYYILDIZ A, AKGUL T, NUHOGLU B
Eur Urol 2007;52(3): 929

Re: Hamid Mazdak, Iraj Meshki and Fatemeh Ghassami. Effect of mitomycin-C on anterior urethral stricture recurrence after internal urethrotomy. Eur Urol 2007;51:1089-92. [Letter]
NG C-F, CHAN S-Y
Eur Urol 2007;52(3): 930

Intravesical chemotherapy in non-muscle-invasive bladder cancer: what schedule and duration of treatment?
SYLVESTER RJ
Eur Urol 2007;52(4): 951-3

Rebuttal from author re: Richard J. Sylvester. Intravesical chemotherapy in non-muscle-invasive bladder cancer: what schedule and duration of treatment? Eur Urol 2007;52:951-3
FRIEDRICH MG
Eur Urol 2007;52(4): 953-5

Long-term intravesical adjuvant chemotherapy further reduces recurrence rate compared with short-term intravesical chemotherapy and short-term therapy with bacillus Calmette-Guérin (BCG) in patients with non-muscle-invasive bladder carcinoma
FRIEDRICH MG, PICHLMEIER U, SCHWAIBOLD H, CONRAD S, HULAND H
Eur Urol 2007;52(4): 1123-30

OBJECTIVE: We present a randomised, parallel group, multicentre phase 4 trial comparing short- and long-term chemoprophylaxis with MMC with short-term immunoprophylaxis with Bacillus Calmette-Guérin (BCG) after transurethral resection of the bladder for non-muscle-invasive bladder carcinoma. METHODS: 495 patients with intermediate- to high-risk non-muscle-invasive bladder cancer (recurrent and/or multifocal pTaG1, TaG2-3, and T1G1-3) were randomised to BCG RIVM 2 x 108 CFU weekly for 6 wk, MMC 20 mg weekly for 6 wk, or MMC 20 mg weekly for 6 wk followed by monthly instillations for 3 yr. RESULTS: The 3-yr recurrence-free rates were 65.5% (95% CI, 55.9-73.5%) for short-term BCG, and 68.6% (59.9-75.7%) for short-term MMC, whereas recurrence-free rates were significantly increased to 86.1% (77.9-91.4%) in patients with MMC long-term therapy (log-rank test, P = 0.001). CONCLUSIONS: Long-term MMC significantly reduced the risk of tumour recurrence without enhanced toxicity compared with both short-term BCG and MMC in patients with intermediate- and high-risk non-muscle-invasive bladder carcinoma. Our data provide a rationale for maintenance intravesical chemotherapy in this population. (C) 2007 European Association of Urology.

Editorial comment on: Long-term intravesical adjuvant chemotherapy further reduces recurrence rate compared with short-term intravesical chemotherapy and short-term therapy with bacillus Calmette-Guérin (BCG) in patients with non-muscle-invasive bladder carcinoma
EVANS CP
Eur Urol 2007;52(4): 1129-30

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

OBJECTIVES: Review treatment of NMIBC, particularly intermediate-risk NMIBC. METHODS: Search of published literature on conventional adjuvant treatment of low-, intermediate-, and high-risk NMIBC, and novel treatment modalities. RESULTS: A considerable percentage of patients with intermediate-risk NMIBC, and especially high-risk NMIBC, are at risk of disease recurrence and progression. Of currently used adjuvant therapies, chemotherapy and especially immunotherapy are effective in reducing the risk of recurrence in the short term, but are suboptimal in the long term. In contrast to chemotherapy, BCG slightly decreases the risk of progression in patients with high-risk tumours. New agents, like gemcitabine and apaziquone, and device-assisted therapies, like thermochemotherapy and EMDA, are promising, but need further evidence on long-term efficacy. CONCLUSIONS: There still is a clear need for novel or improved adjuvant treatment modalities for patients with NMIBC. These modalities should be able to better reduce the risk of recurrence of NMIBC and progression to muscle-invasive disease, so as to reduce disease burden, preserve a patient's bladder, and improve disease-specific survival. (C) 2007 European Association of Urology. Published by Elsevier BV. All rights reserved.

A randomized trial of radical radiotherapy for the management of pT1G3 NXM0 transitional cell carcinoma of the bladder##
HARLAND SJ, KYNASTON H, GRIGOR K, WALLACE DM, BEACOCK C, KOCKELBERGH R, et al.
J Urol 2007;178(3): 807-13

PURPOSE: We conducted a multicenter randomized trial in the UK to determine the efficacy of radical radiotherapy in reducing the incidence of progression of pT1G3 transitional cell carcinoma of the bladder to muscle-invasive disease and subsequent disease fatality. MATERIALS & METHODS: Patients with a new diagnosis of pT1G3 NXM0 transitional cell carcinoma with unifocal disease and no carcinoma in situ (group 1), or with multifocal disease and/or carcinoma in situ (group 2) were eligible for the trial. Patients in group 1 were randomized between observation and radiotherapy to the bladder, and in group 2 between intravesical therapy and radiotherapy. RESULTS: From September 1991 to February 2003 a total of 210 patients from 37 centers in the UK were entered into the study. There were 77 patients in group 1 and 133 patients in group 2, and six patients were excluded from analysis because they were found to have pT2 disease by the reference pathologist. No evidence of an advantage with radiotherapy was found in terms of progression-free interval (HR 1.07; 95% CI, 0.65-1.74; P = 0.785), progression-free survival (HR 1.35; 95% CI, 0.92-1.98; P = 0.133) or overall survival (HR 1.32; 95% CI, 0.86-2.04; P = 0.193). CONCLUSIONS: To our knowledge this is the largest randomized trial performed in patients with pT1G3 disease for which 210 patients were recruited during 11 years. There is no evidence that radiotherapy is better than more conservative treatment. The prognosis of this group of patients appears to be poor irrespective of treatment and new treatment strategies need to be investigated. (C) 2007 American Urological Association.

Oncology

Neoadjuvant chemotherapy with irinotecan and mitomycin-C for locally advanced squamous cell carcinoma of the uterine cervix
KOKAWA K, NISHIMURA R, FUJII T, UMESAKI N
Anticancer Res 2007;27(4C): 2721-7

BACKGROUND: The efficacy and toxicity of combined therapy with irinotecan (CPT-11) and MMC in a neoadjuvant setting were evaluated in patients with locally advanced squamous cell carcinoma (SCC) of the uterine cervix. PATIENTS & METHODS: Eligibility included patients with previously untreated cervical carcinoma. CPT-11 (100 mg/m2) was administered on days 1, 8 and 15 intravenously (i.v.), while MMC (10 mg/m2 i.v.) was given on day 1. Survival curves were generated using the Kaplan-Meier method. RESULTS: Among 35 eligible patients, three showed a complete response and 27 a partial response, with an overall response rate of 85.7%. No patient showed progressive disease. Thirty-three patients were able to undergo radical surgery after neoadjuvant chemotherapy and only two patients (stage IIIb) received radiotherapy without the optimal surgery. The median disease-free survival (DFS) period was 42 months (range, 5-73). The median overall survival (OAS) period was 44 months (range, 17-74). Two-year DFS and OAS rates were 74.3% and 91.4%, respectively. Of the 58 treatment cycles administered, grade 3 or 4 neutropenia and thrombocytopenia were observed in 50% and 9% of the treatment cycles, respectively. Grade 3 or 4 diarrhea was observed in 6%. CONCLUSION: Neoadjuvant chemotherapy with CPT-11 and MMC can be effective and well-tolerated against locally advanced SCC of the uterine cervix.

Mitomycin-C plus capecitabine (MiXe) in anthracycline- and taxane-pretreated metastatic breast cancer. A multicenter phase II study
MAISANO R, CARISTI N, MARE M, RAFFAELE M, IORFIDA M, MAFODDA A, et al.
Anticancer Res 2007;27(4C): 2871-5

BACKGROUND: Capecitabine is considered the treatment of choice for anthracycline- and taxane-pretreated metastatic breast cancer. MMC seems to improve the activity of capecitabine by up-regulation of thymidine phosphorylase. PATIENTS & METHODS: 55 women with metastatic breast cancer previously treated with anthracycline-taxane were treated with MMC 10 mg/m2 on day 1 every six weeks and capecitabine 1000 mg/m2 on days 2-15 every three weeks. RESULTS: An overall response rate of 38% was found, consisting of three (5%) complete responses (CR) and 18 (33%) partial responses (PR); eight patients (14%) had a stable disease (SD) for more than four months. The combination was well-tolerated, with the main toxicities being neutropenia, diarrhea and fatigue; other toxicities were of mild to moderate intensity without impairment in the quality of life of the patients. CONCLUSION: Capecitabine is confirmed as the drug of choice in the treatment of anthracycline- and taxane-pretreated metastatic breast cancer and its combination with mitomycin appears to improve its efficacy.

Clinical outcome after treatment with a brachytherapy boost versus external beam boost for anal carcinoma
OEHLER-JANNE C, SEIFERT B, LUTOLF UM, STUDER G, GLANZMANN C, CIERNIK IF
Brachytherapy 2007;6(3): 218-26*

PURPOSE: To evaluate the outcome after definitive whole pelvis external beam radiotherapy (EBRT) followed by brachytherapy (BT) boost after treatment break vs. external beam boost without break in the treatment of anal carcinoma. METHODS & MATERIALS: 81 consecutive patients with invasive anal carcinoma were analyzed retrospectively. Patients treated with an interstitial 192Ir high-dose-rate (HDR) implant boost of 14 Gy/7 fractions/3 d given three weeks after completion of whole pelvis 45 Gy EBRT were compared with those treated with external beam boost of 14.4 Gy, started immediately after completion of whole pelvis 45 Gy EBRT. Concomitant chemotherapy (CT) with MMC was applied during whole pelvis EBRT depending on tumor stage. Pattern of care, local disease control (LC), cancer-specific survival (CSS), overall survival (OS), toxicity, and quality of life (QoL) were assessed. RESULTS: Radiotherapy with or without concomitant CT achieved clinical complete response in 93.4% of patients. In early stage tumors, 192Ir-HDR BT boost with CT resulted in a five-year LC and CSS of 100%. In all patients, BT boost did not result in improved LC, OS, and CSS compared with EBRT boost, despite stage and treatment bias favoring small tumors to be treated with BT. The five-year and ten-year OS were 66% and 44% (BT boost) and 66% and 52% (EBRT boost), respectively. Subgroup analysis of Stages I and II disease revealed no significant improvement after BT boost compared with EBRT boost. Acute skin toxicity was less common in the BT boost group (whole cohort: P = 0.14; Stages I-IIIa: P = 0.05), but long-term morbidity and QoL were similar. No local necrosis was seen after BT boost and the ten-year sphincter preservation rate was 87% in these patients. CONCLUSIONS: Interstitial 192Ir-HDR implant boost with break and EBRT boost without break yield similar results. Acute skin toxicity is reduced with BT boost but long-term morbidity and QoL are identical. BT boost is most beneficial in early-stage tumors but the advantage of BT seems to be limited due to its invasiveness, doctor dependence, and logistic circumstances. (C) 2007 American Brachytherapy Society.

Effect of 5-fluorouracil and mitomycin on the healing of intestinal anastomosis
SHUKLA VK, PANDEY M, DAS PCL, TIWARY SK, CHANSOURIA JPN, KUMAR M, et al.
Chemotherapy 2007;53(4): 275-81*

OBJECTIVE: Antineoplastic agents affect the healing of intestinal anastomosis. The aim was to evaluate the effect of 5-FU and mitomycin on the healing of the intestinal anastomosis and their schedule of administration. MATERIAL & METHODS: 89 male albino Charles Foster rats with a mean weight of 256.57 g were divided into six groups. Group A represents the control, while in others varying schedules of chemotherapy (5-FU and mitomycin) were administered. The sacrifices were made on days 7, 14 and 21 postoperatively and bursting pressure and hydroxyproline content were measured. RESULTS: Nine rats died before completion of the experiment and were excluded. Adhesions were noted in all rats on sacrifice. The mean bursting pressure of normal intestine (group A) was 252 mm Hg. The bursting pressure was lower on day 7 (208 mm Hg) and it subsequently increased by day 21 (230 mm Hg). The mean bursting pressure in groups B, C, D and E was 174, 194, 182 and 188 mm Hg and it subsequently increased to 232, 272, 244 and 286 mm Hg. There was no difference in the pattern of bursting pressure in colon and ileum. The mean hydroxyproline content of ileum (group A) on day 7 was 34.37 mg/g tissue. The hydroxyproline content of the ileum in groups B, C, D and E was 15.08, 27.03, 7.75 and 21.04 mg/g tissue. There was a significant decrease in hydroxyproline content following anastomosis and chemotherapy. CONCLUSIONS: The effect of chemotherapy was pronounced when administered on the day of surgery or in the immediate pre- or postoperative period. Hence administration of chemotherapy during this period may be harmful. (C) 2007 S Karger AG, Basel.

Correlation between in vitro chemosensitivity of antineoplastic drugs and its clinical response and prognosis in human colorectal cancers
ZHAI XB, LU AG, BAO SW, HE ZG
Chin J Pharmacoepidemiol 2007;16(1): 1-4*

The chemosensitivity of 5-FU + MMC was tested in 169 Dukes B and C colorectal cancers with the MTT method, and the progression-free internal and prognosis in four years following the surgery were observed. Based on the in vitro chemosensitivity of 5-FU + MMC, 100 patients were divided into an antagonistic group (28 patients) in which their relapse rates were 57.1% and a synergistic additive group (72 patients) in which their relapse rates were 22.2%. We divided the same 100 patients into an insensitive group (31 patients) in which their relapse rates were 45.2% and sensitive group (69 patients) in which their relapse rates were 24.6%. The multivariate analysis indicated that the relative death risk increased by 4.56 times in the case of in vitro antagonism. All the in vitro synergism, addition, antagonism and sensitivity or insensitivity of 5-FU + MMC could act as the guidelines of chemotherapeutic results in colorectal cancers, but the former was related to the prognosis, and the latter was not.

Current strategies for first and second line intravesical therapy for non-muscle-invasive bladder cancer. [Review]
HENDRICKSEN K, WITJES JA
Curr Opin Urol 2007;17(5): 352-7*

PURPOSE OF REVIEW: Non-muscle-invasive bladder cancer is a common malignancy, usually treated by transurethral resection and adjuvant intravesical instillations of chemotherapy or immunotherapy. Appropriate adjuvant treatment can be selected based on several prognostic factors that determine risk for recurrence or progression. We discuss options for first-line and second-line adjuvant therapy for non-muscle-invasive bladder cancer. RECENT FINDINGS: MMC and epirubicin are the mostly used adjuvant chemotherapeutic drugs for tumours of low and intermediate risk. Bacillus Calmette-Guérin remains first-choice therapy in high-risk non-muscle-invasive bladder cancer. Gemcitabine and apaziquone are especially promising for treatment of intermediate-risk non-muscle-invasive bladder cancer but require further study. Device-assisted therapies, such as thermochemotherapy and electromotive drug administration, have yielded good results in high-risk non-muscle-invasive bladder cancer and could be considered second-line therapy in this setting. SUMMARY: Primary problems in non-muscle-invasive bladder cancer are its tendency to recur and its elusiveness (especially high-risk non-muscle-invasive bladder cancer) of progression to muscle-invasive disease. First-line adjuvant therapies are well established but suboptimal. Some second-line therapies are promising but should be used cautiously, because in some patients the best option is not always the conservative one. (C) 2007 Lippincott Williams & Wilkins, Inc.

Cancer of the gallbladder and extrahepatic bile ducts. [Review]
CLEARY SP, DAWSON LA, KNOX JJ, GALLINGER S
Curr Probl Surg 2007;44(7): 396-482

The effectiveness of intravenous 5-fluorouracil-containing chemotherapy after curative resection for gastric carcinoma: a systematic review of published randomized controlled trials
HU JK, LI CM, CHEN XZ, CHEN ZX, ZHOU ZG, ZHANG B, et al.
J Chemother 2007;19(4): 359-74*

This is a review of randomized controlled trials of intravenous 5-FU-containing chemotherapy after curative resection versus surgery alone in patients with gastric carcinoma to determine the impact on survival rate, safety and economics. Data sources were the Cochrane Library (2006, Issue 2), Pub-Medline and Chinese Biomedical Database. We included 22 randomized controlled trials comparing 4501 patients. Intravenous 5-FU-containing chemotherapy after curative resection had a slightly significant improvement in 3-, 5- and 7-year overall survival rate (OR 1.49, 1.41 and 1.32). No benefit of postoperative disease-free survival rate was induced by 5-FU-containing chemotherapy. Sensitivity analysis was restricted to trials with the highest methodological quality, and the result was similar when the studies with Jadad score less than 3' were excluded. Subgroup analyses found borderline improved overall survival rate in both Western and Eastern countries but the statistical significance was stronger in the Eastern subset. The combinations of 5-FU plus MMC, 5-FU plus cytosine arabinoside and 5-FU plus adriamycin or epidoxorubicin induced potentially more improvement of 3- and 5-year overall survival rates. Severe toxicities were reported in 1629 patients from 15 included trials, and hematological and gastrointestinal toxicities were the most remarkable side effects, around 5%-15% respectively. The chemotherapy-related overall mortality was 1.1%. No trials mentioned cost-effectiveness analysis. Although the results provide some evidence of a beneficial effect of adjuvant chemotherapy with 5-FU-containing regimens, they are inconclusive due to the limitations of methodological quality of including randomized controlled trials. Large scale randomized controlled trials with a positive result are still mandatory before postoperative chemotherapy are recommended. (C) ESIFT.

Docetaxel, cisplatin, and fluorouracil in gastric cancer: does the punishment fit the crime? [Editorial]
ILSON DH
J Clin Oncol 2007;25(22): 3188-90

Mitomycin, ifosfamide, and cisplatin (MIC) regimen in patients with NSCLC in stages IIIB and IV. [Polish]
RAMLAU R, SPYCHALSKI L, KUCZEK J, MARCINKOWSKA-KANIA E
Nowotwory 2007;57(3): 273-8*

PURPOSE: The aim of the study was to evaluate the efficacy of chemotherapy using the MIC schedule (mitomycin, ifosfamide, cisplatinum) in the treatment of stage MB or IV non-small-cell lung cancer patients (NSCLC) in terms of overall survival time and treatment-related toxicity after therapy. MATERIAL & METHODS: The analysis included a total of 91 NSCLC stage IIIB or IV patients. They received cisplatinum 80 mg/m2, ifosfamide 3 mg/m2 and mitomycin 6 mg/m2 in cycles repeated every 21 days (maximum number of courses, 4). RESULTS: Complete treatment was administered to 51 patients (56.0%). Response to treatment was observed in 47 patients (51.6%), including partial remission (PR) only. Complete remission (CR) was not reported. Within the PR group, 36 patients (39.6%) received complete treatment. Forty-four patients (48.4%) demonstrated no evidence of response, with stable disease (SD) in 22 patients (24.2%) and disease progression (PD) also in 22 patients (24.2%). The median overall survival time in the analyzed group of 91 patients was eight months. The mean time survival rate was 11.2 months. 28 patients survived at least one year. Treatment-related toxicity in the analyzed group of 91 patients occurred in 17.6% of patients. Toxicity was mainly expressed within the haematopoietic system (11.0%) and gastrointestinal tract (5.5%). CONCLUSIONS: MIC is a relatively well tolerated chemotherapy regimen and one of the most active combinations in the treatment of NSCLC.

Does radiation prevent 5-fluorouracil-induced colitis in the early phase of radiochemotherapy? A case report and literature review
RISCHKE HC, MOMM F, HENKE M, WIECH T, FROMMHOLD H
Strahlenther Onkol 2007;183(8): 459-63*

CASE REPORT: A 43-year-old man with T3 N2 M0 adenocarcinoma of the lower rectum was admitted for preoperative radiochemotherapy (RCT). Daily fractions of 1.8 Gy (planned total dose, 50.4 Gy) and concomitant chemotherapy consisting of 5-FU, leucovorin, and MMC were administered. On day 10, the patient developed abdominal pain and massive diarrhea. Computed tomography, endoscopy, histopathologic and serologic tests revealed severe colitis confined to the upper abdomen and most probably related to 5-FU. Unexpectedly, the bowel inflammation was restricted to areas not irradiated. Four months later, during the course of disease, relapse with pulmonary metastases occurred. A palliative chemotherapy with 5-FU, oxaliplatin, and leucovorin was started. Again, the patient suffered from severe diarrhea and dose reduction was necessary. DISCUSSION: It was speculated that in the early phase of RCT the well-known anti-inflammatory nature of low-dose radiation prevented exacerbation of colitis. To the authors' knowledge, this observation has not been published before. With respect to the current literature and the clinical findings it is discussed that both increased leukocyte/endothelial cell adhesion and altered release of reactive oxygen species or inducible nitric oxide synthase (iNOS) may play a role in 5-FU-induced colitis. CONCLUSION: This observation led to the hypothesis that the anti-inflammatory effect of low-dose irradiation may attenuate 5-FU-induced colitis in the very early phase of RCT. It appears worthwhile to separate side effects of RCT into radiation- and chemotherapy-induced effects, which requires a detailed diagnostic work-up. This differentiation has an impact on planning individual therapy: the authors did not see conclusive evidence of an increased radiosensitivity but chemosensitivity in their patient and therefore continued radiotherapy. This assumption was confirmed when the patient received palliative 5-FU-based chemotherapy due to pulmonary relapse, and again, severe diarrhea occurred. (C) 2007 Urban & Vogel.

State of the art and future perspectives in cytostatic treatment of esophageal cancer##
HEJNA M
Acta Chir Austriaca 2007;39(3): 151-7*

BACKGROUND: More than two-thirds of patients diagnosed with esophageal cancer will have unresectable disease. Despite advances in diagnostic and surgical techniques and improved pre- and postoperative care, the prognosis of most patients is poor. This review will focus on the use of chemotherapy for patients with metastatic disease. METHODS: A computerized (MEDLINE) search was performed to identify papers published on this topic between 1966 and 2006. RESULTS: 55 trials were subsequently identified. Two randomized trials compared palliative chemotherapy with best supportive care in 180 patients with advanced esophageal cancer. CONCLUSION: Combination chemotherapy as compared to monochemotherapy is associated with significantly higher response rates but nevertheless results in similar survival. CF (cisplatin and 5-FU) currently represents one of the most effective regimens for metastatic esophageal cancer, while among the newer combinations, irinotecan or taxane-based regimens have also given promising results. However, confirmatory and adequately powered and designed phase III studies are urgently needed to improve patients' outcomes and for better palliation of symptoms. (C) 2007 Springer-Verlag.

Chemotherapy with anticancer drugs encapsulated in solid lipid nanoparticles. [Review]##
WONG HL, BENDAYAN R, RAUTH AM, LI Y, WU XY
Adv Drug Deliv Rev 2007;59(6): 491-504

The prospect of improved cancer chemotherapy using solid lipid nanoparticles (SLN) as a drug delivery system is promising. Several obstacles frequently encountered with anticancer compounds, such as normal tissue toxicity, poor specificity and stability and a high incidence of drug-resistant tumor cells, are at least partially overcome by delivering them using SLN. The emergence of the newer forms of SLN such as polymer-lipid hybrid nanoparticles, nanostructured lipid carriers and long-circulating SLN may further expand the role of this versatile drug carrier in cancer treatment. This review focuses on the current use of SLN for the encapsulation and delivery of cytotoxic anticancer compounds. It also discusses more recent trends in the use of SLN as vehicles for delivery of chemosensitizers and cytotoxic therapeutic molecules. It is anticipated that, in the near future, SLN will be further improved to deliver anticancer compounds in a more efficient, specific and safer manner. (C) 2007 Elsevier BV. All rights reserved.

Adjuvant and neoadjuvant therapy for gastric carcinoma: an evidence-based review##
SULLIVAN RN, FINDLAY MP, ZALCBERG J
Am J Cancer 2006;5(2): 111-21*

Despite its declining incidence, gastric cancer remains one of the leading causes of cancer-related death worldwide. The definitive management of localized gastric cancer has been the center of much international controversy over the years; surgery remains the mainstay, with debate centering on the required extent of lymph node resection. The role of adjuvant chemotherapy has been studied for decades, but because trials have been underpowered, it has been difficult to demonstrate a statistically significant benefit. Recently, four large meta-analyses have been published on adjuvant chemotherapy in gastric cancer. The first three have been criticized for their methodology, but the most recent meta-analysis was well conducted and showed a statistically significant benefit in favor of adjuvant chemotherapy. The heterogeneity of chemotherapy schedules included in this meta-analysis, however, makes it difficult to define the current standard. Randomized trials in the metastatic setting have shown that the combinations of epirubicin, cisplatin, and infusional fluorouracil (ECF) and docetaxel, cisplatin, and fluorouracil (TCF) have demonstrated superiority over other regimens. The role of preoperative chemotherapy is currently under investigation, with results from the MAGIC (Medical Research Council Adjuvant Gastric Infusional Chemotherapy) trial demonstrating a significant improvement in resectability, progression-free survival, and overall survival with perioperative therapy in patients with operable gastric cancer. Postoperative chemoradiotherapy has also been adopted as a standard of care in the US following the publication of the results of the Intergroup Study, INT-0116, although there remains debate over the relative benefits of more radical surgery versus the use of radiation with adjuvant treatment. It is clear that adjuvant therapy is now an appropriate addition to surgery, although there are still further questions regarding the optimal protocols. (C) 2006 Adis Data Information BV. All rights reserved.

Failure analysis of recurrent disease following complete cytoreduction and perioperative intraperitoneal chemotherapy in patients with peritoneal carcinomatosis from colorectal cancer##
BIJELIC L, YAN TD, SUGARBAKER PH
Ann Surg Oncol 2007;14(8): 2281-8*

BACKGROUND: The aim of this study was to analyze the anatomic distribution, timing, and outcomes of recurrent disease after complete cytoreduction and perioperative intraperitoneal chemotherapy (PIC) for peritoneal carcinomatosis of colorectal origin. METHODS: Data regarding all patients who underwent complete cytoreduction and PIC for carcinomatosis from colorectal cancer were extracted from a prospectively collected database. The information regarding recurrent disease found on diagnostic evaluation and/or abdominal exploration was analyzed. RESULTS: 70 patients underwent complete cytoreduction and perioperative intraperitoneal chemotherapy, and 49 of them had documented recurrent disease. The median time to progression for these 49 patients was nine months while their median survival was 30 months. Eighteen patients had a localized intra-abdominal recurrence, ten had diffuse intraperitoneal recurrence, ten had isolated distant metastases, and 11 had a combination of distant metastases and intra-abdominal recurrence. There was a statistically significant difference in survival for patients with different patterns of recurrence (P = 0.012). Twenty-six patients underwent a second operation. The median survival of these patients was significantly longer than that of patients who did not have a second operation (39 vs. 20 months, P = 0.0003). Four of the 49 patients with recurrences were still alive at the time of last follow-up, and three of them have no evidence of disease 73, 96, and 206 months after the diagnosis of recurrence. CONCLUSIONS: Recurrence is a frequent event after optimal cytoreduction and PIC for carcinomatosis from colorectal cancer. Surgical treatment for a selected group of patients with recurrent disease may result in long-term survival. (C) 2007 Society of Surgical Oncology.

Critical analysis of treatment failure after complete cytoreductive surgery and perioperative intraperitoneal chemotherapy for peritoneal dissemination from appendiceal mucinous neoplasms##
YAN TD, BIJELIC L, SUGARBAKER PH
Ann Surg Oncol 2007;14(8): 2289-99*

BACKGROUND: Cytoreductive surgery (CRS) combined with perioperative intraperitoneal chemotherapy (PIC) has been suggested as a treatment strategy for peritoneal carcinomatosis. The objective of this data analysis was to study treatment failure after complete cytoreduction for peritoneal dissemination from appendiceal mucinous neoplasms. METHODS: Before June 2006, a total of 402 patients with peritoneal dissemination from appendiceal mucinous neoplasms underwent complete cytoreduction and PIC at the Washington Cancer Institute. Patient characteristics, pathologic features, and treatment-related data were obtained from a prospective database. Survival analyses were performed by the Kaplan-Meier method and the Cox regression model. RESULTS: After a median follow-up of 66 months, the five- and ten-year progression-free survival rates for these 402 patients were 70% and 67%, respectively. Disease progression was the only independent risk factor for a reduced overall survival. One hundred eleven patients (28%) developed progressive disease. Of these, 98 patients underwent second-time and 26 patients third-time CRS and PIC. Complete cytoreduction after repeat surgery was the only independent prognostic factor for improved survival. The most common sites of treatment failure were on the small bowel and in the pelvis. CONCLUSIONS: The present study reported the patterns of treatment failure after complete cytoreduction and demonstrated that a disease-free state is important for long-term survival in peritoneal dissemination from appendiceal mucinous neoplasms. Repeat complete cytoreduction should be pursued when possible and is associated with improved overall survival in patients with recurrent disease. (C) 2007 Society of Surgical Oncology.

Prognostic value of circulating tumor markers in patients with pseudomyxoma peritonei treated with cytoreductive surgery and hyperthermic intraperitoneal chemotherapy##
BARATTI D, KUSAMURA S, MARTINETTI A, SEREGNI E, LATERZA B, OLIVA DG, et al.
Ann Surg Oncol 2007;14(8): 2300-8*

BACKGROUND: Encouraging results have been recently reported in selected patients affected by pseudomyxoma peritonei (PMP) treated with cytoreductive surgery (CRS) and hyperthermic intraperitoneal chemotherapy (HIPEC). The selection factors predicting clinical outcome are still a matter of clinical investigation. We assessed the prognostic reliability of serum tumor markers in a large series of patients with PMP undergoing CRS and HIPEC. METHODS: 62 patients with PMP were operated on at a single institution with the intent of performing adequate CRS (residual tumor nodules ≤2.5mm) and HIPEC. Baseline and serial marker measurements were prospectively collected and tested by multivariate analysis with respect to adequate cytoreduction, overall (OS) and progression-free (PFS) survival, along with the following variables: age, sex, performance status, prior surgical score, histological subtype, prior systemic chemotherapy, disease extent, completeness of cytoreduction. RESULTS: Baseline diagnostic sensitivity was 72.6% for CEA, 58.1% for CA19.9, 58.7% for CA125, 36.1% for CA15.3. Fifty-three patients underwent adequate CRS and HIPEC; gross residual tumor was left after surgery in nine. Adequate CRS was performed in 19/27 patients with elevated and in 19/19 with normal baseline CA125 (P = 0.0140). The other markers were unable to predict the completeness of CRS by univariate analysis. Baseline elevated CA19.9 was an independent predictor of reduced PFS; inadequate CRS and aggressive histology were independent prognostic factors for both reduced OS and PFS. CONCLUSION: Normal CA125 correlated to the likelihood to achieve adequate CRS, which is a significant prognostic factor for PMP. Increased baseline CA19.9 was an independent predictor of worse PFS after CRS and HIPEC. (C) 2007 Society of Surgical Oncology.

Palliative chemotherapy for recurrent and metastatic esophageal cancer. [Review]##
GRUNBERGER B, RADERER M, SCHMIDINGER M, HEJNA M
Anticancer Res 2007;27(4C): 2705-14

More than two-thirds of patients diagnosed with esophageal cancer will have unresectable disease. The objective of this article is to review the clinical trials utilizing cytotoxic chemotherapy in patients with recurrent and metastatic esophageal cancer. A computerized (MEDLINE) search was performed to identify papers published on this topic between 1966 and 2007. A total of 96 trials were subsequently identified. Two randomized trials compared palliative chemotherapy with best supportive care in 180 patients with advanced esophageal cancer. Effectiveness and side effects were evaluated in 49 phase II studies and three randomized phase III trials. Combination chemotherapy as compared to monochemotherapy is associated with significantly higher response rates but nevertheless results in similar survival. CF (cisplatin and 5-FU) currently represents one of the most effective regimens for advanced esophageal cancer, while among the newer combinations, irinotecan or taxane-based regimens have also given promising results. Prognosis for the majority of patients, however, remains poor as increases in survival were moderate at best.

Hepatocellular carcinoma: an update##
BLUM HE, SPANGENBERG HC
Arch Iran Med 2007;10(3): 361-71*

Hepatocellular carcinoma is one of the most common malignant tumors worldwide. The major etiologies and risk factors for HCC development are well-defined and some of the multiple steps involved in hepatocarcinogenesis have been elucidated in recent years. Despite these scientific advances and the implementation of measures for early hepatocellular carcinoma detection in patients at risk, patient survival has not yet significantly improved during the last three decades. This is in part due to the advanced stage of the disease at the time of diagnosis, and in part due to the limited therapeutic options. These fall into five main categories: (i) surgical interventions, including liver transplantation; (ii) percutaneous interventions, including ethanol injection and radiofrequency thermal ablation; (iii) transarterial interventions; (iv) radiation therapy; and (v) drugs as well as gene and immune therapies. While surgery and percutaneous as well as transarterial interventions are effective in patients with limited disease (1-3 lesions, <5 cm in diameter) and compensated underlying liver disease (cirrhosis Child A), at the time of diagnosis, more than 80% of patients present with multicentric hepatocellular carcinoma and advanced liver disease or comorbidities that restrict the therapeutic measures to best supportive care. Therefore, early diagnosis, the development of novel systemic therapies for advanced disease and hepatocellular carcinoma prevention are of paramount importance. New technologies, including gene expression profiling and proteomic analyses, should allow to further elucidate the molecular events underlying hepatocellular carcinoma development and to identify novel diagnostic markers as well as therapeutic and preventive targets.

Gemcitabine and digestive carcinomas. [French] [Review]##
BLANCHARD P, HUGUET F, ANDRE T
Bull Cancer 2007;94(SPEC. ISS): S104-S15*

Gemcitabine is a well-tolerated anti-tumour drug with broad-spectrum activity. It is now recommended for treatment in an increasing number of tumours. Locally advanced or metastatic pancreatic cancer is the only digestive cancer for which it has yet been approved. Numerous phase III trials have addressed gemcitabine's dosage, infusion modalities, and its potential association with other anti-tumour drugs in pancreatic cancer. Standard recommended treatment for this disease in 2006 is gemcitabine monotherapy following Burris' protocol, that is 1000 mg/m2 in a 30-minute infusion weekly for seven weeks, one week off and then weekly for three weeks, repeated every four weeks. Many phase I or II trials have been carried out in all other digestive cancers. They show gemcitabine's potential activity, especially in esophageal cancer, biliary tract adenocarcinoma and hepatocellular carcinoma. Nevertheless, larger studies are required to confirm this efficacy. The aim of this review is to describe the trials that have contributed to determine gemcitabine's infusion modalities in pancreatic cancer. We will then present the studies that have been carried out in other digestive cancers. (C) John Libbey Eurotext.

Update of pemetrexed in thoracic oncology. [French]##
BRECHOT JM, MORERE JF
Bull Cancer 2007;94(SPEC. ISS): S139-S41*

Efficacy of pemetrexed has been demonstrated in malignant pleural mesothelioma. This is based on the result of a phase III trial comparing cisplatin and pemetrexed to cisplatin alone, with a significant improvement of median survival in the doublet arm (11.4 vs. 8.8 months, P = 0.048). This combination represents a new standard of chemotherapy in this disease. In non-small-cell lung cancer, pemetrexed has been compared as second-line chemotherapy to docetaxel: efficacy was comparable (median survival of 8.3 months with pemetrexed and 7.9 months with docetaxel) but significantly less hematological toxicity was observed in the pemetrexed arm compared to the docetaxel arm, especially grade 3-4 neutropenia (respectively 5.3 and 40.2 %) and febrile neutropenia (1.9 vs. 12.7 %). The place of pemetrexed in elderly patients is under evaluation. (C) John Libbey Eurotext.

Chemotherapy for pancreatic cancer: from metastatic disease to adjuvant therapy##
WOLFF RA
Cancer J 2007;13(3): 175-84*

Pancreatic cancer remains a significant therapeutic challenge in oncology as the 21st century begins. Currently available cytotoxic chemotherapeutic agents provide only a modest survival benefit for patients with advanced disease. Recent efforts to improve survival in the setting of locally advanced and metastatic disease have focused on combinations of cytotoxic agents and the integration of newer molecular agents. To date, these strategies have been somewhat disappointing, prompting some experts to consider changes in clinical trial design with more rigorous patient eligibility criteria. In the adjuvant therapy setting, investigation of newer agents has lagged behind studies in more advanced disease, but recent results suggested some evidence of incremental advance. However, just as in advanced pancreatic cancer, without a more disciplined approach to patient selection for surgical intervention and subsequent adjuvant therapy, progress can be expected to remain very slow. This review will provide a brief summary of the history of chemotherapy in the treatment of pancreatic cancer and focus on its current and future role in adjuvant therapy.

Arterial perfusion chemotherapy in the treatment of uncontrolled or recurrent esophageal carcinoma after chemotherapy or radiotherapy. [Chinese]##
GUO HQ, SONG TM, NIU ST, MA HJ, ZHANG YY, CAO YX, et al.
Chin J Interv Imaging Ther 2007;4(1): 31-4*

OBJECTIVE: To evaluate the effect of arterial perfusion chemotherapy in the treatment of uncontrolled or recurrent esophageal cancer after chemotherapy or radiotherapy. METHODS: 29 cases with uncontrolled or recurrent esophageal cancer after chemotherapy or radiotherapy were treated with selective transcatheter arterial perfusion with Seldinger technique. RESULTS: Of 29 cases after arterial perfusion, two cases achieved complete response (CR), 18 cases were partial response (PR), five cases with stable disease (SD) and four cases with progressed disease (PD). The total response was 69.0%. 80% of cases with dysphagia, hoarseness, pharyngeal paralysis achieved remission. Four cases with esophageal emphraxis could have normal diet. Three cases with dyspnea gained remission. CONCLUSION: It is an effective method to treat uncontrolled or recurrent esophageal cancer after chemotherapy or radiotherapy with arterial perfusion.

Cancer chemotherapy I: hepatocellular injury##
RODRIGUEZ-FRIAS EA, LEE WM
Clin Liver Dis 2007;11(3): 641-62*

Although hepatotoxicity is a frequent concern with all medications, chemotherapeutic agents are more often implicated in causing liver damage than most other drug classes. In many instances, these reactions are considered dose related because cytotoxic therapy directed at rapidly growing cancer cells may readily impact hepatocytes even though they are dividing more slowly. Because the stakes (remission of cancer) are high, so are the risks that the oncologist and the patient are willing to assume. The dose of many chemotherapeutic agents is limited by the toxic effects on the lungs, bone marrow, kidneys, and gastrointestinal system, including the liver. An awareness of the toxic potential of each chemotherapeutic agent is necessary before initiation of new oncologic treatments. (C) 2007 Elsevier Inc. All rights reserved.

Concomitant radiotherapy and hyperthermia for primary carcinoma of the vagina: a cohort study##
AKTAS M, DE JONG D, NUYTTENS JJ, VAN DER ZEE J, WIELHEESEN DH, BATMAN E, et al.
Eur J Obstet Gynecol Reprod Biol 2007;133(1): 100-4

OBJECTIVE: To evaluate the supplementary value of adding hyperthermia to radiotherapy in patients with primary vaginal cancer. STUDY DESIGN: Cohort of 44 patients diagnosed with primary vaginal cancer between 1990 and 2002 was assessed. Survival rates and median survival of patients with primary vaginal cancer undergoing radiotherapy with and without hyperthermia were compared. Hyperthermia was solely added to radiotherapy in case of a tumor size >4 cm in diameter for FIGO stage III disease. RESULTS: The calculated overall five-year survival of primary vaginal cancer was 63%. In comparison to histologic high grade tumors, higher survival rates for histologic low grade tumors were calculated. For FIGO stage III of disease, the addition of hyperthermia to radiotherapy for tumors >4 cm in diameter resulted in similar survival rates and median survival when compared to those achieved by radiotherapy as monotherapy in tumors of <4 cm in diameter. CONCLUSIONS: The addition of hyperthermia to radiotherapy might result in better survival rates in primary vaginal cancer for tumors >4 cm in diameter. The supplementary effect of hyperthermia to radiotherapy may be a feasible and beneficial approach in the treatment of vaginal cancer. (C) 2006 Elsevier Ireland Ltd. All rights reserved.

Clinical benefit with docetaxel plus fluorouracil and cisplatin compared with cisplatin and fluorouracil in a phase III trial of advanced gastric or gastroesophageal cancer adenocarcinoma: the V-325 study group##
AJANI JA, MOISEYENKO VM, TJULANDIN S, MAJLIS A, CONSTENLA M, BONI C, et al.
J Clin Oncol 2007;25(22): 3205-9

PURPOSE: For patients with advanced gastric or gastroesophageal cancer (AGGEC) providing clinical benefit with improved palliation is highly desirable. However, a prospective evaluation of clinical benefit in AGGEC patients has never before been reported in a phase III setting. PATIENTS & METHODS: In a multinational trial (V325), 445 patients were randomly assigned and treated with either docetaxel plus cisplatin and fluorouracil (DCF) or cisplatin and fluorouracil (CF). Clinical benefit was prospectively evaluated in this trial as a secondary end point. The primary measure for clinical benefit analysis was time to definitive worsening by one or more categories of Karnofsky performance status (KPS). Secondary clinical benefit end points included time to 5% definitive weight loss, time to definitive worsening of appetite by one grade, pain-free survival (defined as time to first appearance of pain), and time to first cancer pain-related opioid intake. Clinical benefit assessments were recorded at each clinic visit. RESULTS: Clinical benefit assessments were performed in more than 75% of patients throughout V325. DCF significantly prolonged time to definitive worsening of KPS compared with CF (median, 6.1 vs. 4.8 months; HR 1.38; 95% Cl, 1.08-1.76; log-rank P = 0.009). Although time to definitive weight loss and time to definitive worsening of appetite favored DCF, the results were not statistically significant. Pain-free survival and time to first cancer pain-related opioid intake were comparable. CONCLUSION: To our knowledge, V325 is the first phase III trial to report clinical benefit in AGGEC patients. Clinical benefit was assessed beyond protocol-specific chemotherapy. The addition of D to CF not only significantly improved clinical benefit but also improved quality of life, time to progression, and overall survival compared with CF.

Combination therapy with gefitinib and rofecoxib in patients with platinum-pretreated relapsed non-small-cell lung cancer##
O'BYRNE KJ, DANSON S, DUNLOP D, BOTWOOD N, TAGUCHI F, CARBONE D, et al.
J Clin Oncol 2007;25(22): 3266-73

PURPOSE: In non-small-cell lung cancer (NSCLC), the epidermal growth factor receptor (EGFR) and cyclooxygenase-2 (COX-2) play major roles in tumorigenesis. This phase I/II study evaluated combined therapy with the EGFR tyrosine kinase inhibitor (TKI) gefitinib and the COX-2 inhibitor rofecoxib in platinum-pretreated, relapsed, metastatic NSCLC (n = 45). PATIENTS & METHODS: Gefitinib 250 mg/d was combined with rofecoxib (dose escalated from 12.5 to 25 to 50 mg/d through three cohorts, each n = 6). Because the rofecoxib maximum-tolerated dose was not reached, the 50 mg/d cohort was expanded for efficacy evaluation (n = 33). RESULTS: Among the 42 assessable patients, there was one complete response (CR) and two partial responses (PRs) and 12 patients with stable disease (SD); disease control rate was 35.7% (95% CI, 21.6-52.0%). Median time to tumor progression was 55 days (95% CI, 47-70 days), and median survival was 144 days (95% CI, 103-190 days). In a pilot study, matrix-assisted laser desorption/ionization (MALDI) proteomics analysis of baseline serum samples could distinguish patients with an objective response from those with SD or progressive disease (PD), and those with disease control (CR, PR, and SD) from those with PD. The regimen was generally well tolerated, with predictable toxicities including skin rash and diarrhea. CONCLUSION: Gefitinib combined with rofecoxib provided disease control equivalent to that expected with single-agent gefitinib and was generally well tolerated. Baseline serum proteomics may help identify those patients most likely to benefit from EGFR TKIs. (C) 2007 American Society of Clinical Oncology.

Complete remission of hepatocellular carcinoma with portal vein tumor thrombus and lymph node metastases by arterial infusion of 5-fluorouracil and interferon-α combination therapy following hepatic resection. [Case Reports]##
WADA H, NAGANO H, NODA T, DAMDINSUREN B, MARUBASHI S, MIYAMOTO A, et al.
J Gastroenterol 2007;42(6): 501-6

We report two cases of hepatocellular carcinoma (HCC) with portal vein tumor thrombus (PVTT) and lymph node (LN) metastases successfully treated by hepatic arterial infusion of 5-FU combined with systemic injection of interferon (IFN)-α following hepatic resection for the liver tumor. Complete remission was obtained. Case 1 was a 51-year-old man who had HCC in the right lobe of the liver with PVTT and multiple intrahepatic metastases. He also had abdominal and mediastinal LN metastases. Case 2 was a 53-year-old man who had diffuse-type HCC in the right lobe of the liver with PVTT and intrahepatic metastases. A chest computed tomography scan revealed lymph nodes enlarged to 1.0 cm from the mediastinum to the left supraclavicular space. Both patients underwent the hepatectomy to reduce the tumor volumes and remove the PVTT to relieve portal vein obstruction. Following the surgery, the patients underwent IFN-α/5-FU combination therapy. Three months after this combined therapy, tumor markers (both 5ga-fetoprotein and protein induced by vitamin K absence or antagonist II) returned to the normal range and residual tumors in the liver disappeared. The patients are alive without any recurrence more than one year after initial treatment. IFN-5ga/5-FU combined therapy following hepatic resection is a promising modality for the treatment of advanced HCC with LN metastasis. (C) 2007 Springer-Verlag Tokyo.

Perioperative outcomes of cytoreductive surgery and perioperative intraperitoneal chemotherapy for non-appendiceal peritoneal carcinomatosis from a prospective database##
YAN TD, ZAPPA L, EDWARDS G, ALDERMAN R, MARQUARDT CE, SUGARBAKER PH
J Surg Oncol 2007;96(2): 102-12

BACKGROUND: Cytoreductive surgery combined with perioperative intraperitoneal chemotherapy has expanded its application in the management of peritoneal carcinomatosis from gastrointestinal and ovarian malignancies. An accurate assessment of perioperative outcomes is crucial for integration of this combined procedure into clinical practice. METHODS: A prospective study of 80 patients undergoing the combined treatment for non-appendiceal peritoneal carcinomatosis was conducted. Forty-seven adverse events by eight organ-systems were rated from Grade I to IV with increasing severity. RESULTS: One patient (1.3%) died postoperatively. Postoperative adverse events affected genitourinary system (38%), hematological system (31%), gastrointestinal system (25%), infection (20%), intravenous catheters status (15%), pulmonary system (14%), cardiovascular system (11%) and neurological system (4%). Thirty-six patients (45%) experienced 49 Grade III adverse events. Six patients (8%) experienced eight Grade IV adverse events. More than four peritonectomy procedures (P = 0.010), and length of hospital stay of more than 21 days (P = 0.007) were strongly associated with Grade III and/or Grade IV morbidity. CONCLUSION: The morbidity and mortality rates after the combined treatment for non-appendiceal peritoneal carcinomatosis were within the acceptable range of surgical treatments for other gastrointestinal cancers. A standardized prospective database is required for an accurate assessment of perioperative outcomes. (C) 2007 Wiley-Liss, Inc.

A systematic review and meta-analysis of the literature: chemotherapy and surgery versus surgery alone in non-small-cell lung cancer##
BURDETT S, STEWART LA, RYDZEWSKA L
J Thorac Oncol 2006;1(7): 611-21*

BACKGROUND: The effectiveness of preoperative chemotherapy in the treatment of non-small cell lung cancer has remained unclear despite the conduct of several randomized controlled trials (RCTs). METHODS: A systematic review and meta-analysis was carried out to assess the effectiveness of preoperative chemotherapy in non-small-cell lung cancer. This involved identifying eligible RCTs and extracting aggregate data from the abstracts or reports of these RCTs. HRs were calculated from these published summary statistics and then combined to give pooled estimates of treatment efficacy. RESULTS: Twelve eligible RCTs were identified, from which data from seven RCTs, including 988 patients (75% of eligible patients), could be combined in a systematic review and meta-analysis. Preoperative chemotherapy improved survival with a HR of 0.82 (95% CI, 0.69-0.97; P = 0.02). This is equivalent to an absolute benefit of 6%, increasing overall survival across all stages of disease from 14% to 20% at five years. There was no evidence of statistical heterogeneity. CONCLUSIONS: This analysis shows a significant benefit of preoperative chemotherapy and is currently the best estimate of the effectiveness of this therapy, but this is based on a small number of trials and patients. This current analysis was unable to address important questions such as whether particular types of patients may benefit more or less from preoperative chemotherapy or whether the early stopping of a number of included RCTs impacted on the results. To assess this, an individual patient data meta-analysis is required. (C) 2006 International Association for the Study of Lung Cancer.

Many patients 80 years and older with advanced non-small-cell lung cancer (NSCLC) can tolerate chemotherapy##
ALTUNDAG O, STEWART DJ, FOSSELLA FV, AYERS GD, WEI W, ZHOU X, et al.
J Thorac Oncol 2007;2(2): 141-6*

People 80 years of age and older constitute 17.8% of all lung cancer patients in the US. Because the life expectancies of 80-year-old men and women are 87.3 years and 89.0 years, respectively, non-small-cell lung cancer (NSCLC) shortens lives in addition to causing morbidity. In this retrospective study, all patients with chemotherapy-naive advanced NSCLC 80 years of age and older treated at the M D Anderson Cancer Center with one or more follow-ups were identified from the database for the years 1997 to 2004. A cohort of patients younger than 80 years old was matched based on treatment year, race, histology, and gender in a 2:1 ratio. Of 13 690 thoracic oncology patients, 496 (3.6%) were 80 years of age and older, of whom 46 met the criteria. In older and younger patients, respectively, platinum doublets were given in 43% vs. 79% (P <0.0001), the response rate was 41% vs. 47%, the median progression-free survival was 5.55 vs. 3.91 months (P = 0.216), and the median overall survival was 10.7 vs. 9.8 months (P = 0.43). Hematologic and nonhematologic toxicities were similar. Our data indicate that selected patients 80 years of age and older may tolerate and benefit from chemotherapy, and prospective evaluation of these patients is indicated. (C) 2007 International Association for the Study of Lung Cancer.

The rationale for adjuvant chemotherapy in stage I non-small-cell lung cancer##
HORN L, SANDLER AB, PUTNAM JB, JOHNSON DH
J Thorac Oncol 2007;2(5): 377-83*

The past decade has witnessed renewed interest in studies exploring the benefits of adjuvant (postoperative) chemotherapy (±radiation therapy) in patients with resected non-small-cell lung cancer (NSCLC). Recently completed adjuvant trials have included a heterogeneous group of patients with resected stages I to IIIA NSCLC. With rare exceptions, the published results of these studies indicate adjuvant chemotherapy imparts a significant overall survival advantage. Subset analyses suggest survival benefit occurs primarily in patients with resected stage II or IIIA and is less likely to occur in stage I patients. This apparent lack of survival benefit in stage I patients was seemingly validated in a prospective trial conducted by the Cancer and Leukemia Group B in which stage IB patients were randomized to observation or adjuvant carboplatin and paclitaxel. Survival at five years was identical in the two arms of this trial. By contrast, two contemporary postoperative chemotherapy trials also conducted exclusively in stage I NSCLC patients yielded positive survival results. The divergent outcome of the prospective trials along with the negative subset analyses has created uncertainty as to the utility of postoperative adjuvant chemotherapy in stage I NSCLC. Herein we review the data underlying this controversy and offer a proposed algorithm to aid the clinician in selecting patients whom we believe may benefit from adjuvant chemotherapy. The treatment algorithm is based on currently available tumor- and host-related factors that affect prognosis. (C) 2007 International Association for the Study of Lung Cancer.

Role of induction chemotherapy in resectable N2 non-small cell lung cancer. [Review] [Conference Paper]##
DE MARINIS F, TEDESCO B, TREGGIARI S, DE SANTIS S, CIPRI A, BELLI R, et al.
J Thorac Oncol 2007;2(5 Suppl 1): S31-4*

Radiochemotherapy of esophageal cancer. [Review]##
LIAO Z, COX JD, KOMAKI R
J Thorac Oncol 2007;2(6): 553-68*

Cancer of the esophagus continues to be a threat to public health. The common practice is esophagectomy for surgically resectable tumors and radiochemotherapy for locally advanced, unresectable tumors. However, local regional tumor control and overall survival of esophageal cancer patients after the standard therapies remain poor, approximately 30% of patients treated with surgery only will develop local recurrence, and 50-60% patients treated with radiochemotherapy only fail local regionally due to persistent disease or local recurrence. Esophagectomy after radiochemotherapy or preoperative radiochemotherapy has increased the complete surgical resection rate and local regional control without a significant survival benefit. Induction chemotherapy followed by preoperative radiochemotherapy has produced encouraging results. In addition to patient-, tumor-, and treatment-related factors, involvement of celiac axis nodes, number of positive lymph nodes after preoperative radiochemotherapy, incomplete pathologic response, high metabolic activity on positron emission tomography scan after radiochemotherapy, and incomplete surgical resection are factors associated with a poor outcome. Radiochemotherapy followed by surgery is associated with significant adverse effects, including treatment-related pneumonitis, postoperative pulmonary complications, esophagitis and pericarditis. The incidence and severity of the adverse effects are associated with chemotherapy and radiotherapy dosimetric factors. Innovative treatment strategies including physically and biologically molecular targeted therapy is needed to improve the treatment outcome of patients with esophageal cancer. (C) 2007 International Association for the Study of Lung Cancer.

Current treatment paradigms for locally advanced non-small-cell lung cancer. [Review]##
RIGAS JR, KELLY K
J Thorac Oncol 2007;2(6 Suppl 2): S77-S85*

Locally advanced non-small-cell lung cancer (NSCLC) is a multifaceted disease that is challenging to manage. The majority of patients can be appropriately treated with a combination of chemotherapy and radiation therapy; however, a subset of stage III patients who are considered surgical candidates may require a modification of this plan. For example, a trimodal approach using chemoradiation followed by surgery may be beneficial for fit patients with bulky mediastinal disease who are candidates for lobectomy, whereas patients with minimal mediastinal nodal involvement may receive only chemotherapy before surgical resection. No standard chemotherapy exists for this group of stage IIIA resectable patients. Phase II data from studies employing neoadjuvant cisplatin combinations suggest that these regimens are active and well tolerated. For patients with unresectable stage III NSCLC, concurrent chemoradiation is the standard of care at the present time for patients with good performance status, good pulmonary function tests, and an acceptable volume of normal lung receiving 20 Gy (V20). To manage distant micrometastasis further, induction and consolidation regimens are under investigation during which full-dose chemotherapy is administered either before (as induction) or after (as consolidation) concurrent chemoradiotherapy. To date, consolidation docetaxel after concurrent etoposide, cisplatin and thoracic radiation has shown encouraging survival results in a large Southwest Oncology Group phase II trial. This article will review the current treatment strategies for stage III NSCLC. (C) 2007 International Association for the Study of Lung Cancer.

Early response to platinum-based first-line chemotherapy in non-small-cell lung cancer may predict survival##
SIROHI B, ASHLEY S, NORTON A, POPAT S, HUGHES S, PAPADOPOULOS P, et al.
J Thorac Oncol 2007;2(8): 735-40*

INTRODUCTION: Response rates in the palliative treatment of non-small-cell lung cancer, with combination platinum-based chemotherapy, vary from 20% to 40%, leaving a large number with either stable or progressive disease. We examined radiographic response after two courses of platinum-based induction chemotherapy to see whether this is an early predictor of outcome. METHODS: In this retrospective study, 320 patients with stage III/IV NSCLC were identified who received four or more courses of first-line platinum-based chemotherapy and attained partial response (PR) or stable disease (SD). RESULTS: After two courses, 115 patients attained PR and 205 SD. Cox regression analysis shows that response after two courses of chemotherapy remains an independent significant prognostic factor for survival. The two-year survival for patients attaining PR after two courses (n = 115) was 23% compared with 11% (n = 205) for those with SD (P = 0.002). Patients who achieve an objective response after two courses also have a better symptomatic response (P = 0.003) and it was significantly longer (P = 0.04). Of the 205 with SD, 51 attained PR with four courses, whereas 154 (48%) remained with SD; there was no difference in survival outcome of these two groups. CONCLUSIONS: These data suggest that NSCLC patients who only have SD after two cycles of first-line chemotherapy have poorer survival outcome and less symptomatic benefit than those in PR. Trials looking at change in management at this point are warranted.

Feasibility of transcatheter arterial chemoembolization for hepatic adenoma##
KIM YI, CHUNG JW, PARK JH
J Vasc Interv Radiol 2007;18(7): 862-7*

PURPOSE: To assess the efficacy of transcatheter arterial chemoembolization (TACE) for hepatic adenoma (HA). MATERIALS & METHODS: Between July 1989 and June 2006, TACE was performed in seven patients with HA (five male and two female patients; mean age, 25 years). The therapeutic results were evaluated by reviewing the clinical records and radiologic studies. The causes of HA were hormonal therapy for aplastic anemia (n = 4) and glycogen storage disease type I (n = 2); in one patient, the cause was unknown. The presenting symptoms were abdominal pain (n = 4) and lower-extremity edema (n = 1). Two patients had no symptoms at presentation. Rupture (n = 1) or impending rupture (n = 3) of the tumors was detected on computed tomographic (CT) scans obtained before TACE. Clinical results were assessed at subsequent TACE sessions and follow-up CT. The mean follow-up duration after the first TACE session was 88 months (range, 16-200 months). The change in tumor size at CT was measured to evaluate the therapeutic results. RESULTS: The preexisting symptoms were relieved and no procedural-related complications were observed in all patients. Hemostasis and no further bleeding episodes were achieved in patients with rupture or impending rupture with intratumoral hemorrhage. The treatment results were complete remission (n = 2), tumor regression in size by more than 50% (n = 4), and progression (n = 1) at follow-up CT. CONCLUSION: TACE is a feasible therapeutic modality for HA.

A meta-analysis of randomized controlled trials comparing carboplatin-based to cisplatin-based chemotherapy in advanced non-small-cell lung cancer##
JIANG J, LIANG X, ZHOU X, HUANG R, CHU Z
Lung Cancer 2007;57(3): 348-58

OBJECTIVE: Since the debate still exists whether cisplatin-based and carboplatin-based chemotherapy are equally effective for advanced non-small-cell lung cancer (NSCLC), a meta-analysis of trials was performed to compare the cisplatin-based with carboplatin-based regimens in first-line chemotherapy of advanced NSCLC. METHODS: A literature search was performed in PubMed database, the Cochrane Central Register of Controlled Trials (CENTRAL) database, the Physician Data Query (PDQ) database and the American Society of Clinical Oncology (ASCO) annual meeting abstracts in January 2007. The following keywords were used: "non small cell lung cancer," or "Carcinoma, Non-Small-Cell Lung". Reference lists of original articles and review articles were also examined. The published languages and years were not limited. The trials searched were evaluated for eligibility and quality, and then the data were abstracted and analyzed. RESULTS: 18 randomized controlled trials (6906 patients) were identified from 4240 reports. The intention to treatment (ITT) analysis demonstrated that the cisplatin-based regimens had a higher overall response rate in comparison with carboplatin-based regimens (RR 0.91; 95% CI, 0.84-0.99; P = 0.02). However, the one-year survival rate for the two platinum-based regimens was comparable (RR 1.00, 95% CI, 0.94-1.07; P = 0.93). Both subgroup analyses comparing the doublet or triplet regimens of cisplatin or carboplatin in combination with new agents and the same agents had achieved the same results. Cisplatin-based chemotherapy led to more frequent grade 3 or 4 nausea and vomiting, and nephrotoxicity (OR 0.39; 95% CI, 0.30-0.52; P <0.00001 and OR 0.31; 95% CI, 0.17-0.56; P = 0.0001), while carboplatin-based chemotherapy inclined to developing more grade 3 or 4 thrombocytopenia, however, this was not of statistical significance (OR 1.63; 95% CI, 0.94-2.82; P = 0.08). The risk of grade 3 or 4 anemia, neutropenia and neurotoxicity was almost comparable between the two arms (OR 0.78; 95% CI, 0.59-1.02; P = 0.07; OR 1.08; 95% CI, 0.80-1.45; P = 0.61 and OR 1.59; 95% CI, 0.81-3.14; P = 0.18, respectively). The subgroup analyses of the comparison between the doublet or triplet regimens of cisplatin and carboplatin in combination with the same agents, respectively, also achieved similar results, with the exception of thrombocytopenia between the two groups (OR 1.94; 95% CI, 1.47-2.68; P <0.00001), which showed statistical significance. The cisplatin arm inclined to causing more treatment-related deaths compared to the carboplatin arm, but there was no statistical significance (OR 0.70; 95% CI, 0.48-1.02; P = 0.06). CONCLUSION: Given cisplatin-based regimens had a higher overall response rate as compared with carboplatin-based regimens, there was not a survival advantage in the cisplatin group. Therefore, the toxicity profile might play an important role in the decision to choose cisplatin-based or carboplatin-based regimens. (C) 2007 Elsevier Ireland Ltd. All rights reserved.

Multimodality approach to early-stage non-small-cell lung cancer##
SCAGLIOTTI G
Lung Cancer 2007;57(Suppl 2): S6-S11

The results of large randomised studies have clearly demonstrated that adjuvant chemotherapy prolongs overall survival by approximately 5% at five years in patients with early-stage non-small-cell lung cancer (NSCLC). The benefit appears to be largely confined to patients with stage II/III disease, although approximately 25% of patients with stage I disease are at high risk of relapse within five years of surgery and therefore could benefit from adjuvant chemotherapy. There is an urgent need to predict more accurately which patients are likely to relapse after surgery and who, therefore, might benefit from further therapy. Preliminary studies indicate that molecular tumour markers may be able to identify tumours that are more likely to respond to chemotherapy and patients who are more likely to achieve improved survival from those who do not benefit at all from adjuvant chemotherapy. A pivotal study has shown that analysis of tumour gene expression can be used to predict the risk of relapse with greater accuracy than that which is achievable using clinical factors. In the future, pharmacogenomics may be used in this approach to identify patients for adjuvant chemotherapy, thus increasing the efficacy of treatment and reducing the burden of therapy in patients who are unlikely to benefit from further therapy. (C) 2007 Elsevier Ireland Ltd. All rights reserved.

Chemotherapeutics-induced heart failure. [German]##
PAULIDES M, WOJNOWSKI L
Med Klin 2007;102(7): 574-8*

BACKGROUND: Antineoplastic chemotherapy may induce acute or late side effects. Cytostatic-induced cardiomyopathy counts as one of the most dangerous side effects and has major implications for the use of anthracyclines. Since anthracyclines are widely employed and frequently indispensable cytostatics, it is important to elucidate the mechanisms and risk factors of the associated heart failure and develop preventive or interventional strategies. RESULTS: Anthracycline-induced cardiomyopathy has been reported in up to 85% of treated patients. Known risk factors are younger age, advanced age, female gender, preexisting cardiac illness, cardiac irradiation, and other concomitant cardiotoxic medications. Proposed preventive strategies include the development of new anthracyclines, longer anthracycline infusion times, liposomal anthracycline formulations, the application of the iron chelator dexrazoxane, and identification of predisposing gene variants. CONCLUSION: Most promising preventive strategies include longer infusion times, liposomal formulations, and the administration of the iron chelator dexrazoxane. (C) 2007 Urban & Vogel.

A general review of the role of irinotecan (CPT11) in the treatment of gastric cancer##
FARHAT FS
Med Oncol 2007;24(2): 137-46*

BACKGROUND: The. prognosis of gastric tumor is generally poor because most tumors are diagnosed at an advanced stage. Chemotherapy has a proven palliative role in advanced gastric cancer and several combination regimens were explored in the last ten years. Nevertheless, none of them showed a convincing improvement resulting in an enhancement of response rate and overall survival without discrimination of the quality of life. Irinotecan (CPT11) has been evaluated in multiple trials alone or in combined therapy with promising results and good tolerance. Thus, a review of the importance and impact of CPT11 in this indication is detailed. METHODS: This article reviews the evidence for the use of CPT11 in the treatment of gastric cancer based on a computerized MEDLINE search of literature published until August 2006 leading to a total of 91 publications. RESULTS: CPT11 was frequently used and showed a good response rate varying from 14% to 23% as single agent and 45% to 70% in combination with a median time to progression of three months in single agent and four-six months in combination, and median overall survival of approximately seven months in single agent and up to 10.58 months in combination. CONCLUSION: The overall response of irinotecan-based chemotherapy in advanced gastric cancer was shown to be as effective as other combined chemotherapy. The hematological and digestive toxicity were tolerable and mild, especially in weekly regimen. Thus, irinotecan-based chemotherapy should be considered as one of the preferred choices in front line chemotherapy in advanced gastric cancer.

Infusional 5-fluorouracil and cisplatin as first-line chemotherapy in patients with carcinoma of unknown primary site##
KUSABA H, SHIBATA Y, ARITA S, ARIYAMA H, BABA E, MITSUGI K, et al.
Med Oncol 2007;24(2): 259-64*

A combination chemotherapy of 5-FU and cisplatin (CDDP) has demonstrated activities in various malignancies, including head and neck, lung, esophageal, gastric, and pancreatic cancers. We reviewed our experience of 11 patients diagnosed as carcinoma of unknown primary site (CUPS), who were treated with infusional 5-FU and CDDP between January 1998 and December 2005. The median number of cycles administered was three (range, 1-12). All patients had measurable disease. Six partial responses were obtained (response rate: 54.57%, 95% CI, 23.4-83.3%). The median survival time for all patients was ten months (range, 2-37 months). The median time to disease progression was three months (range, 1-6 months). This regimen was well tolerated, with grade 3-4 neutropenia (two patients), febrile neutropenia (one patient), grade 3 nausea/vomiting (one patient), and grade 3 stomatitis (two patients). Grade 2 leukoencephalopathy was observed in one patient. No treatment-related death was observed. The combination chemotherapy of infusional 5-FU and CDDP was feasible and tolerated with promising activity for CUPS.

First-line treatment options for patients with HER-2-negative metastatic breast cancer: the impact of modern adjuvant chemotherapy. [Review]##
VERMA S, CLEMONS M
Oncologist 2007;12(7): 785-97

The management of early breast cancer has evolved rapidly in recent years. Consequently, the range of first-line treatment options for metastatic breast cancer (MBC) is becoming increasingly complicated and therapy depends on a complex interaction of tumor, patient, and physician variables. Arguably one of the most important factors determining choice of first-line chemotherapy is prior adjuvant therapy. We have reviewed data from large, randomized clinical trials to identify the most effective regimens and help clinicians to select first-line treatment based on previous adjuvant therapy. In this review we provide recommendations on the most appropriate first-line therapy according to the type of previous adjuvant therapy. With such a wide array of treatment options available, none is likely to become the gold-standard first-line treatment for MBC. Furthermore, as increasing emphasis is placed on the quality as well as the duration of survival after development of MBC, treatment decisions should take into account tumor characteristics, toxicity, convenience, potential impact on quality of life, and patient preference, in addition to robust efficacy data. (C) AlphaMed Press.

Multidisciplinary treatment of malignant pleural mesothelioma##
CERESOLI GL, GRIDELLI C, SANTORO A
Oncologist 2007;12(7): 850-63

The incidence of malignant pleural mesothelioma (MPM) is increasing worldwide, and is predicted to peak in the next 10-20 years. Difficulties in MPM diagnosis and staging, especially of early disease, have thwarted the development of a universally accepted therapeutic approach. Single modality therapies (surgery, radiotherapy, chemotherapy) have generally failed to significantly prolong patient survival. As a result, multimodality treatment regimens have been developed. Radical surgery with extrapleural pneumonectomy and adjuvant treatments has become the preferred option in early disease, but the benefits of such an aggressive approach have been questioned because of significant treatment-related morbidity and mortality. In the past few years, there have been several major advances in the management of patients with MPM, including more accurate staging and patient selection, improvements in surgical techniques and postoperative care, novel chemotherapy regimens with definite activity such as antifolate (pemetrexed or raltitrexed)-platinum combinations, and new radiotherapy techniques such as intensity-modulated radiation therapy. Induction chemotherapy followed by surgery and adjuvant radiotherapy has shown promising results. A number of molecular alterations occurring in MPM have been reported, providing broader insights into its biology and leading to the identification of new targets for therapy. However, currently available treatments still appear to have modest results. Further studies are needed to provide evidence-based recommendations for the treatment of early and advanced stages of this disease. (C) AlphaMed Press.

Pulmonary dysfunction in pediatric hematopoietic stem cell transplant patients: non-infectious and long-term complications. [Review]##
GOWER WA, COLLACO JM, MOGAYZEL PJ
Pediatr Blood Cancer 2007;49(3): 225-33

Pulmonary complications are among the most frequently encountered sequelae of pediatric hematopoietic stem cell transplantation (HSCT). Non-infectious complications are becoming increasingly more common in this unique population. This review addresses the diagnosis and management of non-infectious manifestations of lung disease in pediatric HSCT patients and briefly discusses the long-term pulmonary function of childhood HSCT survivors. (C) 2006 Wiley-Liss, Inc.

Adjuvant therapy for pancreas cancer: advances and controversies. [Review]##
MULCAHY MF
Semin Oncol 2007;34(4): 321-6

Although the benefit of adjuvant therapy for pancreas cancer is clear, the most effective therapy remains elusive. In the US, combination therapy with chemotherapy and radiation remains the standard of care, while in other parts of the world the contribution of radiation is questioned. Clinical trials are reported evaluating the benefit of post-resection radiation and chemotherapy with 5-FU, gemcitabine, and combination therapy; chemotherapy alone with either 5-FU or gemcitabine; and pre-resection chemotherapy and radiation. Attention to pancreas cancer staging, radiation techniques, and clinical trial design are paramount to interpreting the outcomes from adjuvant therapy. Therapeutic advances will be made with new approaches studied in carefully controlled trials. (C) 2007 Elsevier Inc. All rights reserved.

Locally advanced pancreatic cancer: a review##
RUSSO S, BUTLER J, OVE R, BLACKSTOCK AW
Semin Oncol 2007;34(4): 327-34

It is anticipated that there will be 37 170 new cases of pancreatic cancer diagnosed in the US this year, resulting in approximately 33 370 deaths from the disease. Approximately 40% of these patients will present with locally advanced, non-metastatic disease. Treatment regimens that incorporate conventional radiation therapy for local tumor control, and chemotherapy to prevent distant failure in this metastasis-prone malignancy, are the current standard of care. A number of clinical studies have been undertaken to establish the optimal definitive chemoradiation treatment in this setting. Other potential treatment strategies include chemoradiation incorporating novel chemotherapeutic agents, intraoperative radiation therapy, brachytherapy, and the integration of combined therapies that utilize targeted molecular agents. This review summarizes the current status, controversies, and future prospects for the treatment of locally advanced pancreatic cancer. (C) 2007 Elsevier Inc. All rights reserved.

Cytotoxic therapy for advanced pancreatic adenocarcinoma. [Review]##
O'REILLY EM, ABOU-ALFA GK
Semin Oncol 2007;34(4): 347-53

Pancreatic adenocarcinoma is a highly lethal disease with anecdotal long-term survivorship when the disease is inoperable at presentation. A new era in the treatment of advanced pancreatic cancer commenced a decade ago with the advent of gemcitabine as a standard of care. While many large phase III trials have been conducted in the last ten years, it has proved a difficult challenge to advance beyond the modest bar set by gemcitabine. For the most part, gemcitabine-combination cytotoxic studies have been negative where the principal end point has been overall survival with only a few noted exceptions; however, for vigorous individuals with bulky or symptomatic disease, a gemcitabine-based fluoropyrimidine or platinum combination is considered a standard of care and these data are reviewed in detail. In this new era of targeted therapy, the addition of erlotinib to gemcitabine has provided an alternate standard option to single-agent gemcitabine or gemcitabine-based cytotoxic combinations, a topic which will be discussed in a separate chapter. Other phase III studies of gemcitabine and bevacizumab and gemcitabine and cetuximab, respectively, which were both preliminarily reported as negative, have provided an indirect endorsement for the relative value of cytotoxic therapy in advanced pancreatic cancer. This underscores the major therapeutic hurdles that we have to surmount in this most challenging of human malignancies.

Metastatic colorectal cancer: past, progress and future. [Review]##
FIELD K, LIPTON L
World J Gastroenterol 2007;13(28): 3806-15

The clinical management of metastatic (stage IV) colorectal cancer (CRC) is a common challenge faced by surgeons and physicians. The last decade has seen exciting developments in the management of CRC, with significant improvements in prognosis for patients diagnosed with stage IV disease. Treatment options have expanded from 5-FU alone to a range of pharmaceutical and interventional therapies, improving survival, and providing a cure in selected cases. Enhanced understanding of the biologic pathways most important in colorectal carcinogenesis has led to a new generation of drugs showing promise in advanced disease. It is hoped that in the near future the treatment paradigm of metastatic CRC will be analogous to that of a chronic illness, rather than a rapidly terminal condition. This overview discusses the epidemiology of advanced CRC and currently available therapeutic options including medical, surgical, ablative and novel modalities in the management of metastatic colorectal cancer. (C) 2007 WJG. All rights reserved.

Other applications

Endoscopic treatment for choanal atresia.
PARDO ROMERO G, CANO-CORTES TM, PINTO JMP, RUIZ GT, PALOMINO AG, HERNANDEZ CP, et al.
Acta Otorrinolaringol Esp 2007;58(1): 34-6*

Choanal atresia is an infrequent congenital malformation. Classically, four surgical approaches have been described for its treatment: transnasal, transpalatal, trans-septal, and transantral. Of these, transpalatal was preferred. In recent years, progress in nasal endoscopy has led to reconsideration of the transnasal route as being less invasive and providing excellent results. The use of stents to prevent re-stenosis is a controversial issue. However, the application of substances such as mitomycin may offer decreased need for stenting by reducing the development of cicatrix tissue. We report the case of a patient with bilateral choanal atresia and its surgical treatment using nasal endoscopy with topical mitomycin.

Total idiopathic laryngotracheal stenosis. Treatment with mitomycin-C. [Spanish]
GIL-CARCEDO E, GIL-CARCEDO LM, VALLEJO LA, ORTEGA C, LOPEZ C
Acta Otorrinolaringol Esp 2007;58(5): 219-21*

This case report involves a 69-year-old woman who presented idiopathic laryngotracheal stenosis with total obstruction of the airway. Seven surgical procedures involving open field and endoscopy techniques had to be performed due to repeated re-obstructions. The novelty in this case is that success was finally obtained with the use of MMC. The drug action is well known, but it is interesting to report a case in which success was only obtained when we used MMC.

Antiadhesive effects of mitomycin-C and streptopeptidase A in rats with intraperitoneal adhesions
TANDER B, BICAKCI U, KILICOGLU-AYDIN B, ARITURK E, RIZALAR R, BERNAY F
Pediatr Surg Int 2007;23(8): 785-8*

Intraabdominal adhesion formation is a frequent problem after major abdominal surgery. For many years, there have been various attempts to decrease adhesions by using systemic and local drugs and mechanical barriers. In this study we aimed to evaluate the antifibrinolytic antiadhesive effects of MMC and streptopeptidase A (SA) against intraabdominal adhesions. Forty-eight rats were divided into six groups, each with eight rats. Group 1 (sham group) rats were laparotomized by transverse incision only. In Group 2 (laparotomy and talcum powder), 2 ml talcum powder was scattered equally onto the intestinal surface after laparotomy. Group 3 (SA only), 2 g SA was introduced onto the intestinal surface. Group 4 (talcum powder and SA), 2 ml talcum powder was scattered onto the intestinal surface and then 2 g SA was applied on the same area. Group 5 (MMC only), 2 ml MMC was introduced onto the intestinal surface. Group 6 (talcum powder and MMC), 2 ml talcum powder was scattered onto intestinal surface and then MMC was applied onto same area. We assessed adhesion grades macroscopically, as well as hydroxproline levels biochemically. Macroscopically, the number of rats with moderate or severe adhesions was significantly higher in the control group than all other groups (P <0.05). SA and MMC groups had only mild adhesions. No intraabdominal problem was detected in rats with SA or MMC. Hydroxyproline (HP) levels were significantly higher in control group than all other groups (P <0.05). There was no statistical significance between the rats with SA and MMC (P >0.05) according to the HP measurements. MMC and SA may have potential antiadhesive effects. Both substances could be beneficial against adhesion formation after laparotomies.

Forty-one cases of congenital choanal atresia over 26 years: retrospective analysis of outcome and technique
GOSEPATH J, SANTARNARIA VE, LIPPERT BM, MANN WJ
Rhinology 2007;45(2): 158-63*

This retrospective analysis reflects the outcome of various techniques used in a series of 41 cases of choanal atresia treated at the Department of Otolaryngology, Head and Neck Surgery at the University of Mainz between 1980 and 2006. Thirteen bilateral and 28 unilateral cases are included. After endonasal management in 38 and a transpalatine approach in three cases a total of 15 patients needed revision surgery between one and five times to establish a stable result. Postoperative stenting was used in 23 patients with a failure rate of 35%, whereas only 11% of the 18 patients without stenting had to be revised. None of those five cases where MMC had been applied intraoperatively in combination with postoperative transnasal dilations needed surgical revision. We conclude that the endonasal micro-endoscopic surgical approach is successful if combined with postoperative dilations for up to one year. Stenting should be abandoned as it stimulates granulation formation that frequently leads to restenosis. The intraoperative application of MMC offers a promising adjunct in achieving result.

Enhanced healing of mitomycin-C-treated wounds in rats using inbred adipose tissue-derived stromal cells within an atelocollagen matrix
NAMBU M, ISHIHARA M, NAKAMURA S, MIZUNO H, YANAGIBAYASHI S, KANATANI Y, et al.
Wound Repair Regen 2007;15(4): 505-10*

The aim of this study was to evaluate the potential accelerating effects of an adipose tissue-derived stromal cells (ATSC)-containing atelocollagen matrix with silicone membrane (ACMS) for repairing MMC-treated healing-impaired wounds. MMC was applied to full-thickness skin incisions in this study to create a healing-impaired wound model in rat. After thoroughly washing out the MMC from the wound, ACMS alone or ATSC-containing ACMS was applied to the wounds. Histological sections of the wounds were then prepared at indicated time periods after the treatments. These results indicated significantly advanced granulation tissue and capillary formations in the healing-impaired wounds treated with ATSC-containing ALMS compared with those treated with ACMS alone. Thus, this study suggested that transplantation of inbred ATSC-containing ALMS is effective for repairing healing-impaired wounds.

Prevention of abdominal adhesions: present state and what's beyond the horizon? [Review]##
TINGSTEDT B, ISAKSSON K, ANDERSSON E, ANDERSSON R
Eur Surg Res 2007;39(5): 259-68*

Intra-abdominal adhesions are normally found after most surgical procedures. Many of the adhesions are asymptomatic, but in about 5% they will lead to readmission due to adhesion-related disorders, such as small bowel obstruction, pelvic pain and infertility. This review discusses possible ways to prevent abdominal adhesions and provides an update as comes to where we stand today in research regarding experimental and clinical use of various antiadhesive agents. (C) 2007 S Karger AG.







MONTHLY BULLETIN





No 54 (4)





September 2007








�

















PAGE  

