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Severe cystitis and perivesical collection posterior to mitomycin-C immediate instillation in a patient with inadverted bladder perforation
DINI DI SD, URDANETA PG, RODRIGUEZ FO, HUGUET PJ, PALOU RJ, VILLAVICENCIO MH

Actas Urol Esp 2008;32(7): 759-62

We present the clinical case of a 40 years male patient who, after a TURBt for non-muscle-invasive recurrence with inadverted vesical perforation and MMC immediate instillation, came in his fourth postoperative day to the emergency room with severe irritative urinary symptomatology. An ultrasound was indicated, documenting a perivesical collection. The management was conservative with vesical drilling for ten days and a puncture/drainage was necessary to solve it.

Identification of bladder cancer patients at risk for recurrence or progression: an immunohistochemical study based on the expression of metallothionein##
HINKEL A, SCHMIDTCHEN S, PALISAAR RJ, NOLDUS J, PANNEK J

J Toxicol Environ Health A 2008;71(13-14): 954-9

Despite similarities in tumor stage and grade the individual outcome of bladder cancer patients is not predictable. The ideal tool for treatment stratification has not yet been found. Metallothionein (MT) overexpression is correlated with poor tumor differentiation, resistance to chemotherapy, and impaired survival in different malignancies. The clinical relevance of MT expression for defining patients at high risk for recurrence or progression was assessed. MT was detected immunohistochemically and evaluated semiquantitively in tumor specimens of 103 male and 19 female patients (transurethral resection: n = 94, cystectomy: n = 28). Mean age of the patients was 68 (38-87) years. According to histopathological features, three groups were distinguished for further analysis (pTa-1G1-2, pTis/pT1G3, and muscle-invasive tumors). A cutoff value of 50% immunoreactive cells was used for further analysis. The five-year tumor-specific survival rate was significantly lower in patients with high MT expression (32 vs. 72%). Accordingly, impaired five-year recurrence (90 vs. 58%), and progression rates (78 vs. 54%) were associated with high MT expression. All patients suffering from pTis and pT1G3 tumors with MT expression above the cutoff value showed recurrence within less than 40 months, whereas 26% of those patients with MT expression below the cutoff value remained long-term recurrence free. Long-term progression-free survival was detected in 75% of pT1G3 patients with MT expression below the cutoff value. In contrast, 68% of pT1G3 tumor patients with MT expression above the cutoff value progressed, all within the first 12 months after initial tumor resection. A correlation between high MT expression and prognosis was demonstrated especially in pT1G3 and pTis tumors, where >50% MT expression was linked to shorter tumor-specific survival and increased recurrence/progression rates. Thus, MT expression seems to be a promising marker for further risk stratification in the clinical treatment of bladder cancer patients. (C) Taylor & Francis Group, LLC.

Chemotherapy for muscle-invasive bladder cancer treated with definitive radiotherapy: persisting uncertainties. [Review]##
CHOUEIRI TK, RAGHAVAN D

Nat Clin Pract Oncol 2008;5(8): 444-54

Radical cystectomy for invasive bladder cancer remains the standard of care in many parts of the world, including North America and many parts of Europe; however, a large body of international experience from single institutions and cooperative groups indicates satisfactory results with bladder-sparing approaches in appropriately selected patients. Overall, selective bladder preservation with trimodality therapy, consisting of transurethral resection of the bladder tumor, radiation, and chemotherapy, can achieve complete response rates of 70%, long-term survival rates of 40-50%, and survival rates with an intact bladder of 30-45%. Neoadjuvant chemotherapy followed by radiotherapy might provide up to 5% additional long-term absolute survival benefit compared with radiotherapy alone, although the studies to support this are not appropriately powered. Concomitant chemoradiation provides high response rates and disease control, although the level of evidence for this approach and the follow-up data are even less robust than those for neoadjuvant chemotherapy. Although direct comparison of surgically based and radiotherapy-based approaches would be very useful, it is highly unlikely that such a trial could ever be completed among the patients treated by the clinicians who routinely deal with invasive bladder cancer.

Are prostate biopsies mandatory in patients with prostate-specific antigen increase during intravesical immuno- or chemotherapy for superficial bladder cancer?##
BELTRAMI P, RUGGERA L, CAZZOLETTI L, SCHIAVONE D, ZATTONI F

Prostate 2008;68(11): 1241-7

BACKGROUND: Aim of this study was to evaluate if there was a significant association between intravesical immuno- or chemotherapy and the increase of PSA serum level. It could be important to avoid useless prostate biopsies. METHODS: PSA values were determined in 106 male patients who had undergone intravesical immuno- (77 cases) or chemotherapy (29 cases) from 2001 to 2005. Blood samples were obtained before and after the induction course of instillation therapy and at three, six, and 12 months during the maintenance course. RESULTS: 41.6% of patients at the end of the BCG induction course and 45.5% at three months from the beginning of the immunotherapy showed a clinically and statistically significant increase of PSA that returned to the baseline levels within 12 months. Prostate biopsies, performed in ten patients during BCG therapy, showed inflammatory pictures in nine cases and a prostate cancer in one patient with persistently elevated PSA at 12 months. In one case a prostate cancer was histologically found following radical cystectomy for disease progression. A statistically but not clinically significant difference of PSA level was registered in patients treated with chemotherapy. CONCLUSIONS: Our results confirm that a statistically and clinically significant PSA increase is registered during immunotherapy but not during chemotherapy. PSA elevation in patients treated with intravesical BCG is self-limited and prostate biopsies are not mandatory in these patients and could be delayed at 12 months, while monitoring PSA. On the other side, prostate biopsies are mandatory in patients with PSA abnormal elevation during chemotherapy.

Oncology

Randomized phase II trial on mitomycin-C/cisplatin ±KLT in heavily pretreated advanced breast cancer
GUO HY, CAI Y, YANG XM, WANG ZH, WANG JL, ZHAO XM, et al.
Am J Chin Med 2008;36(4): 665-74

A randomized phase II study using MMC/cisplatin (DDP) regimen with or without kanglaite (KLT, a traditional Chinese medicine) as salvage treatment was conducted to exploit KLT's potential effects on patients with advanced breast cancer (ABC). Triweekly regimen consisted of mitomycin (8 mg/m2) administered intravenously on day 1, and cisplatin (25 mg/m2) intravenously on days 1 to 3. KLT (100 ml) was given intravenously per day on days 1 to 14 every three weeks. Between April 2006 and July 2007, 60 patients with a median age of 48 years were randomized into MMC/DDP with or without KLT treatment. In all, the objective response rate (ORR) was 17.5%. There were no significant differences between experimental and control treatments in terms of ORR (14.3% vs. 20.7%; P = 0.730), clinical benefit rates (24.1% vs. 28.6%; P = 0.468), median time to progression (TTP; 3.63 vs. 4.0; P = 0.872), and overall survival (OS; 7.17 vs. not reached; P = 0.120). The median TTP for patients with complete or partial responses was 6.0 months, but only 2.1 months for patients with stable or progressive disease (SD or PD; P = 0.028). While the median OS for patients who obtained clinical benefit from chemotherapy was not reached, that of patients with SD of no more than six months or PD was only 7.17 months (P = 0.004). There is no additional benefit when KLT is added to the MMC/DDP doublet in the management of ABC. Patients who obtained clinical benefit from chemotherapy had a longer TTP and OS.

4th FY Khoo Memorial Lecture 2008 nasopharyngeal cancer workgroup: the past, the present and the future. [Conference Paper]
WEE J

Ann Acad Med Singapore 2008;37(7): 606-14

A phase II study evaluating the use of concurrent mitomycin-C and capecitabine in patients with advanced unresectable pseudomyxoma peritonei
FARQUHARSON AL, PRANESH N, WITHAM G, SWINDELL R, TAYLOR MB, RENEHAN AG, et al.
Br J Cancer 2008;99(4): 591-6

Pseudomyxoma peritonei (PMP) is a rare neoplastic process characterised by progressive intra-abdominal dissemination of mucinous tumour, and is generally considered resistant to systemic chemotherapy. A phase II study in patients with advanced unresectable PMP was undertaken to evaluate the combination of systemic concurrent MMC (7 mg m-2 i.v. on day 1) and capecitabine (1250 mg m-2 b.d. on days 1-14) in a three-weekly cycle (MCap). Response was determined by semiquantitative assessment of disease volume on serial computed tomographic (CT) scans and serum tumour marker (CEA, CA125, CA19-9) changes at 12 weeks. Between 2003 and 2006, 40 patients were recruited through a national centre for the treatment of peritoneal surface tumours. At baseline, 23 patients had progressive disease and 17 had stable disease. Of 39 assessable patients, 15 (38%; 95% CI, 25-54%) benefited from chemotherapy in the form of either reductions in mucinous deposition or stabilisation of progressive pretreatment disease determined on CT scan. Notably, two patients, originally considered unresectable, following MCap and re-staging underwent potentially curative cytoreductive surgery. Grade 3/4 toxicity rates were low (6%; 95% CI, 4-9%). Twenty out of 29 assessed patients (69%; 95% CI, 51-83%) felt that their Global Health Status improved during chemotherapy. This is the first trial to demonstrate an apparent benefit of systemic chemotherapy in patients with advanced unresectable PMP.

Ex vivo chemosensitivity testing and gene expression profiling predict response towards adjuvant gemcitabine treatment in pancreatic cancer
MICHALSKI CW, ERKAN M, SAULIUNAITE D, GIESE T, STRATMANN R, SARTORI C, et al.
Br J Cancer 2008;99(5): 760-7

Efficacy of chemotherapy for pancreatic cancer may be improved by tailoring it to individual chemosensitivity profiles. Identification of nonresponders before initiation of treatment may help to avoid side effects. In this study, primary pancreatic cancer cells were isolated from 18 patients undergoing pancreaticoduodenectomy for pancreatic cancer. Eight commonly used pancreatic cancer cell lines were used as controls. Ex vivo chemosensitivity for gemcitabine, 5-FU, MMC, cisplatinum, oxaliplatinum, paclitaxel and a combination of gemcitabine with oxaliplatinum or MMC was determined using a cellular ATP-based tumour chemosensitivity assay (ATP-TCA). Quantitative real-time-polymerase chain reaction was performed to determine RNA expression levels of genes implicated in chemoresistance. Chemosensitivity towards cytotoxic agents was highly variable in primary pancreatic cancer cells and pancreatic cancer cell lines. ATP-TCA results for gemcitabine correlated to the tissue expression of human equilibrative nucleoside transporter-1 (hENT1). Time to relapse in patients with gemcitabine-sensitive tumours was significantly higher than in patients with chemoresistant pancreatic cancers (P = 0.01; 71 vs. 269 days). Furthermore, time to relapse in gemcitabine-treated patients was related to hENT1 expression (P = 0.0067). Thus, chemosensitivity testing using ATP-TCA in pancreatic cancer is feasible and correlated with time to relapse in gemcitabine-treated patients. This suggests that ATP-TCA testing could be used as a decision-making tool in the adjuvant treatment of pancreatic cancer.

Identical p53 gene mutation in malignant proliferating trichilemmal tumour of the scalp and small cell carcinoma of the common bile duct: the necessity for therapeutic caution? [Letter]
NAKAI N, TAKENAKA H, HAMADA S, KISHIMOTO S

Br J Dermatol 2008;159(2): 482-5

Transcatheter arterial chemoembolization for advanced hepatocellular carcinoma with inferior vena cava and right atrial tumors
CHERN MC, CHUANG VP, CHENG T, LIN ZH, LIN YM

Cardiovasc Intervent Radiol 2008;31(4): 735-44

Advanced hepatocellular carcinoma (HCC) with invasion of venous systems usually indicates not only a poor prognosis but also a contraindication for transcatheter arterial chemoembolization (TACE). This study evaluated the feasibility of TACE for advanced HCC with inferior vena cava (IVC) and right atrium (RA) tumors and, also, to search for the ideal embolization particle size. Twenty-six patients who had HCC invasion into the IVC included five patients with coexistent RA tumors that were treated with TACE. The chemoembolization method was cisplatin, doxorubicin, and MMC mixed with Lipiodol and Ivalon. The selection of Ivalon particles was divided into two groups based on their size: (A) >180 μm, n = 9; and (B) 47-180 μm, n = 17. The overall response rate was 53.8% (14/26). Based on the response to TACE, the median survival period of the entire group was 4.2 months (range, 1.5-76.7 months). The median survival period of the 14 responders was 13.5 months (1.5-76.7 months), and that of the 12 nonresponders, 3.3 months (2.1-24.3 months) (P <0.002). Comparing the two Ivalon particle sizes, the response rate was 12.5% (1/9 patients) for group A and 76.5% for group B (13/17 patients) (P <0.02). No serious complication was observed post-chemoembolization. In conclusion, TACE is a safe and effective treatment for advanced HCC with IVC and RA tumors, and small Ivalon particles (47-180 μm) are superior to large ones (>180 μm). (C) 2008 Springer Science+Business Media, LLC.

Correlation of multislice CT and histomorphology in HCC following TACE: predictors of outcome
HERBER S, BIESTERFELD S, FRANZ U, SCHNEIDER J, THIES J, SCHUCHMANN M, et al.
Cardiovasc Intervent Radiol 2008;31(4): 768-77

The purpose of this study was to correlate histopathological with CT findings in patients suffering from hepatocellular carcinoma (HCC) eligible for orthotopic liver transplantation (OLT), with a special focus on the antitumoral effect of transarterial chemoembolization (TACE) therapy. A total of 42 consecutive patients suffering from HCC had been treated prior to OLT by means of TACE. TACE was carried out with a mixture of Lipiodol (10-20 ml) and MMC (max. dosage, 10 mg). TACE was performed at six- to eight-week intervals. Follow-up investigation included contrast-enhanced multislice CT controls and laboratory control. Liver explants were evaluated macroscopically and microscopically to determine the number and size of the tumor lesions as well as the degree of tumor necrosis. Necrosis was investigated in H&E-stained sections. The degree of necrosis was classified as follows: 0-25%, 26-50%, 51-75%, 75-99%, and complete necrosis. Two hundred thirty-one TACE procedures (5.5 ±2.9; range, 1-14) were performed. Mean tumor size in CT before and after TACE was 4.1 ±2.4 (range, 1.0-12.0 cm) and 2.7 ±1.2 (range, 1.0-6.0 cm; P <0.001). Mean tumor number before and after TACE in CT was 2.5 ±1.5 (n = 105; range, 1-8) and 2.4 ±2.0 (n = 103; range, 1-6; P = 0.99). In the surgical specimen tumor size and tumor number were 2.8 ±1.6 (range, 1.0-7.0 cm; P = 0.78) and 1.9 ±1.2 (range, 1-7; P = 0.003). Mean tumor necrosis was 67.8% ±28.1%. Tumor necrosis was subtotal or complete in 17 of 42 (40.5%) patients. Tumor necrosis correlated significantly with the degree of arterial devascularization in CT (P = 0.001), the amount of Lipiodol washout (P = 0.002), and the number of tumor lesions (i.e., unifocal vs. multifocal). Furthermore, elevated serum levels of bilirubin (P = 0.005) and decreased albumin (P = 0.004) affected the local antitumoral effect. A poor necrosis rate (<25%) significantly correlated with the number of TACE procedures accomplished (P = 0.023). In conclusion, TACE provided an acceptable local antitumoral effect in patients scheduled for liver transplantation. Tumor necrosis depended significantly on the degree of arterial devascularization and the accumulation of Lipiodol within the HCC lesions. Unifocal tumors and preserved liver function were positive predictors for a more favorable local antitumoral effect. Poor necrosis rates were found in patients with significant Lipiodol washout and who received a limited number of TACE procedures. (C) 2008 Springer Science+Business Media, LLC.

Current concepts in chemotherapy for malignant pleural mesothelioma. [Review]
SORENSEN JB

Clin Respir J 2008;2(2): 74-9

OBJECTIVES: The aim of this study was to provide an overview of the most active single agents and combination regimens in malignant pleural mesothelioma (MPM). DATA SOURCE: Literature on English-language trials in humans was searched on Medline until October 2007. Indexing terms were malignant pleural mesothelioma and chemotherapy. STUDY SELECTIONS: Trials with ≥15 patients and with data on activity were included. RESULTS: Detorubicin and pirarubicin have response rates (RRs) of 22-26%, epirubicin of 5-15%, docetaxel of 5-23% and vinorelbine of 24%. Other active agents were ifosfamide (3-24%) and MMC (21%). Carboplatin and cisplatin have an overall RR of 11% in three studies and 17% in four studies, respectively. Antimetabolites were active, including methotrexate (37%), raltitrexed (21%), edatrexate (16-25%) and pemetrexed (15%). With respect to combination chemotherapy regimens, only cisplatin with either pemetrexed or raltitrexed has been compared with other substances, in both cases to cisplatin monotherapy. Both showed a survival advantage, which was statistically significant in the trial including pemetrexed, suggesting that chemotherapy improved survival in MPM. No studies have compared chemotherapy with the best supportive care alone, and none has compared different combination chemotherapy regimens with each other. CONCLUSIONS: A number of single-agent cytotoxics possess moderate activity against MPM. A number of platinum-based combination chemotherapy regimens show similar activities, but none has been compared with another combination. Cisplatin with either raltitrexed or pemetrexed has improved survival compared with cisplatin alone, and may be used as a reference treatment in randomized trials. Targeted agents should be explored in order to further improve the outcome.

Selection of postoperative systemic chemotherapy for advanced gastric cancer patients with hepatic metastasis using the histoculture drug response assay
KATSUMATA D, FUKUI H, SASAKI K, MIYACHI K

Dokkyo J Med Sci 2008;35(1): 13-7

The usefulness of histoculture drug response assay (HDRA) before the start of antitumor chemotherapy was explored to predict the antitumor response of chemotherapy for progressive gastric cancer patients with hepatic metastasis. Cancer tissue was collected from six advanced gastric cancer patients with hepatic metastasis, to assess whether the tumor is sensitive to chemotherapeutic agents of 5-FU, MMC, docetaxel hydrate (TXT), and cisplatin (CDDP) by the HDRA method. The size of hepatic tumor was measured by CT scan three and six months after the start of the chemotherapy and examined the relationship between the selected chemotherapy and antitumor response. Of six patients investigated in the present study, three patients received monotherapy with TS-1, which was found to be effective in two patients (66.7%). In the patient who received MMC monotherapy, the HDRA showed the cancer tissue to be less sensitive to any of antitumor agents tested, resultantly indicating no antitumor response. In the remaining two patients with combination therapy with TS-1 and MMC, the selected chemotherapeutic agents showed anti-tumor effect. The HDRA is useful to predict the antitumor response of postoperative adjunctive chemotherapy for advanced gastric cancer patients with hepatic metastasis, and plays an important role in selection of antitumor agents.

Evaluation of planned treatment breaks during radiation therapy for anal cancer: update of RTOG 92-08
KONSKI A, GARCIA M, JOHN M, KRIEG R, PINOVER W, MYERSON R, et al.
Int J Radiat Oncol Biol Phys 2008;72(1): 114-8

PURPOSE: Radiation Therapy Oncology Group (RTOG) 92-08 began as a single arm, phase H trial for patients with anal cancer consisting of radiation + 5-FU + MMC with a mandatory two-week break and was amended after completion to evaluate the same treatment regimen without a treatment break. Long-term efficacy and late toxicity reporting are the specific aims of this study. METHODS & MATERIALS: Survivals were estimated with the Kaplan-Meier method. Overall survival (OS) was compared with RTOG 87-04 with the log-rank test. Time to local failure, regional failure, locoregional failure (LRF), distant metastases, second primary, and colostomy failure were estimated by the cumulative incidence method. LRF was compared with RTOG 87-04 using the Gray's test. RESULTS: 47 patients entered in the mandatory treatment break cohort. The study was reopened in 1995 to the no mandatory treatment break cohort completing accrual with 20 patients in 1996. Of 67 total patients, one patient in the mandatory treatment break portion of the study did not receive any protocol treatment and is excluded from analyses. After adjusting for tumor size, neither cohort showed a statistically significant difference in OS or LRF compared with the RTOG 87-04 MMC arm. No patient in either cohort experienced a grade 3 or higher late toxicity. CONCLUSIONS: No statistically significant differences were seen in OS or LRF when compared to the MMC arm of RTOG 87-04, but the sample sizes for the mandatory break cohort and the no mandatory break cohort are small. Late toxicity was low and similar for the treatment cohorts. (C) 2008 Elsevier Inc.

EXTRA – a multicenter phase II study of chemoradiation using a 5 day per week oral regimen of capecitabine and intravenous mitomycin-C in anal cancer
GLYNNE-JONES R, MEADOWS H, WAN S, GOLLINS S, LESLIE M, LEVINE E, et al.
Int J Radiat Oncol Biol Phys 2008;72(1): 119-26

PURPOSE: 5-FU + MMC-based chemoradiotherapy is standard treatment for patients with epidermoid anal carcinoma. Clinical trials in other cancers have confirmed 5-FU can successfully be replaced by the oral fluoropyrimidine capecitabine. This phase II trial aimed to determine the feasibility, toxicity, and efficacy of capecitabine, MMC and radiotherapy (RT) in anal cancer patients. METHODS & MATERIALS: Radiotherapy comprised the schedule of the UK Anal Cancer Trial (ACT) II trial (50.4 Gy in 28 fractions of 1.8 Gy). With MMC (12 mg/m2) on day I and capecitabine on each RT treatment day in two divided doses (825 mg/m2 b.i.d.). The endpoints were complete response at four weeks, local control at six months and toxicity. RESULTS: 31 patients entered the trial. The median age was 61 years (range, 45-86) with 14 males and 17 females. Compliance with chemotherapy with no dose interruptions or delays was 68%, and with RT was 81%. Eighteen (58%) patients completed both modalities of treatment as planned. Dose-limiting grade 3 or 4 diarrhea was seen in one of 31 patients. Three patients experienced grade 3 neutropenia. There were no treatment-related deaths. Four weeks following completion of chemoradiation, 24 patients (77%) had a complete clinical response, and four (16%) a partial response. With a median follow-up of 14 months, three locoregional relapses occurred. CONCLUSIONS: Capecitabine with MMC and RT in patients with anal carcinoma is well tolerated, with minimal toxicity and acceptable compliance. We recommend testing this schedule in future national phase III studies in anal cancer. (C) 2008 Elsevier Inc.

Treatment of hepatocellular carcinoma using arterial chemoembolization with degradable starch microspheres and continuous arterial infusion of 5-fluorouracil
ISHIDA K, HIROOKA M, HIRAOKA A, KUMAGI T, UEHARA T, HIASA Y, et al.
Jpn J Clin Oncol 2008;38(9): 596-603

OBJECTIVE: Transcatheter arterial embolization (TAE) with gelatin sponge particles and iodized oil often yields poor results when used to treat unresectable multifocal hepatocellular carcinoma (HCC). The present study retrospectively investigated the utility of a novel combination chemotherapy regimen for treating multifocal HCC resistant to TAE. METHODS: 13 consecutive patients with unresectable multifocal HCC and resistance to TAE were treated with combination chemotherapy consisting of arterial chemoembolization with degradable starch microspheres (DSM) (150-4500 mg on day 1), MMC (4-8 mg on day 1), continuous arterial infusion of 5-FU (1250 mg/120 h), cisplatin (25-50 mg/120 h) and l-leucovorin (125 mg/120 h) for 10-19 weeks. RESULTS: The response rate was 84.6%, with complete response in one patient and partial response (PR) in ten patients. In four of ten patients with PR, the tumor was not observable, although the tumor marker did not completely decline to the normal range. The one-, two- and three-year survival rates were 100, 28.9 and 9.6% in all, and 100, 33.3 and 0% in six patients with portal vein tumor thrombosis (PVTT). The median survival was 22.1 months in all and 17.1 months in six patients with PVTT. Thrombocytopenia of grade III or higher was observed in eight patients. Laparoscopic splenectomy was performed before therapy in four patients with platelet counts of <70 000/mm3, and during therapy in five patients with severe thrombocytopenia. CONCLUSIONS: This novel chemotherapy regimen achieved favorable results and may be useful in treating patients with unresectable multifocal HCC resistant to TAE.

Malignant melanoma of the conjunctiva
ISSA PC, MEYER-TER-VEHN T, GUTHOFF R, KLINK T, HOLZ FG, LOFFLER K

Klin Monatsbl Augenheilkd 2008;225(7): 663-6

BACKGROUND: Malignant melanoma of the conjunctiva is a rare tumour. Early disease stages may be difficult to distinguish from benign lesions such as pigmented nevi or primary acquired melanosis. We describe the therapeutic procedure and histological findings in two patients and review the epidemiology and pathogenesis of malignant conjunctival melanoma. Two female patients (84 and 85 years old, respectively) presented with a pigmented tumor close to the limbus with surrounding conjunctival pigmentation and involvement of the cornea. RESULTS: Following complete excision of the tumour, conjunctival malignant melanoma arising from primary acquired melanosis was diagnosed histologically. Subsequent treatment with MMC eye drops was initiated. There was no recurrence of the tumor within the follow-up period (24 and six months). DISCUSSION: Patients with primary acquired melanosis need to be reviewed on a regular basis to detect malignant transformation at an early stage.

Topical mitomycin-C as a therapy of conjunctival tumours
SCHALLENBERG M, NIEDERDRAING N, STEUHL KP, MELLER D

Ophthalmologe 2008;105(8): 777-84

Surgical excision with tumour-free margins is the gold standard for squamous cell and melanocytic tumours of the conjunctiva. In cases of diffuse and extensive tumours a complete surgical excision is sometimes not possible. Therefore, alternative or adjuvant therapies are required. Topical chemotherapy with MMC is increasingly finding use in clinical practice. MMC has several advantages such as good tolerability and mild side effects. Present studies have shown that MMC is a good option in squamous cell neoplasia of the conjunctiva. However, further multi-centre studies and long-term follow-up are needed. The results in treating melanocytic tumours of the conjunctiva with MMC are less convincing. MMC seems to be an option for the treatment of primary acquired melanosis (PAM); but, if the tumour is suspicious for melanoma, primary chemotherapy with MMC is obsolete. In these cases MMC can only be used as an adjuvant therapy, otherwise tumour control is not assured. However, prospective randomized controlled trials are necessary for a final evaluation of MMC therapy in melanocytic tumours of the conjunctiva.

Hyperthermia to improve results in vaginal cancer. [Letter]
DER ZEE JV, KLEYNEN CE, NUYTTENS JJ, ANSINK AC

Radiother Oncol 2008;88(2): 286-7

New developments in radiation therapy for head and neck cancer: intensity-modulated radiation therapy and hypoxia targeting. [Review]
LEE NY, LE QT

Semin Oncol 2008;35(3): 236-50

Preventive effect of mitomycin-C injection via great omentum vein during resection of intrahepatic cholangiocarcinoma against carcinoma recurrence. [Chinese]
HUANG YQ, YANG JM, SHEN WF

Ti Erh Chun i Ta Hsueh Hsueh Pao 2008;29(8): 963-6

OBJECTIVE: To estimate the preventive effect of MMC injection via great omentum vein during resection of intrahepatic cholangiocarcinoma (IHCC) against the recurrence of IHCC. METHODS: The clinical data of 73 IHCC patients, who were treated in our hospital from January 2000 to June 2004, were retrospectively analyzed. Thirty-eight patients were injected with 10 mg MMC via great omentum vein during operation; 35 patients who received no chemotherapeutic agents were taken as controls. The recurrence of the disease was followed up and was statistically analyzed. RESULTS: Patients in the two groups were matchable in sex, age, viral hepatitis, liver cirrhosis, tumor diameter, tumor number, preoperative transcatheter arterial chemoembolization (TACE) or percutaneous ethanol injection therapy (PEIT), blood transfusion, portal vein or bile duct thrombus and postoperative TACE (P >0.05). Multivariate analysis showed that the recurrence was related to the number and diameter of the tumors, with the HRs being 1.877 (P = 0.001) and 1.391 (P = 0.029), respectively; injection of MMC had no influence on the recurrence. There was no significant difference in the time of disease-free survival (DFS) between the two groups, with the median time of DFS of MMC injection group being five months and of control group being three months after the first operation (P = 0.125). The recurrence rates in the MMC group and control group were 65.79% vs. 68.57% (P = 0.800) six months after operation, 81.58% vs. 94.29%(P = 0.099) one year after operation, 89.47% vs. 97.14% (P = 1.679) two years after operation and 92.11% vs. 97.14% (P = 0.344) three years after operation. CONCLUSION: Injection of 10 mg MMC via great omentum vein during resection of IHCC may have no definite effect on the recurrence of IHCC; however, perspective study is needed to verify this finding.

UFT (tegafur-uracil) in rectal cancer. [Review]##
CASADO E, PFEIFFER P, FELIU J, GONZALEZ-BARON M, VESTERMARK L, JENSEN HA

Ann Oncol 2008;19(8): 1371-8

BACKGROUND: Major achievements in the treatment of localised rectal cancer include the development of total mesorectal excision and the perioperative administration of radiotherapy in combination with continuous infusion (CI) 5-FU. This multimodal approach has resulted in extended survival and lower local relapse rates, with the potential for sphincter-preserving procedures. However, CI 5-FU is inconvenient for patients and is costly. Oral fluoropyrimidines like UFT (tegafur-uracil) offer a number of advantages over 5-FU. METHODS: We undertook a review of published articles and abstracts relating to clinical studies of UFT in the treatment of locally advanced rectal cancer (LARC). Pre- and postoperative studies carried out in patients with newly diagnosed or recurrent disease were included. RESULTS: The combination of UFT and radiotherapy was effective and well tolerated in the preoperative setting, while adjuvant UFT improved survival and reduced distant relapse compared with surgery alone. The efficacy of UFT appears comparable with that of 5-FU and capecitabine and its side-effect profile is favourable. CONCLUSION: Clinical experience to date suggests that UFT is a valuable treatment option for the perioperative treatment of LARC. Further improvements in patient outcomes may result from the combination of UFT with targeted agents. (C) The Author 2008. Published by Oxford University Press on behalf of the European Society for Medical Oncology. All rights reserved.

Surgical management and prognostic factors of hilar cholangiocarcinoma: experience with 115 cases in China##
YUBIN L, CHIHUA F, ZHIXIANG J, JINRUI O, ZIXIAN L, JIANGHUA Z, et al.
Ann Surg Oncol 2008;15(8): 2113-9

BACKGROUND: Hilar cholangiocarcinoma (or Klatskin tumor) is a rare condition, accounting for less than 1% of all cancers. This study was designed to assess the surgical and postsurgical management of affected patients, including the postoperative chemotherapy, and an analysis to determine prognostic factors for postoperative morbidity and mortality. METHODS: A retrospective review of 115 consecutive cases treated with resection between January 1990 and January 2004 at a single university medical center in southern China was carried out. Clinicopathological data were analyzed and univariate and multivariate analyses against outcome was employed to determine the prognostic significance of a variety of factors including excision margin characteristics, status of metastases, tumor type, histological differentiation, lymph node characteristics, and postoperative therapy. RESULTS: Median survival time of patients treated with resection and anastomosis with postoperative chemotherapy was 41 months compared with 36 months for patients who did not receive chemotherapy postoperatively. Factors correlating with shorter survival were positive excision margin, metastasis, adenoacanthoma-type tumor, poor or unknown histological differentiation, and positive lymph nodes. In addition, postoperative chemotherapy improved survival. Patients treated with chemotherapy postoperatively had a survival of 43.15 ±21.02 months, which was significantly longer than the survival of patients who received no postoperative chemotherapy (36.97 ±15.99 months; P <0.05). CONCLUSION: Resection with anastomosis and postoperative chemotherapy results in longer survival time compared with no chemotherapy postoperatively. Positive excision margins, metastases, adenoacanthoma-type tumor, poor or unknown histological differentiation, and positive lymph nodes correlate with shorter survival. (C) 2008 Society of Surgical Oncology.

Early surgical results after pneumonectomy for non-small-cell lung cancer are not affected by preoperative radiotherapy and chemotherapy##
GUDBJARTSSON T, GYLLSTEDT E, PIKWER A, JONSSON P

Ann Thorac Surg 2008;86(2): 376-82

BACKGROUND: Higher operative risks after pneumonectomy for non-small-cell lung cancer (NSCLC) have been reported after neoadjuvant chemotherapy or radiotherapy, or both. Patients who underwent pneumonectomy for NSCLC were evaluated for effect of neoadjuvant treatment on mortality and morbidity, especially bronchopleural fistula. METHODS: Between 1996 and 2003, 130 consecutive patients underwent pneumonectomy: 35 received preoperative radiotherapy and chemotherapy (the neoadjuvant group), and 95 patients did not (the first-surgery group). Operative mortality and postoperative complications were compared between the groups. RESULTS: Minor postoperative complications were comparable in both groups (P >0.10). Five patients in the neoadjuvant group and ten in the first-surgery group had serious complications (P = 0.55). Eight had bronchopleural fistulas (seven right and one left; P <0.01); three were in the neoadjuvant group (P = 0.49). Three fistulas required reoperation. One patient in the first-surgery group died within 30 days postoperatively. Duration of symptoms (HR 6.6; P = 0.01) and right-sided pneumonectomy (HR 2.4; P = 0.05) were associated with an increased risk of bronchopleural fistula. Induction treatment, postoperative radiotherapy, or coverage of the bronchial stump did not increase the risk of bronchopleural fistulation. Survival at one and five years was comparable for the neoadjuvant and first-surgery groups: 74% and 46% vs. 72% and 34%, respectively (P >0.2). CONCLUSIONS: Pneumonectomy is a safe procedure with low operative mortality. Postoperative morbidity is significant, especially bronchopleural fistulas after right-sided pneumonectomy (11%). However, neither operative mortality nor morbidity appears to be directly associated with preoperative radiotherapy or chemotherapy. (C) 2008 The Society of Thoracic Surgeons.

Prognostic factors for patients with stage IV epithelial ovarian cancer receiving intraperitoneal chemotherapy after second-look assessment: results of long-term follow-up##
ZIVANOVIC O, BARAKAT RR, SABBATINI PJ, BROWN CL, KONNER JA, AGHAJANIAN CA, et al.
Cancer 2008;112(12): 2690-7

BACKGROUND: The aim was to determine the long-term outcome for patients with FIGO stage IV epithelial ovarian carcinoma (EOC) treated with intraperitoneal (IP) chemotherapy after second-look assessment. METHODS. By using data from a retrospective cohort of 433 patients who received IP therapy after second-look assessment after primary surgery and initial systemic therapy for EOC between 1984 and 1998 at our institution, all FIGO stage HIC and IV patients were identified. Standard statistical methods were used. RESULTS: Overall, 297 patients met study criteria (246 stage IIIC; 51 stage IV). The median survival for patients with stage IV disease was 34 months compared with 42 months for patients with stage IIIC disease (P = 0.02). The only significant predictor of overall survival in patients with stage IV disease was the presence of gross residual disease at initiation of IP therapy (P = 0.027). When comparing stage IV patients with and without pleural effusions to all stage IIIC patients, there was a significant trend toward improved survival in the patients with pleural effusions only compared with other stage IV patients (P = 0.01). CONCLUSIONS. Prolonged overall survival was observed in patients with no gross residual disease at the time of IP chemotherapy initiation. When compared with similarly treated stage IIIC patients, stage IV patients with malignant pleural effusions appear to have a better outcome than those with other sites of metastasis. Future prospective trials should evaluate the use of IP therapy for patients with stage IV EOC by virtue of malignant pleural effusions only who responded to initial systemic therapy. (C) 2008 American Cancer Society.

A multi-centre retrospective review of second-line therapy in advanced pancreatic adenocarcinoma##
RENI M, BERARDI R, MAMBRINI A, PASETTO L, CEREDA S, FERRARI VD, et al.
Cancer Chemother Pharmacol 2008;62(4): 673-8

INTRODUCTION: Limited information on second-line treatment in patients with pancreatic adenocarcinoma is available. At time of first-line treatment failure, approximately half of the patients are candidates for further treatment. MATERIAL & METHODS: A retrospective review of 183 patients submitted to second-line therapy has been performed to identify prognostic factors, provides useful information for patient counseling and generates hypotheses for future studies. Inclusion criteria were: cytological or histologic diagnosis of pancreatic adenocarcinoma and prior gemcitabine-including chemotherapy. Any age, performance status (PS) and chemotherapy regimen were considered. RESULTS: 183 patients (106 males; 168 metastatic; median age 62 years; median PS 1; 63 submitted to prior curative surgery, 32 to prior radiotherapy) with a median previous progression-free survival (PFS) of 6.7 months were included. Median and six-month PFS after initiation of salvage therapy were 3.0 months and 20%. Median, one and two years, overall survival after initiation of salvage therapy were 6.2 months, 17 and 4%, respectively. Previous PFS, CA19.9 levels and age independently predicted OS. CONCLUSION: Re-challenge with gemcitabine and 5-FU administration may have a role in selected patients. (C) 2007 Springer-Verlag.

Beyond cytotoxic chemotherapy for the first-line treatment of HER2-negative, hormone-insensitive metastatic breast cancer: current status and future opportunities. [Review]##
CONLIN AK, SEIDMAN AD

Clin Breast Cancer 2008;8(3): 215-23

As reflected in its varied clinical behavior, appearances under the light microscope, and differential patterns of gene expression, metastatic breast cancer (MBC) is a heterogeneous disease. Systemic treatment decisions are guided by specific tumor characteristics and individual patient factors. For patients with hormone receptor (HR)-negative MBC and for those whose HR-positive disease has become refractory to hormonal therapies, cytotoxic chemotherapy has been the mainstay of systemic treatment. For hormone-insensitive, HER2-positive MBCs, the addition of trastuzumab to chemotherapy has resulted in improved outcomes. Hormone-insensitive MBC lacking HER2 overexpression includes the subset of patients with estrogen receptor/progesterone receptor/HER2-negative (so-called triple-negative) disease, which represents a significant minority of all breast cancers. Therapeutic options for such patients are limited by the lack of specific targeted approaches, and this heterogeneous group will be considered collectively as well as separately in this overview of existing and emerging treatment strategies. Conventional cytotoxic chemotherapy, alone or in combination, has been the standard first-line treatment for patients with MBC not amenable to antiestrogen or trastuzumab therapy. The recent evaluation of new targeted therapies in combination with cytotoxic agents has created a new type of combination regimen. Agents targeting angiogenesis, the epidermal growth factor receptor, and various signal transduction pathways have been combined with chemotherapy and possess biologic activity in MBC. As these combinations are being investigated, parallel correlative studies aimed at enriching the population who will benefit most are under way.

Metastatic breast cancer: the treatment challenge. [Review]##
JONES SE

Clin Breast Cancer 2008;8(3): 224-33

As therapeutic options have multiplied, chemotherapy for metastatic breast cancer (MBC) has become increasingly complex. Furthermore, advances in the treatment of early-stage breast cancer, in particular the development of taxane-based regimens, have led to increased use of adjuvant chemotherapy. As a result, the decisions regarding the treatment of patients presenting with MBC have become more difficult, because many patients are likely to have received a variety of adjuvant chemotherapy regimens. The primary goal of treatment for MBC is palliation of disease – usually with prolongation of survival – with minimal toxicity. However, there is currently no 'gold standard' in this setting, and the literature supports many choices for first- and second-line treatment. Other issues as yet unsettled in these patients are (i) whether to combine ≥2 drugs or to use each drug alone until disease progression; (ii) how to use novel targeted biologic agents; and (iii) how to treat patients with HER2-overexpressing tumors after adjuvant treatment with trastuzumab. The role of taxanes, antimetabolites, and targeted agents in patients with MBC will be discussed in this review, particularly in the context of previous adjuvant therapy. The controversy surrounding the use of doublet or sequential therapy will also be discussed. Although considerable advances have been made toward answering these questions, many additional uncertainties have arisen, and further well-designed randomized studies are needed.

Taxanes: a cornerstone of treatment for metastatic breast cancer. [Review]##
SCHWARTZBERG LS

Community Oncol 2008;5(7 Suppl 8): 3-6

Taxanes currently approved for use in metastatic breast cancer (MBC) consist of paclitaxel, docetaxel, and nanoparticle albumin-bound paclitaxel. The taxanes are the most active single agents in MBC, and their use has contributed to improved survival in this setting. Differences between conventional paclitaxel and docetaxel include absence of dose response for paclitaxel versus a significant dose response for docetaxel and the ability to give paclitaxel on a weekly versus every-three-week schedule. Studies of taxanes in combination with anthracyclines in first-line treatment have shown improved response rates and time to disease progression; no definitive survival benefit has been shown with combination therapy compared with single-agent taxane therapy or among various combination regimens, except with taxane combinations involving capecitabine or gemcitabine in anthracycline-pretreated patients. Thus, the choice of taxane singlets, doublets, or triplets in first-line therapy depends on physician judgment and patient and disease characteristics. Drawbacks of conventional taxane formulations include the need for solvents, which add substantial toxicity to treatment and may compromise efficacy. (C) 2008 Elsevier Inc. All rights reserved.

Treatment results of peritonectomy procedure with intraperitoneal chemotherapy for 11 patients with peritoneal mesothelioma. [Japanese]##
ITOH S, ZHAO J, CHU F, MORRIS DL

Dokkyo J Med Sci 2008;35(2): 93-9

AIMS: Recently, the issue of asbestos-related disease has increased dramatically thoughout the world. Deaths from mesothelioma are often caused by asbestos exposure. The aim of the study was to present our unit's experience in the treatment of peritoneal mesothelioma between 1999 and 2006. In addition, the data was assessed and validated compared with other peritonectomy units. METHODS: Records of 11 patients with peritoneal mesothelioma were reviewed retrospectively. All patients were treated by cytoreductive surgery with peritonectomy procedures, four patients had second and one patient had third peritonectomy (in total 16 times peritonectomy). Hyperthermic intraperitoneal perioperative chemotherapy (HIPEC) was performed 11 times across nine patients. Early postoperative intraperitoneal chemotherapy (EPIC) was performed six times across four patients. RESULTS: four female and seven male patients with a mean age of 52.8 ±18.2 years were studied. Asbestos exposure was recorded in four patients. Overall projected survival at one, three and five years was 72.7%, 62.3% and 62.3% from Kaplan-Meier survival curve. The most significant positive predictive factor of survival was second peritonectomy (P = 0.0734). CONCLUSION: Our unit's survival rate agreed with the experience from other units and supports peritonectomy with HIPEC and EPEC as the gold standard in the treatment of peritoneal mesothelioma worldwide.

Current therapies for malignant pleural mesothelioma. [Conference Paper]##
NAKANO T

Environ Health Prev Med 2008;13(2): 75-83

Mesothelioma is a highly lethal tumor derived from mesothelial cells, and its global incidence is increasing because of widespread exposure of numerous individuals to asbestos in the last 50 years. Mesothelioma is largely untreatable with any of the therapeutic modalities. Recently, a novel multitargeted antifolate pemetrexed has shown promising activity against malignant pleural mesothelioma, producing response rates of up to 40% when used in combination with cisplatin. In a large phase III study, use of a combination of pemetrexed and cisplatin was associated with significantly improved survival time and with greater antitumor activity compared with cisplatin alone. This combination also gave a significant response rate of approximately 50% in patients with epithelioid malignant pleural mesothelioma. These clinical benefits of pemetrexed-cisplatin doublet have changed the perception of mesothelioma chemotherapy. Other combinations, including gemcitabine in combination with cisplatin, have also shown encouraging response rates. Prognosis depends on gender, clinical stage of the tumor, histological subtype, platelet count, leukocyte counts, and performance status. Radiotherapy can palliate mesothelioma patients with chest pain, and has been indicated to be of benefit for the prevention of malignant seeding along the tract of a chest tube or needle biopsy. Trimodality treatment using extrapleural pneumonectomy, radiation and chemotherapy has shown promising therapeutic value. The development of chemotherapeutic regimens and the favorable outcomes of trimodality have led to new combined modality trials. In Japan, multicenter national trials against mesothelioma will begin in the near future. (C) 2008 The Japanese Society for Hygiene.

Key role of topoisomerase I inhibitors in the treatment of recurrent and refractory epithelial ovarian carcinoma. [Review]##
WETHINGTON SL, WRIGHT JD, HERZOG TJ

Expert Rev Anticancer Ther 2008;8(5): 819-31

Ovarian cancer remains one of the most difficult gynecologic cancers to treat, owing to its aggressive biology and high relapse rate, as well as the toxic side effects of available chemotherapeutic agents used to treat recurrent disease. Topoisomerase I inhibitors, including topotecan and irinotecan, are some of the most effective and tolerable treatment options for recurrent ovarian cancer. The ideal dosing, timing of administration, role in combination with other chemotherapies or biologics and potential role in up-front therapy remain an area of active research. This article reviews the mechanism of action of topoisomerase I inhibitors and the efficacy, dosing, schedule and toxicity for topotecan, irinotecan, 9-nitrocamptothecin, DX-8951 and 9-aminocamptothecin. Conclusions include a discussion of future avenues of research and ongoing projects. (C) 2008 Expert Reviews Ltd.

Molecular pathology and potential therapeutic targets in soft-tissue sarcoma. [Review]##
TODD R, LUNEC J

Expert Rev Anticancer Ther 2008;8(6): 939-48

The soft-tissue sarcomas are a diverse group of rare malignancies of mesenchymal tissue. Surgery is the principle modality of treatment but chemotherapy is used for the treatment of advanced or metastatic tumors. However, the response to chemotherapy is poor. Genetic factors are known to be important in the development of soft-tissue sarcomas and also have a role in response to treatment. This review discusses known genetic abnormalities in soft-tissue sarcomas. Molecular targets for treatment are also discussed along with a review of treatments that have been developed to date. (C) 2008 Expert Reviews Ltd.

Upper gastrointestinal tumors: current status and future perspectives. [Review]##
JIANG Y, KIMCHI ET, STAVELEY-O'CARROLL KF, MONTERO AJ, AJANI JA

Expert Rev Anticancer Ther 2008;8(6): 975-91

Recent therapeutic developments that have provided new promising and successful approaches to the treatment of solid tumors are in large part due to the increasing understanding of their molecular biology. Despite this progress, these new therapies have provided minimal benefit in the treatment of upper gastrointestinal (GI) malignancies. Hence, the overall survival of patients with upper GI tumors remains dismal. These disappointing results are largely due to the lack of early detection strategies, inadequate medical treatments and the poor understanding of upper GI tumor biology. Clinically, the treatment paradigm has been evolving for these malignancies. Esophageal cancer is now commonly treated with preoperative chemoradiation in the USA, in both academic and community cancer centers, due to its theoretical advantages. Adjuvant-chemotherapy and chemoradiation are also frequently used in patients with pancreatic cancer. Exciting prospects remain in the medical and surgical treatment of these malignancies with the inclusion of biologic agents in many protocols, newer chemotherapeutic agents (such as S-1 in the treatment of gastric cancer), and the use of minimally invasive procedures for the treatment of premalignant and, possibly, early malignant lesions of the esophagus and stomach. This review focuses on the current practice in the management of upper GI tumors and summarizes the recent advances in the field. (C) 2008 Expert Reviews Ltd.

Novel advances in pancreatic cancer treatment. [Review]##
VULFOVICH M, ROCHA-LIMA C

Expert Rev Anticancer Ther 2008;8(6): 993-1002

Little progress has been made on the treatment of advanced pancreatic cancer. Gemcitabine has been an acceptable standard for more than a decade. The benefit of single-agent gemcitabine in advanced and metastatic pancreatic cancer is small. Adding other chemotherapy agents to gemcitabine has not resulted in meaningful improvement In survival. The randomized trials studying the addition of molecular targeting agents (cetuximab, bevacizumab, farnesyl transferase inhibitors and metalloproteinase inhibitors) to gemcitabine compared with gemcitabine alone have been disappointing. A small gain in median survival by adding erlotinib to gemcitabine has recently been reported. We herein review novel agents in pancreatic cancer that may change the current nihilistic approach in the management of this challenging disease. (C) 2008 Expert Reviews Ltd.

Clinical efficacy of modified preoperative neoadjuvant chemotherapy in the treatment of locally advanced (stage IB2 to IIB) cervical cancer: randomized study##
CHEN H, LIANG C, ZHANG L, HUANG S, WU X

Gynecol Oncol 2008;110(3): 308-15

OBJECTIVES: The use of preoperative neoadjuvant chemotherapy (NAC) in locally advanced cervical cancer (LACC) was hindered by the disadvantages of a delay of curative treatment for nonresponders and the development of radioresistant cells. However, these disadvantages may be overcome by a 'quick' high-dose scheme administered in a short period before surgery. Our purpose is to assess the efficacy of NAC with short cycle-length, high-dose agents for LACC. METHOD: From 1999 to 2004, 142 of patients with LACC (stage IB2-IIB, tumor diameter ≥4 cm) were assigned to randomly receive either NAC followed by surgery or primary surgery directly. A modified NAC scheme with short cycle-length, high-dose agents was used. RESULTS: The overall clinical response rate was 69.4%. The chemotherapeutic response was more favorable in the squamous carcinoma and the tumors smaller than 8 cm (P = 0.005; P = 0.029). Pathologic findings showed that the pelvic metastasis and parametrial infiltration rates were significantly lower in NAC group than in the primary surgery group (P = 0.025; P = 0.038). Among patients who received NAC, the lymph node metastasis rate was still as high as 45.5% in non-NAC responders, and it decreased to 16.0% in NAC responders (P = 0.008). The same thing also occurred with parametrial infiltration: 45.5% in non-NAC responders compared with 16.0% in NAC responders (P = 0.008). Survival analysis revealed that although log-rank test showed a longer survival in NAC group than in the primary surgery group (P = 0.041), Cox hazard analysis did not indicate the therapy modality as a prognostic predictor (P = 0.074). However, after further subdivision, we found that NAC responders had longer survival and lower recurrence rate than non-NAC responders (P = 0.000; P = 0.013). NAC response was also an independent prognostic predictor (P = 0.005). CONCLUSION: The modified preoperative NAC is well tolerated and beneficial in reducing tumor size, eliminating pathological risk factors, and improving prognosis for responders. It also avoids the delay of effective treatment for non-NAC responders.

Regional hyperthermia of the abdomen in conjunction with chemotherapy for peritoneal carcinomatosis: evaluation of two annular-phased-array applicators##
CHO CH, WUST P, HILDEBRANDT B, ISSELS RD, SEHOULI J, KERNER T, et al.
Int J Hyperthermia 2008;24(5): 399-408

BACKGROUND: Peritoneal carcinomatosis is a stage of gynecological and gastrointestinal malignancies with poor prognosis. Options for enhancing the effect of standard chemotherapy, such as aggressive surgery and intraperitoneal chemotherapy, have limitations. In this phase I/II study, we evaluated regional hyperthermia of the pelvis and abdomen using the annular-phased-array technique as an adjunct to chemotherapy. METHODS: 45 patients with peritoneal carcinomatosis (with or without liver metastases) in colorectal cancer (CRC) (n = 16), ovarian cancer (OC) (n = 17), or gastric/pancreatic/biliary cancer (n = 12) underwent standard chemotherapy and regional hyperthermia. Most CRC patients received second-line chemotherapy. All OC patients were platinum resistant. Regional hyperthermia was applied using a SIGMA-60 applicator (OC), a SIGMA-Eye/MR applicator (CRC), or various ring applicators (gastric/pancreatic/biliary cancer). RESULTS: Abdominal regional hyperthermia was well tolerated, with acceptable acute discomfort and no long-term morbidity. The SIGMA-Eye/MR applicator achieved higher systemic temperatures (associated with higher systemic stress) and more effective heating of the upper abdomen; the SIGMA-60 applicator achieved higher temperatures (and power densities) in the pelvis. Three-year overall survival was encouraging for patients with CRC (22%) and OC (29%) but not gastric/pancreatic/biliary cancer. For the SIGMA-60 applicator (patients with OC), higher measured temperatures at the vaginal stump correlated with better outcome. CONCLUSIONS: The SIGMA-60 and SIGMA-Eye/MR applicators are feasible for abdominal heating and have low toxicity. The SIGMA-60 applicator is specifically suitable for malignancies with high pelvic burden; the SIGMA-Eye/MR applicator better heats the upper abdomen, including the liver. Further randomized investigations are warranted.

Comparison of an inflammation-based prognostic score (GPS) with performance status (ECOG-ps) in patients receiving palliative chemotherapy for gastroesophageal cancer##
CRUMLEY AB, STUART RC, MCKERNAN M, MCDONALD AC, MCMILLAN DC

J Gastroenterol Hepatol 2008;23(8 Pt 2): e325-9

AIM: The aim of the present study was to compare an inflammation-based prognostic score (Glasgow Prognostic Score, GPS) with performance status (ECOG-ps) in patients receiving platinum-based chemotherapy for palliation of gastroesophageal cancer. METHODS: 65 patients presenting with gastroesophageal carcinoma to the Royal Infirmary, Glasgow, between January 1999 and December 2005 and who received palliative chemotherapy or chemo-radiotherapy were studied. ECOG-ps, C-reactive protein, and albumin were recorded at diagnosis. Patients with both an elevated C-reactive protein (>10 mg/l) and hypoalbuminemia (<35 g/l) were allocated a GPS of 2. Patients in whom only one of these biochemical abnormalities was present were allocated a GPS of 1 and patients with a normal C-reactive protein and albumin were allocated a score of 0. Toxicity was recorded using the Common Toxicity Criteria. RESULTS: The minimum follow-up was 14 months. During the follow-up period, 59 (91%) of the patients died. On univariate and multivariate survival analysis, only the GPS (HR 1.65; 95% CI, 1.10-2.47; P <0.05) was a significant independent predictor of cancer survival. In addition, in comparison with patients with GPS of 0, those patients with a GPS of 1 or 2 required more frequent chemotherapy dose reduction (P <0.05), were less likely to exhibit a clinical response to treatment (P <0.05), and had shorter survival (P <0.05). CONCLUSION: The presence of a systemic inflammatory response, as evidenced by the GPS, appears to be superior to the subjective assessment of performance status (ECOG-ps) in predicting the response to platinum-based chemotherapy in patients with advanced gastroesophageal cancer. (C) 2007 The Authors.

Transcatheter arterial infusing chemotherapy for advanced malignant pancreatic islet cell tumors: four cases report. [Chinese]##
ZHENG JP, SHAO GL, YU YP, ZHANG JX, GU WZ

J Interv Radiol 2008;17(6): 408-10

OBJECTIVE: To explore the clinical efficacy of transcatheter arterial infusion (TAI) chemotherapy for advanced malignant pancreatic islet cell tumors. METHODS: Four patients (three malignant insulin tumors, one non-functional malignant pancreatic islet cell tumor) with unresectable advanced malignant tumors underwent TAI via celiac artery. The three malignant insulin tumors with multiple hepatic metastases were further performed with transcatheter arterial chemoembolization (TACE). The therapeutic cycles were repeated with intervals of one-two months. RESULTS: 11 therapeutic cycles (mean 2.8) were accomplished in four cases. Follow-up for two-eight months, the clinical PR were achieved in three cases, furthermore with SD in one case. The clinical uprising blood glucose became normal in all three cases, and the abdominal distension and bellyache were relieved in the patient with non-functional malignant pancreatic islet cell tumor. No serious adverse effects occurred. CONCLUSIONS: TAI for unresectable advanced malignant pancreatic islet cell tumors is safe and effective.

The efficacy discussion of interventional therapy for advanced pancreatic carcinoma. [Chinese]##
SONG T, YIN SM, SUN RY, SHEN L, QIAN Y

J Interv Radiol 2008;17(6): 411-3

OBJECTIVE: To evaluate the efficacy of interventional therapy for advanced pancreatic carcinoma. METHODS: 33 cases of advanced pancreatic carcinoma who accepted interventional therapy from April 2005 were retrospectively analyzed. All patients were inoperable and accepted one or more times of celiac and superior mesenteric arterial chemotherapeutics perfusion with dosage of 2:1. The embolization was further introduced with the addition of liver invasion. The repetition interval was kept at six weeks with no severe complications. RESULTS: The one with follow-up CT imaging showed obvious decrease of the lesion size, together with release or disappearance of the sensation of abdominal pain and abdominal distension. The lifespan prolonged with average survival of 13 months, including the longest of 22 months and the life quality improved. CONCLUSIONS: The interventional therapy could be the first method of choice in the management of advanced pancreatic carcinoma.

Dihydropyrimidine dehydrogenases and cytidine-deaminase gene polymorphisms as outcome predictors in resected gastric cancer patients treated with fluoropyrimidine adjuvant chemotherapy##
GRAU JJ, CABALLERO M, MONZO M, MUNOZ-GARCIA C, DOMINGO-DOMENECH J, NAVARRO A, et al.
J Surg Oncol 2008;98(2): 130-4

BACKGROUND & OBJECTIVES: Single nucleotide polymorphisms of dihydropyrimidine dehydrogenases gene (DPYD) induce dihydropyrimidine dehydrogenase enzyme (DPD) deficiency resulting in increased activity of 5-FU derivatives. Cytidine-deaminase gene (CDA) polymorphisms have been involved in prognosis in experimental tumours. METHODS: Analysis of 50 consecutive resected gastric cancer patients who received adjuvant chemotherapy with tegafur for polymorphisms of genes DPYD1 (A/G; Ile543Val), DPYD2 (C/T; Arg29Cys) and CDA (A/C; Lys27Gin). The status of alleles (wild-type or at least one polymorphism) was correlated with outcome and toxicity. RESULTS: Polymorphisms frequencies wild-type/non-wild-type were 36/14 in DPYD1 (A/G; Ile543Val); 26/24 in DPYD2 (C/T; Arg29Cys); and 17/ 23 in CDA (A/C; Lys27Gin) or between homozygous/heterozygous were 39/11 in DPYD1; 33/17 in DPYD2 and 26/24 in CDA respectively. After 77 months of median follow-up (SD = 26.3), 18 patients died of tumour relapse. Better survival was observed in DPYD1 patients only, for non-wild-type over wild-type (P = 0.0214); and in patients with one or more heterozygous polymorphisms in any of the three genes tested (P = 0.0017). In ten patients (20%) total dose was reduced by toxicity, only three of them were homozygous. CONCLUSIONS: Gene polymorphisms of DPYD and CDA predict survival of gastric cancer patients treated with 5-FU-based adjuvant chemotherapy. (C) 2008 Wiley-Liss, Inc.

Recurrence rate following adjuvant strontium-90 brachytherapy after excision of conjunctival melanoma##
KRAUSE L, RITTER C, WACHTLIN J, KREUSEL KM, HOCHT S, FOERSTER MH, et al.
Klin Monatsbl Augenheilkd 2008;225(7): 649-52

BACKGROUND: Because of the high local recurrence rates after excision of conjunctival melanomas, adjuvant local chemotherapy or irradiation is recommended. Strontium-90 brachytherapy is one radiotherapeutic option due to its low penetration depth. METHODS: 15 patients with conjunctival melanoma were treated with adjuvant strontium-90 brachytherapy after tumour excision. The treatment was fractionated into nine

irradiation sessions with 6 Gy each. The mean follow-up was 35 months (12-60 months). RESULTS: Seven patients (46%) had no recurrence during the follow-up. Three patients (20%) had a recurrence in the treated or adjacent area. Eight patients (53%) developed new tumours in non-treated areas. CONCLUSIONS: Strontium-90 brachytherapy is a useful adjuvant in the treatment of conjunctival melanomas. Regular ophthalmoscopic controls are necessary because of the high rate of new tumours in non-irradiated areas, especially in cases with primary acquired melanosis.

What has the meta-analysis contributed to today's standard of care in the treatment of thoracic malignancies? [Review]##
MEERT AP, SCULIER JP

Lung Cancer 2008;61(2): 141-51

Meta-analyses dealing with the treatment of thoracic malignancies (non-small-cell lung cancer, small-cell lung cancer and mesothelioma) are reviewed including those performed in the context of a systematic review of the literature or based on individual patients' data. Their results have been used as an effective tool for resolving various clinical questions, providing more reliable evidence for some clinical practice: (neo)adjuvant chemotherapy after surgery for resectable NSCLC, radiochemotherapy for patients with unresectable limited NSCLC and limited SCLC, advantage of chemotherapy for advanced NSCLC and identification of the most active drugs. However, it is important to understand the limits of their methodology in order to avoid inappropriate interpretations. (C) 2008 Elsevier Ireland Ltd. All rights reserved.

Local recurrence of tumor at sites of intervention in malignant pleural mesothelioma##
METINTAS M, AK G, PARSPOUR S, YILDIRIM H, ERGINEL S, ALATAS F, et al.
Lung Cancer 2008;61(2): 255-61

In malignant pleural mesothelioma (MPM) patients, local dissemination (LD) of the tumor is frequently observed at the sites of intervention where diagnosis/treatment are performed. We evaluate the factors affecting LD frequency and discuss the use of preventive radiotherapy (PR) in MPM patients. Histopathologically diagnosed 212 MPM patients who had not received PR were evaluated in terms of development of LD. Of the 212 patients, 29 received supportive therapy, 157 received chemotherapy and 26 received multi-modal therapy. The LD frequency was 13.2% for all patients. The median survival rate was nine or ten months in patients with or without LD, respectively. A higher LD frequency was observed in patients receiving thoracotomy. The LD appearance time in supportive care is short. The LD frequency in patients treated with chemotherapy that revealed progressive disease was higher than in the patients who revealed stable disease or objective response. LD developed in two months in patients with sarcomatous and mixed cell type, and the survival rate was low. LD was not associated with the stage of the disease. The most suitable candidate groups for PR are patients receiving supportive therapy, thoracotomy without multi-modal therapy or patients with sarcomatous and mixed cell type tumors. (C) 2008 Elsevier Ireland Ltd. All rights reserved.

Systematic review: value of perioperative chemotherapy in the management of resectable rectal adenocarcinoma. [Brief Report] [French]##
BECOUARN Y, GUILLO S, ARTRU P, ASSENAT E, BOSSET JF, CONROY T, et al.
Oncologie 2008;10(3): 226-32

INTRODUCTION: The program 'Standards, Options and Recommendations' (SOR) in oncology, initiated in 1993 by the French Federation of Cancer Centers (FNCLCC), is conducted in collaboration with public and private clinicians, professional associations, learned societies and the French National Cancer Institute. Its aims are to develop clinical practice guidelines (CPG), health technology assessment reports and systematic literature reviews. In this context, the SOR have developed a systematic review to evaluate the value of perioperative chemotherapy in the management of resectable rectal adenocarcinoma. Results of this review have been validated by the members of the National Thesaurus of Gastrointestinal Cancer (TNCD). METHODS: Results of a systematic literature search using Medline and Embase (from 1996/01 to 2007/10) were completed by a survey of evidence-based medicine websites. All phase III randomized trials and systematic reviews comparing surgery (alone or associated with adjuvant therapy) to the same treatment plus chemotherapy, or comparing different perioperative chemotherapy modalities in patients with resectable rectal adenocarcinoma, were included in the study. The quality and clinical relevance of the trials were evaluated using validated checklists, allowing to associate each result with its level of evidence. Data synthesis was performed taking into account both efficacy and toxicity outcomes for each intervention. Finally, research recommendations were formulated. RESULTS: Of 29 studies meeting the selection criteria, 19 were included after critical methodological and clinical appraisal. As compared with preoperative radiotherapy, preoperative chemoradiotherapy with 5-FU and folinic acid does not improve overall or relapse-free survivals but decreases local recurrence rates. Postoperative chemotherapy with 5-FU and folinic acid does not improve overall or relapse-free survivals, whether the patients received preoperative radiotherapy or preoperative chemoradiotherapy, whereas it seems to decrease local recurrence rates after preoperative radiotherapy but not after preoperative chemoradiotherapy. As compared with postoperative chemoradiotherapy, preoperative chemoradiotherapy with continuous infusion of 5-FU does not improve overall or relapse-free survivals, but decreases local recurrence rates as well as acute and long-term toxicities. In the absence of preoperative radiotherapy, fluoropyrimidine-based postoperative chemotherapy improves both overall and relapse-free survivals and decreases local recurrence rates. CONCLUSION: Preoperative chemoradiotherapy reduces the risk of local recurrence as compared with preoperative radiotherapy or postoperative chemoradiotherapy. (C) 2008 Springer Verlag.

Central nervous system metastases in HER-2-overexpressing metastatic breast cancer: a treatment challenge. [Review]##
STEMMLER HJ, HEINEMANN V

Oncologist 2008;13(7): 739-50

With improvements in diagnostic and therapeutic options and a corresponding improvement in survival, central nervous system (CNS) metastasis is becoming a more frequent diagnosis in breast cancer patients. It can be assumed that up to 30% of metastatic breast cancer (MBC) patients may experience CNS metastasis during the course of their disease. Moreover, it has been reported that patients with human epidermal growth factor receptor (HER)-2-overexpressing MBC are at a higher risk for CNS involvement. Whereas locoregional treatment modalities such as surgery, radiosurgery, and whole-brain radiotherapy still must be considered as the treatment of first choice, the armamentarium of systemic treatment modalities has been expanded by the introduction of small molecules such as the tyrosine kinase inhibitors. Rather than analyzing the risk factors for the development of CNS metastasis and reviewing the standard diagnostic and therapeutic approaches in patients with CNS involvement, this review focuses specifically on systemic treatment modalities in patients suffering from CNS metastasis from HER-2-overexpressing MBC. (C) AlphaMed Press.

Is there an optimal chemotherapy regimen for the treatment of advanced gastric cancer that will provide a platform for the introduction of new biological agents? [Review]##
POZZO C, BARONE C

Oncologist 2008;13(7): 794-806

Globally, gastric cancer is the second most common cause of cancer-related death. The majority of gastric cancer patients will have at presentation or will ultimately develop overt metastatic disease. Meta-analysis has demonstrated not only that systemic chemotherapy can improve survival in patients with advanced disease but also that the best survival results in earlier randomized studies have been achieved with three-drug regimens containing a fluoropyrimidine, an anthracycline, and cisplatin. Although there has been little progress historically in improving median overall survival times beyond the nine-month plateau achievable with the standard epirubicin-cisplatin-infusional 5-fluoropyrimidine (ECF) combination, the availability of newer cytotoxic anticancer agents has provided some measure of optimism that current outcomes can be improved. A number of new triplet and doublet combinations incorporating docetaxel, oxaliplatin, irinotecan, capecitabine, and S-1 have been explored in randomized trials. Although some combinations, such as epirubicin-oxaliplatin-capecitabine, have been shown to be as effective as (or perhaps more effective than) ECF, and although promising early data have been derived for S-1 in combination with cisplatin, a lack of studies in which direct comparisons have been made currently hinders the identification of the optimal regimen in this setting. One factor that might contribute to the lack of clear progress is the absence of consensus on the utility of second-line cytotoxic treatments. It can therefore be concluded that, although there is no first-line regimen that is clearly the most appropriate platform for the investigation of biological agents, there are a number of combinations that have been shown to be effective and therefore good candidates. (C) AlphaMed Press.

Bilateral metastases to extraocular muscles from lobular breast carcinoma##
KOUVARIS JR, GKONGKOU PV, PAPADIMITRIOU CA, PAPACHARALAMPOUS XN, ANTYPAS CE, BALAFOUTA MJ, et al.
Onkologie 2008;31(7): 387-9

BACKGROUND: Metastatic carcinoma to extraocular muscles is extremely rare, but even more so is the case of a bilateral one. CASE REPORT: A 50-year-old woman with a history of mastectomy for a T4N1M0 right breast carcinoma was referred to us with diplopia due to bilateral extraocular muscle metastases, five years post mastectomy. Multiple metastases to the whole body were also present. A combination of high-dose irradiation, hormonotherapy and chemotherapy were performed. RESULTS: Despite the multidisciplinary treatment approach, the diplopia persisted. A literature review revealed only four cases of bilateral metastases to extraocular muscles. The present case is the second attributed to lobular carcinoma and the only one treated with a high dose of radiotherapy combined with systemic therapy. CONCLUSION: In a cancer patient, any orbital change must be examined for the possibility of an extraocular metastasis. Conclusions affecting the optimal treatment policy of extraocular muscle metastases are difficult to determine, due to the small number of reported cases. (C) 2008 S Karger AG.

Long-term follow-up of conjunctival and corneal intraepithelial neoplasia treated with topical interferon-α2b##
SCHECHTER BA, KOREISHI AF, KARP CL, FEUER W

Ophthalmology 2008;115(8): 1291-6

OBJECTIVE: To evaluate the long-term recurrence rate (>1 year) of conjunctival and corneal intraepithelial neoplasia (CIN) treated with topical interferon-α2b. DESIGN: Retrospective, noncomparative, interventional case series. PARTICIPANTS: 28 eyes of 26 patients from two institutions, treated between April 1997 and June 2005, with CIN lesions utilized topical interferon-α2b drops four times daily until clinical resolution was achieved. METHODS: Patients' charts and clinical photographs were reviewed, and data were analyzed. MAIN OUTCOME MEASURES: All eyes were monitored for the possibility of recurrence with a minimum of one-year follow-up from the time of documented clinical resolution. RESULTS: Complete clinical resolution of the CIN lesions was achieved in 27 of the 28 eyes treated (96.4%). One of the 28 eyes treated (3.6%) had only a partial response to treatment. For the 27 eyes with complete response, resolution occurred after a median of 2.0 months (range, 10 days-15 months). Eyes were treated for a median of 3.2 months (range, 1-15). Median follow-up after clinical resolution (tumor-free period) was 42.4 months (range, 14-89). One eye of the 27 analyzed (3.7%) experienced a recurrence. Side effects of treatment were limited to mild conjunctival hyperemia and follicular conjunctivitis in three patients (12%). In all cases, there was total resolution of the side effects within one month after cessation of the medication. CONCLUSIONS: In this group of patients with CIN lesions observed for >1 year, topical interferon-α2b was effective in treating lesions with minimal self-limited side effects.

Topical interferon or surgical excision for the management of primary ocular surface squamous neoplasia##
STURGES A, BUTT AL, LAI JE, CHODOSH J

Ophthalmology 2008;115(8): 1297-302

OBJECTIVE: To describe the successful treatment and long-term outcomes of primary ocular surface squamous neoplasia (OSSN) with topical interferon-α2b or surgical excision. DESIGN: Retrospective, comparative, interventional case series. PARTICIPANTS: 29 consecutive patients with OSSN never before treated. INTERVENTION: Patients with primary OSSN chose topical interferon-α2b or excision with wide surgical margins, with crossover to surgery in those interferon-treated patients whose OSSN failed to regress within two months after beginning therapy. MAIN OUTCOME MEASURES: Successful resolution of clinical disease at two months after topical interferon treatment and time to recurrence after either topical interferon or surgical excision. RESULTS: Of 29 patients with primary OSSN, 15 elected topical interferon and 14 chose surgical excision. Two patients in the interferon group subsequently underwent surgical excision for apparent lack of response to interferon. No patient in either group developed a recurrence during the study period (disease-free follow-up: interferon group, mean, 35.6 months [95% CI, 21.9-49.31]; surgery group, mean, 35.6 months [22.9-48.31]). CONCLUSIONS: Both topical interferon-α2b and aggressive surgical excision appear to be effective for primary OSSN.

Breast cancer diagnosis and treatment: an update. [Review]##
SOOD J

Pharm Pract 2008;18(5): 166-72

Chemotherapy treatment options for breast cancer offer a good degree of choice of single agents or combinations, tailored to the type of cancer and its degree of progression. Adjuvant chemotherapy should be offered in four to eight cycles of multiple-agent chemotherapy, which should include anthracyclines. If anthracycline therapy has failed or is contraindicated, capecitabine is an option for locally advanced or metastatic breast cancer. Vinorelbine monotherapy or gemcitabine and paclitaxel are other options in metastatic breast cancer. Taxanes are recommended as an option for advanced breast cancer where initial chemotherapy with anthracyclines has failed. They are not licensed for adjuvant treatment in early breast cancer, but are combined with trastuzumab in metastatic breast cancer where anthracycline therapy has failed. Trastuzumab is also used as monotherapy in early and metastatic breast cancer. All women with hormone receptor-positive tumours should be offered hormone treatment for five years after primary therapy. This is likely to involve tamoxifen, or an AI plus ovarian ablation or an LHRH agonist for pre-menopausal women. Clinical guidelines on the diagnosis and treatment of early and advanced breast cancer are currently pending from NICE. The clinical trials mentioned in this overview of breast cancer management represent a selection of the main trials in progress, which will no doubt contribute to the evidence base for the development of future breast cancer management strategies.

Mesothelioma and asbestos-related pleural diseases. [Review]##
GREILLIER L, ASTOUL P

Respiration 2008;76(1): 1-15

At present, the use of asbestos is not regulated at a worldwide scale. Moreover, there is a latency period between asbestos exposure and the manifestations of asbestos-related diseases. Consequently, pulmonologists are still dealing with consequences of asbestos exposure, which mainly occur at the pleural surface. The aim of this review is to provide an overview of asbestos-related pleural diseases. We summarized the most relevant data for the diagnosis and the management of benign asbestos pleural effusions, pleural plaques, diffuse pleural thickening and rounded atelectasis. Special attention is dedicated to malignant pleural mesothelioma, given the challenging issues of this disease, the recent advances in its management and the dynamism of research in this area. (C) 2008 S Karger AG.

Cholangiocarcinoma: epidemiology and global management. [French]##
DREYER C, LE TOURNEAU C, FAIVRE S, QIAN Z, DEGOS F, VUILLERME MP, et al.
Rev Med Interne 2008;29(8): 642-51

SCOPE: Cholangiocarcinoma, or biliary tract tumors, are rare tumors for which survival is short, as diagnosis is often made at an advanced stage. Indeed, diagnosis remains difficult, since symptoms are often unspecific and appear at latest stages. This article presents an update of recent data and therapeutic options. CURRENT SITUATION & SALIENT POINTS: Several etiologic factors have been identified, but for most patients, none of these factors can be found. Prognosis is often poor, and remains difficult to establish because of the lack of sufficient large-scale studies looking at the impact on preexisting tumor characteristics on overall survival. Surgery remains when possible the gold standard. When tumor removal is impossible, due to a local extension, the appropriate care of patients remains to be defined. Chemotherapy has been proposed with evidence of objective response but limited data exist on its ability to prolong overall survival and to enhance quality of life. Active chemotherapies appear to be made from combination of an antimetabolite, such as 5-FU or gemcitabine, and a platinum drug. PERSPECTIVES: In the near future, indications of chemotherapy could be enlarged and targeted therapy might also be used, since several molecules have been tested in preclinical studies, and could be offered to patients in clinical trials. (C) 2007 Elsevier Masson SAS. All rights reserved.

Treatment of extrahepatic biliar (sic) tree cancer. [Spanish] [Review]##
GARCIA ALFONSO P, MARTINEZ MARIN V, MUNOZ MARTIN A, KHOSRAVI P, ARRANZ COZAR JL, TELLADO RODRIGUEZ JM

Revis Cancer 2008;22(2): 74-85

Malignancies arising from biliary tract epithelia are rare tumors that have a poor prognosis. For reasons that are not clear, the incidence of these tumors is gradually increasing in many countries. The diagnosis requires the integration of clinical information, imaging studies of the hepatic parenchyma and biliary tract, tumor markers, and histology. In terms of the treatment options, surgery can be curative, although few patients are candidates for surgery. Palliative biliary decompression can provide symptomatic relief. Patients with unresectable cholangiocarcinoma or preexisting primary sclerosing cholangitis should be considered for liver transplantation with neoadjuvant chemoirradiation, in specialized centres. Advances in MRI and positron-emission tomography scanning, identification of new tumor markers, improved utility of biliary cytology, and the use of photodynamic therapy for adjunct treatment are all expected to enhance the diagnosis, evaluation and management of cholangiocarcinoma. Chemotherapy, radiation therapy or combination therapies remain as the only treatment for inoperable patients. However, these are uniformly ineffective in patients' survival. (C) 2008 Aran Ediciones, SL.

Treatment and survival in a population-based sample of patients diagnosed with gastroesophageal adenocarcinoma##
CRONIN-FENTON DP, MOONEY MM, CLEGG LX, HARLAN LC

World J Gastroenterol 2008;14(20): 3165-73

AIM: To examine the extent of use of specific therapies in clinical practice, and their relationship to therapies validated in clinical trials. METHODS: The US National Cancer Institute's Patterns of Care study was used to examine therapies and survival of patients diagnosed in 2001 with histologically-confirmed gastroesophageal adenocarcinoma (n = 1356). The study re-abstracted data and verified therapy with treating physicians for a population-based stratified random sample. RESULTS: Approximately 62% of patients had stomach adenocarcinoma (SAC), while 22% had gastric-cardia adenocarcinoma (GCA), and 16% lower esophageal adenocarcinoma (EAC). Stage IV/unstaged esophageal cancer patients were most likely and stage I-III stomach cancer patients least likely to receive chemotherapy as all or part of their therapy; gastric-cardia patients received chemotherapy at a rate between these two. In multivariable analysis by anatomic site, patients 70 years and older were significantly less likely than younger patients to receive chemotherapy alone or chemoradiation for all three anatomic sites. Among esophageal and stomach cancer patients, receipt of chemotherapy was associated with lower mortality; but no association was found among gastric-cardia patients. CONCLUSION: This study highlights the relatively low use of clinical trials-validated anti-cancer therapies in community practice. Use of chemotherapy-based treatment was associated with lower mortality, dependent on anatomic site. Findings suggest that physicians treat lower esophageal and SAC as two distinct entities, while gastric-cardia patients receive a mix of the treatment strategies employed for the two other sites. (C) 2008 The WJG Press. All rights reserved.

Preoperative induction chemotherapy for resectable stage IIIA non-small-cell lung cancer: a meta-analysis of 13 double-blind, randomized clinical trials. [Chinese]##
DAI Y, HAN B, SHEN J, QI D, JIANG L, GU J, et al.
Zhongguo Fei Ai Za Zhi 2008;11(3): 398-405

BACKGROUND & OBJECTIVE: The role of preoperative chemotherapy in patients with resected non-small-cell lung cancer (NSCLC) remains unclear; this study is aimed at evaluating the effectiveness of preoperative chemotherapy in patients with resected NSCLC by performing a meta-analysis of relevant trials. METHODS: Searching the literature from Medline, PubMed, OVID, The Cochrane Library, CancerLit, ClinicalTrials.gov, ASCO, ESMO and CBM database, a meta-analysis was carried out to compare patients with NSCLC receiving chemotherapy before surgery with those undergoing surgery alone. The OR was estimated to assess the survival advantage of preoperative chemotherapy. RESULTS: 13 eligible randomized controlled trials were identified, including 2561 patients. The meta-analysis showed preoperative chemotherapy improved survival with an OR of 0.80 (95% CI, 0.68-0.94; P = 0.008); in a subset analysis patients with IIIa stage also benefit from the preoperative chemotherapy. There was no evidence of statistical heterogeneity. CONCLUSION: This analysis shows a significant benefit of preoperative chemotherapy and is currently the best estimate of the effectiveness of this therapy.

Other applications

Infratemporal fossa mucocele with trigeminal nerve compression
PARK CS, PARK YJ, CHO JH, JUNG SH

Auris Nasus Larynx 2008;35(3): 455-8

We present a rare case of an infratemporal fossa mucocele with facial paresthesia in a 36-year-old man. Both computerized tomography scans and magnetic resonance imaging confirmed a cystic lesion occupying the left infratemporal fossa. Marsupialization using transmaxillary and endoscopic intranasal approaches was performed to drain the mucocele into the nasal cavity and the application of MMC to preserve the drainage of mucocele, which may be a good surgical option for the complete excision of infratemporal fossa cystic lesions without causing postoperative morbidity. (C) 2007 Elsevier Ireland Ltd. All rights reserved.

Mitomycin-C potentiates ultraviolet-related cytotoxicity in corneal fibroblasts
CHANG SW, CHOU SF, CHUANG JL

Cornea 2008;27(6): 686-92

PURPOSE: To study the morphologic changes and cytotoxicity in corneal fibroblasts after MMC treatment, ultraviolet B (UVB) irradiation, or in combination. METHODS: Primary porcine corneal fibroblasts, passages 3-5, were treated with MMC (0.1 or 0.2 mg/ml, i.e. 0.01% or 0.02%, for five minutes), UVB irradiation (2, 5, or 10 mJ/cm2), or in combination. Control cells were treated with culture medium as a sham procedure. Alterations in cell morphology were documented by phase-contrast microscopy; cellular apoptosis was evaluated by Annexin V/propidium iodide staining and analyzed by flow cytometry; cytotoxicity was evaluated by lactate dehydrogenase assay; and cell growth was studied by genomic DNA quantification with the PicoGreen assay. RESULTS: UV irradiation induced significant dose-dependent corneal fibroblast rounding and detachment and cytotoxicity. MMC at 0.1 or 0.2 mg/ml induced considerable cell elongation and retarded cell proliferation at similar rates. MMC treatment alone did not cause significant apoptosis or cytotoxicity. However, MMC treatment before UV irradiation potentiated UV-related cytotoxicity proportional to the UV radiation dose. CONCLUSIONS: UV irradiation causes dose-dependent cytotoxicity in porcine corneal fibroblasts. MMC pretreatment potentiates UV-related cytotoxicity.

Effectiveness of laser-assisted subepithelial keratectomy without mitomycin-C for the treatment of high myopia
AYDIN B, CAGIL N, ERDOGAN S, ERDURMUS M, HASIRIPI H

J Cataract Refract Surg 2008;34(8): 1280-7

PURPOSE: To evaluate the effectiveness and therapeutic range of laser-assisted subepithelial keratectomy (LASEK) without MMC to treat high myopia. SETTING: Isik Eye Clinic, Ankara, Turkey. METHODS: This study comprised 31 highly myopic eyes (19 patients) that had LASEK. Before primary LASEK treatment and one, three, six, 12, and 24 months after, all patients had a complete ophthalmic examination including visual acuity, refractive outcomes, and biomicroscopy. RESULTS: The mean spherical equivalent (SE) was -9.01 diopters (D) ±2.66 (SD) preoperatively and -1.00 ±1.15 D at the end of follow-up. At 24 months, the mean SE was within ±1.00 D of the intended correction in 23 eyes (74.19%). The median uncorrected visual acuity (UCVA) increased from 20/606 preoperatively to 20/28.6 at 24 months and the median best corrected visual acuity, from 20/25 to 20/22, respectively. Total higher-order and spherical aberrations increased significantly at the end of follow-up. All 14 eyes that had ablations greater than -8.62 D developed varying degrees of haze. Significant myopic regression (>1.00 D) leading to UCVA loss occurred in all eyes with a preoperative SE of -12.00 D or greater. CONCLUSIONS: The results of LASEK without MMC were excellent in eyes with up to -8.6 D of SE. All eyes with a preoperative SE between -8.6 and -12.0 D developed haze but had acceptable refractive and visual outcomes. Haze and myopic regression limited the success of LASEK in eyes with a preoperative SE of -12.0 D and greater.

Mitomycin protection of peridural fibrosis in lumbar disc surgery
CELIK SE, ALTAN T, CELIK S, GOKSU K, INCE I, KAPRAN Z

J Neurosurg Spine 2008;9(3): 243-8

OBJECTIVE: In this prospective, randomized clinical study the authors sought to evaluate the effects of locally applied MMC on peridural fibrosis during lumbar microdiscectomy. METHODS: Patients undergoing lumbar disc surgery were randomly divided into two groups. Thirty patients had 1 mg/ml MMC applied at the site of discectomy for five minutes, and 30 age- and sex-matched patients underwent lumbar microdiscectomy without MMC application as the control group. The groups were compared for degree of postoperative neurological function, radicular/back pain, and degree of peridural fibrosis on MR imaging six months after the operation. RESULTS: The median follow-up was 18 months. No serious drug adverse effects and no clinically significant laboratory adverse effects were reported in patients in the MMC group. Patients in both groups showed similar clinical recoveries postoperatively. On postoperative evaluation of the MR images, pain scores, and neurological function, patients given MMC have shown no reduction of peridural fibrosis either clinically or radiographically. CONCLUSIONS: MMC is easy to use and safe in patients undergoing lumbar microdiscectomy. However, no benefit was observed either clinically or radiographically in this study.

Complications of laser refractive corneal surgery. [German] [Review]
SEKUNDO W

Klin Monatsbl Augenheilkd 2008;225(5): R73-86

Intravitreal triamcinolone and bevacizumab injections for alternative treatment of nanophthalmic uveal effusion syndrome
RUFER F, VARDE MA, ROIDER J

Klin Monatsbl Augenheilkd 2008;225(6): 594-6

Adult subglottic stenosis: management with laser incisions and mitomycin-C
ROEDIGER FC, ORLOFF LA, COUREY MS

Laryngoscope 2008;118(9): 1542-6

OBJECTIVES/HYPOTHESIS: To assess the efficacy of endoscopic laser radial incisions with MMC application (ELRM) in managing adult subglottic stenosis (SGS). STUDY DESIGN: Retrospective case series review. METHODS: 15 consecutive cases of adult SGS treated with ELRM at a single tertiary referral center over three years were reviewed. Subjects with SGS secondary to Wegener's granulomatosis (WG) and idiopathic SGS were included. Patients with cartilaginous SGS were excluded. The primary outcome measure was postoperative reduction in symptoms. Secondary outcome measures included total number of procedures required to relieve symptoms, interval between procedures, and improvement in pulmonary function tests when available. In addition to surgery, 14 of 15 patients were treated medically for reflux. RESULTS: Ten women and five men with an average age of 48 years were identified. Ten patients had idiopathic SGS and five had WG. The predominant presenting symptom was dyspnea on exertion in all patients. All subjects reported at least a temporary postoperative reduction in symptoms. Six patients (40%) required only one ELRM and nine patients (60%) required repeat ELRM at an average interval of nine months. The average interval for the six patients with idiopathic etiology requiring a second procedure was nine months. One subject with WG required four procedures. His interval improved from 2.5 to seven months between procedures. Evidence of extrathoracic airway obstruction resolved in three of four patients with pre- and postoperative pulmonary function tests. CONCLUSIONS: ELRM is an effective method of managing SGS associated with idiopathic causes. In patients with WG, ELRM reduced airway associated symptoms and avoided need for tracheotomy.

Successful topical treatment with mitomycin-C in a female with post-brachytherapy vaginal stricture
BETALLI P, DE CORTI F, MINUCCI D, MAZZAROTTO R, MENEGHINI L, BISOGNO G, et al.
Pediatr Blood Cancer 2008;51(4): 550-2

Vaginal strictures are rare entities in pediatric population, mainly due to congenital genito-urinary tract malformations and sequelae of their surgical treatment, recurrent vaginitis and multidisciplinary therapy for malignant tumors. The therapy of choice is not standardized. Conservative treatments are favored and dilators seem to be very effective, but their use in children is difficult due to poor compliance. We report our experience with topical application of MMC in a female with vaginal stricture secondary to brachytherapy.

Antimitotic drug injections and radiotherapy: a review of the effectiveness of treatment for hypertrophic scars and keloids. [Review]##
WANG XQ, LIU YK, WANG ZY, JUN W, JIANG YZ, CHUN Q, et al.
Int J Low Extrem Wounds 2008;7(3): 151-9

Scars are a common complication of surgery or burn wound management. Scars occur over the body, affecting people of both sexes and all ages. Scar therapy is a constant clinical challenge; antimitotic drugs and radiotherapy are used with varying degrees of success. This article examines the success of both these types of treatment modalities. (C) 2008 SAGE Publications.
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