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Purinergic receptor-mediated effects of ATP in high-grade bladder cancer
SHABBIR M, RYTEN M, THOMPSON C, MIKHAILIDIS D, BURNSTOCK G

BJU Int 2008;101(1): 106-12

OBJECTIVE: To assess whether the antineoplastic action of extracellular ATP seen in hormone-refractory prostate cancer extends to other aggressive urological malignancies by investigating its effect in high-grade bladder cancer cells in vitro and in vivo. MATERIALS & METHODS: HT-1376 cells (human grade 3 transitional cell carcinoma) were incubated with various purinergic receptor agonists and antagonists and their effects on cell growth were examined in vitro. The presence of different P2 receptor mRNAs was determined using reverse transcriptase-polymerase chain reaction. The effect of combining ATP with the cytotoxic agent MMC was also investigated. Models of tumour outgrowth in athymic mice were used to examine the effect of ATP on tumour growth in vivo. RESULTS: HT-1376 cells expressed P2X4,5,7 and P2Y1,2,4,6,11 receptor mRNA. ATP significantly reduced cell growth in a concentration-dependent manner via the induction of P2 receptor-mediated apoptosis. Pharmacological profiling implicated P2X5 and/or P2Y11 receptors in this antineoplastic response, the same receptor subtypes shown to be active in prostate adenocarcinoma, despite the differing cellular origin. ATP and MMC combined in an additive manner. Intraperitoneal injections of ATP significantly reduced the growth of implanted tumour cells by a combination of apoptosis and necrosis. CONCLUSIONS: ATP effectively reduces the growth of high-grade bladder cancer cells in vitro and in vivo. This highlights the potential use of ATP in the treatment of advanced urological malignancies irrespective of the cellular origin. (C) 2007 The Authors.

Intravesical pharmacotherapy for non-muscle-invasive bladder cancer: a critical analysis of currently available drugs, treatment schedules, and long-term results. [Review]
WITJES JA, HENDRICKSEN K

Eur Urol 2008;53(1): 45-52

OBJECTIVES: Review adjuvant intravesical pharmacotherapy for non-muscle-invasive bladder cancer (NMIBC), emphasising treatment schedules and long-term results. METHODS: Search of published literature on conventional treatment of NMIBC, emerging drugs, and device-assisted therapies. RESULTS: In low-risk NMIBC patients an immediate instillation with chemotherapy is sufficient. For patients with intermediate- or high-risk tumours, additional adjuvant instillations are needed. For intermediate-risk patients chemotherapeutic instillations, usually with MMC or epirubicin, are safe and effective in reducing the risk of recurrence in the short term, but efficacy is only marginal in the long term. Newer drugs have promising results, but long-term follow-up is limited or lacking. In these patients bacillus Calmette-Guérin (BCG) does not seem to be more effective, only more toxic. In high-risk NMIBC, or patients in whom chemotherapy fails, BCG is the best choice with lower rates of recurrence and progression. For BCG failures cystectomy is therapy of choice, although the combination of BCG and interferon-α can be considered, just as device-assisted therapies such as thermochemotherapy and electromotive drug administration. CONCLUSIONS: Risk-adapted first-line adjuvant therapy for NMIBC after TURBT is well established but has its limitations because recurrences are still numerous. Some new drugs and second-line therapies are promising, but efficacy should be confirmed. (C) 2007 European Association of Urology.

Guideline for the management of non-muscle-invasive bladder cancer (Stages Ta, T1, and Tis): 2007 update. [Review]
HALL MC, CHANG SS, DALBAGNI G, PRUTHI RS, SEIGNE JD, SKINNER EC, et al.
J Urol 2007;178(6): 2314-30

Holmium laser treatment for low grade, low stage, noninvasive bladder cancer with local anesthesia and early instillation of mitomycin-C
SOLER-MARTINEZ J, VOZMEDIANO-CHICHARRO R, MORALES-JIMENEZ P, HERNANDEZ-ALCARAZ D, VIVAS-VARGAS E, GARCIA-VAQUERO IS, et al.
J Urol 2007;178(6): 2337-9

PURPOSE: We evaluated the results of laser photocoagulation of recurrent low stage noninvasive bladder cancer. MATERIALS & METHODS: The study included 36 patients with a recurrent superficial papillary tumor within one year of endoscopic resection. Patients underwent laser photocoagulation of the recurrence under local anesthesia and sedation. They received early instillation of 40 mg MMC and were discharged home without a catheter a few hours after the operation. Patients completed a visual analog scale to quantify the perceived level of pain, including 1 (no pain) to 10 (maximum pain). Patients were reviewed after three, six and twelve months to evaluate tumor recurrence. RESULTS: The mean and median visual analog scale score was three points (range, 1-10). No patient had urinary infection or a catheter at hospital discharge. The incidence of recurrence at 12 months was 25%, mainly in the first 15 cases. CONCLUSIONS: Laser photocoagulation with local anesthesia and sedation is easy to perform and well tolerated. There were no complications and the recurrence rate was similar to that of transurethral resection, as calculated using the recurrence calculator of the 2006 guidelines on TaT1 (non-muscle-invasive) bladder cancer from the European Association of Urology. (C) 2007 American Urological Association.

A 10-year retrospective audit of penile cancer management in the UK##
MISTRY T, JONES RW, DANNATT E, PRASAD KK, STOCKDALE AD

BJU Int 2007;100(6): 1277-81

OBJECTIVE: To audit the penile cancer workload, management and outcome within a regional cancer network serving a population of approximately one million in the West Midlands (UK), comparing these data to that published by the British Association of Urological Surgeons National Cancer Registry, the UK National Institute of Clinical Excellence and the European Associations of Urology guidelines. PATIENTS & METHODS: Patients diagnosed with or treated for penile cancer within the Arden Cancer Network over a ten-year period were identified retrospectively, and data relating to histology, local treatment, lymph node management, outcome and survival were recorded. RESULTS: Data were obtained for 65 patients; 61 (94%) had histologically confirmed squamous cell carcinoma (SCC) of the penis, equating to approximately 0.6 cases per 100 000 population per year. Their mean age at diagnosis was 63 years. Of SCCs, 86% were located on the glans and/or foreskin. Thirty-six patients had conservative primary local therapy, mostly for T0 or T1 disease. The five-year relapse-free survival after radiotherapy was 63%, although survival after salvage penectomy was 75% at four years. Forty-seven patients had lymph node surveillance; 11 developed lymph node disease and had lymph node dissection (LND) with or with no radiotherapy, but survival was poor. Primary inguinal LND with or without radiotherapy was used in eight patients, and was associated with a good survival, although three were found to have negative histology after LND. Survival was strongly influenced by T and N stage at presentation and the five-year survival for the whole group was 71%. CONCLUSION: The workload, incidence and overall mortality from penile cancer within the Arden Cancer Network are in line with those in the rest of the UK. Rates of conservative therapy were good in this group and associated with good survival. Survival could be improved by identifying and aggressively treating those patients at high risk of lymph node disease. (C) 2007 The Authors.

Improving safety in intravesical therapy for high-risk superficial bladder cancer##
RAJJAYABUN PH, GOULD J, PETERSON C, PICKFORD D, COOKE PW, WAYMONT B

Clin Governance 2007;12(4): 244-8

PURPOSE: Intravesical therapy (IVeT) plays an increasingly important role in contemporary management of 'high-risk' superficial bladder cancer. Through audit this study aims to highlight points in patient care where improvements could be made. Based on preliminary audit data the authors developed a novel, integrated patient-care pathway (ICP) to target areas of weakness. The impact of ICP implementation was then assessed prospectively. DESIGN/METHODOLOGY/APPROACH: The clinical course of 60 patients receiving IVeT was examined (34 men, 16 women; mean age, 73 years; range, 52-96). Complete data were available for 50 patients (mean follow-up, 51 months; range, 6-256; preliminary audit n = 30, re-audit n = 20). In total 444 instillations of IVeT were administered. FINDINGS: Initial data highlighted several areas of deficiency, including poor communication, inadequate urinalysis, low treatment compliance, delayed cystoscopic re-evaluation and deficiencies in follow-up. After implementation of the ICP, re-audit confirmed marked improvements in all variables examined. PRACTICAL IMPLICATIONS: By rapid implementation of a simple, reproducible and comprehensive process of documentation the paper has demonstrated meaningful improvements in standards of care for this complex group of patients. ORIGINALITY/VALUE: Through rigorous audit the paper identified areas of poor performance in the management of patients receiving IVeT. Using these data the authors modified clinical practice and strengthened the authors' service provision for patients with 'high-risk' superficial bladder cancer.

Significance of transurethral resection and instillation therapy in bladder cancer. [German] [Review]##
KAUSCH I, JOCHAM D

Onkologe 2007;13(12): 1080-8*

Of newly diagnosed bladder cancers, 70-80% are confined to the mucosa and staged as Ta, T1, or Cis according to the 2002 TNM classification. The standard treatment for these non-muscle-invasive bladder cancers is transurethral tumor resection (TUR), which on the one hand generates diagnostic staging information after histopathological assessment and has on the other hand therapeutic character. In all T1 tumors and in all cases of incomplete tumor resection a repeat (R0) resection is recommended. Due to high recurrence rates and, at least in poorly differentiated tumors, also high progression rates, additional adjuvant intravesical instillation therapy is routinely recommended. While one early chemotherapy instillation is sufficient in most 'low-risk' Ta tumors, large and frequently recurrent Ta tumors should be additionally treated with induction and if necessary also maintenance therapy. Tumors with 'high risk' of recurrence and progression (T1 or high grade) are a domain of intravesical immunotherapy with bacillus Calmette-Guérin. (C) 2007 Springer Medizin Verlag.

Conventional and experimental systemic therapy for advanced urothelial cancer. [German] [Review]##
WOLTER P, GRUNWALD V, BEUTEL G, SCHOFFSKI P

Onkologe 2007;13(12): 1109-20*

Urothelial cancer is the second most prevalent genitourinary malignancy. Up to one-half of patients will relapse even after initial radical surgery. Cisplatin-based chemotherapy, such as the MVAC combination or cisplatin-gemcitabine, can be considered the standard treatment for fit patients with metastatic urothelial cancer. Prognostic factors are the presence of visceral metastasis and a low performance status score. Despite the relatively high response rates obtained with first-line chemotherapy, long-term median survival is low – about 14 months. There is a continuing need to develop more effective chemotherapy regimens and to search for new cytotoxic agents. Only a minority of patients with a major response to chemotherapy may benefit from postchemotherapy surgery. A considerable number of patients have compromised renal function, significant comorbidities, and poor performance status. For these patients, combinations of carboplatin with gemcitabine or gemcitabine with docetaxel or paclitaxel may be an option, but sufficient data from large phase III trials do not exist for this particular clinical setting. Also, only limited data are available regarding the treatment of patients who fail first-line chemotherapy. Based on our growing understanding of the genetic and molecular background of urothelial cancer, new strategies have recently been developed for treating bladder cancer. Several new agents and combinations are currently being evaluated in early clinical trials. (C) 2007 Springer Medizin Verlag.
Oncology

Incidence of postoperative pancreatic fistula and hyperamylasemia after cytoreductive surgery and hyperthermic intraperitoneal chemotherapy
KUSAMURA S, BARATTI D, ANTONUCCI A, YOUNAN R, LATERZA B, OLIVA GD, et al.
Ann Surg Oncol 2007;14(12): 3443-52*

INTRODUCTION: The purpose of this study was to analyze the postoperative pancreatic morbidity of cytoreductive surgery (CRS) and hyperthermic intraperitoneal chemotherapy (HIPEC) in the treatment of peritoneal surface malignancies (PSM). PATIENTS & METHODS: 265 patients (87M/178F) with PSM underwent 270 consecutive procedures. The mean age was 52 years (range, 22-79 years). CRS was performed using peritonectomy procedures. HIPEC through the closed abdomen technique was conducted using cisplatin (CDDP 25 mg/m2/l of perfusate) + MMC (3.3 mg/m2/l of perfusate) or CDDP (43 mg/l of perfusate) + doxorubicin (Dx 15.25 mg/l of perfusate), at 42.5°C. Diagnosis and classification of postoperative pancreatic fistula (POPF) were performed according to the international study group on pancreatic fistula criteria. Serum amylase alterations were graded according to the National Cancer Institute (NCI) common terminology criteria for adverse events (CTCAE) v3. RESULTS: POPF was observed in 13 (4.8%) cases. Three cases were classified as major (grade C). Two cases presented postoperative pancreatitis. G3-4 alteration of amylase was observed in 12.3% of the cases. Performing splenectomy and CDDP dosage for HIPEC >240 mg were proven to be independent risk factors for both G3-4 hyperamylasemia and POPF. CONCLUSIONS: CRS + HIPEC presented an acceptable rate of pancreatic morbidity which did not contribute to the mortality related to the procedure. Most of the POPF were mild and/or easily controlled by conservative measures. Although not specific a normal amylasemia could be a useful marker of pancreatic integrity after CRS + HIPEC. (C) 2007 Society of Surgical Oncology.

Capecitabine in combination with docetaxel and mitomycin-C in patients with pre-treated tumours: results of an extended phase-I trial
ERNST T, MERX K, GNAD-VOGT U, LUKAN N, KRIPP M, SCHULTHEIS B, et al.
Br J Cancer 2007;97(11): 1475-9

Preclinical data suggest that the anti-tumour activity of capecitabine is enhanced by taxanes and MMC through up-regulation of thymidine phosphorylase (TP). Here, we studied safety and efficacy of the combination of capecitabine with docetaxel and MMC. Two dose levels (DL) were investigated: capecitabine 1000 mg/m2 b.i.d. on days 1-14, docetaxel 40 mg/m2 i.v. day 1, MMC 4 or 6 mg/m2 i.v. day 1 (DL I or II). Cycles were repeated every three weeks. The primary aim was to determine the dose-limiting toxicities (DLT) during the first two treatment cycles and the maximum tolerated dose (MTD). A total of 46 patients (pts) refractory to standard therapies were enrolled, of whom the majority had gastrointestinal tumours (n = 40). Fourteen pts had received ≥ three lines of prior chemotherapy. At DL I, one out of six pts experienced DLT. At DL II, two out of six pts had DLT (mucositis grade 3). Thus, DL I was determined as MTD. Among a total of 37 pts treated on DL I the following toxicities were observed during cycles 1 and 2 (number of patients with grade 1/2/3/4 toxicity; NCI-CTC v. 3.0): anaemia 10/8/3/0, leucocytopenia 4/11/1/2, thrombocytopenia 0/1/2/0, diarrhoea 8/1/2/0, stomatitis/mucositis 3/3/1/0, nausea/vomiting 10/2/0/0, and hand-foot skin reaction 5/1/1/0. Of 30 pts who received at least two treatment cycles nine achieved complete or partial remissions, six pts achieved minor remissions, and seven pts had stable disease (tumour control rate, 73%). Of note, four out of ten patients with pancreatic cancer had partial remissions. In conclusion, capecitabine can safely be combined with docetaxel (40 mg/m2) and MMC (4 mg/m2). The established regimen was well tolerated and the preliminary efficacy data in this heavily pre-treated patient population appears to be promising.

Gene signatures developed from patient tumor explants grown in nude mice to predict tumor response to 11 cytotoxic drugs
FIEBIG HH, SCHULER J, BAUSCH N, HOFMANN M, METZ T, KORRAT A

Cancer Genomics Proteomics 2007;4(3): 197-209

Patient tumor explants established subcutaneously in serial passage in nude mice were characterized for their sensitivity towards 11 standard cytotoxic anti-cancer agents. The latter include the alkylating agents cyclophosphamide, ifosfamide, MMC, cisplatin and CCNU, the antimetabolites 5-FU and methotrexate; the topoisomerase II inhibitors adriamycin and etoposide, as well as the tubulin binders paclitaxel and vindesine. The mean number of tumors treated with any of the various drugs was 54 (range, 31-78). The tumor xenografts' gene expression profiles were determined using the Affymetrix HG-U133 plus 2.0 mRNA expression array representing approximately 38 500 human genes. The hypothesis was that the correlation of drug response to gene expression would identify gene signatures that can predict the drug response of individual tumors to these agents. Predictive gene signatures were found and subsequently verified using the leave-one-out cross-validation (LOOCV) technique. Tumors were considered as responsive if the drugs effected a tumor volume inhibition to less than 11-41% of the volume of vehicle control tumors (T/C%). The median cut-off over all drugs was a T/C of 25%. Using these criteria, on average one third of the test tumors were sensitive (responders) and two thirds were resistant (non-responders). The bio-informatic analysis yielded predictive gene signatures consisting of 42-129 genes (mean for the 11 drugs, 87 genes). On average, the response rate for predicted responders (83%) was 2.45 fold higher than that for all test tumors (random testing, 34%). This increase of response rates, following signature-guided testing, was consistent for all 11 agents. Conversely, 94% of the predicted non-responders (range, 84-100%) proved to be non-responders in nude mouse studies while the proportion of non-responders among all test tumors was approximately 66%. The majority of genes (59%) making up the predictive gene signatures had an unknown function. Known genes were implicated in cell proliferation, apoptosis, DNA repair, cell cycle, metabolism and transcription. The predictive gene signatures presented here for 11 cytotoxic agents have the potential, if employed in the clinic, to substantially increase tumor response rates compared to empirical drug treatment. However they need to be further validated, both preclinically and clinically.

Transarterial chemoembolization (TACE) for inoperable intrahepatic cholangiocarcinoma
HERBER S, OTTO G, SCHNEIDER J, MANZL N, KUMMER I, KANZLER S, et al.
Cardiovasc Intervent Radiol 2007;30(6): 1156-65*

The aim of this retrospective study was to determine the safety and efficacy of chemoembolization (TACE) as palliative treatment for patients with unresectable intrahepatic cholangiocarcinoma (CCA) and to compare the results with those in the literature. Fifteen patients with histology-proven CCA (five men, ten women) had received palliative treatment with TACE over a six-year period. The treatment protocol comprised repeated TACE at a minimum of eight-week intervals. TACE was performed with a mixture of 10 ml lipiodol and 10 mg MMC injected into the tumor-supplying vessels. Follow-up investigations after 8-10 weeks comprised contrast-enhanced multislice spiral CT and laboratory control. Statistical evaluation included survival analysis using the Kaplan-Meier method. During the investigation period 58 TACEs (3.9 ±3.8; 1-15) were performed in 15 patients. Mean tumor size was 10.8 ±4.6 cm (range, 2.0-18.0 cm). Unifocal tumor disease was diagnosed in eight patients, and multifocal disease in seven. Mean survival was 21.1 months (95% CI, 9.4-32.5 months). At the end of the investigation period three patients are still alive, and 12 patients have died. The one-, two-, and three-year survival rate was 51.3%, 27.5%, and 27.5% respectively. According to RECIST criteria interim best response to therapy was stable disease in nine of 15 patients, a partial response in one of 15 patients, and tumor progression in four of 15 patients. No deaths and no acute liver failure occurred under TACE therapy. Major complications were observed in two patients, comprising anaphylactic shock owing to contrast medium administration in one and gastric ulceration due to lipiodol displacement in the second patient. These results demonstrate that TACE is a safe procedure with a moderate number of complications for patients suffering from inoperable CCA. According to recently published data on i.v. chemotherapy we suggest that TACE might be able to prolong survival in selected patients who would succumb under other palliative treatment modalities. (C) 2007 Springer Science+Business Media, LLC.

Treatment (with a curative intent) of extrahepatic colorectal metastases
ELIAS D

Eur J Cancer Suppl 2007;5(5): 412-4

Current management of liver cancer
LOPEZ PM, PATEL P, UVA P, VILLANUEVA A, LLOVET JM

Eur J Cancer Suppl 2007;5(5): 444-6

Cytoreductive surgery and intraperitoneal hyperthermic chemotherapy in peritoneal carcinomatosis
NESHER E, GREENBERG R, AVITAL S, SKORNICK Y, SCHNEEBAUNN S

Isr Med Assoc J 2007;9(11): 787-90

BACKGROUND: Peritoneal carcinomatosis is an advanced form of cancer with poor prognosis that in the past was treated mainly palliatively. Today, the definitive approach to peritoneal surface malignancy involves peritonectomy, visceral resection and perioperative intra-abdominal hyperthermic chemotherapy. The anticipated results range from at least palliative to as far as intent to cure. Proper patient selection is mandatory. OBJECTIVES: To determine whether cytoreductive surgery and intraperitoneal hyperthermic chemotherapy can extend survival, and with minor complications only, in patients with peritoneal carcinomatosis. METHODS: 22 IPHP procedures were performed in 17 patients with peritoneal carcinomatosis in our institution between 1998 and 2007: six had pseudomyxoma peritonei, five had colorectal carcinoma, three had ovarian cancer and three had mesotheliomas. All patients underwent cytoreductive surgery, leaving only residual metastasis <1 cm in size. Intraperitoneal chemotherapy was administered through four large catheters (2F) using a closed system of two pumps, a heat exchanger and two filters. After the patient's abdominal temperature reached 41°C, 30-60 mg MMC was circulated intraperitoneally for one hour. RESULTS: The patients had a variety of anastomoses. None demonstrated anastomotic leak and none experienced major complications. Six patients had minor complications (pleural effusion, leukopenia, fever, prolonged paralytic ileus, sepsis), two of which may be attributed to chemotherapy toxicity (leukopenia). There was no perioperative mortality. Some patients have survived more than five years. CONCLUSIONS: IPHP is a safe treatment modality for patients with peritoneal carcinomatosis. It has an acceptable complications rate and ensures a marked improvement in survival and in the quality of life in selected patients.

Antitumor activity of new liposomal prodrug of mitomycin-C in multidrug resistant solid tumor: insights of the mechanism of action
ZALIPSKY S, SAAD M, KIWAN R, BER E, YU N, MINKO T

J Drug Target 2007;15(7-8): 518-30*

The antitumor activity of a novel thiolytically cleavable lipid-based prodrug of MMC delivered by STEALTH liposomes (SL) was studied in drug-resistant human ovarian carcinoma A2780/AD model and compared with free MMC and both free and SL forms of an established anticancer drug – doxorubicin (DOX). It was found that SL-prodrug (SL-pMMC) possessed enhanced antitumor activity when compared with the parent MMC, free DOX, and SL-DOX. An observance of the high antitumor efficiency of SL-pMMC was a result of its preferential accumulation in the tumor by the enhanced permeability and retention (EPR) effect, suppression of multidrug resistance (MDR) associated with P-glycoprotein and MRP drug efflux pumps, activation of caspase-dependent apoptosis signaling pathways and suppression of antiapoptotic cellular defense by increasing the BAX/BCL2 ratio. Consequently, the described SL-pMMC formulations can be considered good candidates for the chemotherapy of multidrug resistant tumors.

A multi-center retrospective analysis of survival benefits of chemotherapy for unresectable biliary tract cancer
YONEMOTO N, FURUSE J, OKUSAKA T, YAMAO K, FUNAKOSHI A, OHKAWA S, et al.
Jpn J Clin Oncol 2007;37(11): 843-51*

BACKGROUND: This study examined the effect of five systemic chemotherapy regimens on survival in patients with unresectable biliary tract cancer (BTC) as compared with the best supportive care (BSC). METHODS: This study retrospectively reviewed data from 413 consecutive patients with BTC who were seen at any of nine central hospitals in Japan between April 2000 and March 2003. Patients were eligible if they had intra- or extrahepatic cholangiocarcinoma or gallbladder cancer with no prior chemotherapy. HRs of treatment regimens were estimated using the Cox proportional hazard model and the propensity score method. RESULTS: 304 patients were enrolled: 125 (41.1%) received BSC and 179 (58.9%) took chemotherapy. Of those who received chemotherapy, 58 (19.1%) took gemcitabine (GEM), 45 (14.5%) took a cisplatin (CDDP)-based regimen, 30 (9.9%) took a 5-FU-based regimen, 27 (8.9%) took 5-FU + doxorubicin + mitomycin (FAM) and 20 (6.6%) took S-1. The response rate was 8.4% (n = 15). The CDDP-based regimen was associated with a high frequency of toxicity symptoms. The adjusted HR for GEM in the Cox regression was 0.53 (95% CI, 0.34-0.82) and the HR for the CDDP-based regimen was 0.49 (95% CI, 0.36-0.99). CONCLUSION: Chemotherapy with GEM may benefit patients with BTC.

Transarterial chemoembolization (TACE) in hepatocellular carcinoma: technique, indication and results. [German] [Review]
VOGL TJ, ZANGOS S, BALZER JO, NABIL M, RAO P, EICHLER K, et al.
Rofo 2007;179(11): 1113-26*

To present current data on technique, indications and results of transarterial chemoembolization (TACE) for hepatocellular carcinoma (HCC). The principle of TACE is the intra-arterial injection of chemotherapeutic drug combinations like doxorubicin, cisplatin and mitomycin into the hepatic artery, followed by lipiodol injection, Gelfoam for vessel occlusion and degradable microspheres. The side effects and complications after TACE range from fever, upper abdominal pain and vomiting to acute or chronic liver cell failure. The palliative effect in unresectable HCC using TACE allows local tumor control in 15-60% of cases and five-year survival rates ranging from 8-43%. The potentially curative treatment option allows local tumor control from 18-63%. The neoadjuvant treatment option of TACE in combination with other treatment options like percutaneous ethanol injection (PEI) or radiofrequency ablation (RFA) reach local tumor control rates between 80-96%. The bridging effect of TACE before liver transplantation reaches five-year survival rates from 59-93%. The symptomatic therapy option of TACE is used to counteract pain directly caused by HCC and acute/subacute bleeding in the HCC. The local tumor response reaches up to 88% and the bleeding control is from 83-100%. CONCLUSION: TACE is a potentially curative, palliative, neoadjuvant, bridging and symptomatic therapy option for local and diffuse HCC. (C) Georg Thieme Verlag KG Stuttgart.

Transarterial chemoperfusion of the pelvis: results in symptomatic locally recurrent tumors and lymph node metastases. [German]
VOGL TJ, ZANGOS S, EICHLER K, BALZER JO, JACOB U, KEILHAUER R, et al.
Rofo 2007;179(11): 1174-80*

PURPOSE: To evaluate local transarterial chemoperfusion (TACP) of therapy-resistant, locally recurrent malignant tumors and lymph node metastases in the pelvis with respect to clinical response, tumor response and survival. MATERIALS & METHODS: Between 2003 and 2005, 24 outpatients (median age, 56.5 years; range 33-82) were treated with 128 TACPs (minimum 3; mean 5 sessions/patient) in four-week intervals. Depending on the tumor location and vascularization, a fluoroscopy catheter was placed either in the abdominal aorta or internal pelvic artery. A combination of MMC (6 mg/m2) and gemcitabine (1500 mg/m2) was administered over 60 minutes. The tumor size was measured using CT or MRI. The radiological response was classified according to RECIST (Response Evaluation Criteria In Solid Tumors) as 'complete response' (CR), 'partial response' (PR), 'stable disease' (SD) and 'progressive disease' (PD). The clinical response was classified as 'responseclinical' if the symptoms improved distinctly, 'stable diseaseclinical' if complaints were stabilized, and 'progressionclinical' if symptoms deteriorated or new symptoms appeared. After the third TACP, patients were evaluated for clinical and radiological response. In the case of clinical and radiological progression, therapy was stopped and the patient was referred to the hospital's tumor board. In the case of radiological response and clinical progression or clinical response and radiological progression, therapy was continued. Therapy could be stopped by the patient at any time. RESULTS: Treatment was tolerated well by all patients. No clinically relevant problems and no grade III or IV toxicity according to CTC (Common Toxicity Criteria) appeared. Tumor-related pain, bleeding, restricted mobility of the lower extremities, incontinence, urinary tract obstruction, and constipation were reduced in 9/17, 5/6, 3/3, 1/3, 2/5, and 1/3 of cases (clinical response rate, 54%). Radiologically, 4/24 (17%) patients showed PR, 12/24 (50%) SD, and 8/24 (34%) PD (tumor control [PR + SD]; 67% of cases). Tumor response (median survival since first TACP) was as follows: colorectal: 2 PR, 7 SD, 2 PD (11.5 months), ovarian: 1 SD, 2 PD (8.5 months), cervical: 1 PR, 1 SD (6 months), breast: 2 SD (6 months), gastric: 1 PD (11 months), adrenal gland: 1 PD (12 months), anal: 1 PD (10 months), prostate: 1 PD (20 months), Gartner's duct: 1 PR (20 months), renal cell carcinoma: 1 SD (10 months). CONCLUSION: Since tumor-related complaints were improved in 54% of the cases and control of tumor growth (PR + SD) was achieved in 67% of the cases, TACP for recurrent pelvic malignancies should be considered as a palliative oncological treatment option. (C) Georg Thieme Verlag KG Stuttgart.

Transarterial chemoperfusion with gemcitabine and mitomycin-C in pancreatic carcinoma: results in locally recurrent tumors and advanced tumor stages. [German]
VOGL TJ, ZANGOS S, HELLER M, HAMMERSTINGL RM, BOCHER E, JACOB U, et al.
Rofo 2007;179(11): 1181-8*

PURPOSE: The purpose of this study was to evaluate local transarterial chemoperfusion (TACP) in locally recurrent pancreatic carcinoma and advanced tumor stages which did not respond to prior systemic chemotherapy. The tumor response, survival, and pain response were retrospectively analyzed. MATERIALS & METHOD: 40 outpatients (median age, 62 years; range, 36-79) were treated with a minimum of three (mean, 6; range, 3-12) applications per patient in four-week intervals. Twenty-eight patients were in advanced tumor stages, and 12 patients had locally recurrent tumors. Gemcitabine (1000 mg/m2) and MMC (8.5 mg/m2) were administered within one hour through a celiac trunk catheter. The tumor response (diameter, volume) was measured using MRI or CT and classified according to RECIST. The pain response was defined as a reduction of pain intensity of more than 50% on a visual analog scale, or a reduction of more than 50% in analgesics consumption, or a switch to a less potent analgesic agent. RESULTS: The treatment was tolerated well by all patients. No clinically relevant problems or grade III or IV toxicity according to CTC (Common Toxicity Criteria) were observed. Tumor-related pain was relieved in 20/32 (62.5%) cases. Radiologically, 'complete response' was found in 3/40 (7.5%), 'partial response' in 9/40 (22.5%), 'stable disease' in 16/40 (40%), and 'progressive disease' in 12/40 (30%) of the patients. The median survival period since initial diagnosis and first TACP was 16.4 months and 8.1 months, respectively. Locally recurrent tumors showed better, but still not significant, results regarding tumor response (41.7% vs. 25%) as well as survival (14.4 vs. 7 months) compared to advanced tumor stages. Responders (CR + PR) showed a significant survival advantage compared to patients with tumor progression (13.0 vs. 6.0 months; P = 0.013). CONCLUSION: TACP is a minimally invasive outpatient treatment for therapy-resistant locally recurrent pancreatic carcinoma and advanced tumor stages. It may be considered as an important aspect in palliative symptomatic pain-relieving treatment, or may even result in improved survival by achieving tumor response. (C) Georg Thieme Verlag KG Stuttgart.

BTS statement on malignant mesothelioma in the UK, 2007
WIGGINS J

Thorax 2007;62(Suppl 2): ii1-ii19*

Salvage surgery following downstaging of unresectable hepatocellular carcinoma: a strategy to increase resectability. [Review]##
LAU WY, LAI EC

Ann Surg Oncol 2007;14(12): 3301-9*

BACKGROUND: Surgical resection with complete extirpation of the tumor gives the best chance of a cure for patients with hepatocellular carcinoma (HCC). However, the resectability of HCC at the time of diagnosis is low (10-30%). This article reviews the use of salvage surgery following tumor downstaging to treat unresectable HCC. MATERIALS & METHODS: A Medline search was undertaken from 1966 to 2005 to identify articles using the keywords 'liver neoplasm,' 'hepatocellular carcinoma,' 'tumor downstaging,' and 'unresectable.' Additional papers were identified by a manual search of the references from the key articles. RESULTS: 8-18% of patients with unresectable HCC responded well enough to the initial palliative treatment to downstage HCC to allow salvage surgical resection. The reported five-year survival rate after salvage surgery following tumor downstaging varied from 24.9 to 57%. CONCLUSIONS: Although it is still unknown whether the outcome of salvage surgery following tumor downstaging is comparable to those of resectable tumors after primary resection, one clear message is that salvage surgery following tumor downstaging gives good long-term results and the possibility of a cure in a proportion of patients with unresectable HCC. The role of salvage surgery after tumor downstaging in improving disease-free and overall survival in patients with unresectable HCC should be investigated further by prospective randomized controlled trials. (C) 2007 Society of Surgical Oncology.

Preoperative chemotherapy treatment of breast cancer: a review##
BUZDAR AU

Cancer 2007;110(11): 2394-407

Despite proven benefits of neoadjuvant chemotherapy in patients with locally advanced, invasive breast cancer, no regimen is recommended as the treatment of choice. Neoadjuvant chemotherapy regimens encompass single-agent and combination therapy and sequential treatment. For this report, the author reviewed the literature to determine which regimen, if any, was most beneficial. The results indicated that studies have yielded a wide range of response rates, but no single regimen has emerged as a clear leader. The literature is compounded further by lack of standardized criteria to determine pathologic complete response (which is predictive of survival benefits) and between-study variation in the stringency by which this endpoint is defined. Given the lack of a preferred treatment regimen in the neoadjuvant setting, identifying patients who are likely to respond to specific agents could inform treatment decisions, improve treatment outcomes, and aid in avoiding unnecessary exposure to potential toxicities. The development of novel agents for use alone or in combination with existing agents may improve response rates further in the neoadjuvant setting, especially because a significant proportion of breast tumors can be resistant to many current antineoplastic agents. Particularly noteworthy are the epothilones and their analogs because of their low susceptibility to common tumor-resistance mechanisms. Initial data have indicated that ixabepilone, which is an epothilone analog, has activity in the neoadjuvant setting, and predictive factors for response have been identified. The future of neoadjuvant therapy lies in tailoring treatment to individual patients by identifying response predictors and developing novel agents. This ultimately may lead to improved outcomes for women with breast cancer. (C) 2007 American Cancer Society.

Late toxicity in survivors from adolescent cancers. [Review]##
PENTHEROUDAKIS G, PAVLIDIS N

Cancer Treat Rev 2007;33(7): 656-63

Nowadays three quarters of adolescents with cancer are cured but half of them experience a late toxic effect of antineoplastic therapy that interferes with their physical and psychosocial health. This review recapitulates late effects associated with radiation therapy, chemotherapy and surgery, reviews risk factors and prognosis and suggests follow-up and management strategies, excluding fertility issues. Adolescents with cancer should be the focus of active clinical research for the optimisation of antineoplastic treatment as well as for breakthroughs in the follow-up, prevention and management of toxic effects. (C) 2007 Elsevier Ltd. All rights reserved.

Percutaneous radiofrequency ablation and transcatheter arterial chemoembolization for hypervascular hepatocellular carcinoma: rate and risk factors for local recurrence##
MURAKAMI T, ISHIMARU H, SAKAMOTO I, UETANI M, MATSUOKA Y, DAIKOKU M, et al.
Cardiovasc Intervent Radiol 2007;30(4): 696-704*

PURPOSE: To analyze local recurrence-free rates and risk factors for recurrence following percutaneous radiofrequency ablation (RFA) or transcatheter arterial chemoembolization (TACE) for hypervascular hepatocellular carcinoma (HCC). METHODS: 109 nodules treated by RFA and 173 nodules treated by TACE were included. Hypovascular nodules were excluded from this study. Overall local recurrence-free rates of each treatment group were calculated using the Kaplan-Meier method. The independent risk factors of local recurrence and the HRs were analyzed using Cox's proportional-hazards regression model. Based on the results of multivariate analyses, we classified HCC nodules into four subgroups: central nodules ≤2 cm or >2 cm and peripheral nodules ≤2 cm or >2 cm. The local recurrence-free rates of these subgroups for each treatment were also calculated. RESULTS: The overall local recurrence-free rate was significantly higher in the RFA group than in the TACE group (P = 0.013). The 24-month local recurrence-free rates in the RFA and TACE groups were 60.0% and 48.9%, respectively. In the RFA group, the only significant risk factor for recurrence was tumor size >2 cm in greatest dimension. In the TACE group, a central location was the only significant risk factor for recurrence. In central nodules that were ≤2 cm, the local recurrence-free rate was significantly higher in the RFA group than in the TACE group (P <0.001). In the remaining three groups, there was no significant difference in local recurrence-free rate between the two treatment methods. CONCLUSION: A tumor diameter of >2 cm was the only independent risk factor for local recurrence in RFA treatment, and a central location was the only independent risk factor in TACE treatment. Central lesions measuring ≤2 cm should be treated by RFA.

Cutaneous reactions to chemotherapy: commonly seen, less described, little understood. [Review]##
SANBORN RE, SAUER DA

Dermatol Clin 2008;26(1): 103-19*

Chemotherapeutic and molecularly targeted agents are associated with a wide array of cutaneous toxicities. Despite the variety of toxicities, surprisingly little is understood regarding the pathogenesis underlying these reactions. This article reviews the most common cutaneous toxicities of cytotoxic chemotherapy and molecularly targeted systemic therapy, including extravasation of chemotherapy, with a discussion of the known and postulated underlying mechanisms of action. The need for developing a greater understanding of the basis of these reactions through more detailed study is evident. (C) 2008 Elsevier Inc. All rights reserved.

Adjuvant therapy in pancreatic cancer: a critical appraisal. [Review]##
OETTLE H, NEUHAUS P

Drugs 2007;67(16): 2293-310*

Adenocarcinoma of the pancreas carries a grim prognosis. Surgery is currently the only curative option, but even the few patients undergoing complete resection of early localised disease run a high risk for relapse and death. Although numerous clinical trials have been conducted during the past 20 years to find an effective adjuvant treatment, thus far no general consensus on the most appropriate regimen has been reached. In a small randomised study performed in the 1980s by the GITSG (Gastrointestinal Tumor Study Group), encouraging results were obtained with 5-FU-based split-course chemoradiotherapy, but these findings were not confirmed in a randomised study initiated some years later by the EORTC (European Organisation for Research and Treatment of Cancer). More recently, the ESPAC (European Study Group for Pancreatic Cancer)-1 trial even indicated a detrimental effect of chemoradiotherapy, while chemotherapy with 5-FU was shown to have a significant positive impact on long-term survival. However, this latter finding is in contrast to earlier studies of adjuvant chemotherapy with 5-FU combinations from Norway and Japan that did not suggest a prolonged beneficial effect of 5-FU on survival. Thus, the results for adjuvant regimens based on systemic 5-FU with or without external radiotherapy are conflicting. Clinical experience with intraoperative radiotherapy or regionally targeted chemotherapy to prevent local relapse, though encouraging, is still preliminary. More recently, gemcitabine, which is the most effective single agent in advanced pancreatic cancer, has also been evaluated in the adjuvant setting. The RTOG (Radiation Therapy Oncology Group)-9704 trial demonstrated that gemcitabine is superior to 5-FU as an addition to chemoradiotherapy, but the results did not allow conclusions about the value of radiation in the combined modality approach. The Charite Onkologie CONKO-001 is a randomised trial from Germany and Austria that compared adjuvant gemcitabine with observation alone. Gemcitabine was very well tolerated and almost doubled median disease-free survival and overall survival rate at five years, although the advantage in overall survival failed to reach statistical significance. In summary, the available data from randomised clinical trials of adjuvant therapy suggest that (i) chemoradiotherapy has no obvious advantage compared with chemotherapy alone; and (ii) chemotherapy with gemcitabine is effective and probably offers the best benefit-risk ratio of all currently available adjuvant treatment options. (C) 2007 Adis Data Information BV. All rights reserved.

Pharmacotherapy for oesophagogastric cancer. [Review]##
JACKSON C, STARLING N, CHUA YJ, CUNNINGHAM D

Drugs 2007;67(17): 2539-56*

Gastric cancer is the seventh and oesophageal cancer the ninth most common cancer in the UK, and >50% of patients present with locally advanced or metastatic disease. The incidence of oesophageal and oesophagogastric junctional tumours is increasing, making these important disease entities to understand and research. Despite improvements in surgical and peri-operative supportive care, three-year overall survival with surgery alone for resectable disease is still poor. Outcomes in localised oesophageal cancer are improved with pre-operative chemotherapy, and in gastric cancer with peri-operative treatment or post-operative chemoradiotherapy. Oesophageal squamous cell carcinoma can be treated with definitive chemoradiotherapy as an alternative to surgery. While survival in patients presenting with metastatic disease is improved with the addition of systemic chemotherapy, median survival remains <1 year. Patients who are otherwise fit can be offered chemotherapy and this is superior to best supportive care. Regimens including a platinum and an anthracycline agent are favoured by the results of randomised trials. No standard second-line therapy has emerged. New research into taxanes has shown promising anti-cancer activity, and novel areas of investigation include incorporation of agents targeting vascular endothelial growth factor or epidermal growth factor receptor into standard regimens. This review focuses on the clinical trial evidence that dictates the optimal management of localised and advanced oesophagogastric cancer, focusing on pharmacotherapy. We examine areas of current research and highlight future therapeutic directions. (C) 2007 Adis Data Information BV. All rights reserved.

Paradigms in chemoradiotherapy##
JASSEM J

Eur J Cancer Suppl 2007;5(5): 277-85

The efficacy of radiation in locally advanced non-small-cell lung cancer (NSCLC) is limited. In a search for improving the outcome, particular attention has focused on the possibility of combining radiation with chemotherapy. The two most frequently used combined modality strategies include induction chemotherapy (chemotherapy preceding radiation) and concurrent chemoradiation. The former allows for drug delivery in full doses and in principle aims at a reduction of micrometastatic disease, whereas the latter is believed to improve locoregional control by making tumour cells more vulnerable to radiotherapy. The results of phase III trials of induction chemotherapy were equivocal; nevertheless, three large trials using platinum-based regimens demonstrated significant survival benefit. The role of single agent platinum compounds (believed to be radiosensitising agents) applied concurrently with radiotherapy is controversial. Improved survival with this strategy was demonstrated in two studies, but several other studies were negative. Concurrent application of multidrug platinum-based chemotherapy in conventional schedules has been found relatively toxic yet feasible in selected patients. The direct comparison of sequential versus concurrent use of chemotherapy and radiation demonstrated the superiority of the latter, but at the expense of higher acute in-field toxicity. More recently, several new agents, including taxanes, vinorelbine and gemcitabine, have appeared promising in NSCLC. Their role in combined modality regimens warrants further clinical research. Chemotherapy as an adjunct to radiation has become a standard in fit patients with locally advanced NSCLC. The gain from the combined modality approach, however, is modest on average and should be weighted against increased early and late toxicity. Further studies built upon recent positive results should focus on identifying the means of optimal interactions between the two modalities. This research should define the most effective types and doses of anti-cancer agents as well as the optimal features of radiotherapy. Additionally, the knowledge of the biological characteristics of individual tumours, in particular their expected response to therapy, may contribute to further progress. (C) 2007 Elsevier Ltd. All rights reserved.

Neoadjuvant treatment before resection of liver metastases. [Review]##
BENOIST S, NORDLINGER B

Eur J Surg Oncol 2007;33(Suppl 2): S35-S41

Surgical resection remains the only treatment of colorectal liver metastases that can ensure long-term survival and cure in some patients. However, only a minority of patients with liver metastases are amenable to surgery. Other patients can benefit from modern chemotherapy regimens, which achieve high response rates but are rarely sufficient for cure. In patients with unresectable metastases, neoadjuvant chemotherapy may increase the number of candidates for potentially curative resection, hence affording these patients the possibility of prolonged survival. For patients with resectable metastases, it is likely that the benefit of neoadjuvant chemotherapy before surgery will be demonstrated in the near future but is not yet validated. The integration of novel targeted agents will probably transform the therapeutic strategy for colorectal liver metastases. (C) 2007 Elsevier Ltd. All rights reserved.

Ablative and catheter-delivered therapies for colorectal liver metastases (CRLM). [Review]##
EVANS J

Eur J Surg Oncol 2007;33(Suppl 2): S64-S75

Colorectal liver metastases occur in a significant number of patients with bowel cancer. Only a small proportion of patients will be candidates for surgical resection and more than 50% of these will develop further metastases. Palliative chemotherapy has been the mainstay of treatment for the remainder of patients with unresectable disease. Toxicity is common and median survival is in the order of 18 months, although this has increased slightly with the addition of monoclonal antibodies and angiogenesis inhibitors. Targeted treatment of liver metastases with ablative or trans-arterial techniques allows localised, minimally invasive therapy without significant toxicity or morbidity. Ablative techniques include radiofrequency, microwave, laser and cryotherapy. Catheter-delivered trans-arterial treatments include conventional chemoembolisation, drug-eluting beads and selective internal radiation spheres. High-intensity focussed ultrasound is also likely to play a significant role in the future. The combination of these treatment options with or without systemic chemotherapy may have a synergistic effect. This article will discuss the role and efficacy of each of these techniques. (C) 2007 Elsevier Ltd. All rights reserved.

Shrinkage of locally advanced non-small-cell lung cancers in response to induction chemotherapy: implications for radiotherapy treatment planning##
JENKINS P, MILLINER R, LATIMER P

Int J Radiat Oncol Biol Phys 2007;69(4): 993-1000

PURPOSE: To quantify the impact that changes in tumor volume after induction chemotherapy have on radiotherapy treatment planning for locally advanced non-small-cell lung cancer. METHODS & MATERIALS: An analysis of coregistered pre- and postchemotherapy tumor volumes in a phase II study of induction chemotherapy delivered before radical radiotherapy. RESULTS: Using the Response Evaluation Criteria In Solid Tumors (RECIST) measurement, 35% of patients had a partial response and 62% had stable disease after chemotherapy. Conversely, volumetric decreases in tumor size were seen in 95% of patients. Mean decreases in gross tumor volume and planning target volume were 37% and 26%, respectively. Using the smaller postchemotherapy tumor volume to plan radiotherapy treatment leads to a mean decrease in volume of lung receiving 20 Gy or greater of 3% (P <0.005). Targeting the postchemotherapy volume also results in the delivery of a significant, although inhomogeneous, incidental dose of radiation to the rind of tissue formed around the shrinking tumor. Disease shrinkage is anisotropic, with greater displacements observed along anterior, posterior, and lateral margins. After chemotherapy, there is measurable blurring of the tumor's radiologic edge. CONCLUSIONS: Modest decreases in tumor volume that are not reflected by the RECIST measurement occur in most patients. Although targeting the postchemotherapy tumor may decrease lung toxicity, the magnitude of the benefit is small. Because this strategy runs the risk of increasing the marginal recurrence rate, it should be used with caution. Quantification of tumor shrinkage and margin blurring permits more accurate reconstruction of the prechemotherapy target volume. (C) 2007 Elsevier Inc.

Duodenal adenocarcinoma: patterns of failure after resection and the role of chemoradiotherapy##
KELSEY CR, NELSON JW, WILLETT CG, CHINO JP, CLOUGH RW, BENDELL JC, et al.
Int J Radiat Oncol Biol Phys 2007;69(5): 1436-41

PURPOSE: To report patterns of disease recurrence after resection of adenocarcinoma of the duodenum and compare outcomes between patients undergoing surgery only vs. surgery with concurrent chemotherapy and radiation therapy (CT-RT). METHODS & MATERIALS: This was a retrospective analysis of all patients undergoing potentially curative therapy for adenocarcinoma of the duodenum at Duke University Medical Center and affiliated hospitals between 1975 and 2005. Overall survival (OS), disease-free survival (DFS), and local control (LC) were estimated using the Kaplan-Meier method. Univariate regression analysis evaluated the effect of CT-RT on clinical endpoints. RESULTS: 32 patients were identified (23 M, 9 F). Median age was 60 years (range, 32-77 years). Surgery alone was performed in 16 patients. An additional 16 patients received either preoperative (n = 11) or postoperative (n = 5) CT-RT. Median RT dose was 50.4 Gy (range, 12.6-54 Gy). All patients treated with RT also received concurrent 5-FU-based CT. Two patients treated preoperatively had a pathologic complete response (18%), and none had involved lymph nodes at resection. Five-year OS, DFS, and LC for the entire group were 48%, 47%, and 55%, respectively. Five-year survival did not differ between patients receiving CT-RT vs. surgery alone (57% vs. 44%; P = 0.42). However, in patients undergoing R0 resection, CT-RT appeared to improve OS (five-year 83% vs. 53%; P = 0.07). CONCLUSIONS: Local failure after surgery alone is high. Given the patterns of relapse with surgery alone and favorable outcomes in patients undergoing complete resection with CT-RT, the use of CT-RT in selected patients should be considered. (C) 2007 Elsevier Inc. All rights reserved.

Double interventional treatment for hepatic tumor through percutaneous tumor necrosis drainage and transcatheter arterial chemoembolization. [Chinese]##
DING WB, YUAN RF, JIN J, CHEN Z, ZHOU C

J Interv Radiol 2007;16(9): 633-5*

OBJECTIVE: To discuss the therapeutic effectiveness of combined percutaneous tumor necrosis drainage (PTND) and TACE for the treatment of hepatic tumor with obvious liquefaction necrosis. METHODS: Four primary massive types of liver cancer with obvious liquefaction necrosis and the other one of hepatic metastases from mesenchymal tumor of digestive tract received TACE first, and PTND was performed afterwards. Continuous drainage was performed in four patients, with repeated aspiration in one. Absolute ethanol was injected into the tumor necrotic cavities during the procedure of drainage or aspiration. RESULTS: Obvious reduction in tumor size occurred in four patients receiving continuous drainage, while slight reduction was obtained in the patient treated by repeated aspiration. No complication occurred in all five patients. CONCLUSION: PTND combined with TACE is safe and effective for treating hepatic tumor with obvious liquefaction necrosis.

Transarterial chemoembolization for primary hepatocellular carcinoma in patients at high risk##
KOTHARY N, WEINTRAUB JL, SUSMAN J, RUNDBACK JH

J Vasc Interv Radiol 2007;18(12): 1517-26*

PURPOSE: Transarterial chemoembolization (TACE) has become a standard treatment option for patients with unresectable hepatocellular carcinoma (HCC). This retrospective study evaluated the safety and efficacy of TACE in patients at high risk with increased serum bilirubin level, low serum albumin level, poor hepatic reserve, or compromised hepatopetal flow in the portal vein (PV). MATERIALS & METHODS: 52 patients underwent 65 high-risk procedures. Thirty patients treated with 38 procedures (57.7% of patients and 58.5% of procedures) had serum bilirubin levels of 2-3 mg/dl (i.e. moderate elevation) and 22 patients treated with 27 procedures (42.3% and 41.5%) had a serum bilirubin level of at least 3 mg/dl (i.e. considerable elevation). Forty patients (76.9%) had serum albumin levels less than 3.5 mg/dl. Thirteen recipients of 15 procedures (25% and 20%) had portal diversion or obstruction. Twenty-four patients (46.2%) had a Child-Pugh (CP) score of eight or less and 28 patients (53.8%) had a CP score of at least nine at the time of TACE. Thirty patients (57.7%) had focal tumors and 22 patients (42.3%) had multifocal or infiltrative disease. Superselective chemoembolization could be performed in 37 procedures (56.9%); lobar chemoembolization was performed in the remaining 28 (43.1%). RESULTS: The 30-day mortality rate was 7.7% and the procedure-related morbidity rate was 10.8%. Patients with multifocal disease and lobar embolization had significantly higher mortality rates (P = 0.03). Individual factors such as serum bilirubin, serum albumin, and PV flow did not affect outcomes significantly. The one- and two-year survival rates in patients with focal disease were 67.9% and 37.7%, respectively, compared with 19.6% and 0% in patients with multifocal disease (P <0.0001). CONCLUSIONS: TACE in patients considered at high risk does not necessarily incur a higher incidence of morbidity or mortality. Patient selection should be based on extent of disease, and these tumors should be treated selectively at a segmental level if possible. (C) 2007 SIR.

The role of chemotherapy in brain metastases. [Japanese]##
OHORI H, TAKAHASHI S, ISHIOKA C

Jpn J Neurosurg 2007;16(11): 840-8*

Brain metastases are the most common intracranial tumors and their incidence is increasing. Untreated brain metastases have a very poor prognosis with a median survival of one or two months. Despite the use of surgery and radiotherapy including whole-brain radiation and stereotactic radiosurgery to locally control brain metastases, survival times for those patients have not improved. Although chemotherapy plays a limited role in the treatment of brain metastases, metastases from lung or breast cancer are often well controlled by chemotherapy. Accumulating evidence suggests that brain metastases are equally sensitive to chemotherapy as are metastases elsewhere in the body in particular chemotherapy-naive cases. Finally, since nearly a half of patients with brain metastases die from progression of systemic disease, control of systemic disease as well as intracranial disease are both important.

Update on chemoinfusion and chemo-embolization treatments. [German] [Review]##
LUBIENSKI A, SIMON M, LUBIENSKI K, GELLISSEN J, HOFFMANN RT, JAKOBS TF, et al.
Radiologe 2007;47(12): 1097-108*

In the last two decades image-guided interventional catheterizations and percutaneous ablative regional treatment procedures have revolutionized the therapy of nonresectable primary and secondary liver tumours. A distinction is made between chemoablative procedures and thermo- and radioablative procedures. The main chemoablative interventions are transarterial infusion chemotherapy (HAIC; hepatic arterial infusion chemotherapy) and transarterial (chemo-)embolization (TACE/TAE). The object of the transarterial treatment procedures is to deliver the highest possible concentration of a chemotherapy agent or combination of chemotherapy agents directly into the tumour by way of the blood vessels supplying it, while at the same time keeping the systemic effects of the drugs as small as possible. Transarterial chemoperfusion to the liver can be applied in the treatment of all primary and secondary hepatic tumours, but the main indications are hepatocellular carcinoma (HCC) and metastases from colorectal primary tumours. (C) 2007 Springer Medizin Verlag.

Palliation of thoracic malignancies. [Review]##
GASPER WJ, JAMSHIDI R, THEODORE PR

Surg Oncol 2007;16(4): 259-65

The sequelae of advanced malignancies of the chest, whether primary or metastatic, can be severely debilitating. In this review, we discuss the advances in palliative treatment for several intrathoracic complications of malignancy. The treatment of malignant pleural and pericardial effusions now includes a range of chemical sclerosants and percutaneous or surgical interventions. A new generation of promising stent and ablation technologies allows for the treatment of intrinsic or extrinsic airway obstruction. Similar techniques are being explored for esophageal obstruction, while the possible benefit of palliative radiation and chemotherapy continues to be investigated. Although their symptoms are often severe, patients with advanced thoracic malignancies have a growing number and variety of palliative treatment options to improve their quality of life. (C) 2007 Elsevier Ltd. All rights reserved.

Liposomal doxorubicin in breast cancer. [Review]##
SHEHATA M, MUKHERJEE A, SHARMA R, CHAN S

Womens Health 2007;3(5): 557-69*

Drug-delivery carriers represent an important step in the development of targeted therapy. Encapsulation of drug into liposomes represents such a carrier, and helps to minimize side effects of conventional doxorubicin by improving the tumor-specific biodistribution profile. We review the development of the two liposomal doxorubicin formulations, pegylated liposomal doxorubicin and liposomal-encapsulated doxorubicin citrate from reconstitution and comparative pharmacokinetics to pivotal phase III trials, with special emphasis in breast cancer. The relative differences in the toxicity profile can be attributed to their differences in the liposomal formulations. Areas of special interest include the reduction in cardiac toxicities and the improved efficacy, such as in the treatment of ovarian cancer. These improvements have also increased the potential of these liposomal formulations of doxorubicin for combination and sequencing with other biological and cytotoxic agents for clinical benefit. (C) 2007 Future Medicine Ltd.

Other applications

Comparison of posterior capsule opacification in rabbits receiving either mitomycin-C or distilled water for sealed-capsule irrigation during cataract surgery
KIM SY, KIM JH, CHOI JS, JOO CK

Clin Experiment Ophthalmol 2007;35(8): 755-8*

PURPOSE: To compare posterior capsule opacification (PCO) in rabbits who undergo cataract surgery and receive either MMC or distilled water (DW) during sealed-capsule irrigation (SCI). In addition, we examined the toxicity of DW and MMC. METHODS: 24 eyes from 12 rabbits were divided into three groups. Balanced salt solution (BSS), DW, MMC 0.4 mg/ml was injected into the capsular bag for two min after endocapsular phacoemulsification and insertion of a SCI device. The degree of PCO was assessed by POCOman software at three months post surgery. Central corneal thickness, anterior chamber inflammation were assessed one day, one week, two weeks, three weeks, one month and three months postoperatively. RESULTS: A statistically significant difference in PCO scores was noted between the control and study groups (P <0.05). The PCO scores of the MMC group were significantly lower than those of the DW group (P <0.05). The MMC and DW groups did not show significant toxicity compared with the BSS group. CONCLUSIONS: MMC is more effective in reducing PCO than DW; the SCI device can protect the surrounding ocular tissue from MMC toxicity in rabbit eyes.

Therapy of auricular keloids: review of different treatment modalities and proposal for a therapeutic algorithm. [Review]
FROELICH K, STAUDENMAIER R, KLEINSASSER N, HAGEN R

Eur Arch Otorhinolaryngol 2007;264(12): 1497-508*

Keloids are abnormal wound reactions of connective tissue. Auricular keloids can develop as a result of, e.g. otoplasty, ear piercing, or skin trauma. A wide variety of therapeutic options exists, including surgery as primary treatment. Furthermore, there are medical, physical, radiotherapeutic and experimental options. The present paper focuses on the different techniques including the therapeutic outcome and quality rating for each chosen pathway. In addition to the experience of the university hospitals, a thorough review of the literature was performed in order to update and compare today's therapeutic options. Surgical techniques are customized to the lesion's specific localization and extent. They may include revision of otoplasty. With medical treatment, established modalities such as steroid injection have to be distinguished from experimental methods like interferon, 5-FU, verapamil, imiquimod, or MMC. Radiation is generally accepted to be effective, especially applied accompanying surgery, but needs to be restricted due to possible side effects. Physical therapy, e.g. pressure in a variety of application modalities, has gained a profound position in the therapy of auricular keloids. The success rates of the different treatment modalities vary markedly, and the number of patients per study is considerably low. Resuming the results, a periodic follow-up and good patient compliance are mandatory to early realize and treat auricular keloids. However, studies are needed to evaluate accepted and experimental therapies including larger number of patients. (C) 2007 Springer-Verlag.

Randomized prospective comparison of Visian Toric Implantable Collamer Lens and conventional photorefractive keratectomy for moderate to high myopic astigmatism
SCHALLHORN S, TANZER D, SANDERS DR, SANDERS ML

J Refract Surg 2007;23(9): 853-67*

PURPOSE: To compare the Visian Toric Implantable Collamer Lens (TICL), a toric phakic intraocular lens (IOL), and photorefractive keratectomy (PRK) in the correction of moderate to high myopic astigmatism. METHODS: This prospective, randomized study consisted of 43 eyes implanted with the TICL (20 bilateral cases) and 45 eyes receiving PRK with MMC (22 bilateral cases) with moderate to high myopia (-6.00 to -20.00 diopters [D] sphere) measured at the spectacle plane and 1.00 to 4.00 D of astigmatism. All patient treatment and follow-up occurred at the Naval Medical Center San Diego. Study follow-up was one day, one week, one, three, six, and twelve months postoperative. RESULTS: Mean best spectacle-corrected visual acuity (BSCVA), change in BSCVA, proportion of cases with improvement of one or more lines of BSCVA, proportion of cases with BSCVA and uncorrected visual acuity (UCVA.) 20/12.5 or better, proportion of cases with BSCVA and UCVA 20/16 or better (six months: 88% vs. 54%; P = 0.002), and predictability ±1.00 D (six months: 100% vs. 67%; P <0.001) were all significantly better in the TICL group than the PRK group at all time periods studied postoperatively. Similarly, contrast sensitivity, tested at both the 5% photopic level and the 25% mesopic level, was significantly better at all postoperative time points in the TICL group. Mean spherical equivalent refraction was closer to emmetropia (0.28 ±0.41 vs. 0.76 ±0.86; P = 0.005), and predictability ±0.50 D and stability of manifest refraction (±0.50 D and ±1.00 D) were significantly better in the TICL group at all postoperative visits through six months. Mean astigmatism correction at six months was not significantly different between the two groups (0.52 ±0.33 vs. 0.46 ±0.35; P = 0.450). CONCLUSIONS: The TICL performed better than PRK in all measures of safety (BSCVA), efficacy (UCVA). predictability, and stability in this comparison, supporting the TICL as a viable alternative to existing refractive surgical treatments.

Long-term effects on corneal keratocytes of mitomycin-C during photorefractive keratectomy: a randomized contralateral eye confocal microscopy study. [Conference Paper]
MIDENA E, GAMBATO C, MIOTTO S, CORTESE M, SALVI R, GHIRLANDO A

J Refract Surg 2007;23(9 Suppl): S1011-S4*

PURPOSE: To evaluate the long-term side effects of MMC-assisted photorefractive keratectomy (PRK) on corneal keratocytes of highly myopic eyes. METHODS: 28 patients with bilateral myopia from -7.00 to -14.25 diopters (D) underwent PRK on both eyes, one eye of each patient received topical application of 0.02% MMC for two minutes immediately after the PRK procedure. Corneal keratocyte density was quantified by corneal confocal microscopy at baseline and five years postoperatively. RESULTS: Photorefractive keratectomy reduced keratocyte density in the most anterior stromal layer, without a statistically significant difference between MMC and standard treated eyes. Posterior stromal layers showed no signs of keratocyte loss with either technique. CONCLUSIONS: Phototherapeutic keratectomy with 0.02% topical MMC has no significant side effects on corneal keratocytes compared to standard PRK, as documented by in vivo corneal confocal microscopy.

Comparison of laser epithelial keratomileusis with and without mitomycin-C for wavefront customized surface ablations. [Conference Paper]
NAKANO EM, BAINS HS, HIRAI FE, PORTELLINHA W, OLIVEIRA M, NAKANO K

J Refract Surg 2007;23(9 Suppl): S1021-S8*

PURPOSE: To investigate the efficacy of MMC in preventing haze formation in surface wavefront customized ablations with successful refractive treatment (laser epithelial keratomileusis [LASEK]) and to evaluate the safety of this technique on corneal stroma and endothelium. METHODS: This study was a prospective, double-masked, randomized clinical trial involving 52 eyes (30 placebo and 22 MMC) of 26 patients. The manifest refractive spherical equivalent (MRSE), best spectacle-corrected visual acuity, uncorrected visual acuity, corneal pachymetry, topography, aberrometry, endothelial specular microscopy, contrast sensitivity, corneal confocal microscopy, and complaints of pain via a subjective questionnaire were recorded preoperatively and 90 days postoperatively. RESULTS: The mean MRSE at 90 days postoperatively was -0.56 diopters (D) (-4.95 ±1.85 D; range, -8.00 to -1.62 D) for the MMC group and -0.49 D (-4.51 ±1.81 D; range, -7.75 to -2.25 D) for the placebo group. Higher order aberrations were similar between the placebo and MMC groups 90 days postoperatively (0.538 ±0.228 μm and 0.478 ±0.134 μm, respectively). Analysis of the endothelial cell count indicated a statistically significant decrease in endothelial cell density (P = 0.017) after LASEK, independent of MMC use. CONCLUSIONS: The predictability of the final target refraction, induction of high order aberrations, and improvement in contrast sensitivity proved that the use of MMC was equally safe when compared to procedures that did not use MMC. In addition, the procedure was efficient in the prevention of corneal haze.

Silicone intubation with intraoperative mitomycin-C for nasolacrimal duct obstruction in adults: a prospective, randomized, double-masked study
TABATABAIE SZ, HEIRATI A, RAJABI MT, KASAEE A

Ophthal Plast Reconstr Surg 2007;23(6): 455-8*

PURPOSE: To assess the efficacy of intraoperative MMC during silicone intubation (SI) as a substitute for dacryocystorhinostomy (DCR) in nasolacrimal duct obstruction (NLDO). METHODS: In this prospective, double-masked study, 88 patients with complete NLD obstruction who were candidates for DCR were randomized in two groups. All study patients underwent SI with application of MMC or placebo in a randomized, double-masked fashion, with the former receiving 0.2 mg/ml for two minutes before SI. RESULTS: After a mean follow-up interval of eight months, 25 of the 43 eyes in the MMC group and 21 of the 44 eyes in the placebo group had a successful outcome and were free of tearing and discharge. No significant difference was noted between the two groups (P = 0.331). In patients with simple epiphora and less than six months of duration, SI alone was effective in 83% of patients; however, in the same group, MMC application during SI did not show beneficial effect over SI alone. But in patients with simple epiphora of six months' duration or longer, the application of MMC during SI resulted in better efficacy compared with SI alone. The success rates in the patients that had chronic dacryocystitis was lower (23%) compared with patients that had only epiphora (63.7%). CONCLUSIONS: SI alone could effectively substitute for a more extensive procedure such as DCR in patients with simple epiphora, particularly those with newly developed symptoms. In cases with longer duration of symptoms of epiphora, application of MMC would increase the success rate significantly. (C) 2007 The American Society of Ophthalmic Plastic and Reconstructive Surgery, Inc.

Effect of use of mitomycin-C on the outcome of choanal atresia repair
AL-AMMAR AY

Saudi Med J 2007;28(10): 1537-40

OBJECTIVE: To investigate the effectiveness of topical MMC on outcome of endoscopic repair of choanal atresia (CA) in cases that had never had this operation and when nasal stent was not used. METHODS: Endoscopic repair of CA was performed in 20 children at King Abdul-Aziz University Hospital, Riyadh, Kingdom of Saudi Arabia between January 1999 and October 2005. Intra-operative application of topical MMC (0.4 mg/ml for four minutes) was carried out in 13 children, and seven children did not receive MMC. The follow-up period ranged between nine months and six years. The association between the two categorical variables was investigated using Fisher's exact test. RESULTS: 69% of the cases receiving MMC had a successful outcome compared with 57% of non-MMC cases; however, the difference was not statistically significant (P = 0.230). In unilateral CA, 70% of those who received MMC had a successful outcome compared with 60% of those who did not; again the difference was not statistically significant (P = 0.566). Successful outcome was considered when the posterior choana was patent during the successive follow-up, without the need for revision surgeries. CONCLUSION: We did not demonstrate a statistically significant difference between the percentages of children treated with MMC versus no MMC who remained patent after surgery.

Systematic review and meta-analysis of randomised clinical trials on topical treatments for vernal keratoconjunctivitis. [Review]##
MANTELLI F, SANTOS MS, PETITTI T, SGRULLETTA R, CORTES M, LAMBIASE A, et al.
Br J Ophthalmol 2007;91(12): 1656-61

AIMS: The aim of this study was to assess the efficacy of currently available topical drugs for vernal keratoconjunctivitis (VKC) through a meta-analysis of randomised clinical trials (RCTs). METHODS: 27 RCTs (n = 2184 eyes) that had evaluated the efficacy of topical drugs for the treatment of VKC were selected according to the set criteria; ten of these trials were suitable for statistical analysis and were enrolled in the meta-analysis. Articles published up to December 2005 were identified from the following data sources: Medline, Embase, Lilacs, the Cochrane Controlled Trials Register, and references from relevant articles. Articles in any language published with an English abstract were screened, and those selected for inclusion were written in English, French, German, Italian, Portuguese or Spanish. The quality of the trials was assessed by the Delphi list. Statistical analysis was performed using STATA software. RESULTS: A significant improvement in all signs and symptoms, except photophobia, was observed after topical treatment for active VKC, independent of the hype of treatment. Comparison of the efficacy of different drugs was not possible due to a lack of standardised criteria among studies. CONCLUSION: The currently available topical drugs are effective in treating acute phases of VKC. However, there is a lack of evidence to support the recommendation of one specific type of medication for treating this disorder. There is a need for standard criteria to assess diagnosis and therapy based on severity. There is also a need for RCTs assessing long-term effects of single drugs to control the disease and to prevent complications.

Laser in situ keratomileusis versus surface ablation: visual outcomes and complications##
GHADHFAN F, AL-RAJHI A, WAGONER MD

J Cataract Refract Surg 2007;33(12): 2041-8*

PURPOSE: To compare the visual outcomes and complications of laser in situ keratomileusis (LASIK) with those of surface treatment by laser-assisted subepithelial keratectomy (LASEK), photorefractive keratectomy with mechanical epithelial removal (M-PRK), and transepithelial photorefractive keratectomy (T-PRK). SETTING: Tertiary care eye center. METHODS: This retrospective review comprised all cases of LASIK, LASEK, M-PRK, and T-PRK performed at King Khaled Eye Specialist Hospital between July 1, 2004, and June 30, 2005. Separate statistical analyses were performed for eyes with low to moderate myopia (spherical equivalent [SE] less than -6.00 diopters [D]) and high myopia (SE -6.00 to -11.25 D). RESULTS: Of 696 eyes that met the inclusion criteria, 464 had LASIK, 104 had LASEK, 69 had M-PRK, and 59 had T-PRK. Eyes with low to moderate myopia had a statistically significantly smaller mean difference between logMAR final postoperative uncorrected visual acuity (UCVA) and preoperative best spectacle-corrected visual acuity (BSCVA) after T-PRK and M-PRK than after LASIK or LASEK. A higher percentage of eyes with high myopia had a final UCVA within ±2 lines of the preoperative BSCVA with T-PRK than with LASIK, LASEK, or M-PRK. There were more major non-flap-related complications after LASEK than after LASIK, M-PRK, or T-PRK. CONCLUSIONS: In eyes with low to moderate myopia, T-PRK and M-PRK provided slightly better visual outcomes than LASIK or LASEK. In eyes with high myopia, T-PRK provided better visual outcomes than LASIK, LASEK, and M-PRK. Laser in situ keratomileusis was associated with the most major postoperative complications. (C) 2007 ASCRS and ESCRS.
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