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ODMIT-C: a multi-centre prospective randomised trial of a single post-operative intravesical dose of mitomycin-C to prevent bladder recurrence following nephroureterectomy for upper tract TCC (UTTCC). [Meeting Abstract]
O'BRIEN TS, SINGH R, RAY E, COKER B, BEARD R

BJU Int 2008;101(Suppl 5): 4

INTRODUCTION: Bladder tumours are reported in up to 40% of patients following nephroureterectomy. METHODS: Patients with no previous history of bladder cancer were randomised to receive a single post-operative dose of 40 mg intravesical MMC on removal of the urethral catheter following nephroureterectomy for UTTCC. Follow-up was by cystoscopy at 3/12, 6/12, and 12/12. The primary endpoint was the development of bladder tumour within the first year. The trial was sponsored by BAUS sub-section of Oncology. RESULTS: 284 patients were randomised. Follow-up data is outstanding on 43 patients but is anticipated to be complete by February 2008. The arms were well matched for age and multifocality of tumour. In the mitomycin-treated arm there were more grade 3 tumours (50 vs. 38) and more invasive (≥T1) tumours (85 vs. 66). No recurrences occurred in patients with G1 tumours. By intention to treat, bladder recurrence occurred in 16/113 (14%) of the mitomycin arm and 26/114 (23%) of the observation arm (P = 0.07). By treatment received, bladder recurrence occurred in 13/99 (13%) of the mitomycin arm and 26/112 (23%) of the observation arm (P = 0.04). CONCLUSION: A single intravesical dose of MMC may reduce the risk of a bladder tumour in the first year following nephroureterectomy.

Electro-motive drug administration (EMDA) of intravesical mitomycin-C in patients with high-risk non-invasive bladder cancer and failure of BCG immunotherapy. [Meeting Abstract]
SOCKETT LJ, BORWELL J, SYMES A, PARKER T, MONTGOMERY BS, BARBER NJ

BJU Int 2008;101(Suppl 5): 50

OBJECTIVES: Patients with high risk superficial TCC who fail to respond to intravesical BCG, and who are not suitable for radical cystectomy, have limited management options. We have assessed the use of electromotive drug administration of intravesical MMC (EMDA-MMC) in this group. PATIENTS & METHODS: Over a 15-month period, 13 patients with recurrent CIS or T1G3 TCC following at least one induction course of BCG and who were unsuitable for cystectomy, received a six-week course of weekly EMDA-MMC. Following treatment, patients were re-assessed with cystoscopy, biopsy and urine cytology. RESULTS: At three months, 9/13 patients (69%) were disease free and 6/9 (67%) remained so at six months. Four patients remain free of recurrence. Those with recurrent disease at three months (4/13) had no evidence of disease progression. The three patients who recurred at six months had lower grade tumours. CONCLUSIONS: This small, short-term study suggests that EMDA-MMC is a promising therapy in patients with high-risk, non-invasive transitional cell carcinoma who fail to respond to intravesical BCG and who are unfit for radical cystectomy. It would, therefore, seem to represent a useful option in the otherwise limited list of treatments available for this difficult group of patients.

Intravesical treatments of bladder cancer: review. [Review]
SHEN ZC, SHEN T, WIENTJES MG, O'DONNELL MA, AU JLS

Pharm Res 2008;25(7): 1500-10

For bladder cancer, intravesical chemo/immunotherapy is widely used as adjuvant therapy after surgical transurethral resection, while systemic therapy is typically reserved for higher stage, muscle-invading, or metastatic disease. The goal of intravesical therapy is to eradicate existing or residual tumors through direct cytoablation or immunostimulation. The unique properties of the urinary bladder render it a fertile ground for evaluating additional novel experimental approaches to regional therapy, including iontophoresis/electrophoresis, local hyperthermia, co-administration of permeation enhancers, bioadhesive carriers, magnetic-targeted particles and gene therapy. Furthermore, due to its unique anatomical properties, the drug concentration-time profiles in various layers of bladder tissues during and after intravesical therapy can be described by mathematical models comprised of drug disposition and transport kinetic parameters. The drug delivery data, in turn, can be combined with the effective drug exposure to infer treatment efficacy and thereby assist the selection of optimal regimens. To our knowledge, intravesical therapy of bladder cancer represents the first example where computational pharmacological approach was used to design, and successfully predicted the outcome of, a randomized phase III trial (using MMC). This review summarizes the pharmacological principles and the current status of intravesical therapy, and the application of computation to optimize the drug delivery to target sites and the treatment efficacy.

What is new in bladder cancer diagnosis and management? [Review]##
IRANI J, HEIDENREICH A, MOTTET N, LECHEVALLIER E

Eur Urol Suppl 2008;7(6): 484-93

OBJECTIVES: This paper discusses the most relevant new findings on bladder cancer (BCa) presented at the 2007 annual meetings of the European Association of Urology (EAU), American Urological Association (AUA), and American Society of Clinical Oncology (ASCO). METHODS: The most relevant abstracts on BCa were selected by urological experts in the field of BCa, who are members of the Oncoforum group, and presented during the Oncoforum summary meeting in Brussels, Belgium. The abstracts were selected based on the following criteria: innovative data, relevance to clinical practice, and robust methodology (e.g., multicentre trial, randomised, number of patients). RESULTS: Major topics were the use of apoptotic biomarkers to enhance the diagnostic performance and the failure of 5-aminolevunilic acid-induced fluorescence cystoscopy to improve recurrence-free survival rates in patients with non-muscle-invasive disease. Regarding the management of non-muscle-invasive BCa, the efficacy of a maintenance adjuvant instillation therapy was demonstrated. Other studies showed that ofloxacin prophylaxis reduced the bacillus Calmette-Guérin (BCG)-induced side effects and suggested a survival benefit with adjuvant BCG therapy among older patients. For patients with low-grade upper urinary tract transitional cell carcinoma (TCC), endoscopic treatment seems to be effective and safe, whereas for patients with high-grade upper urinary tract TCC, a laparoscopic nephroureterectomy might be a valid treatment option. Finally, laparoscopic radical cystectomy seems to offer potential for the treatment of patients with infiltrative/advanced BCa. Two studies suggested that in addition to a cystectomy, patients may benefit from a more extensive lymphadenectomy. CONCLUSIONS: New data presented at these meetings might contribute to an improved management of BCa. (C) 2008 European Association of Urology.

Intravesical chemotherapy and BCG for the treatment of bladder cancer: evidence and opinion. [Review]##
URDANETA G, SOLSONA E, PALOU J

Eur Urol Suppl 2008;7(7): 542-7

OBJECTIVES: Review the chemotherapeutic and immunotherapeutic options for post-resection intravesical treatment of low-risk, intermediate-risk, and high-risk non-muscle-invasive bladder cancer (bCA). DESIGN, SETTING & PARTICIPANTS: The authors conducted a review of the literature on chemotherapy and immunotherapy regimens used to reduce the risk of cancer recurrence and progression after transurethral resection of the bladder (TURB). RESULTS & LIMITATIONS: The choice of post-TURB regimen for intravesical treatment of non-muscle-invasive bCA depends on the risk category of the tumour: chemotherapy is the treatment of choice for low-risk superficial bladder carcinoma; intermediate-risk disease can be treated with either chemotherapy or immunotherapy with bacillus Calmette-Guérin (BCG); and BCG is now the treatment of choice for high-risk tumours. In all cases, the overall aim of treatment is to prevent recurrence and delay disease progression. There is debate over the optimal treatment regimens, and the options may include sequential treatment with chemotherapy and BCG. CONCLUSIONS: Intravesical chemotherapy and BCG are both effective post-TURB treatments for non-muscle-invasive bCA, and the choice of regimen depends on the risk category of the tumour. There may also be a role for sequential instillations of chemotherapy and BCG. (C) 2008 European Association of Urology.

Can early single dose instillation of epirubicin improve bacillus Calmette-Guérin efficacy in patients with non-muscle-invasive high-risk bladder cancer? Results from a prospective, randomized, double-blind controlled study##
CAI T, NESI G, TINACCI G, ZINI E, MONDAINI N, BODDI V, et al.
J Urol 2008;180(1): 110-5

PURPOSE: We evaluated the impact of epirubicin perioperative instillation in improving subsequent bacillus Calmette-Guérin (BCG) instillation efficacy in high-risk patients with non-muscle-invasive bladder cancer. MATERIALS & METHODS: Between January 2005 and June 2007, 161 patients affected by high-risk non-muscle-invasive bladder cancer were enrolled in this prospective, randomized, controlled, double-blind study. A total of 80 patients were assigned to group A (perioperative epirubicin 80 mg/50 ml normal saline) plus delayed BCG (5 x 108 colony-forming units in 50 ml saline) and 81 to group B (delayed BCG alone). The main outcome measures were time to first recurrence and recurrence rate. All data obtained from a median follow-up of 15.3 months in group A and 14.8 months in group B were analyzed. RESULTS: At the end of follow-up 46 of 80 patients in group A (57.5%) had no evidence of disease, just like 41 of 81 in group B (50.6%). No statistical difference was observed between the two groups in terms of recurrence rate (P = 0.82) or time to first recurrence (P = 0.095). Kaplan-Meier analysis of recurrence showed no significant differences between group A and group B (P = 0.0952). On multivariate analysis the early single dose instillation of epirubicin was not indicated as an independent prognostic factor (HR 0.50; 95% CI, 0.32-1.18). CONCLUSIONS: The present study showed no statistically significant differences in terms of disease-free time and recurrence rate between high-risk patients with non-muscle-invasive bladder cancer who had undergone perioperative epirubicin instillation plus delayed BCG and those who had undergone delayed BCG alone.

Safety and side effects of immediate instillation of apaziquone following transurethral resection in patients with non-muscle-invasive bladder cancer##
HENDRICKSEN K, GLEASON D, YOUNG JM, SALTZSTEIN D, GERSHMAN A, LERNER S, et al.
J Urol 2008;180(1): 116-20

PURPOSE: We studied the safety, tolerability and pharmacokinetics of a single immediate post-transurethral resection intravesical instillation of apaziquone for patients with non-muscle-invasive bladder cancer. MATERIALS & METHODS: Patients with cTa-T1, G1-G2 urothelial cell carcinoma of the bladder underwent transurethral resection of bladder tumor(s) followed by a single intravesical instillation of apaziquone 4 mg/40 ml for one hour within six hours of transurethral bladder tumor resection. Adverse events and safety parameters were assessed on days 8 and 15 after transurethral bladder tumor resection. Blood samples were drawn before and during the instillation for pharmacokinetic analyses. The first ten patients with pTa-T1, G1-G2 non-muscle-invasive bladder cancer were also evaluated by cystoscopy three months after treatment to determine mucosal healing. RESULTS: Of 20 patients receiving apaziquone, 13 (65%) reported 35 adverse events, mostly grade 1 to 2. Eight patients (40%) reported 13 adverse events related to treatment, in particular dysuria, hematuria, bladder spasm, abdominal pain, asthenia and postoperative urinary retention. Three grade 3 and one grade 4 event(s) occurred, but these were considered unrelated to treatment. No other significant clinical changes were observed. Apaziquone and the active metabolite EO5a were not detected with pharmacokinetic analyses at any point of time. After three months no evidence of impaired mucosal healing was observed. CONCLUSIONS: A single immediate post-transurethral bladder tumor resection instillation of apaziquone was well tolerated with an expected good safety profile. Apaziquone and its metabolite EO5a were not detected systemically with pharmacokinetic analyses. These results have led to further study of a single immediate instillation of apaziquone.

Urologic surgery in diabetes. [Czech]##
BROD'AK M, ROMZOVA M, KOSINA J

Vnitr Lek 2008;54(5): 457-63

INTRODUCTION: Diabetes mellitus is risk factor for urologic surgery. The best prevention of complications is excellent compensation of diabetes, appropriate management of anesthesia and good post surgery care. Diabetes is an etiologic risk factor for many urologic diseases including malignant. Urologic surgery: diabetes is intensively evaluated in uro-oncology and it seems that renal cell carcinoma and bladder cancer incidence is higher in diabetic patients. The link between prostate cancer and diabetes is not yet clear. The behavior of this cancer is more aggressive and it has a worse prognosis. Diabetes is a risk etiologic factor for urolithiasis and benign prostatic hyperplasia. Immunodeficiency combined with diabetes has a negative impact for urinary tract infection including, most seriously, emphysematous pyelonephritis or Fournier gangrene of the external genitalia. CONCLUSION: Accurate compensation of diabetes is a basic condition for good results of urologic surgery in diabetics. Diabetes mellitus and obesity will be evaluated as risk factors for many diseases of the kidneys and the whole urologic apparatus, especially malignant.

Oncology

Randomized controlled trial of topical mitomycin-C for ocular surface squamous neoplasia: a critical review. [Meeting Abstract]
KIVELA T

Acta Ophthalmol 2008;86: 39
OBJECTIVES: To critically review a timely paper in ocular oncology. METHODS: Author: Hirst LW. SOURCE: Ophthalmology 2007; 114: 976–982. SETTING: A single private and hospital-based consultant practice in Australia. DESIGN: Masked randomised controlled trial. INTERVENTION: 48 consecutive biopsy-proven non-invasive ocular surface squamous dysplasias or in situ carcinomas of 47 patients were treated with topical MMC 0.4 mg/ml in sterile water or placebo, q.i.d. for three weeks, crossover if no regression by six weeks, punctal plugs. PRIMARY ENDPOINT: Clinical resolution of tumor at six-eight weeks. RESULTS: Placebo arm: 0 of 20 (95% CI, 0–17%) tumors resolved clinically. No complications. Mitomycin arm: 24 of 26 (95% CI, 75–99%) tumors resolved clinically (P = 0.0005). After two weeks, redness and irritation for one-three weeks. Histological resolution was comparable between arms (P = 0.49). No second courses were given. CONCLUSIONS: This chemotherapeutic regimen likely cures non-invasive ocular surface squamous neoplasia, at least on short term. Recurrence rate cannot yet be estimated, but patients will be followed for five years. COMMENT: This is an unusually well executed and exemplary study made possible by the fact that ocular squamous cell neoplasia is the most frequent eye cancer in Australia. Aggregate data suggest that topical chemotherapy more likely avoids recurrence and less likely leads to limbal insufficiency as compared with surgery for this cancer. Alternatives include topical 5-FU and interferon, which may be equally effective as MMC, but may perhaps cause less irritation; a direct comparison is needed.

Reported impact of cytoreductive surgery and hyperthermic intraperitoneal chemotherapy on systemic toxicity. [Letter]
SUGARBAKER PH

Ann Surg Oncol 2008;15(6): 1800-1

Intra-hepatic mitomycin-C bolus infusion in the treatment of extensive liver metastases of breast cancer
MAES T, WILDIERS H, HEYE S, DEMEY W, MALEUX G, NEVEN P, et al.
Breast Cancer Res Treat 2008;110(1): 135-42

BACKGROUND: In the treatment of extensive liver metastasis of breast cancer (LMBC), locally administered MMC to the liver might be an effective approach with limited toxicity. PATIENTS & METHODS: We retrospectively reviewed the records of 30 patients with LMBC treated with intra-hepatic MMC at our institution. MMC (12 mg) was administered by transcatheter bolus infusion into the hepatic arteries every four weeks. Tumour response according to RECIST criteria, progression-free survival (PFS), overall survival (OS) and duration of response (DR) were used to evaluate efficacy. RESULTS: There was a local response in the liver and a global response in respectively 33 and 26%. The median PFS, DR and OS were three, four and seven months, respectively. There was more benefit in patients without documented metastases outside the liver and without severe liver dysfunction. Thrombocytopenia, leucocytopenia and an allergic reaction were observed after MMC administration in 20 (67%), 12 (40%) and four patients (13%), respectively. CONCLUSION: Intra-hepatic MMC bolus infusion as treatment of extensive LMBC is associated with limited toxicity and has a significant response rate in the liver. Prospective investigations are required to define the place of this modality for treating patients with breast cancer liver metastases. (C) 2007 Springer Science+Business Media, LLC.

Pseudomyxoma peritonei
SMEENK RM, BRUIN SC, VAN VELTHUYSEN ML, VERWAAL VJ

Curr Probl Surg 2008;45(8): 527-75

Repetitive transarterial chemoembolization (TACE) of liver metastases from renal cell carcinoma: local control and survival results
NABIL M, GRUBER T, YAKOUB D, ACKERMANN H, ZANGOS S, VOGL TJ

Eur Radiol 2008;18(7): 1456-63

The purpose was to evaluate the effectiveness of transarterial chemoembolization (TACE) in local tumor control and survival in patients with hepatic metastases from renal cell carcinoma (RCC). Prospective evaluation of TACE treatment outcome in 22 patients recruited from 1999 and 2005 was performed. The chemotherapeutic agent used was mitomycin only in 45% of the patients and mitomycin together with gemcitabine in the other 55%. The embolizing materials used in all of the patients were iodized oil (lipiodol) and degradable starch microspheres. Local response was evaluated by MRI and judged according to Response Evaluation Criteria in Solid Tumors (RECIST). Mean and median survival and survival probability after diagnosis and treatment were both calculated by Kaplan-Meier method. Partial response was achieved in 13.7%, stable disease in 59% and progressive disease in 27.3% of patients. Survival time from the diagnosis of metastases ranged from 18 to 307 months and from 2.2 to 35 months from the start of TACE treatment. The median and mean survival times from the date of diagnosis were 68.6 and 102.9 months, respectively. The median and mean survival times from the start of TACE were 8.2 and 11.7 months, respectively. Survival probability from the start of treatment was 31% after one year and 6% after two years. TACE can result in a favorable local tumor response in patients with hepatic metastases from RCC, but survival results are still limited. (C) European Society of Radiology 2008.

Pathway based analysis of SNPs with relevance to 5-FU therapy: relation to intratumoral mRNA expression and survival
NORDGARD SH, ALNAES GI, HIHN B, LINGJAERDE OC, LIESTOL K, TSALENKO A, et al.
Int J Cancer 2008;123(3): 577-85

Genetic factors are thought to play a role in resistance towards chemotherapeutic agents such as 5-FU. Approximately 30 genes are directly or indirectly involved in 5-FU metabolism, and genetic variation in any of these may contribute to anti-tumor response. Polymorphisms in these genes were analyzed in relation to tumoral mRNA levels of 5-FU metabolizing genes, response to chemotherapy and survival. A total of 21 genetic variants were studied in 35 breast cancer patients treated with 5-FU, mitomycin (FUMI) and in a similar cohort of 90 doxorubicin-treated breast cancer patients. Genotype distributions were compared using 109 healthy controls. No significant association was found between any polymorphisms and response to chemotherapy as measured by shrinkage of tumor. However, carriers of three copies of the TYMS 5'UTR repeat had shorter survival than noncarriers (P = 0.048) in the FUMI treatment group, but not in the doxorubicin-treated group. Carriers of three copies of the repeat were also more frequently observed in both patients groups than in healthy controls (P = 0.034). Several highly significant associations were observed between genotypes and expression levels of 5-FU metabolizing genes. A SNP in codon 72 of TP53 was revealed to be a key regulator of 5-FU metabolizing genes such as DHFR and MTHFR, constituting 50% of all significant associations observed after FUMI therapy. These data suggest that three copies of the TYMS 5'UTR repeat may give a treatment-specific reduced survival in breast cancer patients, and that TP53 may have a direct, allele-specific, role in 5-FU mediated response.

Chemotherapy for metastatic disease: review from JCOG trials. [Review]
BOKU N

Int J Clin Oncol 2008;13(3): 196-200

The Gastrointestinal Oncology Study Group of Japan Clinical Oncology Group (GIOSG/JCOG) has conducted several clinical trials to establish standard chemotherapy for unresectable or recurrent gastric cancer. From the late 1980s to early 1990s, two phase II studies by JCOG evaluated oral fluoropyrimidines, and others introduced Western chemotherapy regimens. Thereafter, the first phase III study (JCOG9205), comparing 5-FU, 5-FU plus cisplatin (CDDP) (FP), and uracil and tegafur (UFT) plus mitomycin (UFTM), could not show a survival benefit of either FP or UFTM over 5-FU alone. In the late 1990s, new active agents such as irinotecan (CPT-11) and S-1 (new oral fluoropyrimidine) showed promising results in their phase II trials. The latest phase III study (JCOG9912), comparing 5-FU, CPT-11 plus CDDP, and S-1, showed significant noninferiority of S-1 to 5-FU in overall survival, associated with a better response rate and progression-free survival and acceptable toxicities, and concluded that S-1 should be considered for the standard chemotherapy of unresectable or recurrent gastric cancer. Simultaneously, another Japanese phase III trial comparing S-1 with S-1 plus CDDP showed a survival benefit of S-1 plus CDDP. At present, S-1 plus CDDP is recognized as standard chemotherapy for unresectable or recurrent gastric cancer, and new treatment with molecular target agents is under development.

Effect of concurrent high-dose cisplatin chemotherapy and conformal radiotherapy on cervical esophageal cancer survival
HUANG SH, LOCKWOOD G, MATH M, BRIERLEY J, CUMMINGS B, KIM J, et al.
Int J Radiat Oncol Biol Phys 2008;71(3): 735-40

PURPOSE: To determine whether a change in treatment policy to conformal, elective nodal radiotherapy and concurrent high-dose cisplatin improved survival for cervical esophageal cancer patients. METHODS & MATERIALS: All cervical esophageal cancer patients treated between 1997 and 2005 were restaged (1983 American Joint Committee on Cancer criteria). Patients treated before 2001 (previous cohort [PC]) were compared with those treated from 2001 onward (recent cohort [RC]). The PC institutional chemoradiotherapy protocol was 54 Gy in 20 fractions within four weeks, with 5-FU (1000 mg/m2) on days 1-4 and either MMC (10 mg/m2) or cisplatin (75 mg/m2) on day 1. The RC institutional chemoradiotherapy protocol was conformal radiotherapy, 70 Gy in 35 fractions within seven weeks, to the primary tumor and elective nodes, with high-dose cisplatin (100 mg/m2) on days 1, 22, and 43. RESULTS: The median follow-up was 3.1 years (PC, 8.1 and RC, 2.3). Of 71 patients (25 women and 46 men), 21 of 29 in the PC and 29 of 42 in the RC were treated curatively (curative subgroup, n = 50). Between the two groups, no differences in overall survival or locoregional relapse-free survival were seen. The overall survival rate at two and five years was 35% (range, 24-47%) and 21% (range, 12-32%) in the whole group and 46% (range 32-60%) and 28% (range, 15-42%) in the curative group, respectively. In the curative group, no statistically significant prognostic factors were found. Trends toward better locoregional relapse-free survival were seen in women (two-year rate, 73% vs. for men, 36%; P = 0.08) and in patients aged >64 years (two-year rate, 68% vs. age ≤64 years, 34%; P = 0.10). CONCLUSION: No survival improvement could be demonstrated after changing the treatment policy to high-dose cisplatin-based, conventionally fractionated conformal chemoradiotherapy. Female gender and older age might predict for better outcomes. (C) 2008 Elsevier Inc.

Salvage chemotherapy with mitomycin-C, ifosfamide, and cisplatin (MIC) for previously treated metastatic or recurrent esophageal squamous cell carcinoma
PARK BB, IM YH, HWANG IG, LEE SC, AHN JS, AHN MJ, et al.
Invest New Drugs 2008;26(4): 387-92

Patients with metastatic or recurrent esophageal cancer are incurable. A number of patients who progress after first-line chemotherapy may still be fit for second-line treatment. However, there is no currently established effective and tolerable salvage chemotherapy. We investigated the activity and tolerability of MIC in patients who had failed prior chemotherapy for metastatic or recurrent esophageal squamous cell carcinoma. MIC (MMC 6 mg/m2, ifosfamide 3 g/m2, and cisplatin 50 mg/m2) was given on day 1 as an outpatient regimen and repeated every three weeks. All 32 enrolled patients were male with median age of 57 years. Prior esophagectomy had been performed in 21 patients (65.6%) and 11 patients (34.4%) had metastatic disease at initial diagnosis. Nineteen patients (59.4%) were treated with MIC as second-line chemotherapy. Prior first-line chemotherapy regimens consisted of 5-FU/
cisplatin and capecitabine/cisplatin combinations. Overall response rate was 12.5% with no CR, and disease control rate was 37.5%. Grade 3/4 neutropenia was observed in 21% of patients and grade 3/4 febrile neutropenia was seen in only one patient. There was no treatment-related mortality. Median PFS was 2.0 months (95% CI, 1.4-2.5) and the median OS was 5.2 months (95% CI, 3.3-7.0) with no significant difference between numbers of prior chemotherapy regimens. MIC chemotherapy has modest activity as a salvage regimen with tolerable toxicity, and could be one of the chemotherapy treatment options for patients with advanced or recurrent esophageal squamous cell carcinoma for whom previous chemotherapy has failed.

Corneal invasion of ocular surface squamous neoplasia after clear corneal phacoemulsification: in vivo confocal microscopy analysis
BALESTRAZZI A, MARTONE G, PICHIERRI P, TOSI GM, CAPOROSSI A

J Cataract Refract Surg 2008;34(6): 1038-43

We describe an unusual case of ocular surface squamous neoplasia (OSSN) that occurred in a male patient after superonasal clear corneal phacoemulsification with extensive papillomatous corneal invasion near a side port. The features of the macroscopic invasion of the corneal superficial layers were analyzed by in vivo confocal analysis using the Heidelberg Retina Tomograph II. After OSSN was diagnosed, topical MMC 0.02% eyedrops were prescribed four times a day in a cyclic manner (three cycles of one week on drops followed by one week off). After one month (second cycle), the natural visual acuity was 20/20, the corneal epithelium had healed completely, and the limbal lesion had regressed markedly. The patient remained asymptomatic without recurrence during a six-month follow-up. (C) 2008 ASCRS and ESCRS.

Polymeric micelles in oral chemotherapy. [Review]
BROMBERG L

J Control Release 2008;128(2): 99-112

Oral administration of anticancer agents is preferred by patients for its convenience and potential for use in outpatient and palliative setting. In addition, oral administration facilitates a prolonged exposure to the cytotoxic agents. Enhancement of bioavailability of emerging cytotoxic agents is a prerequisite for successful development of oral modes of cancer treatment. Over the last decade, our studies have focused specifically on the utilization of large (MW >105) and non-degradable polymers in oral chemotherapy. A family of block-graft copolymers of the poly(ethylene oxide) (PEO) and poly(propylene oxide) (PPO) Pluronic polyethers and poly(acrylic acid) (PAA) bound by carbon-carbon bonds emerged, wherein both polymeric components are generally recognized as safe. Animal studies with Pluronic-PAA copolymers demonstrated that these molecules are excreted when administered orally and do not absorb into the systemic circulation. The Pluronic-PAA copolymers are surface-active and self-assemble, at physiological pH, into intra- and intermolecular micelles with hydrophobic cores of dehydrated PPO and multilayered coronas of hydrophilic PEO and partially ionized PAA segments. These micelles efficiently solubilize hydrophobic drugs such as paclitaxel and steroids and protect molecules such as camptothecins from the hydrolytic reactions. High surface activity of the Pluronic-PAA copolymers in water results in interactions with cell membranes and suppression of the membrane pumps such as P-glycoprotein. The ionizable carboxyls in the micellar corona facilitate mucoadhesion that enhances the residence time of the micelles and solubilized drugs in the gastrointestinal tract. Large payloads of the Pluronic-PAA micelles with weakly basic and water-soluble drugs such as doxorubicin and its analogs, MMC, mitoxantrone, fluorouracil, and cyclophosphamide are achieved through electrostatic interactions with the micellar corona. Mechanical and physical properties of the Pluronic-PAA powders, blends, and micelles allow for formulation procedures where an active is simply dispersed into an aqueous Pluronic-PAA micellar formulation followed by optional lyophilization and processing into a ready dosage form. We review a number of in vivo and in vitro experiments demonstrating that oral administration of cytotoxics formulated with Pluronic-PAA copolymer micelles results in enhanced drug bioavailability. (C) 2008 Elsevier BV. All rights reserved.

Short German guidelines: angiosarcoma and Kaposi sarcoma. [German, English] [Review]
VOGT T, BROCKMEYER N, KUTZNER H, SCHOFER H

J Dtsch Dermatol Ges 2008;6(Suppl 1): S21-S8

Response to a third-line mitomycin-C (MMC)-based chemotherapy in a patient with metastatic pancreatic adenocarcinoma carrying germline BRCA2 mutation
CHALASANI P, KURTIN S, DRAGOVICH T

J Pancreas 2008;9(3): 305-8

CONTEXT: Gemcitabine remains the mainstay of palliative chemotherapy for those patients with unresectable or metastatic pancreatic cancer. Objective radiological responses to gemcitabine are rare and reported median survival is only about six months. New therapeutic concepts and strategies are needed in order to improve those dismal statistics. CASE REPORT: We report here a case of a patient with metastatic pancreatic cancer responding to a third-line therapy with combination of MMC and capecitabine. Interestingly, the patient had a strong family history of breast cancer and tested positive to germline BRCA2 mutation. CONCLUSION: We feel that this is of interest because of preclinical reports of increased sensitivity of pancreatic cells carrying BRCA2 mutations to DNA-intercalating agents such as MMC. Further research and clinical trials are warranted to support this novel concept.

Chemotherapy for malignant pleural mesothelioma. [Comment]
VOGELZANG NJ

Lancet 2008;371(9625): 1640-2

Anal canal cancer. [French] [Review]
BUCHS NC, SCHNEIDER D, ROCHE B

Rev Med Suisse 2008;4(151): 859-63

Systematic review: the effect of preventive lamivudine on hepatitis B reactivation during chemotherapy. [Review]##
LOOMBA R, ROWLEY A, WESLEY R, LIANG TJ, HOOFNAGLE JH, PUCINO F, et al.
Ann Intern Med 2008;148(7): 519-28

BACKGROUND: Lamivudine is increasingly being used to prevent hepatitis B reactivation in patients with cancer who test positive for hepatitis B surface antigen (HBsAg) and are undergoing chemotherapy. PURPOSE: To determine whether preventive lamivudine reduces chemotherapy-induced hepatitis B virus (HBV)-related morbidity and mortality in patients with cancer who test positive for HBsAg. DATA SOURCES: MEDLINE, Ovid MEDLINE, TOXNET, Scopus, Web of Science, and Cochrane Central Register of Controlled Trials were searched in all languages until June 2007. STUDY SELECTION: Clinical trials and cohort studies that reported the efficacy of preventive lamivudine versus control on HBV reactivation in patients who tested positive for HBsAg and were receiving chemotherapy were included. Additional requirements included minimum sample size (>5 participants per treatment group) and reported HBV-related morbidity and mortality data. DATA EXTRACTION: Two investigators independently did literature searches and data extraction, and two other investigators independently confirmed study eligibility and data retrieval. DATA SYNTHESIS: 14 studies (two randomized, controlled trials; eight prospective cohort studies; and four retrospective cohort studies) met the predefined criteria for analysis. There were 275 patients in the preventive lamivudine group and 475 control participants for the primary endpoint of HBV reactivation. With preventive lamivudine, the relative risk for both HBV reactivation and HBV-related hepatitis ranged from 0.00 to 0.21. None of the patients in the preventive lamivudine group developed HBV-related hepatic failure (0 of 108 patients vs. 21 of 162 patients), and only four deaths were attributable to HBV (four of 208 patients vs. 27 of 394 patients) in the preventive lamivudine group. Lamivudine was well tolerated, and no adverse effects were noted. LIMITATIONS: The studies included in the meta-analysis did not consistently report all of the outcomes of interest. Sample sizes were small and only two studies had a randomized, controlled design. CONCLUSION: Preventive therapy with lamivudine for patients who test positive for HBsAg and are undergoing chemotherapy may reduce the risk for HBV reactivation and HBV-associated morbidity and mortality.

The role of UFT in advanced gastric cancer. [Review]##
AYKAN NF, IDELEVICH E

Ann Oncol 2008;19(6): 1045-52

BACKGROUND: Advanced gastric cancer has a poor prognosis, with a relative five-year survival rate of 7-27%. Chemotherapy, which improves overall survival (OS) and quality of life, is the main treatment option. Although numerous regimens have been investigated, there is no standard treatment. Combination chemotherapy, however, is associated with a significant survival benefit compared with monotherapy and i.v. 5-FU is one of the most widely used agents. UFT (tegafur-uracil) has similar efficacy to continuous infusion 5-FU with improved tolerability and is more convenient for patients. DESIGN: The efficacy and safety of UFT in the treatment of advanced gastric cancer have been demonstrated in a number of phase II studies. RESULTS: UFT with leucovorin (folinic acid) monotherapy shows overall response rates (ORRs) of 16-29% and median OS of 5.8 months. Combination of UFT with cisplatin, etoposide, or paclitaxel shows ORRs of 35-51% and median OS of 8.3-10.1 months. UFT-based three-drug combinations show ORRs of 41-57% and median OS of 8.6-15 months. UFT-based combinations have a good tolerability profile, particularly a low incidence of myelosuppression, mucositis, and hand-foot syndrome. CONCLUSION: UFT represents a logical replacement for 5-FU in chemotherapy regimens for the treatment of advanced gastric cancer. (C) The Author 2008. Published by Oxford University Press on behalf of the European Society for Medical Oncology. All rights reserved.

Pharmacoeconomic evaluations in the treatment of non-small-cell lung cancer. [Review]##
CARLSON JJ, VEENSTRA DL, RAMSEY SD

Drugs 2008;68(8): 1105-13

Non-small-cell lung cancer (NSCLC) creates a large economic and disease burden worldwide. In an era of evidence-based medicine and increasing cost pressures, it is important to understand the relative clinical and economic impact of the many drug treatment strategies available for NSCLC. A systematic review of the peer-reviewed literature for pharmacoeconomic evaluations in the primary treatment of NSCLC published over the past decade (1 June 1997 to 1 June 2007) was conducted using the PubMed, EMBASE, BIOSIS Previews, Harvard Review of Economic Analyses, National Institute for Health and Clinical Excellence and Canadian Agency for Drugs and Technologies in Health databases. A total of 19 studies met the inclusion/exclusion criteria. Of these studies, 58% were cost-effectiveness studies, 37% were cost-minimization studies and 5% were cost-utility studies. Most were from the EU (63%), were from the payer perspective (89%), were in advanced (stage IIIB/IV) NSCLC (84%) and were funded by drug manufacturers (68%). Drug treatments generally were found to be cost effective compared with best supportive care. In addition, cisplatin alone or in combination appeared to provide better value than carboplatin alone or in combination. We did not identify any studies of recently approved therapeutics (e.g. erlotinib or bevacizumab). The quality of studies varied but the majority did not meet recommended guidelines for economic evaluations, with only 43% using direct comparisons, 5% of studies being cost-utility studies and 26% using either statistical analysis of patient-level data or probabilistic sensitivity analyses. In conclusion, there are a multitude of studies examining drug treatment for NSCLC; however, few of these utilized methodological approaches consistent with recommended guidelines. Despite these limitations, it appears that drug therapy compared with no treatment provides reasonable value for money, but carrying out more detailed comparisons of various agents is challenging. Given the absence of studies on newer therapeutics and the lack of cost-utility studies, additional studies are warranted. (C) 2008 Adis Data Information BV. All rights reserved.

Breathlessness in cancer patients##
CACHIA E, AHMEDZAI SH

Eur J Cancer 2008;44(8): 1116-23

Breathlessness (or dyspnoea) is a common symptom experienced by cancer patients. It may be iatrogenic and is often caused or aggravated by co-morbidity. Recent studies have elucidated the neural and chemical controls of breathing which may be involved in the production of dyspnoea. A rational approach involves making a diagnosis of aetiology and treating reversible causes wherever possible. The main approaches for palliation of dyspnoea include anti-cancer treatments; drugs; oxygen and airflow; non-medical approaches. Further research is needed to clarify the best pharmacological regimens and the place of more invasive interventions. (C) 2008 Elsevier Ltd. All rights reserved.

Pegylated liposomal doxorubicin in elderly patients with metastatic breast cancer##
MINISINI AM, ANDREETTA C, FASOLA G, PUGLISI F

Expert Rev Anticancer Ther 2008;8(3): 331-42

Breast cancer incidence is increasing among elderly patients. Age is a risk factor for toxicity after chemotherapy for breast cancer. In particular, anthracycline-induced cardiac toxicity is increased in elderly patients. Novel liposomal anthracyclines are associated with less cardiotoxicity. Pegylated liposomal doxorubicin (PLD) is active in breast cancer patients and, has shown comparable efficacy to conventional doxorubicin in clinical trials. Most toxicities during PLD treatment are hematological and mucocutaneous (in particular stomatitis and palmo-plantar erythrodysesthesia), and cardiac toxicity is rare. Tolerability of this agent in elderly patients has been confirmed by clinical trials in the advanced disease. Due to its efficacy and safety profile, PLD is an appealing treatment option for elderly breast cancer patients. (C) 2008 Future Drugs Ltd.

Emerging role of intensity-modulated radiation therapy in anorectal cancer. [Review]##
MEYER JJ, WILLETT CG, CZITO BG

Expert Rev Anticancer Ther 2008;8(4): 585-93

Although radiation therapy has an established role to play in the management of rectal and anal tumors, there are often treatment-related morbidities that negatively impact on patients. There is a long-standing interest in radiation oncology on maximizing treatment efficacy while minimizing treatment-related toxicities, which can be pronounced in the treatment of pelvic malignancies. Intensity-modulated radiation therapy is a recently introduced technology that has the potential to increase the efficacy:toxicity ratio. It has been implemented in the treatment of prostate and head and neck tumors with success. This article reviews the rationale for its use in treating anorectal tumors and discusses early clinical data supporting its continued investigation. (C) 2008 Future Drugs Ltd.

Gastrointestinal side effects of antineoplastic therapy. [German] [Review]##
ROST D, RIEMANN JF

Gynakologe 2008;41(4): 248-53

Gastrointestinal (GI) side effects are among the most frequent consequences of antineoplastic chemotherapy and may seriously impair patients' quality of life. These side effects include nausea, emesis, mucositis, and diarrhea and may lead to hazardous clinical disturbances and jeopardize the goals of chemotherapy. Prophylaxis and therapy of GI side effects according to clinical guidelines must therefore be an integral part of any chemotherapy. This review summarizes the current concepts on the therapy of GI side effects. (C) 2008 Springer Medizin Verlag.

Surgical treatment and adjuvant chemotherapy in hepatocellular carcinoma patients with advanced vascular involvement##
NANASHIMA A, SUMIDA Y, ABO T, NAGASAKI T, OHBA K, KINOSHITA H, et al.
Hepatogastroenterology 2008;55(82-83): 627-32

BACKGROUND/AIMS: In advanced hepatocellular carcinoma (HCC) with vascular involvement of major vessels, patients have a poor prognosis after surgical treatment. METHODOLOGY: Patient outcomes after surgical resection and the usefulness of adjuvant chemotherapy were examined in 12 patients with major hepatic vessel involvement who underwent hepatectomy with combined resection of major blood vessels. RESULTS: The main portal vein was resected in eight patients, the inferior vena cava in three, hilar bile duct in two and hepatic artery in one. Eleven patients underwent hemihepatectomy and one underwent segment 4 and 5 resection. The portal branch was repaired by venoplasty. The vena cava wall was repaired by suture closure. The hepatic artery was replaced by end-to-end anastomosis. The bile duct was repaired by Roux-en-Y hepaticojejunostomy. Although two patients had biliary leakage, there were no postoperative complications in ten patients. The tumor recurrence rate was 83% in the early period and cancer death within one year was observed in six (50%), while three with tumor recurrence survived for more than two years and two survived without recurrence. In 233 HCC patients who underwent hepatectomy, ten patients including two present cases received adjuvant chemotherapy at the time of tumor recurrence and two had complete responses. While in 11 patients receiving chemotherapy without resection, the response rate using gemcitabine (66%) was higher than that using low-dose cisplatin plus 5-FU (22%). CONCLUSIONS: Complete surgical resection combined with main vascular resection could be safely performed in most advanced stage HCC patients and adjuvant chemotherapy in the early period after resection would be necessary, which may achieve longer survival in some patients even in the advanced stage. (C) HGE Update Medical Publishing SA.

Successful treatment for hepatocellular carcinoma with main portal vein tumor thrombi by 3-dimensional conformal radiation therapy combined with transarterial chemoembolization##
GWAK GY, YOON JH, EUI KC, JIN WC, LEE HS

Hepatogastroenterology 2008;55(82-83): 673-6

In hepatocellular carcinoma (HCC), main portal vein (MPV) tumor thrombi are considered to indicate an advanced stage. Transarterial chemoembolization (TAE) is contraindicated in patients with MPV tumor thrombi because of the risk of hepatic functional deterioration. On the other hand, 3-dimensional conformal radiation therapy (3D-CRT) can focus a high dose of radiation on a small area and seems to be suitable for targeting tumor thrombi within the portal vein. Here, we describe two HCC cases with MPV tumor thrombi who were successfully treated by 3D-CRT combined with TAE. In case 1, 3D-CRT successfully eliminated tumor thrombi within the MPV, and offered the opportunity of further TAE for intrahepatic tumor. The patient remained alive five months after the last TAE without liver function deterioration and without a viable HCC. In case 2, following this combined therapy, intrahepatic HCC and MPV tumor thrombi regressed. However, the MPV was not recanalized and subsequently liver function deteriorated. Fortunately, thrombi remaining within the MPV did not progress, and a collateral circulation developed around the MPV. This patient remained alive 12 months after treatment without a viable intrahepatic HCC. Therefore, although 3D-CRT combined with TAE cannot be routinely recommended because of anticipated hepatic functional deterioration, it can be cautiously considered for patients with MPV tumor thrombi. (C) HGE Update Medical Publishing SA.

Chemoradiotherapy for unresectable pancreatic cancer##
BEN-JOSEF E, LAWRENCE TS

Int J Clin Oncol 2008;13(2): 121-6

Treatment options for unresectable pancreatic cancer, including concurrent chemoradiotherapy, chemotherapy alone, and chemotherapy followed by chemoradiotherapy, are largely ineffective and result in a median survival of approximately 10-12 months. Although quality data on the benefit of radiotherapy in unresectable pancreatic cancer are lacking, it seems unlikely that the low-efficacy chemotherapy used for pancreatic cancer would control gross disease. Current regimens deliver low, ineffective doses of radiation and are associated with high rates of local failure. New technological advances, such as intensity-modulated radiotherapy, now allow the safe delivery of high-dose, highly conformal radiotherapy concurrently with full systemic doses of chemotherapy. We review new knowledge related to pattern of failure, target definition, and target motion and discuss the implications of these data on modern radiotherapy treatment planning and delivery. While it is clear that breakthroughs in treatment would come mostly from advances in systemic therapy, the evidence suggests that radiotherapy should not fall out of use, but rather be intensified. (C) 2008 Japan Society of Clinical Oncology.

Current status of chemoradiotherapy for locally advanced pancreatic cancer in Japan##
OKUSAKA T, ITO Y, FURUSE J, YAMADA S, ISHII H, SHIBUYA K, et al.
Int J Clin Oncol 2008;13(2): 127-31

Although the results of randomized controlled trials for locally advanced pancreatic cancer conducted between 1969 and 1988 demonstrated a survival advantage for concurrent radiotherapy and bolus 5-FU injection, the prognosis of patients with this disease remains very poor. In an attempt to improve patient outcome after chemoradiotherapy, various clinical trials for this disease have been conducted in Japan. These trials were designed to evaluate novel chemotherapy regimens combined with conventional radiotherapy, or intensive radiotherapy in combination with chemotherapy. After gemcitabine was shown to yield a better survival outcome than 5-FU in patients with advanced disease, this drug was investigated as a chemotherapeutic agent and/or radiosensitizer for locally advanced pancreatic cancer in a number of trials. S-1, a novel oral fluoropyrimidine derivative that appears promising for the treatment of metastatic disease, is also being intensively evaluated in Japan for the treatment of locally advanced pancreatic cancer. In this review, we summarize recent treatment strategies that are being used in Japan with the goal of establishing a new standard therapy for locally advanced pancreatic cancer. (C) 2008 Japan Society of Clinical Oncology.

Chemotherapy for advanced gastric cancer: ongoing phase III study of S-1 alone versus S-1 and docetaxel combination (JACCRO GC03 study). [Review]##
FUJII M

Int J Clin Oncol 2008;13(3): 201-5

Study rationale, objectives, design, methods, and statistical considerations of an ongoing phase III study comparing S-1 alone versus the S-1/docetaxel combination are reviewed. This study is a prospective, multicenter, multinational, nonblinded, randomized, phase III study of subjects with advanced gastric cancer. Subjects are to be randomly assigned to three-week cycles of treatment arm A (docetaxel and S-1) or six-week cycles of treatment arm B (S-1 only). The primary objective of the study is to compare median overall survival of the test arm (docetaxel and S-1) to the control arm (S-1 only) in subjects with advanced or recurrent gastric cancer. The secondary objectives of the study are to assess the time-to-tumor progression (TTP), defined as time from randomization to date of first documentation of progressive disease (PD), to determine the clinical response (RR), defined as the sum of complete response (CR) and partial response (PR) according to Response Evaluation Criteria in Solid Tumors (RECIST), and to evaluate the safety of the two regimens. A total of 628 subjects (314 in each treatment arm) will be enrolled. Subject enrollment began in September 2005 and lasts approximately three years. We have already enrolled 556 patients (88.5%: Japan, 346 cases; Korea, 210 cases) from 103 centers (Japan, 86 centers; Korea, 17 centers) between December 2005 and February 2008. We are expecting full enrollment at the end of August 2008. The JACCRO GC-03 study is now ongoing. After two years follow-up from full enrollment, in 2010 we will report the final results of this study.

Mucinous ovarian cancer. [Review]##
HARRISON ML, JAMESON C, GORE ME

Int J Gynecol Cancer 2008;18(2): 209-14

Mucinous epithelial ovarian cancer (mEOC) accounts for approximately 10% of EOCs. Patients presenting with early-stage disease have an excellent prognosis, however, those with advanced disease have a poor outcome with relative resistance to standard ovarian cancer chemotherapy. Molecular and genetic studies demonstrate differences between mucinous and serous EOC, supporting the concept that these tumors develop along separate pathways. Together with the observed differences in clinical behavior and outcome for mEOC, there is a need to develop specific therapeutic strategies for this histologic subtype. The relative rarity of advanced mEOC has resulted in few patients enrolled in major ovarian cancer trials. The results of such trials may not necessarily reflect those specific to mEOC. Separate trials testing alternative chemotherapeutics are required. Metastatic mucinous tumors from other sites such as the gastrointestinal tract may present with ovarian involvement. For all mucinous tumors of the ovary, establishing primary as opposed to metastatic cancers is important. Clinical presentation, tumor markers, histologic, and immunohistochemical features are helpful in distinguishing most cases. (C) 2007 The Authors.

Preoperative chemotherapy in early-stage (stage IB-IIIA) resectable non-small-cell lung cancer. Is it justified? [Review]##
PROKAKIS C, KOLETSIS EN, APOSTOLAKIS E, CHATZIMICHALIS A, DOUGENIS D

J BUON 2008;13(2): 161-8

Only 20-30% of patients with non-small-cell lung cancer (NSCLC) present with early-stage disease at the time of diagnosis and may benefit by surgical resection. Five-year survival in early-stage disease varies from 38 to 57% for stage IB and from 13 to 23% for stage IIIA according to the clinical and pathological assessment of the patients. Occult micrometastatic disease already present in many patients with resectable NSCLC at the time of diagnosis and surgical treatment leads to local and distant disease recurrence. Therefore a more systemic approach should be considered in early-stage disease. The role of adjuvant chemotherapy has already been established in this field. Within the past decade attention has been focused on the possible beneficial effects of preoperative chemotherapy considering that patients' compliance to the induction treatment can be very high with eventual eradication of micrometastatic disease and primary tumor downstaging. In this review we present the currently available data on induction chemotherapy followed by surgery in early-stage (stages IB-IIIA) NSCLC with a fundamental question to be answered: is this approach justified in current clinical practice? (C) 2008 Zerbinis Medical Publications.

Cytoreductive surgery and hyperthermic intraperitoneal chemotherapy in the management of peritoneal carcinomatosis. Preliminary results and cost from two centers in Greece##
SPILIOTIS J, TENTES AA, VAXEVANIDOU A, KORAKIANITIS OS, ROGDAKIS A, MIRELIS CG, et al.
J BUON 2008;13(2): 205-10

PURPOSE: To report our preliminary experience in the combined treatment of peritoneal carcinomatosis (PC) using cytoreductive surgery plus hyperthermic intraperitoneal chemotherapy (HIPEC). PATIENTS & METHODS: This prospective study included patients with PC from gynaecological, gastric and colon cancer, treated in two centers. Cytoreductive surgery included the peritonectomy procedures described by Jacquet and Sugarbaker as well as multivisceral resections in order to achieve a complete macroscopical cancer eradication. The HIPEC that followed was performed via the open abdomen technique. RESULTS: 24 patients (three men and 21 women, mean age 60 years) were treated. Twelve patients had PC from ovarian cancer, seven from colon, three from gastric and two from uterine cancer. The mean duration of the procedure was 7.83 hours (range, 5-12.30). Macroscopically, complete cytoreduction (CC) was achieved in 18 (75%) patients. Two (8.3%) patients died in the first 30 days. The overall morbidity was 42% and two patients were reoperated. The mean follow-up was 22 months (range, 3-36). The overall one-year survival was 59.1%; concerning the gynaecological cancers it was 53.8% (mean survival 11.7 months) and for gastrointestinal cancers it was 44.4% (mean survival 9.5 months). CONCLUSION: Our preliminary data suggest that the combined treatment of cytoreduction plus HIPEC for PC is associated with acceptable mortality and morbidity and offers an improved survival in these patients. An optimal patient selection and establishment of experienced centres are of paramount importance. (C) 2008 Zerbinis Medical Publications.

Transcatheter arterial embolization with only particles for the treatment of unresectable hepatocellular carcinoma##
MALUCCIO MA, COVEY AM, BEN PORAT L, SCHUBERT J, BRODY LA, SOFOCLEOUS CT, et al.
J Vasc Interv Radiol 2008;19(6): 862-9

PURPOSE: To determine the survival of patients with hepatocellular carcinoma (HCC) treated with a standardized method of transcatheter arterial embolization (TAE) with small embolic particles intended to impart terminal vessel blockade, and to evaluate prognostic factors that impact overall survival. MATERIALS & METHODS: A total of 322 patients with HCC who underwent 766 embolizations from January 1997 to December 2004 were retrospectively reviewed. Selective embolization of vessels feeding individual tumors was performed with small (50 μm) polyvinyl alcohol or spherical embolic particles (40-120 μM) intended to cause terminal vessel blockade. Repeat embolization was performed in cases of evidence of persistent viable tumor or development of new lesions. Patient, tumor, and treatment characteristics were prospectively recorded and tested for prognostic significance by univariate and multivariate analysis. RESULTS: The median survival time was 21 months, with one-, two-, and three-year overall survival rates of 66%, 46%, and 33%, respectively. In patients without extrahepatic disease or portal vein involvement by tumor, the overall one-, two-, and three-year survival rates increased to 84%, 66%, and 51%, respectively. Okuda stage, extrahepatic disease, diffuse disease (≥5 tumors), and tumor size were independent predictors of survival on multivariate analysis. There were 90 complications (11.9%) in 75 patients, including eight deaths (2.5%), within 30 days of embolization. CONCLUSIONS: Hepatic arterial embolization with small particles to cause terminal vessel blockade is an effective treatment method for patients with unresectable HCC. These data support our hypothesis that particles alone may be the critical component of catheter-directed embolotherapy.

TP53 status and response to chemotherapy in breast cancer. [Review]##
BERTHEAU P, ESPIE M, TURPIN E, LEHMANN J, PLASSA LF, VARNA M, et al.
Pathobiology 2008;75(2): 132-9

Despite its central role in the control of apoptosis, senescence and cell cycle arrest, the tumor suppressor protein p53 remains an enigma for its possible role in predicting response to chemotherapy in cancer patients. Many studies remained inconclusive, others showed a better response for tumors with normal p53, and some recent studies showed adverse effects of normal p53 for response to treatment. p53 is not only a powerful pro-apoptotic factor in response to drug-induced DNA damages but also a potential inducer of cell cycle arrest, protecting tumor cells from further cytotoxic damages. Our review describes the classical as well as the more recent concepts. In order to draw definite conclusions, future works should use more reliable methods to assess the TP53 status and should address more homogeneous tumor subpopulations treated with homogeneous chemotherapy regimens. (C) 2008 S Karger AG.

Resistance to chemotherapy in cancer: a complex and integrated cellular response. [Review]##
MELLOR HR, CALLAGHAN R

Pharmacology 2008;81(4): 275-300

Inherent and acquired resistance pathways account for the high rate of failure in cancer chemotherapy. The mechanisms or pathways mediating resistance may be classified as pharmacokinetic (i.e. alter intratumour drug exposure) or pharmacodynamic (i.e. fail to elicit cytotoxicity). More often than not, the resistant phenotype is characterised by alterations in multiple pathways. Consequently, the pathways may act synergistically or generate a broad spectrum of resistance to anticancer drugs. There has been a great deal of systematic characterisation of drug resistance in vitro. However, translating this greater understanding into clinical efficacy has rarely been achieved. This review explores the phenomenon of drug resistance in cancer and highlights the gap between in vitro and in vivo observations. This gap presents a major obstacle in overcoming drug resistance and restoring sensitivity to chemotherapy. (C) 2008 S Karger AG.

Randomized clinical trial of post-operative radiotherapy versus concomitant carboplatin and radiotherapy for head and neck cancers with lymph node involvement##
RACADOT S, MERCIER M, DUSSART S, DESSARD-DIANA B, BENSADOUN RJ, MARTIN M, et al.
Radiother Oncol 2008;87(2): 164-72

BACKGROUND & PURPOSE: Post-operative radiotherapy is indicated for the treatment of head and neck cancers. In vitro, chemotherapy potentiates the cytotoxic effects of radiation. We report the results of a randomized trial testing post-operative radiotherapy alone versus concomitant carboplatin and radiotherapy for head and neck cancers with lymph node involvement. MATERIALS & METHODS: The study involved patients undergoing curative-intent surgery for head and neck cancers with histological evidence of lymph node involvement. Patients were randomly assigned to receive radiotherapy alone (54-72 Gy, 30-40 fractions, six-eight weeks) or identical treatment plus concomitant carboplatin (50 mg/m2) administered by i.v. infusion twice weekly). RESULTS: Between February 1994 and June 2002, 144 patients were included. With a median follow-up of 106 months (95% CI, 92-119), the two-year rate of loco-regional control was 73% (95% CI, 0.61-0.84) in the combined treatment group and 68% (95% CI, 0.57-0.80) in the radiotherapy group (P = 0.26). Overall survival did not differ significantly between groups (HR for death, 1.05; 95% CI, 0.69-1.60; P = 0.81). CONCLUSIONS: Twice-weekly administration of carboplatin concomitant to post-operative radiotherapy did not improve local control or overall survival rates in this population of patients with node-positive head and neck cancers. (C) 2008 Elsevier Ireland Ltd. All rights reserved.

Drug-induced diffuse infiltrative pneumopathies. [Italian] [Review]##
SCALA R, NALDI M, CICCOTOSTO C, MAGNOLFI A, LA MAGRA LC, MARIOTTI D, et al.
Recenti Prog Med 2008;99(5): 240-51

Drug-induced diffuse infiltrative pneumopathies (DIP) represent an important chapter of respiratory diseases. More than 350 drugs have been described to be potentially pneumotoxic and the list is constantly increasing. As with other forms of DIP, so also for drug-induced lung injury a multidisciplinary approach between pulmonologists, radiologists and pathologists is essential for better diagnostic accuracy. In this review, clinical-radiological-pathological-therapeutic aspects of the drugs which are more likely to induce DIP in clinical practice are described.

Surgical treatment of peritoneal carcinomatosis with reduction surgery and perioperative chemotherapy. [French] [Review]##
ZINZINDOHOUE F, GLEHEN O, FERRAZ JM, GILLY F, CUGNENC PH

Rev Prat 2008;58(9): 940-3

So far, peritoneal carcinomatosis had been considered as the last progression stage of intra-abdominal cancers, and thus without any therapeutic recourse. During the last ten years, the association of tumour surgical resection and perioperative intraperitoneal chemotherapy (with or without hyperthermia) has been proven to produce long-term survival and even cure. This aggressive therapeutic strategy is associated with mortality and morbidity, which add to the mortality and morbidity of surgery and chemotherapy. It thus requires a careful patient selection conducted by specialized multidisciplinary teams. The main indications are peritoneal carcinomatosis on colorectal cancer, stomach cancer, ovarian cancer, pseudomyxoma and mesothelioma. The treatment can also be initiated secondarily, if carcinomatosis is detected during a procedure performed in a center where this type of treatment is not provided. An organ resection should thus be performed. The patient is then referred to a specialized center, either within the ten days following the procedure, or after three months, most of the time after an adjuvant therapy.

Complications of lung cancer treatment. [Review]##
SPIRO SG, DOUSE J, READ C, JANES S

Semin Respir Crit Care Med 2008;29(3): 302-17

In most cases lung cancer is incurable, but treatment is prolonging life for many and sustaining quality of life. Inevitably, disease-related symptoms develop with disease progression, and it can be difficult to differentiate these from treatment-induced complications. This is particularly true for pulmonary complications because tumor progression occurs most frequently in the lungs, and separating the effects of the disease from those induced by treatment (chemotherapy, radiotherapy) is often very difficult. This chapter identifies the main complications around surgical resection of lung cancer, highlighting the importance of expert postoperative care. For palliative treatments such as radiotherapy and chemotherapy, complications are related to the planned intensity of proposed therapy, the performance status of the patients, and patient age. Treatment of the elderly sufferer, now representing almost 50% of new cases, is poorly researched, but therapy-related complications are commoner in those aged over 70 years by approximately 20% when compared with their younger counterparts. Even during palliative care great attention has to be taken to minimize side effects of commonly used medications.

Multidisciplinary management of metastatic sarcoma. [Review]##
THORNTON K, PESCE CE, CHOTI MA

Surg Clin North Am 2008;88(3): 661-72

Soft tissue sarcomas comprise a heterogeneous group of malignancies of mesenchymal origin. Although sarcomas can arise virtually anywhere, the most common primary site is the extremity. The development of metastatic disease poses a major clinical problem because it is seldom amenable to a curative treatment. However, with careful and expert multidisciplinary team selection of patients with metastatic sarcoma – balancing probability of benefit with certain toxicity – a combined multimodality approach may provide hope to a select few for prolonged survival and even cure. (C) 2008 Elsevier Inc. All rights reserved.

Population-based epidemiology and prognosis of mesothelioma in Leeds, UK##
CHAPMAN A, MULRENNAN S, LADD B, MUERS MF

Thorax 2008;63(5): 435-9

INTRODUCTION: Malignant mesothelioma is a fatal neoplasm which is rapidly increasing in incidence throughout Western Europe. To date there have been no studies reporting on the natural history and interventional practices on a comprehensive unselected population, as opposed to reports from referral institutions or compensation claimants. We present a population-based study capturing data on all patients with mesothelioma presenting within a defined geographical area over a four-year period in the UK. METHOD: Data of all cases occurring in Leeds with a population of 750 000 were collected retrospectively from 2002 to 2003 and prospectively from 2004 to 2005. All patients' hospital records and the Trust histology database were reviewed, as well as coroner's reports on all patients with a post mortem diagnosis of mesothelioma. RESULTS: Over the four-year study period, there were a total of 146 cases in Leeds; 77% were male. Median age was 74 years (range, 36-93). Median survival from diagnosis was 8.9 months. 92% and 8% had histological or cytological confirmation, respectively. 85% had documented evidence of definite or probable exposure to asbestos. 110/146 (75%) had symptomatic pleural effusions at presentation. Twice the number of patients (42 vs. 17) were managed with surgical rather than bedside pleurodesis and these had a lower recurrence rate (14% vs. 47%; P = 0.02). 122 patients had video-assisted thoracoscopic surgery/cutting CT biopsies or chest drains. 73/122 (60%) had prophylactic radiotherapy to these sites. There were seven cases (5%) of tract invasion by tumour and six of these had received prophylactic radiotherapy. Median time to seeding was 174 days. 92/146 (63%) had a performance status of 2 or better at diagnosis but only 54/146 were considered fit for chemotherapy. Of these, 28 (52%) declined chemotherapy; the overall uptake of chemotherapy or entry into a trial was 18%. No patient had radical surgery. CONCLUSION: This comprehensive population-based audit has shown that the median age at presentation of malignant mesothelioma is increasing and baseline performance status and survival is worse than in selected series. 37% of patients were considered suitable for palliative chemotherapy but less than 20% accepted this offer. Thorascopic pleurodesis appears to be associated with fewer recurrences. The role of prophylactic radiotherapy to chest drain and biopsy sites needs reappraisal.

Prognostic models for predicting death after hepatectomy in individuals with hepatic metastases from colorectal cancer##
KANEMITSU Y, KATO T

World J Surg 2008;32(6): 1097-107

BACKGROUND: Appropriate cancer treatment policies should include an accurate estimate of a patient's baseline risk of death, determined by the tumor load. Few prognostic models have reached the stage at which they can be used to select patients who would benefit from hepatectomy for metastatic colorectal cancer. Establishing the prognosis of patients with hepatic metastases from colorectal cancer is an important part of their evaluation and treatment. METHODS: Pre- and post-treatment prognostic nomograms were developed using Cox regression and multiple imputation from 578 patients with hepatic metastases from colorectal cancer who were candidates for hepatectomy. RESULTS: The preoperative nomogram included the following prognostic factors: primary histology, number of metastatic lymph nodes associated with the primary lesion, number of hepatic tumors, extrahepatic disease, and prehepatectomy carcinoembryonic antigen level. Plots of predicted versus actual outcomes suggested that the nomogram was well calibrated for predicting death after hepatectomy. The concordance index of the nomogram was 0.66, higher than those of other models for hepatic metastatic colorectal cancer in the literature. A postoperative nomogram was also prepared. CONCLUSIONS: These models have improved predictive ability in individuals with hepatic metastases from colorectal cancer, which may be helpful in counseling patients and making treatment decisions. (C) 2007 Société Internationale de Chirurgie.

Other applications

In vivo confocal microscopic evaluation of corneal wound healing after epi-LASIK
CHEN WL, CHANG HW, HU FR

Invest Ophthalmol Vis Sci 2008;49(6): 2416-23

PURPOSE: To study the healing of corneal wounds after epikeratome laser-assisted in situ keratomileusis (epi-LASIK). METHODS: 27 patients who had undergone epi-LASIK for the treatment of myopia or myopic astigmatism in 46 eyes were enrolled. A single intraoperative application of 0.02% MMC for 20 to 30 seconds was used in 24 eyes with a refraction of no less than -6.0 D (MMC group). MMC was not given to eyes with myopia less than -6.0 D (non-MMC group). The eyes were examined by in vivo confocal microscopy at one, three, and seven days after surgery and then weekly during the first month and once each at three and six months. Selected images of the corneal basal-apical surface epithelia and stromal reactions quantified by z-scan profile were evaluated. RESULTS. In vivo confocal microscopy showed that cells in most of the epithelial flaps were damaged during the first few days after surgery and were rapidly replaced by new growing cells. In the MMC and non-MMC groups, the corneal basal epithelial cells returned to their preoperative morphology in 0% and 13.6% of the eyes after one week, 37.5% and 36.4% after two weeks, and 87.5% and 86.3% after one month, respectively. The corneal apical surface epithelial cells in the MMC and non-MMC groups recovered their squamous morphology in 12.5% and 13.6% of the eyes at two weeks, 37.5% and 54.5% at one month, and 52.4% and 57.9% at six months, respectively. There was no difference in the stromal reaction between the groups at one, three, and six months after surgery. CONCLUSIONS. Damage of the epithelial flaps after epi-LASIK was observed by in vivo confocal microscopy. MMC usage may cause more damage to the epithelial flaps. There was no difference in stromal reaction between the groups with and without MMC.

Corneal endothelial cell injury induced by mitomycin-C in photorefractive keratectomy: nonrandomized controlled trial
NASSIRI N, FARAHANGIZ S, RAHNAVARDI M, RAHMANI L

J Cataract Refract Surg 2008;34(6): 902-8

PURPOSE: To evaluate the effect of intraoperative use of MMC on the corneal endothelium during excimer laser photorefractive keratectomy (PRK). SETTING: Vanak Eye Surgery Center, Tehran, Iran. METHODS: This nonrandomized trial comprised 81 patients (162 eyes) with bilateral low to moderate myopia and adequate corneal thickness to allow PRK (estimated postoperative residual stromal thickness >350 μm without considering epithelial thickness). The indication for intraoperative application of MMC 0.02% (0.2 mg/ml) was an ablation depth of 75 μm or more. Patients were divided into three groups: bilateral (both eyes treated with MMC), unilateral (only one eye treated with MMC), and untreated (no eye treated with MMC). Visual acuity, refraction, endothelial cell density (ECD), and corneal thickness were measured preoperatively as well as one week and one, three, and six months postoperatively. RESULTS: Overall, 76 eyes were treated with MMC. Eyes treated with MMC and untreated eyes were comparable in postoperative visual acuity and refraction. Preoperative to postoperative changes in ECD were statistically significantly greater in the treated eyes (-14.8%) than in untreated eyes (-5.1%) six months after PRK (P <0.001). Longer MMC contact time (P <0.001) and male sex (P = 0.04) were the only factors independently associated with greater endothelial cell loss. CONCLUSIONS: The prophylactic use of diluted intraoperative MMC 0.02% solution caused corneal endothelial cell loss. The rate of cell loss was correlated with the duration of MMC exposure.

Topical mitomycin-C for recalcitrant esophageal strictures: a novel endoscopic/fluoroscopic technique for safe endoluminal delivery
HERAN MK, BAIRD R, BLAIR GK, SKARSGARD ED

J Pediatr Surg 2008;43(5): 815-8

BACKGROUND: Nonsurgical treatment of recalcitrant pediatric esophageal strictures is challenging. The chemotherapy drug MMC, which reduces collagen synthesis and scar formation, shows anecdotal promise in the topical treatment of these strictures. MMC is cytotoxic, and a safe endoluminal delivery system that avoids inadvertent application to adjacent mucosa has not yet been described. DISCUSSION: We have treated two patients with a combined endoscopic/fluoroscopic technique that ensures protected delivery of a mitomycin-soaked pledget directly to the targeted site. Following pneumatic balloon dilation of the stricture under fluoroscopy, flexible esophagoscopy is performed to the disrupted stricture. Through the gastrostomy tract, a 12F to 16F semi-rigid sheath is introduced over a guide wire and passed retrograde up the esophagus to the stricture. A grasping forceps introduced through the instrument channel of the esophagoscope is advanced through the sheath and grasps a MMC-soaked pledget. The pledget is drawn back through the sheath up to the stricture where timed, serial radial applications to the stricture are performed without any contamination of the rest of the esophagus or stomach. CONCLUSION: We describe a novel technique of endoluminal delivery and focused application of MMC to an esophageal stricture that avoids inadvertent topical application to adjacent mucosa. (C) 2008 Elsevier Inc. All rights reserved.

Synergistic effect of ethanol and mitomycin-C on corneal stroma
NETTO MV, BARRETO J, SANTO R, BECHARA S, KARA-JOSE N, WILSON SE

J Refract Surg 2008;24(6): 626-32

PURPOSE: To investigate the combined effects of ethanol and MMC application on the corneal stroma of rabbits that underwent photorefractive keratectomy (PRK). METHODS: 24 rabbits (24 eyes) underwent PRK to correct -9.00 diopters of myopia. Twelve eyes had ethanol application before removing the epithelium and 12 eyes had the epithelium manually removed without ethanol, Eyes in both groups had topical MMC 0.02% application for 12 seconds immediately after excimer laser ablation. Twelve rabbits were sacrificed at two time points – four hours and four weeks after surgery – and immunohistochemistry was performed with TUNEL assay, α-smooth muscle actin (α-SMA), and DAPI. RESULTS: More TUNEL-positive cells were observed in the ethanol-treated group compared to the mechanical debridement group at four hours after surgery (P <0.01). No significant difference in α-SMA-positive cells was detected between the two groups at four weeks after surgery. However, decreased keratocyte density in the anterior stroma was more pronounced in the ethanol-treated group compared to the mechanical debridement group (P <0.02). CONCLUSIONS: Ethanol application for epithelial removal during PRK seems to produce a synergistic effect with MMC, resulting in fewer keratocytes in the anterior stroma of rabbit corneas treated with MMC and ethanol than in corneas treated with MMC alone after PRK.

Effects of topical mitomycin-C on the ciliary body and intraocular pressure after PRK: an experimental study
KYMIONIS GD, DIAKONIS VF, CHARISIS S, PALLIKARIS AI, BOUZOUKIS DI, YOO SH, et al.
J Refract Surg 2008;24(6): 633-8

PURPOSE: To investigate the effects of the application of MMC after photorefractive keratectomy (PRK) on the ciliary body and intraocular pressure (IOP) in an experimental model. METHODS: Forty eyes of 20 rabbits underwent PRK to correct -8.00 diopters in a 5-mm optical zone. Sterile surgical sponges (5 mm) soaked with 0.02% MMC were applied to corneas with the epithelium removed. Eyes were randomly chosen to receive MMC for two minutes (study group), and sponges soaked with balanced salt solution were applied on the contralateral eye (control group) for two minutes. Histological evaluation of the ciliary body was performed in a masked fashion by light and transmission electron microscopy. RESULTS: Histological examination of the morphology of the ciliary body structures revealed no differences between the two groups. Tonometric measurements of the IOP remained stable during the follow-up period with no significant changes (P = 0.75). CONCLUSIONS: Adjuvant application of MMC after PRK does not appear to induce alterations on the ciliary body or changes in IOP measurements.

Mitomycin-C and airway surgery: how well does it work? [Review]
WARNER D, BRIETZKE SE

Otolaryngol Head Neck Surg 2008;138(6): 700-9

OBJECTIVE: Systematically review and critically evaluate all available published data on the use of topical MMC as an adjunctive in airway surgery. DATA SOURCES: Published studies indexed in MEDLINE, EMBASE, or Cochrane databases. Inclusion criteria were English language, sample size greater than five, and publication of data applicable to the analysis of topical MMC and airway surgery outcomes. REVIEW METHODS: Evidence tables were compiled to include sample size, study design, and evidence level. Summary statistics, random-effects modeling, and subgroup analysis were performed. RESULTS: 20 manuscripts (eight human, 12 animal) met the inclusion criteria. Seven of eight (87.5%) of the human studies and eight of 12 (66%) animal studies concluded topical MMC was beneficial to airway surgical outcomes. Eleven of twelve animal studies included randomization and a control group, compared with only two of eight human studies. Random-effects modeling of human studies (k = 7) indicated that 81.4% (95% CI, 72.0-90.9%; P <0.001) of patients had improved outcomes attributable to MMC. Random-effects modeling of animal data included modeling of change in airway diameter (Hedge's G = -0.03; 95% CI, -0.66 to 0.60; P = 0.924) and the change in histologic measures (Hedge's G = 1.26; 95% CI, 0.596-1.92; P <0.001) in MMC-treated animals vs. controls. CONCLUSION: The majority of the published literature individually suggests the use of topical MMC improves airway surgery outcomes. However, heterogeneity within the clinical studies, the lack of controlled data, and the lack of significance in the pooled animal data (other than histologic outcomes) suggest that the utility of MMC is still undetermined.

Treatment of complete nasal vestibule stenosis with vestibular stents and 
mitomycin-C. [Case Report]
SALVADO AR, WANG MB

Otolaryngol Head Neck Surg 2008;138(6): 795-6

Intra- and postoperative application of mitomycin-C in the middle meatus reduces adhesions and antrostomy stenosis after FESS
KONSTANTINIDIS I, TSAKIROPOULOU E, VITAL I, TRIARIDIS S, VITAL V, CONSTANTINIDIS J

Rhinology 2008;46(2): 107-11

AIM: Obstruction of the osteomeatal complex is the commonest anatomic finding in revision endoscopic sinus surgery. This study assesses the efficacy of topical MMC in the middle meatus, intra- and postoperatively in the prevention of adhesion formation and restenosis of the maxillary sinus antrostomy. MATERIALS & METHODS: At the end of endoscopic surgery for chronic rhinosinusitis and four weeks postoperatively 30 patients received a pledget soaked with 1 ml of MMC (0.5 mg/ml) in the middle meatus for five minutes while a pledget soaked in saline was placed in the contralateral side. Patients were assessed at least six months postoperatively by a blinded observer for the presence of synechiae and antrostomy stenosis. Medical records were reviewed for episodes of recurrent sinusitis. RESULTS: Adhesions were observed in eight patients. All adhesions rated as moderate to severe (four patients) were observed in the control side (P = 0.043). Restenosis was observed in two sides treated with MMC and in nine control sides (P = 0.032). Recurrent symptoms of sinusitis occurred in three patients on the saline side. CONCLUSION: MMC is safe and effective in the prevention of severe adhesions and antrostomy stenosis when applied twice, during surgery and the early postoperative period.
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