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Urology

Current practice in the management of superficial bladder cancer in The Netherlands and Belgian Flanders: a survey
WITJES JA, MELISSEN D, KIEMENEY L
Eur Urol 2006;49(3): 478-84

OBJECTIVE: Because there is no national guideline for the diagnosis, therapy and follow-up of (superficial) bladder cancer in The Netherlands and Belgium, the actual patient management may differ between urologists. The purpose of this study is to get insight in the current way urologists diagnose, treat and follow patients with superficial bladder cancer. METHODS: All practising urologists in The Netherlands (n = 293) and Flemish-speaking Belgium (Flanders, n = 223) received a questionnaire with regard to the current management of patients with superficial bladder cancer. The results were compared with the guidelines provided by the European Association of Urology (EAU). Also a comparison was made between the two countries and between university and community hospitals. RESULTS: The results show a wide variation in current practice for superficial bladder cancer. Although the majority of urologists do not follow the EAU guidelines, current practice roughly matches these guidelines. There are no major differences between the two countries or between different types of hospitals. Discrepancies between current practice and guidelines are mostly too frequent use of techniques for the diagnosis, treatment and follow-up. CONCLUSION: In all, there is a need for clear guidelines in superficial bladder cancer and an effective implementation of such guidelines into everyday practice. (C) 2005 Elsevier BV. All rights reserved.
Predicting recurrence and progression in individual patients with stage Ta T1 bladder cancer using EORTC risk tables: a combined analysis of 2596 patients from seven EORTC trials##
SYLVESTER RJ, VAN DER MEIJDEN AP, OOSTERLINCK W, WITJES JA, BOUFFIOUX C, DENIS L, et al.
Eur Urol 2006;49(3): 466-77

OBJECTIVES: To provide tables that allow urologists to easily calculate a superficial bladder cancer patient's short- and long-term risks of recurrence and progression after transurethral resection. METHODS: A combined analysis was carried out of individual patient data from 2596 superficial bladder cancer patients included in seven EORTC trials. RESULTS: A simple scoring system was derived based on six clinical and pathological factors: number of tumors, tumor size, prior recurrence rate, T category, carcinoma in situ, and grade. The probabilities of recurrence and progression at one year ranged from 15-61% and from <1-17%, respectively. At five years, the probabilities of recurrence and progression ranged from 31-78% and from <1-45%. CONCLUSIONS: With these probabilities, the urologist can discuss the different options with the patient to determine the most appropriate treatment and frequency of follow-up. (C) 2006 Elsevier BV. All rights reserved.
Inguinal metastasis of a bladder mixed carcinoma with predominant adenocarcinoma component##
HAMANO A, UDAGAWA K, NOMURA S, ISHIDA T
Scand J Urol Nephrol 2006;40(1): 75-7*

We report a case of urinary bladder mixed carcinoma with inguinal metastasis. Histological examination of the transurethral resection specimens revealed adenocarcinoma with small foci of squamous and transitional cell carcinomas. A right inguinal metastasis occurred 1 year after radical cystourethrectomy. Chemotherapy and radiotherapy were performed but the metastatic tumor remained unchanged. (C) 2006 Taylor & Francis.
Oncology

Peritoneal mesothelioma treated by cytoreductive surgery and intraperitoneal hyperthermic chemotherapy: results of a prospective study
BRIGAND C, MONNEUSE O, MOHAMED F, SAYAG-BEAUJARD AC, ISAAC S, GILLY FN, et al.
Ann Surg Oncol 2006;13(3): 405-12*

BACKGROUND: Peritoneal mesothelioma is a rare disease with few therapeutic options. Recently, the combination of cytoreductive surgery with intraperitoneal hyperthermic chemotherapy (HIPEC) has shown promising results. METHODS: 15 patients with peritoneal mesothelioma who were treated by cytoreductive surgery and HIPEC between 1989 and 2004 were identified from a prospective database. HIPEC was performed with cisplatin and MMC for 90 minutes by using the closed-abdomen technique. RESULTS: All patients but one (multicystic) had malignant disease of the following pathologic types: 12 epithelial and 2 biphasic. After surgical resection, 11 patients were considered to have a CC-0 or CC-1 resection (macroscopic complete resection or diameter of residual nodules <2.5 mm). No postoperative death occurred, and six postoperative complications were recorded. All but one patient had resolution of ascites. The overall median survival for the 14 patients with malignant mesothelioma was 35.6 months. The median survival was 37.8 months for patients treated with a CC-0 or CC-1 resection, whereas it was 6.5 months for those treated with a CC-2 or CC-3 resection (diameter of residual nodules >2.5 mm; P <0.001). In a univariate analysis, the only other significant prognostic factor was the carcinomatosis extent (P = 0.02). CONCLUSIONS: A therapeutic strategy combining cytoreductive surgery with HIPEC seems to provide an adequate and efficient locoregional treatment for peritoneal mesothelioma. It is associated with acceptable morbidity when performed by an experienced surgical team. The completeness of cytoreduction is the major determinant of survival. (C) 2006 The Society of Surgical Oncology, Inc.
Review of patients with peritoneal malignancy treated with peritonectomy and heated intraperitoneal chemotherapy
HADI R, SAUNDERS V, UTKINA O, CLINGAN P, KAM P, LINKS M, et al.
ANZ J Surg 2006;76(3): 156-61*

BACKGROUND: Peritoneal dissemination of malignancy is usually considered incurable. The purpose of the present study was to evaluate the efficacy of intraperitoneal chemohyperthermia and cytoreductive surgery. METHODS: The present article is a retrospective review of prospectively recorded data in 60 patients who underwent 71 peritonectomy procedures between January 1996 and May 2004. Hospital records, a database and department notes were studied. Conditions treated were pseudomyxoma peritonei (PMP) and appendiceal cancer (23), mesothelioma (7), colorectal cancer (CRC, 15), ovarian cancer (6) and other forms of malignancy (9). Following cytoreductive surgery, early postoperative intraperitoneal chemotherapy (EPIC) was given in 47 procedures, five with added i.v. MMC. In 34 procedures, heated intraperitoneal chemotherapy (HIPEC) was administered. A policy change was made from intravenous to intraperitoneal MMC chemotherapy in December 2001. Peritoneal cancer index (PCI) was calculated for all procedures. RESULTS: Of the procedures, 23 had PCI ≤10, 37 had PCI of 11-20, and 11 had PCI >20. The median operation time was 9 h. Blood units transfused and length of hospital stay have declined. Mortality was 4 of 60 patients (6.7%), caused by pancytopenia and sepsis. Morbidity occurred in 28 of 71 procedures. The 3-year survival rate for the HIPEC group was 71% compared with 28% for the no HIPEC group. In the complete excision group, the 3-year survival rate was 52% compared with 13% for the incomplete excision group. The 3-year survival rate for PMP and appendiceal cancer was 74%. The 2-year survival rate for ovarian cancer was 67%, mesothelioma 57%, and CRC 50%, respectively. CONCLUSIONS: Morbidity is significantly associated with duration of surgery and units of blood transfused. Our findings are consistent with the international experience in patients treated with combined peritonectomy and HIPEC.
A meta-analysis of hyperfractionated and accelerated radiotherapy and combined chemotherapy and radiotherapy regimens in unresected locally advanced squamous cell carcinoma of the head and neck
BUDACH W, HEHR T, BUDACH V, BELKA C, DIETZ K
BMC Cancer 2006;6: 28

BACKGROUND: Former meta-analyses have shown a survival benefit for the addition of chemotherapy (CHX) to radiotherapy (RT) and to some extent also for the use of hyperfractionated radiation therapy (HFRT) and accelerated radiation therapy (AFRT) in locally advanced squamous cell carcinoma (SCC) of the head and neck. However, the publication of new studies and the fact that many older studies that were included in these former meta-analyses used obsolete radiation doses, CHX schedules or study designs prompted us to carry out a new analysis using strict inclusion criteria. METHODS: Randomised trials testing curatively intended RT (≥60 Gy in >4 weeks/>50 Gy in <4 weeks) on SCC of the oral cavity, oropharynx, hypopharynx, and larynx published as full paper or in abstract form between 1975 and 2003 were eligible. Trials comparing RT alone with concurrent or alternating chemoradiation (5-fluorouracil [5-FU], cisplatin, carboplatin, MMC) were analyzed according to the employed radiation schedule and the used CHX regimen. Studies comparing conventionally fractionated radiotherapy (CFRT) with either HFRT or AFRT without CHX were separately examined. End point of the meta-analysis was overall survival. RESULTS: 32 trials with a total of 10 225 patients were included in the meta-analysis. An overall survival benefit of 12.0 months was observed for the addition of simultaneous CHX to either CFRT or HFRT/AFRT (P <0.001). Separate analyses by cytostatic drug indicate a prolongation of survival of 24.0 months, 16.8 months, 6.7 months, and 4.0 months, respectively, for the simultaneous administration of 5-FU, cisplatin-based, carboplatin-based, and MMC-based CHX to RT (each P <0.01). Whereas no significant gain in overall survival was observed for AFRT in comparison to CFRT, a substantial prolongation of median survival (14.2 months, P <0.001) was seen for HFRT compared to CFRT (both without CHX). CONCLUSION: RT combined with simultaneous 5-FU, cisplatin, carboplatin, and MMC as single drug or combinations of 5-FU with one of the other drugs results in a large survival advantage irrespective the employed radiation schedule. If radiation therapy is used as single modality, hyperfractionation leads to a significant improvement of overall survival. Accelerated radiation therapy alone, especially when given as split course radiation schedule or extremely accelerated treatments with decreased total dose, does not increase overall survival.
Cytoreductive surgery followed by intraperitoneal hyperthermic perfusion: analysis of morbidity and mortality in 209 peritoneal surface malignancies treated with closed abdomen technique
KUSAMURA S, YOUNAN R, BARATTI D, COSTANZO P, FAVARO M, GAVAZZI C, et al.
Cancer 2006;106(5): 1144-53

BACKGROUND: The purpose of this prospective Phase II study was to analyze morbidity and mortality of cytoreductive surgery (CRS) and intraperitoneal hyperthermic perfusion (IPHP) in the treatment of peritoneal surface malignancies. METHODS: 205 patients (50 with peritoneal mesothelioma, 49 with pseudomyxoma peritonei, 41 with ovarian cancer, 32 with abdominal sarcomatosis, 13 with colon cancer, 12 with gastric cancer, and 8 with carcinomatosis from other origins) underwent 209 consecutive procedures. Four patients underwent the intervention twice because of disease relapse. There were 70 men and 135 women. Mean age was 52 years (range: 22-76 yrs). CRS was performed by using peritonectomy procedures. IPHP through the closed abdomen technique was conducted with a preheated (42.5oC) perfusate containing cisplatin + MMC or cisplatin + doxorubicin. RESULTS: Major morbidity rate was 12%. The most significant complications were 23 anastomotic leaks or bowel perforations, 4 abdominal bleeds, and 4 sepses. Operative mortality rate was 0.9%. On logistic regression model multivariate analysis, extent of cytoreduction (OR 2.88; 95% CI, 1.29-6.40) and dose of cisplatin for IPHP ≥240 mg (OR 3.13; 95% Cl, 1.24-7.90) were independent risk factors for major morbidity. Ten patients presented with Grade 3 to 4 toxicity. CONCLUSIONS: CRS + IPHP presented acceptable morbidity, toxicity, and mortality rates, all of which support prospective Phase III clinical trials.
Pharmacokinetic changes induced by the volume of chemotherapy solution in patients treated with hyperthermic intraperitoneal mitomycin C
SUGARBAKER PH, STUART OA, CARMIGNANI CP
Cancer Chemother Pharmacol 2006;57(5): 703-8

BACKGROUND: The rationale supporting the use of intraperitoneal chemotherapy in peritoneal surface malignancy relates to a large local-regional effect and low systemic toxicity. While optimizing the use of this treatment strategy, little information regarding the effect of volume of chemotherapy solution is available. OBJECTIVE: The goal of this study was to provide data regarding the effect of volume of chemotherapy solution on the pharmacokinetics of intraperitoneal chemotherapy. Data by which to optimally adjust this parameter during intraperitoneal chemotherapy treatments were sought. METHODS: 48 patients with peritoneal surface malignancy were treated with hyperthermic intraperitoneal MMC chemotherapy after a complete cytoreduction to remove all visible evidence of mucinous tumor. The dose of MMC was always 12.5 mg/m2 in males and 10 mg/m2 in females. The first 12 patients were treated with 6 l of 1.5% dextrose peritoneal dialysis solution. The next 14 patients were treated with 4 l of fluid and then ten patients were treated with 2 l. In the last 12 patients the volume of fluid was 1.5 l/m2. Blood, peritoneal fluid, and urine samples were obtained every 15 min for 90 min; additional blood and urine samples were obtained at 120 min. MMC concentrations, urine volumes, and final intraperitoneal fluid volume were obtained. RESULTS: The intraperitoneal and the plasma concentrations were highest in the 2-l group, less in the 4-l group, and least in the 6-l group. All differences were statistically significant. Also, the percent of MMC absorbed decreased significantly from 2, to 4, to 6 l of fluid. The area under the curve (AUC) ratio of intraperitoneal concentration times time to intravenous concentration times time was 27.01 ± 4.92 for 2 l, 22.22 ± 7.95 for 4 l, and 24.01 ± 8.46 for 6 l. These differences were not statistically significant. If both the volume of chemotherapy solution and the total dose of MMC were determined from the body surface area, the pharmacokinetics of intraperitoneal MMC were more consistent. CONCLUSIONS: In order to prescribe a uniform treatment for patients receiving hyperthermic intraperitoneal MMC, the total dose of the drug and the total volume of chemotherapy solution should be determined from the body surface area. If the volume of chemotherapy solution is not based on patient body surface area, predictions regarding toxicity are less precise.
The evaluation of the curative effect on intraperitoneal chemo-hyperthermia in combination with MMC-CH in radical surgery of gastric cancer. [Chinese]
ZHAO H, OUYANG X, MENG X
Chin J Clin Oncol 2006;33(2): 84-6*

OBJECTIVE: To evaluate the beneficial effect on intraperitoneally applied lavage of thermal hypoosmotic solution and MMC bound to activated carbon particles (MMC-CH) in the prevention and treatment of intra-abdominal recurrence after radical surgery for gastric cancer. METHODS: 72 patients with radically resected gastric cancer infiltrating the serosal surface were randomly divided into two groups: the experiment group receiving intra-abdominal lavage of 43oC double distilled water (DDW) and 50 mg mitomycin bound to a solution of 375 mg carbon absorbent intraperitoneally 7 days after operation (n = 36) and the control group (n = 36). The patients from the experiment group with DDW and MMC-CH and from the control group received systemic chemotherapy in two months and one month after operation respectively. The postoperative recurrence-free survival was evaluated to analyze the benefits of this treatment. RESULTS: The 3- and 5-year recurrence-free survival rates after operation were significantly higher in the DDW and MMC-CH group (49.24%, 43.46%) than in the control group (43.46%, 35.58%), P <0.05. CONCLUSION: Adjuvant intraperitoneal chemotherapy of advanced gastric cancer by intra-abdoninal lavage of 43oC DDW and MMC bound to activated carbon particles effected increased postoperative recurrence-free survival rates.
Conjunctival intraepithelial neoplasm. [Case Report]
SKORIN L, KUNTZ M
Clin Surg Ophthalmol 2006;24(1): 10-2*

A 76-year-old Caucasian male presented with a red, non-irritated right eye. No decrease in vision was reported. Evaluation revealed a fleshy growth with multiple spindly vessels located on the temporal interpalpebral bulbar conjunctiva. An incomplete excision was performed with biopsy. The lesion was pathologically identified as actinic keratosis. Over the course of the next six years, the lesion returned and grew beyond its original margins and spread onto the cornea. A biopsy was again performed, and the growth was then identified as carcinoma in situ, or conjunctival intraepithelial neoplasia. The patient is currently undergoing MMC treatment.
Pharmacological treatment of the corneal and conjunctival neoplasm. [Review]
LOPEZ AM, BLASCO JB, VALERO MC, RUIZ AN, TOLDOS JJ, et al.
Farmacia Hospitalaria 2005;29(2): 126-33*

BACKGROUND: The goal of therapy for corneo-conjunctival neoplasm is lesion removal, with the most widespread procedure being complete tumor resection with or without associated chemotherapy lines. As this sort of procedure entails a high relapse rate (9-52%) the use of adjuvant therapies to reduce the occurrence of relapse becomes a need. The administration of a number of topically administered drugs has been used for adjuvant therapy, including MMC, 5-fluorouracil and interferon α-2b. OBJECTIVE: To determine the clinical experience published regarding the effectiveness of the various drug therapies for corneo-conjunctival neoplasm. SEARCH STRATEGY: Information reported on this topic in the Medline database (1966-2004) was searched using corneo-conjunctival neoplasm, 5-fluorouracil, MMC, and interferon α-2b as keywords. SELECTION CRITERIA: All papers quoting dosage for drugs used, treatment length, adverse effect development, and clinical response obtained were included. PRIMARY RESULTS: Papers reporting the use of 5-fluorouracil are few when compared to those quoting other drugs, with a response rate of 88% and a relapse rate of 20%. The use of MMC is widely described in the medical literature with a response rate of 90% and a relapse rate of 13%, but with the development of adverse effects in a high percentage of patients. Interferon α-2b is the last drug to be incorporated in the treatment of these ocular lesions, with a response rate of 100% and a low incidence of adverse effects, with a relapse rate of 4%. CONCLUSIONS: MMC is an effective drug, but its use is associated with a high number of adverse events, some of which may lead to therapy discontinuation. Interferon α-2b has efficacy outcomes comparable to MMC and a lower incidence of adverse effects, which are mostly mild in nature. The use of 5-fluorouracil is relegated to a second-tier status.
A case of gastric cancer with peritoneal dissemination who achieved five-year survival by successive treatments with TS-1 alone and in combination with other drugs. [Japanese]
AIKO S, YOSHIZUMI Y, SUGIURA Y, ISHIZUKA T, SAKANO T, KUMANO I, et al.
Gan To Kagaku Ryoho 2006;33(2): 239-42*

The patient was a 65-year-old male with gastric cancer. Peritoneal disseminations were detected during distal gastrectomy. CDDP and MMC were administered into the peritoneal cavity. Administration of TS-1 was begun and continued without adverse effects. After 33 months, a high dose of CDDP was administered twice in combination with TS-1, because elevation of serum CEA levels and paraortic lymph node swelling were observed for the first time. A partial response was obtained, but an elevation of CEA was seen again in three months. We then tried weekly administration of paclitaxel, and a complete response was achieved in three months. After three months' rest from chemotherapy, a third regrowth of the tumor was observed. Paclitaxel was ineffective, and so we opted for weekly administration of low-dose CDDP combined with TS-1, which led to the third recovery. Biweekly administration of CPT-11 combined with TS-1 followed the low-dose CDDP and was successfully continued five years after the surgery. The treatment course in this patient was fully suggestive for patients with advanced or recurrent gastric cancer because the use of newly available chemotherapeutic agents in turn was effective at each recurrence of the tumor and achieved five-year survival with minimal hospitalization.
A case of postoperative liver metastasis from bile duct carcinoma responding to transarterial chemoembolization. [Japanese] [Case Report]
MIZUSHIMA T, SUGIURA T, HORI S, ITO T, MIZUNO H, HOKI M, et al.
Gan To Kagaku Ryoho 2006;33(2): 263-5*

A 77-year-old man underwent pylorus-preserving pancreatoduodenectomy for bile duct carcinoma in October 2000. Histological diagnosis was moderately-differentiated tubular adenocarcinoma, pT 2 (ss, pHinf 0, pPanc 1, pPV 0, pA 0), pN 0, and final Stage II. The patient was periodically observed after operation. In September 2003, follow-up abdominal CT examinations revealed a liver tumor, 89 x 62 x 60 mm in size, at the anterior segment. Transarterial chemoembolization with 5-FU, epirubicin, MMC and superabsorbent polymer microsphere was initiated under the diagnosis of liver metastasis. After completion of 4 chemoembolizations, the tumor responded partially and diminished to 50 x 16 x 14 mm in CT and superparamagnetic iron oxide-enhanced MRI. Currently, the patient is free from any signs of relapse.
Fluorouracil, doxorubicin, and mitomycin (FAM) regimen for gastrointestinal cancers. [Review]
ADEJUWON AE, SOLIMANDO DA, WADDELL JA
Hosp Pharm 2005;40(11): 964-70*

A review of a fluorouracil, doxorubicin, and mitomycin regimen for the treatment of gastrointestinal cancers is presented, including drug preparation, administration, supportive care, and major toxicities.
CASE 4. A black eye: melanoma in situ of the conjunctiva. [Case Report]
KYTO JP, KIVELA T
J Clin Oncol 2006;24(6): 1013-4
Transarterial chemoembolization with degradable starch microspheres, irinotecan, and mitomycin-C in patients with liver metastases
MORISE Z, SUGIOKA A, KATO R, FUJITA J, HOSHIMOTO S, KATO T
J Gastrointest Surg 2006;10(2): 249-58

Degradable starch microspheres (DSMs) provide transient occlusion of small arteries and are thought to improve the therapeutic effect of anticancer drugs. Irinotecan (CPT-11) is one of the most effective anticancer agents. We herein report cases with liver metastases treated with transarterial chemoembolization with DSM, CPT-11, and MMC (DSM-CPT therapy). Five patients underwent DSM-CPT therapy for liver metastases that originated from colorectal cancer for four and gastric cancer for one. They all lack indication for surgery. They were all male with an age range of 42-78 years (mean 55.2 years). Three of them had pretreatment histories with 5-fluorouracil or related agents, and four of them had combined systemic or local chemotherapy at the period. Required doses for stasis of whole blood flow of hepatic artery of DSMs were used with CPT-11 and MMC. After one to six injections, four patients had a partial response and the disease progressed in one patient with gastric cancer origin. Two of the partial response patients underwent surgery after 2 months of the partial response period. Carcinoembryonic antigen and CA19-9 levels in partial response patients decreased to 16.1% and 19.3% of the level before treatment, respectively. DSM-CPT therapy can be a potential therapy for liver metastases.
Randomized study of maintenance vinorelbine in responders with advanced non-small cell lung cancer
WESTEEL V, QUOIX E, MORO-SIBILOT D, MERCIER M, BRETON J, DEBIEUVRE D, et al.
J Natl Cancer Inst 2005;97(7): 499-506

BACKGROUND: Prolongation of chemotherapy duration, usually referred to as maintenance chemotherapy, has been considered as an approach to improve survival of patients with advanced non-small cell lung cancer (NSCLC). If the maintenance regimen differs from the induction regimen, patients will receive not only higher total doses of chemotherapy but also earlier delivery of non-cross-resistant agents. We conducted a randomized trial to compare maintenance vinorelbine therapy with observation in previously untreated patients who responded to induction treatment with mitomycin-ifosfamide-cisplatin (MIC). METHODS: Patients with stage IIIB NSCLC were treated with two monthly MIC cycles followed by radiotherapy; those with 'wet' stage IIIB (pleural or pericardial involvement), with stage IIIB with supraclavicular node involvement, or stage IV (i.e., metastatic) NSCLC were treated with four monthly MIC cycles. Patients who responded to induction treatment were randomly assigned to receive intravenous vinorelbine at a dose of 25 mg/m-2/wk-1 for 6 months or no further treatment. Survival comparisons used the log-rank test and the Cox regression adjusted for stage. All statistical tests were two-sided. RESULTS: 573 patients were registered, of whom 227 responded to induction treatment and 181 were randomly assigned (91 to maintenance vinorelbine and 90 to observation) between January 1994 and March 2000. One- and 2-year survival rates were 42.2% and 20.1% in the vinorelbine arm and 50.6% and 20.2% in the observation arm, respectively (log-rank P = 0.48). The HR of survival after adjustment on stage, in the vinorelbine arm relative to the observation arm, was 1.08 (95% CI, 0.79-1.47; P = 0.65). There was also no difference between arms in progression-free survival (log-rank P = 0.32). CONCLUSION: Maintenance vinorelbine did not improve survival of patients with advanced NSCLC who responded to induction MIC treatment. Nevertheless, other agents, including docetaxel and targeted agents, should be evaluated as maintenance agents before the concept is abandoned.
A randomised controlled trial of pre-operative chemotherapy followed, if feasible, by resection versus radiotherapy in patients with inoperable stage T3, N1, M0 or T1-3, N2, M0 non-small cell lung cancer
STEPHENS RJ, GIRLING DJ, HOPWOOD P, THATCHER N
Lung Cancer 2005;49(3): 395-400

The majority of patients with stage T3, N1, M0 or T1-3, N2, M0 non-small cell lung cancer are considered inoperable, and receive radical radiotherapy. This randomised trial aimed to assess whether, in this group of inoperable patients, a policy of neo-adjuvant chemotherapy (with mitomycin, ifosfamide and cisplatin (MIC) or mitomycin, vinblastine and cisplatin (MVP)) followed, if feasible, by surgery (CT-S), would result in better outcomes than radical radiotherapy (RT). The trial closed due to poor accrual, with only 48 patients randomised in 3 years. Only 4 of the 24 patients in the CT-S group had a complete resection, and of these, the 2 patients who had a pneumonectomy both died 12 days after surgery. There was no evidence of an improved survival in the CT-S group (median survival 13.8 months, compared with 11.3 months for the RT group), but because the trial failed to recruit we were unable to reach any reliable conclusions about these two treatment options.
Postoperative chemotherapy for gastric cancer. [Review]
HEJNA M, WOHRER S, SCHMIDINGER M, RADERER M
Oncologist 2006;11(2): 136-45

BACKGROUND: Adjuvant chemotherapy for gastric cancer after potentially curative surgery has been under clinical investigation for more than four decades. However, potentially curative resection can be performed in only 30-50% of patients. OBJECTIVE: The objective of this article is to review briefly the clinical trials available in the current literature using adjuvant cytotoxic chemotherapy in patients with gastric cancer after potentially curative surgical resection. METHODS: Computerized (MEDLINE) and manual searches were performed to identify papers published on this topic between 1965 and 2005. Only articles with an English abstract were reviewed for inclusion; information abstracted included histologic proof of diagnosis, number of patients, dose and modality of treatment, survival duration, and side effects. RESULTS: 43 reports were identified. Single-agent chemotherapy was evaluated in four clinical trials, and postoperative combination chemotherapy was evaluated in 33 trials. Furthermore, we identified five meta-analyses. Five-year survival rates ranged from 12-91.2%, and the median survival durations were 13-60+ months. Adjuvant chemotherapy, when compared with surgery alone, seems to result in longer survival. CONCLUSION: The high rate of recurrence, even in patients undergoing state-of-the art curative resection, suggests that effective adjuvant chemotherapy might indeed be an attractive concept to improve the overall outcome of patients with gastric cancer. However, because there is no standard regimen for postoperative treatment at the moment, patients with R0-resected (no residual tumors) gastric cancer should be offered the opportunity to participate in prospective clinical trials. (C) AlphaMed Press.
Management of anal cancer in the HIV-positive population. [Review]
KAUH J, KOSHY M, GUNTHEL C, JOYNER MM, LANDRY J, THOMAS CR
Oncology (Williston Park) 2005;19(12): 1634-8*

Squamous cell anal cancer remains an uncommon entity; however, the incidence appears to be increasing in at-risk populations, especially those infected with human papillomavirus (HPV) and human immunodeficiency virus (HIV). Given the ability to cure this cancer using synchronous chemoradiotherapy, management practices of this disease are critical. This article considers treatment strategies for HIV-positive patients with anal cancer, including the impact on chemoradiation-induced toxicities and the role of highly active antiretroviral therapy in the treatment of this patient population. The standard treatment has been fluorouracil (5-FU) and mitomycin (or cisplatin) as chemotherapy agents plus radiation. Consideration to modifying the standard treatment regime is based on the fact that patients with HIV tend to experience greater toxicity, especially when CD4 counts are below 200; these patients also require longer treatment breaks. Additional changes to the chemotherapy dosing, such as giving 5-FU continuously and decreasing mitomycin dose, are evaluated and considered in relation to radiation field sizes in an effort to reduce toxicity, maintain local tumor control, and limit need for colostomy. The opportunity for decreasing the radiation field size and using intensity-modulated radiation therapy (IMRT) is also considered, particularly in light of the fact that IMRT provides dose-sparing while maximizing target volume dose to involved areas. The impact of the immune system in patients with HIV and squamous cell carcinoma of the anus and the associated response to therapy remains unknown. Continued studies and Phase III trials will be needed to test new treatment strategies in HIV-infected patients with squamous cell cancer of the anus to determine which treatment protocols provide the greatest benefits.
Adjuvant treatments in gastric cancer. [Spanish] [Review]
GRAU DE CASTRO JJ, PALMERO SANCHEZ R
Revis Cancer 2005;19(5): 230-7*

Adjuvant treatments in totally resected gastric cancer consisted of chemotherapy with or without radiation therapy, adjuvant or neoadjuvant, are nowadays a reality. Since 20 years ago a number of studies, many of them randomised, suggesting an improvement in the cure rate compared to surgery alone, have been published. These studies mainly have been performed in Asia with drugs based on MMC plus 5-fluorouracil or its derivates for oral administration. There are almost four meta-analysis suggesting a mild advantage for adjuvant chemotherapy in the survival of patients comparing to those treated with surgery alone. Changing the millennium, new positive studies in favour of adjuvant chemoradiation have been published, with the particularity that were performed in USA. This treatment has been adopted as an standard for many institutions, but the poor tolerability of the postoperative treatment and the suggestion that the improvement in survival could be explained by chemotherapy alone that may reduce the distant metastases incidence, induced to look for new treatments. In 2005, positive results of the MAGIC study with neoadjuvant chemotherapy followed by adjuvant chemotherapy without radiotherapy have been published, opening a wide field of new expectations for the improvement in the cure rate of gastric cancer. (C) 2005 Aran Ediciones, SL.
Current management of anal canal cancer. [Review]
CUMMINGS BJ
Semin Oncol 2005;32(6 Suppl 9): S123-8

Combined-modality therapy consisting of radiation therapy and 5-fluorouracil plus mitomycin remains the standard treatment for localized anal canal cancer, permitting preservation of organ function and achieving high response and survival rates. Current trials are evaluating the ability to deliver higher doses of radiation therapy over shorter intervals. Currently, the most common indication for radical surgery is failure of chemoradiation. Metastatic disease is less responsive to chemoradiation treatment. Neoadjuvant and adjuvant strategies are being evaluated, and additional drugs including capecitabine, irinotecan, and oxaliplatin are being assessed in treatment of localized and advanced disease.
Intra-arterial chemotherapy for liver metastases from colorectal cancer
MILANDRI M, CALZOLARI F, PASSARDI A, RIDOLFI R, TISON C, GIAMPALMA E, et al.
Suppl Tumori 2005;4(3): S45*

The aim was to investigate whether intra-arterial infusion of chemotherapy improves response to treatment in unresectable liver metastases from colorectal cancer. We treated 14 patients (pts) with intra-arterial chemotherapy. Arterial catheters were placed via percutaneous access. Treatment schedule was: 5-FU and MMC on day 1 every 21 days. Six pts also received from day 3 for 5 days, a continuous intra-arterial 24-hr infusion of interleukin-2. We had only one case of toxicity drug-related >grade 2 (neutropenia). We observed 2 partial response (PR) and 5 stable disease (SD). Median time to disease progression (TTP) and median survival (OS) were, respectively 4 and 15 months.
Intraperitoneal chemotherapy with oxaliplatin after complete cytoreduction for peritoneal carcinomatosis from colorectal carcinoma: preliminary experience. [Italian]
MURA G, FRAMARINI M, MILANDRI C, ROSETTI P, VAGLIASINDI A, SOLFRINI G, et al.
Suppl Tumori 2005;4(3): S111-2*

Colorectal cancer with peritoneal carcinomatosis is usually considered incurable. Intraperitoneal carcinomatosis accounts for 25-35% of recurrences of colorectal cancer. Studies demonstrate that peritoneal carcinomatosis is not necessarily a terminal condition with no options for treatment or cure. Encouraging results were obtained in many studies by cytoreductive surgery followed by hyperthermic intraoperative intraperitoneal chemotherapy (HIIC). Oxaliplatin is a new agent whose clinical use with intraperitoneal administration has been pioneered by Elias et al. Eight patients with peritoneal carcinomatosis (PC) of colorectal origin underwent complete cytoreductive surgery from March 2004 to January 2005. Six of them were submitted to HIIC with semi-closed technique; in one patient MMC (2 mg/m2/l) was used for intraperitoneal perfusion at 41.5-42oC for 60 minutes; in five patients IPCH was carried out for 30 minutes at 41.5-42oC with intraperitoneal oxaliplatin (460 mg/m2). Patients received intravenous leucovorin (10 mg/m2) and 5-fluorouracil (400 mg/m2) just before HIIC to maximize the effect of oxaliplatin. Preliminary results are reported.
Chemotherapy and radiotherapy in the treatment of resectable non-small cell lung cancer. [Review]##
BERNSTEIN ED, HERBERT SM, HANNA NH
Ann Surg Oncol 2006;13(3): 291-301*

BACKGROUND: Surgical resection remains the cornerstone of therapy for early-stage disease and offers the best chance for cure. Local and distant failure rates, however, remain unacceptably high with surgery alone. Radiation and systemic chemotherapy have been used to reduce recurrences in early-stage disease. Neoadjuvant and adjuvant strategies both offer sound theoretical benefit, but evidence supporting this has been lacking. The publication of a meta-analysis in 1995 triggered a re-evaluation of adjuvant chemotherapy. Four randomized trials reported in the last two years support the use of adjuvant platinum-based chemotherapy. METHODS: This article reviews the history of clinical trials evaluating neoadjuvant and adjuvant therapy in non-small cell lung cancer. RESULTS: Adjuvant chemotherapy improves 5-year survival rates by ca. 5-15% compared with surgery alone. CONCLUSIONS: Surgical resection followed by adjuvant chemotherapy is the standard of care treatment for patients with completely resected stage I, II, and IIIA non-small cell lung cancer. (C) 2006 The Society of Surgical Oncology, Inc.
Preoperative hepatic and regional arterial infusion chemotherapy in the prevention of liver metastasis after colorectal cancer surgery. [Chinese]##
XU JM, ZHONG YS, NIU WX, REN L, LAI YH, WANG JH, et al.
Chung Hua i Hsueh Tsa Chih [Chinese Medical Journal] 2006;86(2): 88-92*

OBJECTIVE: To investigate the effects of preoperative hepatic and regional arterial infusion chemotherapy (PHRAIC) in the prevention of liver metastasis of colorectal cancer after surgery. METHODS: 110 patients of colorectal cancer underwent perfusion of 3 anti-tumor drugs into the hepatic artery and nutrient artery of the tumor respectively, radical surgery of the colorectal cancer 7 days after, and then general venous chemotherapy 3 weeks after operation, 112 patients underwent radical surgery of the colorectal cancer and general venous chemotherapy 3 weeks after operation. Follow-up was carried out every month with a follow-up period of 34 months ± 3 months. RESULTS: There were no significant difference in post-operational complications between these 2 groups. The 3-year liver metastasis rate, 3-year tumor-free survival rate, overall survival rate, and median survival time of the stage III patients in the PHRAIC group were 12.7%, 82.3%, 87.7%, and 40 months ± 5 months, all significantly better than those in the control group (28.3%, 58.7%, 75.5%, and 36 months ± 3 months respectively, P <0.05 or P <0.01). CONCLUSION: PHRAIC reduces the liver metastasis of colorectal cancer after radical surgery and improves the survival of the stage III patients.
Updates and controversies in the treatment of pancreatic cancer. [Review]##
KOSURI K, MUSCARELLA P, BEKAII-SAAB TS
Clin Adv Hematol Oncol 2006;4(1): 47-54*

Despite the many advances in oncology over the last few decades, almost all patients with pancreatic cancer eventually die of the disease. Recent advances, however, have led to the development of more effective therapies. In pancreatic cancer, as in many other malignancies, significant progress in the understanding of important molecular processes associated with the development and progression of the disease is helping tailor more effective treatment strategies. Molecularly targeted agents are offering hope for their potential role in helping translate the improved activity of combination chemotherapy into improved survival. This article summarizes the data from studies that established standards of care and others that created controversy, and reviews novel treatment strategies for this intractable disease.
Delaying radiotherapy for the delivery of adjuvant chemotherapy in the combined modality treatment of early breast cancer: is it disadvantageous and could combined treatment be the answer? [Review]##
BOWDEN SJ, FERNANDO IN, BURTON A
Clin Oncol 2006;18(3): 247-56

Women with early stage breast cancer are increasingly being treated with both adjuvant chemotherapy and radiotherapy. The optimal sequence of these two treatment modalities is yet to be defined. It remains controversial whether delaying radiotherapy in order to deliver chemotherapy compromises local disease control and survival. Consequently, clinical practice in the UK is divided, with a number of different combination schedules being used in an effort to bring forward the start of radiotherapy. In practice, however, any benefit in local control must be balanced against a potential increase in toxicity. A review of the current literature on the effect of radiotherapy delay is presented, together with data on the toxicity of combined chemo-radiotherapy schedules and recent data from clinical trials designed to determine the optimal sequencing of chemotherapy and radiotherapy. (C) 2005 The Royal College of Radiologists. Published by Elsevier Ltd. All rights reserved.
Gastric cancer: standards for the 21st century. [Review]##
ARCHIE V, KAUH J, JONES DV, CRUZ V, KARPEH MS, THOMAS CR
Crit Rev Oncol Hematol 2006;57(2): 123-31

Although the incidence of gastric cancer has been decreasing in the US, it remains a leading cause of cancer death in the world, only lung cancer causes more deaths worldwide. The combination of relatively low prevalence, lack of pathognomonic symptoms, and lack of defined risk factors are associated with a delay in diagnosis leading to a dismal prognosis. For localized disease, surgery remains a cornerstone of treatment but much controversy remains regarding optimal peri-operative therapy. For advanced disease, several new agents and new combination chemotherapies have offered encouraging results. This paper seeks to review the major topics surrounding gastric cancer and cover the results of recently reported and ongoing trials. (C) 2005 Elsevier Ireland Ltd. All rights reserved.
Recent developments in the systemic therapy of advanced gastroesophageal malignancies. [Review]##
KHAMLY K, JEFFORD M, MICHAEL M, ZALCBERG J
Expert Opin Investig Drugs 2006;15(2): 131-53*

Cancers of the upper gastrointestinal tract are a common cause of worldwide morbidity and mortality. The prognosis for patients with these cancers remains poor and only a minority of patients are cured. Systemic therapy has been used to treat patients with advanced disease but outcomes have not improved dramatically in the past few decades. Newer, more effective agents are desperately needed, and agents such as the taxanes (docetaxel and paclitaxel), irinotecan, oxaliplatin and capecitabine have recently shown some promise. In addition, molecularly targeted, non-cytotoxic therapies are being evaluated with the hope of improving the available therapeutic options. This article reviews the current clinical data regarding systemic therapy for patients with advanced upper gastrointestinal malignancies. (C) 2006 Ashley Publications.
Weekly induction intraperitoneal chemotherapy after primary surgical cytoreduction in patients with advanced epithelial ovarian cancer##
ZANG RY, LI ZT, TANG J, HUANG X, CAI SM
World J Surg Oncol 2006;4(1): 4

BACKGROUND: Traditional intraperitoneal (IP) therapy administered simultaneously with intravenous (IV) chemotherapy in the primary setting has been well documented. This retrospective study was conducted to investigate the role of weekly IP therapy as an inducing intervention before front-line IV chemotherapy, particularly in patients with bulky residual disease after surgery. METHODS: 426 patients with advanced ovarian cancer treated between 1990 and 1999 were reviewed. Follow-up data were available in 409 patients. Of these, 230 patients received postoperative weekly IP therapy with a median cycles of 4; the other 179 patients who did not receive any IP therapy were used as the control group. RESULTS: The median age of the patients was 51 years (range: 20-77 years). A total of 189 patients with stage III disease and 41 patients with stage IV disease were treated with postoperative IP therapy, respectively. Complications and toxicity were observed in 68 patients (29.5%), but there were no grade 4 toxicities and no patients died of complications or toxicities. In patients with residual disease >1 cm, the median survival of those with IP delivery of chemotherapy and those without was 21.6 months and 18.8 months, respectively (HR 0.69; P = 0.02). Whereas, in patients with residual disease ≤1 cm, the median survival was 46.8 months and 37.6 months, respectively (HR 0.73; P = 0.09). Multivariate analysis suggested that the factors age ≤60 years, stage III, IP therapy and paclitaxel as front-line chemotherapy were associated with a better prognosis for patients with advanced ovarian cancer. CONCLUSION: Weekly postoperative IP therapy as an inducing intervention is practical for both physicians and patients with acceptable complications and associated with a lengthened survival of patients with advanced ovarian cancer. Whether this arm can be used in lieu of a traditional one needs further randomized trial to confirm the preliminary results. (C) 2006 Yu Zang et al; licensee BioMed Central Ltd.
Other applications

The use of mitomycin C as an adjunctive treatment for equine ocular squamous cell carcinoma
RAYNER SG, VAN ZYL N
Aust Vet J 2006;84(1-2): 43-6

OBJECTIVE: To assess the effectiveness of topical MMC application as an alternative adjunctive therapy to CO2 laser ablation in the treatment of equine ocular squamous cell carcinoma. DESIGN: A retrospective clinical study of eight client-owned horses in which 10 affected eyes were treated for ocular squamous cell carcinoma over a 17 month period. (March 2003 to August 2004). PROCEDURE: Each horse was given a general anaesthetic to allow CO2 laser ablation of the lesion(s). MMC at a concentration of 0.4 mg/ml was then applied intraoperatively to the affected areas for 1 or 5 minutes. Postoperatively a triple antibiotic eye ointment was applied to the eye twice daily and each horse was treated with systemic non-steroidal anti-inflammatory drugs for 7 days. RESULTS: Recurrence following treatment was noted in three eyes. Two of these were retreated and no further signs developed. The remaining eye was enucleated at the request of the owner. Overall 90% of treated eyes appeared free of tumour a minimum of 11 months post treatment. CONCLUSION: In this case series MMC appeared to offer a valid alternative to other adjunctive therapies currently employed in the treatment of equine ocular squamous cell carcinoma.
Intraoperative use of mitomycin C in fibrous atresia of the external auditory canal
BATTELINO S, HOCEVAR-BOLTEZAR I, ZARGI M
Ear Nose Throat J 2005;84(12): 776-9*

The ability of MMC to inhibit fibroblasts in vitro has prompted its use during standard surgical procedures as a means of preventing the development of adhesions and stenosis. We conducted a prospective study to evaluate the effectiveness of topical MMC in maintaining an open external auditory canal in 6 ears of 4 patients with aural fibrotic atresia who were undergoing meatoplasty. During the procedure, we applied 1 ml of MMC (0.4 mg/ml) for 4 minutes to the external auditory canal (in 1 case, MMC was reapplied to an ear 1 month later). Between 3 and 14 months postoperatively, the patency of the ear canal was assessed visually and hearing was evaluated audiometrically. Adequate patency was achieved in 5 of the 6 ears (83.3%), and the air-bone gap in these 5 ears had improved to 10 dB or less. No postoperative complications or sensorineural hearing loss was observed. In this very limited number of cases, we found that the intraoperative use of MMC appeared to have been helpful in preventing scarring in both congenital and secondary fibrotic atresias of the external auditory canal. These preliminary results are encouraging, and a prospective, placebo-controlled study appears to be warranted.
Use of mitomycin C (MMC) for dacryocystorhinostomy interventions. [French] [Review]
ADENIS JP, SOMMER U, ROBERT PY
J Fr Ophtalmol 2005;28(4): 443-6*

MMC has been described as having a positive effect in different types of dacryocystorhinostomy (DCR) surgery such as external DCR, endonasal and transcanalicular DCR. MMC, an antineoplastic antibiotic, acts as an alkylating agent by inhibiting DNA, RNA and protein synthesis. Topical use of MMC can modulate the scarring process, which is useful in glaucoma surgery and pterygium excision. In DCR, MMC is also useful because it reduces the scarring process and thus prevents the occlusion of the osteotomy site related to the fibroblast activity. An increase in the success rate for long-term results has been observed by different authors, resulting from a larger osteotomy size as well as a decrease in the density and cellularity of the mucosa. No complications have been seen with topical use of MMC.
Nitinol stents in the treatment of benign proximal tracheal stenosis or tracheomalacia
ISA AY, MACANDIE C, IRVINE BW
J Laryngol Otol 2006;120(1): 32-7*

Nitinol stents have been used in the treatment of benign tracheal stenosis. A retrospective review of five patients treated at Stobhill Hospital over the last six and a half years is presented. Age at presentation ranged from 17 to 76 years. The minimum follow-up period was 23 months and the maximum was 78 months. All our patients were successfully decannulated, with none requiring recannulation. Four patients developed granulation tissue related to the stent at intervals ranging from three weeks to 41 months post stenting. Topical MMC application has been useful after resection of granulations using the carbon dioxide (CO2) laser. Stent migration occurred in one patient three weeks after insertion. Nitinol stents are easy to insert and effective in the treatment of tracheal stenosis, but can have associated morbidity. Their use should be considered carefully, as insertion should be regarded as permanent. Publications reporting experience and outcome with the use of Nitinol stents in the trachea are reviewed.
Topical application of mitomycin C before versus after myringotomy: an experimental study
KAFTAN H, HOSEMANN W
ORL J Otorhinolaryngol Relat Spec 2006;68(2): 73-6*

The objective of this animal study was to compare topical MMC before and after nonlaser myringotomy. Bilateral myringotomies were performed in 12 rats. On the left side, MMC was applied to the intact tympanic membrane for 10 min before myringotomy (preapplication group). On the right side, MMC was applied to the tympanic membrane following myringotomy. Tympanic membranes were observed for a total of 8 weeks. By day 35, all myringotomies with application of MMC after perforation of the tympanic membrane were closed, whereas 42% of the myringotomies with application of MMC prior to perforation remained patent. One tympanic membrane in the preapplication group showed an enlargement of the perforation with partial destruction of the malleus. The present study showed that the application of MMC to the intact tympanic membrane prolongs the patency of nonlaser myringotomies in rats. Specific side effects of the MMC application must be kept in mind. (C) 2006 S Karger AG, Basel.
Reconstruction of glottic defects after endoscopic cordectomy: voice outcome
REMACLE M, LAWSON G, MORSOMME D, JAMART J
Otolaryngol Clin North Am 2006;39(1): 191-204*

Medialization thyroplasty for correction of glottic gap, keel placement after laser-assisted section, and topical application of MMC for anterior glottic synechiae are effective procedures for voice restoration after endoscopic cordectomy. Only a minority of patients (16.4% of the authors' patients after total or extended cordectomies) request this voice restoration. In this regard, self-evaluation questionnaires (e.g., VHI) probably are the most useful tools, along with stroboscopy, for voice assessment. Careful elevation of the fibrous tissue from the inner surface of the thyroid cartilage is a tedious and lengthy step, but is critical in successful medialization after cordectomy; therefore, general anesthesia is preferable. Transoral keel placement is still advisable in cases of thick synechiae. The Lichtenberger technique has been a major advancement to the transoral approach, and is the preferred technique of the authors. (C) 2005 Elsevier Inc. All rights reserved.
Mitomycin-C application in airway stenosis surgery: analysis of safety and costs
UBELL ML, ETTEMA SL, TOOHILL RJ, SIMPSON CB, MERATI AL
Otolaryngol Head Neck Surg 2006;134(3): 403-6

OBJECTIVE: This study describes a large series of patients receiving topical MMC during airway surgery, including complications, and carries out a cost analysis for its use in laryngotracheal stenosis. STUDY DESIGN & SETTING: Retrospective review, tertiary center. Airway patients receiving MMC are reviewed for demographics, stenosis characteristics, and MMC usage. A basic cost analysis is carried out. RESULTS: 50 patients underwent 93 MMC applications (mean = 50.8 years, 25 male, 25 female). In 89 of 93 applications (96%), the concentration of MMC was 0.4 mg/ml. One major complication occurred (1.1%). The expense for MMC is $455; the mean cost for airway surgery is $7840. It is estimated that if 1 of 17 MMC-treated patients requires one less operation, the cost ratio is favorable. CONCLUSIONS: This large series contributes to literature that MMC is a safe adjunct to laryngotracheal surgery. The marginal cost for MMC application is favorable based on our basic cost analysis and existing efficacy data. SIGNIFICANCE: MMC seems to be safe and cost-effective in endoscopic airway surgery. EBM rating: C-4. (C) 2006 American Academy of Otolaryngology-Head and Neck Surgery Foundation, Inc. All rights reserved.
Effect of mitomycin C on the secretion of granulocyte macrophages colonies stimulating factor and interleukin-5 in eosinophilic nasal polyps stromal culture
BORGES CROSARA PF, VASCONCELOS AC, SANTOS GUIMARAES RE, GONCALVES BECKER HM, GONCALVES BECKER C, REIS CROSARA SL, et al.
Rev Bras Otorrinolaringol (Engl Ed) 2005;71(4): 459-63

The research involving tissue factors, such as granulocyte macrophage colonies stimulating factor (GM-CSF) and interleukin 5 (IL-5), leads to the mechanisms involved in the maintenance of eosinophilia, which is essential for the pathogenesis on eosinophilic nasal polyps. MMC has been successfully used in otolaryngology. AIM: The objective of this study was to evaluate the effect of MMC in secretion of GM-CSF and IL-5 on eosinophilic nasal polyps. STUDY DESIGN: Case-control. MATERIAL & METHOD: This is a comparative and auto-matched experimental study, performed with fragments of polyps which had been obtained from biopsy of patients with eosinophilic nasosinusal polyposis. The fragments of the experimental group were treated with MMC (400 μg/ml) for 5 minutes and then washed in RPMI substrate. At time zero, 12 and 24 hours, the surface material was taken to determination of its GM-CSF levels in 22 patients and of IL-5 levels in 19 patients, by ELISA method. RESULTS: Reduction in GM-CSF expression on the experimental group at time 24 h (P <0.05). The treated group presented significant GM-CSF expression between zero time and 12 h time (P = 0.013) showing the culture viability such as in the non-treated group. Tendency to decreasing IL-5 levels on the treated groups at 24 hours. CONCLUSION: This study showed that MMC was efficient in inhibiting GM-CSF synthesis with reduction of IL-5 secretion, but this fact needs complementary studies.
Cicatricial pemphigoid (mucous membrane pemphigoid): current and emerging therapeutic approaches. [Review]##
SACHER C, HUNZELMANN N
Am J Clin Dermatol 2005;6(2): 93-103*

The treatment of cicatricial pemphigoid, also called mucous membrane pemphigoid (MMP), poses a great challenge, because the condition often takes an intransigent course despite all therapeutic efforts. Because of its diverse clinical manifestations, patients with MMP often have to be treated by a variety of specialists, including dermatologists, ophthalmologists, ear, nose, and throat specialists, and dentists. Since there are almost no randomized, controlled, double-blind studies comparing the use of various therapeutic agents in this condition, treatment decisions still rely heavily on individual clinicians' experience. Many different therapeutic regimens have been described in the literature, but only a few seem to hold up as valid alternatives. Systemic corticosteroids are still the agent of first choice, especially as rescue medication, for curtailing acute exacerbations. However, because of their well known long-term adverse effects, corticosteroids must be combined with immunosuppressive and/or anti-inflammatory agents. To determine which drug to choose, it is helpful to categorize patients –  as recommended by the First International Consensus –  in terms of high- and low-risk depending on the site and severity of their disease and on how rapidly it progresses. The recommended treatment for high-risk patients (i.e. patients with ocular, genital, laryngeal, esophageal or nasopharyngeal involvement) is a combination of prednisone and cyclophosphainide, or alternatively azathioprine. Once clinical improvement is evident, the corticosteroids should be slowly tapered. Dapsone is another alternative that may be used in high-risk patients, but patients who do not show any short-term improvement on this regimen should be switched to cyclophosphamide. Intravenous immunoglobulins are another effective, but expensive, treatment option in high-risk patients. Low-risk patients may well be managed with topical therapy alone, such as corticosteroids or cyclosporine. Other systemic options include dapsone, tetracycline, and nicotinamide as well as azathioprine in combination with low doses of corticosteroids. Various other systemic and topical agents, and recently biologics such as etanercept, have been reported to be effective in the treatment of MMP. However, most of the reported cases consisted of only small patient numbers and the true benefit of such agents in the condition is therefore not yet clear.
Cardiotoxicity induced by chemotherapy and antibody therapy. [Review]##
YEH ET
Annu Rev Med 2006;57: 485-98

Modern cancer therapy employs a combination of chemotherapy, antibody-based therapy, radiotherapy, and surgery to prolong life and provide cure. However, many of the chemotherapy agents and antibodies, either singly or in combination, can affect the cardiovascular system. Common cardiovascular manifestations of these therapies include heart failure, ischemia, hypotension, hypertension, edema, QT prolongation, bradyarrhythmia, and thromboembolism. The patient's age, underlying cardiovascular status, and genetic background, as well as the route of drug administration and dosage, can all contribute to the development of cardiotoxicity. Strategies to monitor for and to manage these effects are discussed in this review. (C) 2006 Annual Reviews. All rights reserved.
Bronchoscopic procedures for emphysema treatment. [Review]##
VENUTA F, RENDINA EA, DE GIACOMO T, ANILE M, DISO D, ANDREETTI C, et al.
Eur J Cardiothorac Surg 2006;29(3): 281-7

Emphysema is a debilitating lung disease continuing to be a major source of morbidity and mortality in the developed countries. Medical treatment is the mainstay of therapy and consists of smoking cessation, pulmonary rehabilitation, administration of bronchodilators and, when indicated, steroids and supplemental oxygen. Various surgical procedures have been promoted in the past to relieve dyspnoea and improve quality of life in patients with advanced emphysema; whilst early results were often encouraging, a sustained objective functional improvement was rarely achieved and most of those procedures were progressively abandoned. Despite controversies, LVRS has been shown to be beneficial to selected patients with end-stage emphysema when medical therapy has failed. There is no doubt that LVRS allows a significative functional improvement in a selected group of patients; however, it still carries a substantial morbidity, even if mortality is low at the centres with the larger experience. Patients with a most advanced functional deterioration show a higher surgical mortality and less impressive functional results, suggesting that LVRS should be considered more carefully in these situations. Bronchoscopic alternatives to the surgical approach have been recently proposed and some of them may play an important role in the future; in particular, the airway bypass and bronchoscopic lung volume reduction with one-way valves are certainly one step beyond on their way to clinical application. We hereby report the initial experimental and clinical experience with these new treatment options.
Hyperthermia, hypoxia and chemotherapy: new interactions and perspectives. [Review]##
FIORENTINI G, DE GIORGI U, CANTORE M, DEL FREO A, FERRARI V, ROTA L, et al.
Eur J Oncol 2005;10(3): 173-9*

Tumour hypoxia is a crucial factor in oncology, since it contributes to tumour progression by the activation of genes associated with those promoting angiogenesis and stopping apoptosis. Moreover it has profound effects on therapy: oxygen helps to stabilise radiation and chemotherapeutic damage in DNA, while hypoxic cells show considerable resistance to chemo-radiotherapy; this is considered the major cause for the failure of therapy in some tumours. Attempts to overcome this effect include the use of hyperthermia, oxygen-mimetic 'radiosensitizers' and multifractional radiotherapy to allow re-oxygenation of tumour tissue. To achieve greater efficacy many researchers are attempting to amplify the differences between normal and malignant cells at the cellular milieu as well as their biomolecular properties. Preclinical thermochemotherapy studies have given valuable information on the schedule of the cytotoxic interaction between the different agents and on the molecular mechanisms responsible for the potentiating effect. Several studies have demonstrated that the cytotoxic activity of various chemotherapeutic agents is enhanced by mild or moderate hyperthermia (40.5-43oC). There are data regarding doxorubicin, the platinum compounds cisplatin, carboplatin and oxaliplatin, the bifunctional alkylating agent melphalan and the antimetabolite methotrexate, gemcitabine, docetaxel and taxol which indicate that in each case the maximal cytotoxicity occurs when the drug is administered simultaneously with hyperthermia. Adenovirus-mediated and heat-activated gene therapy provides a novel approach to radiosensitize human tumours. Tumour hypoxia is a unique target for hyperthermia and cancer bioreductive therapy that could be exploited for therapeutic use.
Drug-induced photosensitivity##
DUFNER KS, BUSS LA, KIZITO J
Hosp Pharm 2006;41(2): 196-206*
Cardiotoxicity of cancer therapy. [Review]##
FLOYD JD, NGUYEN DT, LOBINS RL, BASHIR Q, DOLL DC, PERRY MC
J Clin Oncol 2005;23(30): 7685-96

Because cancer is a leading cause of mortality in the US, the number of therapeutic modalities available for the treatment of neoplastic processes has increased. This has resulted in a large number of patients being exposed to a wide variety of cancer therapy. Historically, it has been well recognized that antineoplastic agents may have adverse effects on multiple organs and normal tissues. The most commonly associated toxicities occur in tissues composed of rapidly dividing cells and may spontaneously reverse with minimal long-term toxicity. However, the myocardium consists of cells that have limited regenerative capability, which may render the heart susceptible to permanent or transient adverse effects from chemotherapeutic agents. Such toxicity encompasses a heterogeneous group of disorders, ranging from relatively benign arrhythmias to potentially lethal conditions such as myocardial ischemia/infarction and cardiomyopathy. In some instances, the pathogenesis of these toxic effects has been elucidated, whereas in others the precise etiology remains unknown. We review herein the various syndromes of cardiac toxicity that are reported to be associated with antineoplastic agents and discuss their putative mechanisms and treatment.
Current understanding and review of the literature: vocal fold scarring##
HANSEN JK, THIBEAULT SL
J Voice 2006;20(1): 110-20

Vocal fold scarring is the greatest cause of poor voice after vocal fold injury. Scarring causes a disruption of the viscoelastic layered structure of the lamina propria, an increase in stiffness of the vibratory structure, and glottic incompetence. Current treatments for this complex condition are inconsistent and often produce suboptimal results. Research investigating this condition has dramatically increased over the last several years. The literature has been directed toward understanding vocal fold scarring at the biological level and translating this to the clinical forum. We present an up-to-date, thorough, and scholarly review of the literature in vocal fold scarring since 1996. (C) 2006 The Voice Foundation.
Drug-associated renal dysfunction and injury. [Review]##
CHOUDHURY D, AHMED Z
Nat Clin Pract Nephrol 2006;2(2): 80-91*

Renal dysfunction and injury secondary to medications are common, and can present as subtle injury and/or overt renal failure. Some drugs perturb renal perfusion and induce loss of filtration capacity. Others directly injure vascular, tubular, glomerular and interstitial cells, such that specific loss of renal function leads to clinical findings, including microangiopathy, Fanconi syndrome, acute tubular necrosis, acute interstitial nephritis, nephrotic syndrome, obstruction, nephrogenic diabetes insipidus, electrolyte abnormalities and chronic renal failure. Understanding the mechanisms involved, and recognizing the clinical presentations of renal dysfunction arising from use of commonly prescribed medications, are important if injury is to be detected early and prevented. This article reviews the clinical features and basic processes underlying renal injury related to the use of common drugs.
Cardiotoxicity of cancer chemotherapy: implications for children. [Review]##
SIMBRE VC, DUFFY SA, DADLANI GH, MILLER TL, LIPSHULTZ SE
Pediatr Drugs 2005;7(3): 187-202*

Many children and adolescents with cancer receive chemotherapeutic agents that are cardiotoxic. Thus, while survival rates in this population have improved for some cancers, many survivors may experience acute or chronic cardiovascular complications that can impair their quality of life years after treatment. In addition, cardiac complications of treatment lead to reductions in dose and duration of chemotherapy regimens, potentially compromising clinical efficacy. Anthracyclines are well known for their cardiotoxicity, and alkylating agents, such as cyclophosphamide, ifosfamide, cisplatin, busulfan, and mitomycin, have also been associated with cardiotoxicity. Other agents with cardiac effects include vinca alkaloids, fluorouracil, cytarabine, amsacrine, and asparaginase and the newer agents, paclitaxel, trastuzumab, etoposide, and temposide. The heart is relatively vulnerable to oxidative injuries from oxygen radicals generated by chemotherapy. The cardiac effects of these drugs include asymptomatic electrocardiographic abnormalities, blood pressure changes, arrhythmias, myocarditis, pericarditis, cardiac tamponade, acute myocardial infarction, cardiac failure, shock, and long-term cardiomyopathy. These effects may occur during or immediately after treatment or may not be apparent until months or years after treatment. Mild myocardiocyte injury from chemotherapy may be of more concern in children than in adults because of the need for subsequent cardiac growth to match somatic growth and because survival is longer in children. Primary prevention is therefore important. Patients should be educated about the cardiotoxic risks of treatment and the need for long-term cardiac monitoring before chemotherapy is begun. Cardiotoxicity may be prevented by screening for risk factors, monitoring for signs and symptoms during chemotherapy, and continuing follow-up that may include electrocardiographic and echocardiographic studies, angiography, and measurements of biochemical markers of myocardial injury. Secondary prevention should aim to minimize progression of left ventricular dysfunction to overt heart failure. Approaches include altering the dose, schedule, or approach to drug delivery; using analogs or new formulations with fewer or milder cardiotoxic effects; using cardioprotectants and agents that reduce oxidative stress during chemotherapy; correcting for metabolic derangements caused by chemotherapy that can potentiate the cardiotoxic effects of the drug; and cardiac monitoring during and after cancer therapy. Avoiding additional cardiotoxic regimens is also important in managing these patients. Treating the adverse cardiac effects of chemotherapy will usually be dependent on symptoms or will depend on the anticipated cardiovascular effects of each regimen. Treatments include diuresis, afterload reduction, P-adrenoceptor antagonists, and improving myocardial contractility.
Dermatologic toxicity of chemotherapeutic agents. [Review]##
PAYNE AS, JAMES WD, WEISS RB
Semin Oncol 2006;33(1): 86-97

Due to its high metabolic rate, skin represents one of the major target organs of chemotherapy-associated toxicity. Reactions range from common, nonspecific exanthematous eruptions to rare but distinctive cutaneous lesions that may not become apparent until a drug transitions from clinical trials to widespread oncologic use. The challenge of the physician is to recognize reaction patterns that reflect a drug reaction, identify a likely causative drug, and determine whether the reaction is a dose-limiting toxicity. This review will focus on the cutaneous side effects of the newer classes of chemotherapy drugs, including targeted monoclonal antibody therapy and small molecule inhibitors. (C) 2006 Elsevier Inc. All rights reserved.
Ultrasound: a chemotherapy sensitizer##
YU T, LI S, ZHAO J, MASON TJ
Technol Cancer Res Treat 2006;5(1): 51-60*

Chemotherapy plays a very important role in cancer treatment. However, there are still some barriers in the successful use of such therapies, mainly because of the adverse side effects of the anticancer agents and due to the development of chemoresistance. This paper focuses on the use of ultrasound to enhance chemotherapy and to overcome drug resistance. The action of many anticancer agents can be improved with the use of ultrasonic exposure either in vitro or in vivo. Drug resistance can be circumvented using ultrasound alone. Furthermore, the reversal attributable to chemoresistance modifiers, such as verapamil and PSC 833, is augmented by ultrasound. Ultrasound-mediated chemosensitization is usually achieved via increasing intracellular drug accumulation, although other mechanisms are also involved. Ultrasound also can play a role in targeted chemotherapy, releasing anticancer chemicals directly and efficiently into the lesions. However, this promising modality has not been clinically adopted so far and the reasons are discussed. (C) 2005 Adenine Press.
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