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Cutaneous complications of intravesical treatments for bladder cancer: granulomatous inflammation of the penis following BCG therapy and penile gangrene following mitomycin therapy
KURESHI F, KALAAJI AN, HALVORSON L, PITTELKOW MR, DAVIS MD
J Am Acad Dermatol 2006;55(2): 328-31

Transitional cell carcinoma of the bladder is frequently treated with intravesical injection of immunotherapeutic (e.g., BCG) or chemotherapeutic (e.g., MMC) agents. The aim of this study was to report cutaneous complications of intravesical therapy in 2 patients with transitional cell carcinoma of the bladder. A 69-year-old man had an ulceration at the base of the penis and papules involving the glans penis 1 month after injection of intravesical BCG. Biopsy findings showed granulomatous inflammation with foci of dermal necrosis suggestive of a BCG-related granulomatous reaction. The second patient was a 73-year-old man with penile gangrene. Erythema involving his penis and perineum had developed within 24 hours after intravesical administration of MMC, which spilled onto his perineum during catheter removal. The resulting penile gangrene required penectomy 3 months after the injection. MMC patch testing showed a clear allergic contact reaction. Dermatologists should be aware of these potential cutaneous complications.

Transitional cell carcinoma of bladder with lamina propria invasion in a 10-year-old boy
GULPINAR O, SOYGUR T, BALTACI S, AKAND M, KANKAYA D
Urology 2006;68(1): 204e1-3

Transitional cell carcinoma of the bladder is a rare entity in childhood. We report on a 10-year-old boy with transitional cell carcinoma of the bladder who presented with gross hematuria. Ultrasonography revealed a papillary lesion in the bladder. Cystoscopic evaluation showed a papillary lesion with a thick stalk located just above the right ureteral orifice. Because the lesion was suspicious for at least lamina propria invasion, a single dose of MMC was instilled after resection. Pathologic evaluation of the specimen was reported as grade 2 transitional cell carcinoma of the bladder with lamina propria invasion. Immunohistochemical staining with p53 and Ki-67 was performed for further evaluation.

Challenges in the treatment of bladder cancer. [Review]##
KAUFMAN DS
Ann Oncol 2006;17(Suppl 5): v106-v12

Some 70-80% of patients with newly-diagnosed bladder cancer will present with superficial tumors (Ta, Tis or T1). There is, however, a continuum between superficial and muscle-invasive cancer, with the advanced cases usually associated with less-differentiated histology and aneuploidy. Common sites of metastasis include regional lymph nodes, bone, lung, skin and liver. From the low cure rates achieved with radical cystectomy, there is strong evidence that bladder cancer, from the outset, is a systemic disease. The limitations of local treatment are well-documented: a local control rate of 30% with radiation treatment, and 50-70% with radical cystectomy; and no improvement in surgical cure was seen with the use of preoperative radiation. Over the past 30 years, since the initial reports of the effectiveness of cisplatin in the treatment of advanced bladder cancer, there has been a steady flow of chemotherapeutic agents, singly and in combination, shown to be effective in the treatment of this tumor. While response rates and CR rates have increased with the use of combination chemotherapy, this has not translated into survival in advanced disease of greater than 16 months. While the search for more effective agents and combinations continues, attention has also been given to the roles of neoadjuvant and adjuvant chemotherapy in an effort to improve the cure rate achieved with surgery alone. Although radical cystectomy, with continent diversion or neobladder construction in selected cases, remains the standard of care in the US for patients with muscle-invasive bladder cancer, several groups have explored therapeutic strategies that aim at bladder preservation. Early approaches with the goal of bladder preservation consisted of radiation treatment as monotherapy (largely abandoned) or aggressive TURBT for smaller tumors. Over the past 20 years, the Massachusetts General Hospital (MGH) and the Radiation Therapy Oncology Group (RTOG) have studied patients with muscle-invading bladder cancer utilizing tri-modality treatment: a visibly complete transurethral resection followed by radiation with concurrent radiosensitizing chemotherapy and, subsequently, adjuvant chemotherapy. Thus, chemotherapy has been used in two phases of treatment (i) as radiosensitizers, given concurrently with radiation treatment and (ii) as adjuvant treatment, recognizing that survival will only be improved by the successful treatment of micrometastases. Based on preliminary information from reports of the effectiveness of gemcitabine/cisplatin in advanced disease, that combination was chosen as the adjuvant regimen in one of our earlier protocols, recently completed and reported. Our current protocol utilizes the Bellmunt regimen as our adjuvant program with the highest RR in advanced disease. This study is ongoing, with early reports of tolerance of the three-drug regimen encouraging. The treatment options for muscularis propria-invasive bladder tumors can broadly be divided into those that spare the bladder and those that involve removing it. In the US, radical cystectomy with pelvic lymph node dissection is the standard method used to treat patients with this tumor. (C) 2006 Oxford University Press.

Improving efficacy of intravesical chemotherapy. [Review]##
GASION JP, CRUZ JF
Eur Urol 2006;50(2): 225-34

OBJECTIVE: This paper reviews the most relevant findings published recently on intravesical chemotherapy for superficial bladder tumours and provides recommendations based on documented research. METHODS: The evidence was categorised according to the North of England Evidence Based Guideline Development Project. Levels of evidence were based on the source of the information, meta-analyses, systematic reviews, well-designed randomised or nonrandomised controlled clinical trials, and uncontrolled studies or consensus. Three levels of recommendations were assigned to the evidence obtained. RESULTS: Despite intravesical chemotherapy being used prophylactically after endoscopic resection of superficial bladder tumours, the recurrence rate is still 36-44%. Researchers have focused on improving the effectiveness of intravesical chemotherapy, each adopting a different strategy. Some have aimed to identify the optimum timing for instillations and others to improve the pharmacokinetics of agents by avoiding their dilution, increasing their stability, or improving the absorption of the drug by bladder mucosa. Some researchers are looking into new, single chemotherapeutic agents or combinations for intravesical use and others into avoiding chemoresistance with resistance-reverting agents (modulating agents) or by using in vitro chemosensitivity tests to identify the most sensitive drug. CONCLUSION: Progress has been made in optimising intravesical chemotherapy for timing of instillations and pharmacokinetic interventions. Simple and inexpensive approaches may have a widespread, practical acceptance by urologists, but it is more difficult to extend new techniques requiring more complex and sometimes expensive instrumentation to the urologic community. Further research into finding more effective cytotoxic drugs, combinations, or modulating agents should be encouraged. (C) 2006 European Association of Urology.

The diagnosis and treatment of urethral recurrence after radical cystectomy. [Review]##
SHERWOOD JB, SAGALOWSKY AI
Urol Oncol 2006;24(4 SPEC. ISS): 356-61

OBJECTIVE: To illustrate the problem of urethral recurrence of transitional cell carcinoma (TCC) after radical cystectomy, and define surveillance and treatment algorithms. METHODS: There are 6 unique cases of urethral tumor recurrence presented, and current relevant literature is reviewed. Three risk groups are defined based on the likelihood of urethral recurrence. Surveillance and treatment options are delineated. RESULTS: Although the incidence of recurrent tumor in the urethra is low, the prevalence is increasing because of improvements in bladder cancer survival and the fact that the urethra is retained more often for orthotopic urinary diversion. Patients can be categorized as low, intermediate, and high risk based on the pathologic finding of degree of prostatic involvement by the initial tumor. CONCLUSION: Based on limited available literature, it appears that surveillance strategies range from observation alone to more invasive monitoring that includes urethral wash cytology and urethroscopy. Treatment options include local resection, intraurethral agents, and complete urethrectomy. A surveillance algorithm based on risk for recurrence and a treatment algorithm based on histopathologic risk factors of the recurrent tumor are proposed. This problem will assume increasing importance in the future. (C) 2006 Elsevier Inc. All rights reserved.

Oncology

Adjuvant hyperthermic intraperitoneal perioperative chemotherapy (HIPEC) associated with curative surgery for locally advanced gastric carcinoma: an initial experience
DE ROOVER A, DETROZ B, DETRY O, COIMBRA C, POLUS M, BELAICHE J, et al.
Acta Chir Belg 2006;106(3): 297-301*

AIM: After macroscopic radical (R0) surgery for advanced gastric carcinoma, 40-50% of tumors recur in the abdomen as locoregional or peritoneal disease. We initiated a protocol in which patients with suspicion of macroscopic serosal, lymphatic or peritoneal invasion, treated with R0 resection, underwent adjuvant HIPEC. METHODS: Between June 1998 and January 2003, 16 patients with locally advanced adenocarcinoma of the stomach were included in the study. Surgery consisted of a total gastrectomy with a D2 lymphadenectomy. Splenectomy (n = 1), splenopancreatectomy (n = 4), transverse colectomy (n = 3), left hepatectomy (n = 1), localized peritonectomy (n = 3) were associated to obtain a R0 resection. HIPEC protocol consisted of heated (42.5oC) intraperitoneal MMC (15 mg/m2) for a planned duration of 90 minutes. RESULTS: HIPEC median duration was limited to 73 (20-90) min because of central hyperthermia recognition in half of the cases. One patient died in the postoperative period of sepsis secondary to a duodenal fistula. Postoperative morbidity included pancreatic fistula (n = 2), pulmonary oedema (n = 1), pulmonary embolus (n = 1) and transient renal failure (n = 1). UICC staging was IB (n = 2), II (n = 2), IIIA (n = 5), IIIB (n = 1), IV (n = 6). Nine of the 16 patients are alive without recurrence with a median follow-up of 52 months. Four patients developed a recurrence, intraperitoneal (n = 2), systemic (n = 1), or combined (n = 1). Two patients were lost to follow-up. CONCLUSIONS: Aggressive surgical therapy and HIPEC might represent the standard of care in a selected population with locoregional disease and for whom a R0 resection can be achieved. This protocol was associated in this study with a 75% 5-year survival with a low peritoneal recurrence rate and an acceptable morbidity.

Cytoreductive surgery and hyperthermic intraperitoneal chemotherapy for colorectal peritoneal carcinomatosis: higher complication rate for oxaliplatin compared to mitomycin-C
ROUERS A, LAURENT S, DETROZ B, MEURISSE M
Acta Chir Belg 2006;106(3): 302-6*

BACKGROUND: Peritoneal carcinomatosis (PC) from colorectal cancer carries a very poor prognosis with mean and median overall survival times of 6.9 and 5.2 months. It has been proved that a locoregional therapeutic approach of this disease with cytoreduction followed by hyperthermic intraperitoneal chemotherapy (HIPEC) improved survival of these patients. However, this combined treatment presents a high complication rate. METHODS: 21 patients with PC of colorectal origin underwent complete cytoreduction followed by HIPEC using MMC (13 patients) or oxaliplatin (8 patients) and the open coliseum technique. For each case the medical data were retrospectively analysed to determine feasibility, morbidity, mortality, survival time and prognostic factors. RESULTS: All patients presented a Sugarbaker's Peritoneal Cancer index inferior to 15. The mean operating time was 453 minutes. After a median follow-up of 24.9 months, actuarial disease-free survival was 3.6% at 5 years. The median survival time was 34 months. The morbidity rate was 33.3% with a significantly higher complication rate in the oxaliplatin group (5 of 8) than in the MMC group (2 of 13). One patient (4.7%) died two months after treatment with MMC (endocarditis). CONCLUSIONS: This series confirms the positive impact of cytoreduction and HIPEC on PC. We obtained a moderate complication rate thanks to a high degree of patient selection. The oxaliplatin scheme was responsible for a higher morbidity than that of the MMC group. A phase III trial comparing these two drugs is needed.

A phase III trial of docetaxel/carboplatin versus mitomycin-C/ifosfamide/cisplatin (MIC) or mitomycin-C/vinblastine/cisplatin (MVP) in patients with advanced non-small cell lung cancer: a randomised multicentre trial of the British Thoracic Oncology Group (BTOG1)
BOOTON R, LORIGAN P, ANDERSON H, BAKA S, ASHCROFT L, NICOLSON M, et al.
Ann Oncol 2006;17(7): 1111-9

BACKGROUND: Phase III studies suggest that non-small cell lung cancer (NSCLC) patients treated with cisplatin-docetaxel may have higher response rates and better survival compared with other platinum-based regimens. We report the final results of a randomised phase III study of docetaxel and carboplatin versus MIC or MVP in patients with advanced NSCLC. PATIENTS & METHODS: Patients with biopsy proven stage III-IV NSCLC not suitable for curative surgery or radiotherapy were randomised to receive four cycles of either DCb (docetaxel 75 mg/m2, carboplatin AUC 6), or MIC/MVP (MMC 6 mg/m2, ifosfamide 3 g/m2 and cisplatin 50 mg/m2 or MMC 6 mg/m2, vinblastine 6 mg/m2 and cisplatin 50 mg/m2, respectively), 3 weekly. The primary end point was survival, secondary end points included response rates, toxicity and quality of life. RESULTS: The median follow-up was 17.4 months. Overall response rate was 32% for both arms (partial response = 31%, complete response = 1%); 32% of MIC/MVP and 26% of DCb patients had stable disease. One-year survival was 39% and 35% for DCb and MIC/MVP, respectively. Two-year survival was 13% with both arms. Grade 3/4 neutropenia (74% vs. 43%, P <0.005), infection (18% vs. 9%, P = 0.01) and mucositis (5% vs. 1%, P = 0.02) were more common with DCb than MIC/MVP. The MIC/MVP arm had significant worsening in overall EORTC score and global health status whereas the DCb arm showed no significant change. CONCLUSIONS: The combination of DCb had similar efficacy to MIC/MVP but quality of life was better maintained.

Neo-adjuvant chemotherapy in non-small cell lung cancer (NSCLC)
SANTO A, GENESTRETI G, SAVA T, MANNO P, TERZI A, MOLINO AM, et al.
Ann Oncol 2006;17(Suppl 5): v55-v61

Use of mitomycin-C for corneal-conjunctival intraepithelial neoplasia: management options – case reports. [Portuguese]
DE FIGUEIREDO RS, DE FIGUEIREDO ES
Arq Bras Oftalmol 2006;69(3): 407-11

Three cases of corneal-conjunctival intraepithelial neoplasia treated differently with MMC based on clinical presentation are reported. The selected patients were followed at the Department of Ophthalmology of the Casa de Saude Santo Inacio. According to the clinical appearance of the lesions, 0.04% MMC was employed in three different ways: (i) postoperative chemoablation; (ii) preoperative chemoreduction; and (iii) isolated chemoablation. Regression of the neoplastic lesion was observed in all cases with no recurrence detected during a follow-up time ranging from 18-29 months. Conjunctival hyperemia was the single side effect. The use of MMC seems to be efficient and safe for the treatment of corneal-conjunctival intraepithelial neoplasia under several approaches.

Neoadjuvant chemoradiation for advanced primary vulvar cancer. [Review]
VAN DOORN HC, ANSINK A, VERHAAR-LANGEREIS M, STAPLERS L
Cochrane Database Syst Rev 2006(3): CD003752*

BACKGROUND: In advanced stage primary vulvar cancer, treatment is tailored to individual patient needs. Combined treatment modalities have been developed, using chemotherapy, radiotherapy and surgery. OBJECTIVES: To determine whether the combined treatment strategy using concurrent neoadjuvant chemoradiation therapy followed by surgery is effective and safe in vulvar cancer patients with advanced primary disease. Main outcomes of interest were types of surgical intervention following chemoradiation and survival, recurrence and complication rates. SEARCH STRATEGY: We searched the Cochrane Gynaecological Cancer Review Group Specialised Register. The Cochrane Central Register of Controlled Trials (CENTRAL) (The Cochrane Library), MEDLINE (PubMed), EMBASE, CANCERLIT, other databases and reference lists of articles. The latest search was conducted on 12 March 2005. SELECTION CRITERIA: Studies of curative treatment of patients with advanced, primary squamous cell carcinoma of the vulva were included. Treatment included concurrent radiotherapy and chemotherapy, followed by surgery. DATA COLLECTION & ANALYSIS: 28 abstracts and papers were selected either by the search strategy or by checking the cross references. Randomised controlled trials (RCTs) were not available. Five studies met the inclusion criteria. (Eifel 1995; Landoni 1996; Montana 2000; Moore 1998; Scheistroen 1993). Two authors independently assessed trial quality and extracted data. Study authors were contacted for additional information. Adverse effects information was collected from the trials. MAIN RESULTS: Chemotherapy was given uniformly within each of the five selected studies. However, four different chemoradiation schedules were applied. Radiotherapy dose fractionation techniques, fields and target definitions varied. Skin toxicity was observed in nearly all patients. Wound breakdown, infection, lymphedema, lymphorrhea and lymphoceles were also common. Operability was achieved in 63-92% of cases in the four studies using 5-FU and CDDP or 5-FU and MMC. In contrast, only 20% of the patients who received bleomycin were operable after chemoradiation. After a follow-up of 5-125 months, 26-63% of participants were alive and well. A total of 27-85% of participants died due to treatment-related causes or disease. The five studies included in this review show that preoperative chemoradiotherapy reduces tumour size and improves operability. However, complications of treatment are considerable and information on the effects on quality of life is not available. Furthermore, treatment results of the respective studies diverge considerably. AUTHORS' CONCLUSIONS: Patients with inoperable primary tumours or lymph nodes benefit from chemoradiation if an operation can be performed. In patients with large tumours that can only be treated with anterior and/or posterior exenteration complications of neoadjuvant therapy might outweigh complications of exenterative surgery. With the current knowledge neoadjuvant therapy is not justified in patients with tumours that can be adequately treated with radical vulvectomy and bilateral groin node dissection alone.

Recent clinical trials in non-small cell lung cancer. [Review]
RAMALINGAM S, BELANI CP
Curr Cancer Ther Rev 2006;2(1): 81-99*

Non-small cell lung cancer (NSCLC) remains the most common cause of cancer-related mortality worldwide. Considerable progress has been made in recent times that have led to improved outcome for patients with all stages of NSCLC. There is increasing evidence that systemic therapy is integral for the treatment of all stages of NSCLC. Adjuvant chemotherapy has been proven in multiple recent trials to improve survival for patients with surgically resected early stage NSCLC. A combined modality approach consisting of external beam radiation and systemic chemotherapy is regarded as the standard of care for patients with locally advanced, unresectable NSCLC, where it has curative potential. However, for patients with advanced stage or metastatic disease, treatment continues to be palliative, though benefits in survival and quality of life have been established with systemic therapy. While platinum combinations continue to be central to therapy of NSCLC, non-platinum two-drug regimens utilizing novel agents such as the taxanes, gemcitabine, pemetrexed and irinotecan are also in clinical use. The emergence of molecularly targeted agents has also widened the therapeutic arena for NSCLC. Survival benefit has been noted with erlotinib, an inhibitor of the epidermal growth factor receptor, for patients who progressed following 1 or 2 prior chemotherapy regimens. Another targeted approach that has recently emerged as a front-runner is anti-angiogenic therapy. Bevacizumab, a monoclonal antibody against the vascular endothelial growth factor (VEGF), improved survival when combined with chemotherapy for patients with advanced stage non-squamous NSCLC. These exciting developments have contributed to optimism for NSCLC patients and also fuelled enthusiasm among researchers. This article reviews the pivotal clinical trials that have led to important changes in the treatment paradigms for NSCLC in recent years. (C) 2006 Bentham Science Publishers Ltd.

The pharmacokinetics of mitomycin-C in the mitomycin-C, ifosfamide and cisplatin (MIC) regimen
HIGHLEY MS, HARPER B, HARPER PG, DUMEZ H, GUETENS G, DE BOECK G, et al.
Int J Pharmacol 2006;2(3): 293-7*

The purpose of this study was to investigate the pharmacokinetics of MMC when administered with ifosfamide and cisplatin as part of the MMC, ifosfamide and cisplatin (MIC) regimen. Eleven patients with advanced non-small cell lung cancer, aged 49-73 years, were treated with MMC (6 mg/m2, ifosfamide and cisplatin. MMC concentrations in plasma and erythrocytes were determined using HPLC with UV absorbance detection at 360 nm. The plasma β half life of MMC was 44 min and the clearance 16.38 l/h-1/m-2. A mean erythrocyte/plasma ratio of 0.87 (SD ±0.35) was obtained. At low plasma concentrations, MMC was undetectable in the erythrocyte. The mean plasma MMC concentration when this occurred was 50 ng/ml-1 (SD ±35). The plasma pharmacokinetics of MMC in the MIC regimen are consistent with the pharmacokinetic data obtained as a single agent, or as a component of other chemotherapy regimens. MMC is taken up into erythrocytes and is detectable within these cells for two hours following injection. The erythrocyte may act as a transporter of this compound in the circulation. (C) 2006 Asian Network for Scientific Information.

Combined modality therapy for HIV-infected patients with squamous cell carcinoma of the anus: outcomes and toxicities
EDELMAN S, JOHNSTONE PA
Int J Radiat Oncol Biol Phys 2006;66(1): 206-11

PURPOSE: We report toxicity and survival data of HIV-infected men with anal carcinoma treated with combined modality therapy (CMT) of radiotherapy and concurrent chemotherapy. METHODS & MATERIALS: A retrospective review was performed on the records of 17 HIV-positive patients with anal squamous cell carcinoma treated with CMT at our institution between 1991 and 2004. Radiotherapy consisted of 30.6 to 45 Gy to the pelvis, total dose of 50.4 to 59.4 Gy to initial gross disease, at 1.8 Gy/fraction. Chemotherapy consisted of 5-FU and either MMC or cisplatin. The mean follow-up was 25.6 months (median: 15.6 months; range: 4.6-106 months). RESULTS: Significant acute skin and hematologic toxicity developed in 8 of 17 and 9 of 17 patients, respectively. One patient died 12 days after treatment of progressive disease and sepsis. Significant late toxic sequelae developed in 3 patients: 1 anorectal ulcer, 2 dermatologic (perianal ulceration, hemorrhagic perineal sores and suspected fissure). Fourteen of 15 patients with stage I-III disease had a complete response; 2 complete responders subsequently had a relapse in the anorectum. For all patients, actuarial 18-month survival was 67%. For patients with stage I-III disease, survival at last follow-up by low CD4 count (<200) vs. high count (>200) was 4 of 7 vs. 7 of 8, respectively; significant acute toxicities developed in 4 of 8 vs. 6 of 9, respectively. CONCLUSION: For HIV patients with anal carcinoma, CMT yields reasonable local control with significant acute complications. Survival is lower than in the general population, attributable more to the underlying infection than to the malignancy. (C) 2006 Elsevier Inc. All rights reserved.

Efficacy of adjuvant chemotherapy using oral fluorinated pyrimidines for curatively resected gastric cancer: a meta-analysis of centrally randomized controlled clinical trials in Japan
OBA K, MORITA S, TSUBURAYA A, KODERA Y, KOBAYASHI M, SAKAMOTO J
J Chemother 2006;18(3): 311-7*

Adjuvant chemotherapy for gastric cancer has been extensively explored in Japan since the 1950s, and a combination of oral fluorinated pyrimidines (o-FP) and MMC has been mainly utilized for adjuvant chemotherapy. However, there is no sufficient evidence for the efficacy of adjuvant therapy. Therefore, we assessed the efficacy of o-FPs over surgery alone (control) by means of a meta-analysis of Japanese centrally randomized controlled clinical trials conducted between 1980 and 2005. For inclusion in this study, studies had to compare adjuvant chemotherapy for curatively resected gastric cancer with surgery alone, mainly targeting o-FP, and central randomization designed to comply with contemporary standards for clinical trials in Japan. For the 4 trials that met the eligibility criteria, the estimated HR was 0.73 (95% CI, 0.60-0.89). Our findings show that in Japan adjuvant chemotherapy using o-FP for long-term maintenance therapy appears to be effective for gastric cancer patients after curative resection.

Peritoneal carcinomatosis in digestive cancers: cytoreductive surgery combined with intraperitoneal chemohyperthermia. The experience in Centre Hospitalier et Universitaire Lyon Sud (CHLS)##
GLEHEN O, COTTE E, LIFANTE JC, ARVIEUXL C, MOLES N, BRIGAND C, et al.
Acta Chir Belg 2006;106(3): 285-90*

Intraperitoneal chemohyperthermia (IPCH) with cytoreductive surgery (CS) has been used in Centre Hospitalier et Universitaire Lyon Sud (CHLS) since 1989. Up to 2005, 420 patients were involved in different phase II studies for peritoneal carcinomatosis (PC) of colorectal, gastric or ovarian origin, as well as for pseudomyxoma peritonei and peritoneal mesothelioma. Encouraging results were achieved in the case of optimal PC cytoreduction. The CHLS experience, as well as the Dutch randomized trial and the international registration, underline the advantage of such an aggressive combined therapy for selected patients in experienced multidisciplinary centers.

Hyperthermic intraperitoneal chemotherapy in the treatment of peritoneal carcinomatosis of digestive and peritoneal origin: rationale##
LIBERALE G, POCARD M, MANGANAS D, DUCREUX M, LASSER P, ELIAS D
Acta Chir Belg 2006;106(3): 291-6*

Up to a few years ago peritoneal carcinomatosis was considered as an 'incurable' disease. The aim of this paper is to review the surgical approach with curative intent to carcinomatosis: it consists of complete resection of macroscopic disease (RI), associated with hyperthermic intraperitoneal chemotherapy (HIPEC) to treat residual microscopic disease, and to evaluate its indications. Overall 5-year survival of patients with peritoneal carcinomatosis treated by HIPEC is similar to that of patients with hepatic metastases treated with curative intent. Those patients should no longer be considered as patients with a terminal disease but as patients with a potentially treatable localized disease.

Management of an unexpected appendiceal neoplasm. [Review]##
MURPHY EM, FARQUHARSON SM, MORAN BJ
Br J Surgery 2006;93(7): 783-92

BACKGROUND: Appendiceal neoplasms are rare and most present unexpectedly as acute appendicitis. The classification and management are confusing, and there are few substantial reports in the literature. METHODS: A systematic literature review was performed to access relevant publications on the presentation, pathology and management of appendiceal tumours. RESULTS: Appendiceal tumours account for 0.4-1% of all gastrointestinal tract malignancies and are found in 0.7-1.7% of appendicectomy specimens. Carcinoid tumours are most common. Most are cured by simple appendicectomy if the tumour is <2 cm in size and does not involve the resection margin or mesoappendix. Epithelial tumours may present with, or in time develop, pseudomyxoma peritonei, the optimal management of which involves complete tumour resection and intraperitoneal chemotherapy, usually available only in specialized centres. CONCLUSION: Suggested algorithms for the management of unexpected appendiceal tumours are provided. Recommendations are made for follow-up of patients with a perforated appendiceal epithelial tumour. (C) 2006 British Journal of Surgery Society Ltd.

Biliary tract cancers: molecular profiling as a tool for treatment decisions. A literature review. [Review]##
ROSSANA B, MARIO S, FEDERICA F, MICHELA S, ALFREDO S, ITALO B, et al.
Cancer Treat Rev 2006;32(5): 333-47

Biliary tract cancer is a quite rare disease; despite recent significant advances in imaging modalities, most of the patients have advanced disease at presentation thus making radical surgery not feasible. Many different chemotherapeutic regimens have been investigated in small uncontrolled studies, with generally disappointing results. We extensively reviewed the literature on this topic trying to give an explanation to chemoresistance in this setting of patients and considering the molecular profiling as a tool for treatment decision. This review is divided in two parts, in the first one we illustrated chemotherapy results and possible mechanisms of resistance. In the second part we analysed the new molecular targets developing an hypothesis about the future therapeutics perspectives. (C) 2006 Elsevier Ltd. All rights reserved.

Hypoxia: targeting the tumour. [Review]##
BOYLE RG, TRAVERS S
Curr Med Chem Anti Cancer Agents 2006;6(4): 281-6*

Solid tumours contain regions of very low oxygen concentrations that are said to be hypoxic. Hypoxia is a natural phenotype of solid tumours resulting from an imperfect vascular network. There are a number of consequences associated with tumour hypoxia including: resistance to ionising radiation, resistance to chemotherapy and the magnification of mutated p53. In addition, tissue hypoxia has been regarded as a key factor for tumour aggressiveness and metastasis by activation of signal transduction pathways and gene regulatory mechanisms. It is clear that hypoxia in solid tumours promotes a strong oncogenic phenotype and is a phenomenon that occurs in all solid tumours. As such this provides a significant target for drug discovery particularly for tumour-targeting agents. A range of chemical classes (N-oxides, quinones, nitro-aromatics) have been explored as bioreductive agents that target tumour hypoxia. The most advanced agent, tirapazamine, is in phase III clinical trials in combination with cisplatin. The aim of this review is to give a brief overview of the current molecules and strategies being explored for targeting tumour hypoxia. (C) 2006 Bentham Science Publishers Ltd.

Neoadjuvant therapy in the treatment of solid tumors. [Review]##
GARCES CA, MCAULIFFE PF, HOCHWALD SN, CANCE WG
Curr Probl Surg 2006;43(7): 462-551

Peritoneal surface oncology: a progress report##
GONZALEZ-MORENO S
Eur J Surg Oncol 2006;32(6): 593-6

The Fourth International Workshop on Peritoneal Surface Malignancy took place in Madrid (Spain) on December 2, 3 and 4, 2004. The meeting brought together 132 health care professionals currently working on or interested in the management of peritoneal surface malignancy, from 19 countries. The topics covered included diagnostic pathology, technology of hyperthermic peritoneal perfusion, quantitative prognostic indicators, accreditation of treatment programs, ovarian cancer, gastric cancer, peritoneal mesothelioma, appendiceal mucinous tumors, colorectal cancer, morbidity and mortality, and were presented by 25 invited speakers. This article summarizes the most significant discussion points and conclusions relative to the aforementioned topics. The following consensus points were reached: (i) cytoreductive surgery combined with perioperative intraperitoneal chemotherapy is unquestionably considered the standard of care for mucinous appendiceal tumors with peritoneal spread at the present time; (ii) there is a need for standardization in the nomenclature used in this field and as a first step 'HIPEC' was chosen as the recommended acronym to be used to refer to hyperthermic intraperitoneal chemotherapy in the future; (iii) close international collaboration is needed to advance in the standardization of prognostic indicators, technology for HIPEC, accreditation of peritoneal surface malignancy treatment programs, anesthesia management and pathology, and
ad hoc working groups were assembled for some of these issues. Future directions for clinical research in this field, especially in carcinomatosis of colorectal origin were identified and extensively discussed. (C) 2006 Elsevier Ltd. All rights reserved.

Management of peritoneal surface malignancy with cytoreductive surgery and perioperative intraperitoneal chemotherapy##
GOMEZ PORTILLA A, BARRIOS P, RUFIAN S, CAMPS B, BRETCHA P, GONZALEZ BAYON L, et al.
Eur J Surg Oncol 2006;32(6): 628-31

AIMS: A new treatment strategy combining maximal cytoreductive surgery for treatment of macroscopic disease and maximal perioperative intraperitoneal chemotherapy for residual microscopic disease, suggests that in a selected group of patients benefit is possible. The purpose of this study was to report our experience with this combined treatment and to identify the principal prognostic factors. METHODS: The study included 266 patients from 9 institutions operated on between July 1990 and July 2004. The median age was 55 years. RESULTS: The mortality rate was 7.8% and the morbidity rate 37.5%. The overall median survival was 13.7 months. Positive independent prognostic factors by multivariate analysis were gender, perioperative intraperitoneal chemotherapy and treatment by the second-look procedure. CONCLUSIONS: The therapeutic approach combining cytoreductive surgery with perioperative intraperitoneal chemotherapy achieved long-term survival in a selected group of patients with an acceptable morbidity and mortality. (C) 2006.

The approval process for hyperthermic intraoperative intraperitoneal chemotherapy##
SUGARBAKER PH, CLARKE L
Eur J Surg Oncol 2006;32(6): 637-43

AIMS: To clarify the requirements for FDA approval in the US for hyperthermic intraoperative intraperitoneal chemotherapy administration. Also, to review the status of the approval process in Europe. METHODS: The obstacles to be overcome for approval by the FDA for a new drug approval and for a new device approval were reviewed. Drugs approved in the past were examined for their potential for current application in this technology. RESULTS: The likelihood of the approval of a heater circulator along with the approval for specific chemotherapy agents for heated intraoperative intraperitoneal chemotherapy was judged to be remote. Rather, the continued use of 'homemade heater circulators' and the off-label use of appropriate chemotherapy agents augmented by heat will continue to be the standard of care. The European community currently has several heater circulators approved for hyperthermic intraoperative intraperitoneal chemotherapy administration. These devices have been specifically approved for oncologic indications. CONCLUSIONS: Continued research and development of heated intraoperative intraperitoneal chemotherapy is necessary. As the requirement for prevention and treatment of the peritoneal surface component of gastrointestinal and gynecologic oncology expands, new investigations into the approval process in the US will be necessary. Publication of results from institutions pioneering these new treatment strategies will, of necessity, continue. (C) 2006 Elsevier Ltd. All rights reserved.

A review of adjuvant therapy for resected primary gastric cancer with an update on Taegu's phase III trial with intraperitoneal chemotherapy. [Review]##
YU W
Eur J Surg Oncol 2006;32(6): 655-60

AIMS: Because patients with advanced gastric cancers have <50% chance of cure after R0 resection, the need for an adjuvant treatment to eradicate residual microscopic disease is clear. The major treatment strategy during the last decades has been postoperative systemic therapy. The results of published trials were reviewed and perioperative intraperitoneal chemotherapy as an adjuvant to potentially curative surgery was evaluated. METHODS: A literature search on this topic was performed for articles relating to clinical trials using adjuvant chemotherapy in the management of gastric cancer. Subset analyses of Taegu's phase III trial of early postoperative intraperitoneal chemotherapy were performed. RESULTS: Even after extended lymphadenectomy, the peritoneal surface and resection site had a high incidence of recurrence. Postoperative systemic chemotherapy treatment regimens available in the past showed no major improvement in survival. One of new approaches currently undergoing study was intraperitoneal chemotherapy given in the perioperative period. The Taegu data showed this treatment reduced the incidence of peritoneal recurrence and thereby improved the survival rate after potentially curative surgery for gastric cancer. CONCLUSIONS: The eradication of micrometastatic foci in the peritoneal cavity can be achieved by the perioperative intraperitoneal administration of chemotherapeutic agents. Patients with serosa-positive gastric cancer are most likely to benefit from adjuvant intraperitoneal chemotherapy. (C) 2006 Elsevier Ltd. All rights reserved.

Cytoreduction combined with intraperitoneal hyperthermic perfusion chemotherapy in advanced/recurrent ovarian cancer patients: the experience of National Cancer Institute of Milan##
RASPAGLIESI F, KUSAMURA S, CAMPOS TORRES JC, DE SOUZA GA, DITTO A, ZANABONI F, et al.
Eur J Surg Oncol 2006;32(6): 671-5

AIMS: We report the effects of cytoreductive surgery (CRS) and intraperitoneal hyperthermic perfusion (IPHP) in the treatment of advanced/recurrent epithelial ovarian cancer (EOC) on survival, morbidity and mortality. PATIENTS: 40 EOC patients were studied. Median age was 52.5 years (range: 30-68) and median follow-up was 26.1 months (range: 0.3-117.6). Most patients presented advanced disease (stage III/IV). Previous systemic chemotherapy included cisplatin-based, taxol-based or taxol/platinum containing regimens. RESULTS: After the CRS, 33 patients presented no macroscopic residual disease. Five-year overall survival was 15%; the mean overall and progression-free survivals were 41.4 and 23.9 months, respectively. The morbidity, toxicity and mortality rates were 5%, 15% and 0%, respectively. CONCLUSION: Our results suggest that CRS + IPHP merits further evaluation by a formal prospective trial. (C) 2006 Elsevier Ltd. All rights reserved.

Comprehensive management of diffuse malignant peritoneal mesothelioma. [Review]##
SUGARBAKER PH, YAN TD, STUART OA, YOO D
Eur J Surg Oncol 2006;32(6): 686-91

AIMS: In the past, diffuse malignant peritoneal mesothelioma (DMPM) has been regarded as a terminal condition. The length of survival was dependent upon the aggressive versus indolent biology of the neoplasm, nevertheless cure was not considered as a reasonable expectation and the overall median survival was ca. one year. METHODS: A comprehensive literature review and a collection of pertinent data published on DMPM from the Washington Cancer Institute were used to construct this report. RESULTS: Recent publications from Bethesda, MD; New York; Milan, Italy; Lyon, France; and Washington, DC, have shown a remarkable prolongation in the median survival of this group of patients with ca. half the patients alive at 5 years. These prolonged survivors were treated with an intensive local-regional treatment strategy that included cytoreductive surgery with peritonectomy and hyperthermic intraoperative intraperitoneal chemotherapy and some patients with early postoperative intraperitoneal chemotherapy. As larger numbers of patients have been treated, clinical features by which to select patients most likely to benefit from this approach have been identified. Also, as experience in the management of patients receiving these treatments has increased, the morbidity and mortality associated with their management is being reduced. CONCLUSIONS: A new standard of care involves surgical removal of large disease deposits combined with perioperative intraperitoneal chemotherapy. Knowledgeable management uses selection criteria and incurs low morbidity and mortality. (C) 2006 Elsevier Ltd. All rights reserved.

Subtotal hepatectomy following neoadjuvant chemotherapy for a previously unresectable hepatocellular carcinoma##
ZORZI D, ABDALLA EK, PAWLIK TM, BROWN TD, VAUTHEY JN
J Hepatobiliary Pancreat Surg 2006;13(4): 347-50*

An awareness of variant hepatic vascular anatomy provides vital information in the preoperative evaluation of patients with hepatocellular carcinoma. The authors present a patient with unresectable hepatocellular carcinoma who responded to combination systemic and regional chemotherapy. Because of the presence of an enlarged inferior right hepatic vein, the patient subsequently underwent successful subtotal hepatectomy with resection of all three main hepatic veins. This case illustrates that the combination of innovative neoadjuvant chemotherapy and well-planned surgical approaches may benefit a small number of patients previously deemed unresectable. (C) Springer-Verlag Tokyo 2006.

The use of chemotherapy in patients with advanced malignant pleural mesothelioma: a systematic review and practice guideline. [Review]##
ELLIS P, DAVIES AM, EVANS WK, HAYNES AE, LLOYD NS
J Thorac Oncol 2006;1(6): 591-601

BACKGROUND: This clinical practice guideline, based on a systematic review, was developed to determine which chemotherapeutic agents (or combinations of agents) show the highest response rates, improved survival, quality of life, or symptom control in patients with advanced malignant pleural mesothelioma. METHODS: A thorough systematic search of the literature was conducted for published articles and conference proceedings for applicable abstracts. Relevant trials, published as articles and abstracts, were selected and assessed. External feedback was obtained from Ontario clinicians, and the guideline was approved by the provincial Lung Cancer Disease Site Group. RESULTS: 119 studies were eligible, including eight randomized trials and 111 phase II trials. The pooled response rates from phase II trials suggest that response rates with combination chemotherapy are higher than with single agents. Data from the largest randomized controlled trial demonstrated that chemotherapy with cisplatin and pemetrexed significantly improves response rates (41% vs. 17%; P <0.001), time to progression (5.7 months vs. 3.9 months; P = 0.001), and overall survival (median: 12.1 months vs. 9.3 months; HR 0.77; P = 0.020) in comparison to single-agent cisplatin. A second trial demonstrated cisplatin and raltitrexed significantly improved median survival compared to single-agent cisplatin (11.4 months vs. 8.8 months; HR 0.76; P = 0.0483). Overall response rate (24% vs. 14%; P = 0.056) was greater in the combination treatment arm, but this difference was not statistically significant. CONCLUSIONS: There is good evidence to recommend chemotherapy with pemetrexed and cisplatin for adult patients with symptomatic advanced malignant pleural mesothelioma. Such treatment should be administered with supplementation of vitamin B12, and folic acid. If pemetrexed is not available, cisplatin plus raltitrexed is a reasonable alternative.

Perioperative intraperitoneal chemotherapy for peritoneal surface malignancy. [Review]##
YAN TD, STUART OA, YOO D, SUGARBAKER PH
J Transl Med 2006;4(17)The treatment of peritoneal surface malignancy mainly focuses on diffuse malignant peritoneal mesothelioma, pseudomyxoma peritonei from appendiceal cancer, and peritoneal dissemination from gastrointestinal and ovarian cancers. Cancer progression causes peritoneal implants to be distributed throughout the abdominopelvic cavity. These nodules plus the ascitic fluid result in abdominal distension. As the disease progresses, these tumors cause intestinal obstruction leading to debilitating symptoms and a greatly impaired quality of life. In the past, the prognosis of patients with peritoneal surface malignancy was regarded as dismal and cure was not an option. Recently, cytoreductive surgery combined with perioperative intraperitoneal chemotherapy has shown an improved survival in selected patients with this disease. To date, multiple different treatment regimens of perioperative intraperitoneal chemotherapy have been used. This review focuses on the perioperative intraperitoneal chemotherapy currently in use in conjunction with cytoreductive surgery for the treatment of peritoneal surface malignancy at the Washington Cancer Institute. (C) 2006 Yan et al; licensee BioMed Central Ltd.

Systemic therapy of advanced hepatocellular carcinoma: how hopeful should we be? [Review]##
ZHU AX
Oncologist 2006;11(7): 790-800

Worldwide, hepatocellular carcinoma (HCC) is the fifth most common cancer and the third most common cause of cancer-related death. In the US, 18 510 new cancers of the liver and intrahepatic bile duct are expected in 2006, with an estimated 16 200 deaths. The incidence rates for HCC in the US continued to rise steadily through 1998 and doubled during the period 1975-1995. Unresectable or metastatic HCC carries a poor prognosis, and systemic therapy with cytotoxic agents provides marginal benefit. A majority of HCC patients (>80%) presents with advanced or unresectable disease. Even for those with resected disease, the recurrence rate can be as high as 50% at 2 years. Because of the poor track record of systemic therapy in HCC, there has been a sense of nihilism for this disease in the oncology community for decades. However, with the arrival of newly developed molecularly targeted agents and the success of some of these agents in other traditionally challenging cancers, like renal cell carcinoma, there has recently been renewed interest in developing systemic therapy for HCC. This review attempts to concisely summarize the historical perspective and the current status of systemic therapy development in HCC. (C) AlphaMed Press.

Combined modality therapy for stage III non-small cell lung cancer. [Review]##
STINCHCOMBE TE, FRIED D, MORRIS DE, SOCINSKI MA
Oncologist 2006;11(7): 809-23

Lung cancer remains the leading cause of cancer death in the US among both men and women. Ca. 45% of patients present with stage III disease. A proportion of these patients is amenable to surgical resection; however, the majority are 'unresectable.' For patients with unresectable stage IIIA/B disease, thoracic radiation therapy (TRT) was considered the standard of care until the late 1980s despite a very poor 5-year survival rate. Several clinical trials demonstrated that the combination of chemotherapy and TRT was superior to TRT alone. Based on these data, combined modality therapy became the standard of care for patients with good performance status. Recent trials have shown that concurrent chemoradiotherapy offers a significant survival advantage over sequential chemoradiotherapy. Despite a substantial number of clinical trials, important questions on the optimal treatment paradigm remain. The most effective chemotherapy combination, the use of induction or consolidation chemotherapy in addition to the concurrent portion of therapy, and the optimal dose of chemotherapy with concurrent TRT have yet to be determined. The optimal total dose, fractionation, acceleration, treatment volume, and tumor targeting remain questions related to the TRT portion of therapy. Although significant progress has been made, the majority of patients experience locoregional or distant progression of their disease and die within 5 years of diagnosis. Thus, continued development and participation in clinical trials is crucial to further improvements in the treatment of patients with stage III disease. (C) AlphaMed Press.

Neuroendocrine tumours. [Review]##
GRANBERG D, OBERG K
Update Cancer Ther 2006;1(1): 75-84*

Neuroendocrine tumours may be divided into carcinoids, originating from the lung, thymus and gastrointestinal tract, and endocrine pancreatic tumours. A substantial proportion of the tumours are malignant. Neuroendocrine tumours may secrete hormones, giving rise to endocrine syndromes such as the carcinoid syndrome, Zollinger-Ellison syndrome, hypoglycemia, the glucagonoma syndrome, Werner-Morrison's syndrome or Cushing's syndrome. Surgery to remove the primary tumour and lymph node metastases constitute an important part of the treatment. Debulking of liver metastases can be performed by surgery, radiofrequency ablation or liver embolization with particles or cytotoxic drugs. The medical treatment of metastatic midgut carcinoids consists of interferon-α and somatostatin analogs, which may lead to tumour stabilization and alleviation of endocrine symptoms. Interferon-α combined with somatostatin analogs is also an alternative in patients with endocrine pancreatic tumours, although chemotherapy with streptozotocin + 5-FU or doxorubicin is usually chosen as first-line therapy in these patients. Chemotherapy with various drug combinations is the first choice in patients with lung or thymic carcinoids and in patients with poorly differentiated neuroendocrine carcinomas. Targeted irradiation treatment with octreotide/octreotate labelled with 111In, 90Y or 177Lu may be tried in patients with metastatic tumours with high density of somatostatin receptors. Novel treatments, acting by inhibition of angiogenesis or targeting growth factor receptors, are currently being studied. (C) 2006 Elsevier Ltd. All rights reserved.

Breast cancer. [Review]##
POPAT S, SMITH IE
Update Cancer Ther 2006;1(2): 187-210*

Major advances in all aspects of breast cancer research have been made over the past year, ranging from cancer prevention to the management of patients with advanced disease. Important advances have been reported in the prevention of breast cancer, the identification of risk factors, and in screening methodology. Furthermore, advances have been reported in the discovery and validation of prognostic and predictive molecular markers. Inroads have been made in the identification of active and safe combination regimes for advanced disease both using traditional cytotoxic chemotherapy and the newer targeted drugs trastuzumab and bevacizumab, and in determining the role of adjuvant radiotherapy in elderly patients with hormone sensitive tumours. Key data have also been presented on the role of aromatase inhibitors as endocrine therapy in the management of postmenopausal patients, in addition to seminal data highlighting the role of trastuzumab in the adjuvant setting. In this article, we report key studies presented at major international meetings and in top peer-reviewed journals over the past year. We present this data in context and discuss its current and potential impact. (C) 2006 Elsevier Ltd. All rights reserved.

Lung cancer. [Editorial]##
GIACCONE G, SMIT E
Update Cancer Ther 2006;1(2): 235-72*

In the past 12-18 months, there have been an incredible number of studies in lung cancer. This is partly reflected by an increased interest by drug companies to develop agents for this disease, given the large number of patients developing lung cancer, but also because the understanding of the biology of this tumor has led to significant advances in the development of targeted agents. A very large number of novel agents have been tested, especially in non-small cell lung cancer (NSCLC) either as single agents or in combination with chemotherapy. Some novel targeted agents have now shown definite activity in NSCLC, such as EGFR tyrosine kinase inhibitors and bevacizumab. As in previous years, this chapter will be divided into non-small cell lung cancer, small cell lung cancer and then mesothelioma and thymoma. (C) 2006 Elsevier Ltd. All rights reserved.

Synchronous and metachronous occurrence of gastric adenocarcinoma and gastric lymphoma: a review of the literature. [Review]##
HAMALOGLU E, TOPALOGLU S, OZDEMIR A, OZENC A
World J Gastroenterol 2006;12(22): 3564-74

The occurrence of both primary gastric lymphoma and gastric adenocarcinoma in the same patient is a rare entity. The possible causative factors of synchronous or metachronous occurrence of both malignancies and varieties in the treatment modalities are reviewed according to published cases in English language medical literature. (C) 2006 The WJG Press. All rights reserved.

Scirrhous gastric cancer: therapeutic strategy. [Review]##
IKEGUCHI M, INOUE M, FUKUMOTO Y, OSAKI T, MATSUMOTO S, FUKUDA K, et al.
Yonago Acta Medica 2006;49(2): 63-9*

The prognosis of patients with scirrhous gastric cancer is extremely poor. The management protocol for this type of cancer has not well been documented. In this paper, recent therapeutic outcomes of this type of gastric cancer are reviewed, and we introduce a new treatment protocol for scirrhous gastric cancer.

Palliative therapy in cholangio- and gallbladder carcinoma. [German] [Review]##
KLEBL F, ENDLICHER E, KULLMANN F
Z Gastroenterol 2006;44(7): 587-98*

Non-resectable cholangiocarcinoma and gallbladder carcinoma have a poor prognosis. In addition to the general aspects of 'best supportive care', biliary drainage is an important part of the palliative treatment of patients with malignant biliary stenosis. Photodynamic therapy has led to an improved median survival in hilar cholangiocarcinoma in two controlled studies. The survival benefit of external radiation or intraluminal brachytherapy has not yet been convincingly demonstrated. Whether or not systemic chemotherapy should be applied is still under debate. A single study including advanced biliary and pancreatic cancer patients has demonstrated a survival benefit for the combined group. In recent years, new chemotherapy protocols have been applied, some with promising results. Intra-arterial chemotherapy and chemotherapeutically coated stents have not been evaluated well enough to be recommended outside clinical studies. Ablative therapies have been used in a limited number of patients only. Further studies are necessary to clarify whether these treatment modalities are effective. (C) Georg Thieme Verlag KG Stuttgart.

Other applications

Effectiveness of intraoperative mitomycin-C in maintaining the patency of a frontal sinusotomy: a preliminary report of a double-blind randomized placebo-controlled trial
CHAN KO, GERVAIS M, TSAPARAS Y, GENOWAY KA, MANAREY C, JAVER AR
Am J Rhinol 2006;20(3): 295-9*

BACKGROUND: Postoperative scarring in the frontal recess is the most common cause of iatrogenic frontal sinusitis. Topical MMC is an antifibroblastic agent that has been shown to reduce clinical scarring. This is a preliminary report of a double-blind, randomized, placebo-controlled trial using MMC to determine its effectiveness in reducing frontal recess stenosis after frontal sinusotomy. METHODS: All patients with chronic rhinosinusitis undergoing primary or revision bilateral image-guided endoscopic sinus surgery were enrolled. Patients requiring frontal sinus stents and those with allergic fungal sinusitis were excluded. After completion of the frontal sinusotomy, dimensions of the frontal recess were measured using curved Frazer suction diameters. A neuropattie soaked in 0.5 mg/ml of MMC was then placed into one frontal recess for 4 minutes in a randomized manner. A saline control was used for the other side. The primary surgeon was blinded to the medicated side intraoperatively and throughout the follow-up period. Measurements of the frontal recess were repeated at 1, 3, and 6 months. RESULTS: There was no difference in the degree of frontal recess stenosis between the MMC and control sides at 1, 3, and 6 months postoperatively for both primary and revision cases. CONCLUSION: One-time intraoperative topical MMC is not effective in reducing postoperative frontal recess stenosis in both primary and revision cases. (C) 2006 OceanSide Publications Inc, USA.

Endoscopic extended ventriculotomy for congenital saccular cysts of the larynx in infants
KIRSE DJ, REES CJ, CELMER AW, BRUEGGER DE
Arch Otolaryngol Head Neck Surg 2006;132(7): 724-8*

OBJECTIVE: To report a new procedure that has been successful in endoscopically treating congenital saccular cysts of the larynx without the need for a tracheostomy or an external incision. DESIGN: Retrospective chart review of a case series involving 4 patients who underwent a single endoscopic procedure for the treatment of their congenital saccular cysts. SETTING: Two pediatric tertiary care referral centers. PATIENTS: Four pediatric patients aged 1-7 weeks. INTERVENTIONS: Three of 4 patients underwent endoscopic extended ventriculotomy for treatment of a congenital laryngeal saccular cyst. The remaining patient had wide unroofing of the cyst through the floor of the vallecula. MAIN OUTCOME MEASURES: The patients were followed up for breathing difficulties, dysphagia, and dysphonia. Routine flexible endoscopy was used to evaluate for recurrence of cysts. RESULTS: All 4 patients were successfully treated with a single endoscopic procedure. None has had a recurrence, and none required tracheostomy. One patient subsequently underwent conservative unilateral epiglottoplasty to remove redundant tissue caused by the cyst. Disease-free follow-up ranged from 2-6 years. CONCLUSIONS: The endoscopic extended ventriculotomy procedure allowed successful endoscopic management of congenital saccular cysts of the larynx in 3 of 4 patients. Previously described management strategies for these difficult lesions have involved multiple failed endoscopic procedures or an external approach to the lesion and frequently required tracheostomy. With this procedure, we have avoided both a tracheostomy and an external approach to the lesion, which has minimized morbidity. Use of modern instrumentation and surgical adjuncts such as MMC, as well as the support of the laryngeal framework for the continued patency of the ventriculotomy, has led to successful single-stage management of congenital saccular cysts of the larynx.

Safety considerations for operating room personnel during hyperthermic intraoperative intraperitoneal chemotherapy perfusion. [Review]
GONZALEZ-BAYON L, GONZALEZ-MORENO S, ORTEGA-PEREZ G
Eur J Surg Oncol 2006;32(6): 619-24

The new treatment strategy for peritoneal surface malignancy combines a cytoreductive surgery and perioperative intraperitoneal chemotherapy. Cytoreduction removes all macroscopic tumor. Intraperitoneal chemotherapy avoids implantation of microscopic residual tumor cells on intra-abdominal surfaces when it is administered intraoperatively and/or early in the postoperative period. Delivering cytotoxic drugs directly into the peritoneal cavity maximizes dose intensity and minimizes systemic toxicity. Hyperthermia is selectively cytotoxic for malignant cells and potentiates the effect of chemotherapy. Implementation of this procedure makes the perioperative personnel face a risk of exposure to cytotoxic agents. Furthermore, peritonectomies and electro-evaporation of tumor nodules are performed with high voltage electrocautery, generating a large amount of surgical smoke during several hours. Inhalation of these fumes may be also a risk for healthcare workers. In this article, we analyse in depth these new risks of the operating room personnel, we review the literature, and we give guidelines for secure performance of cytoreductive surgery and hyperthermic intraoperative intraperitoneal chemotherapy, as well as for early postoperative intraperitoneal chemotherapy administration. These new procedures are safe techniques for patients and healthcare workers provided adequate policies are adopted to avoid occupational exposure. (C) 2006 Elsevier Ltd. All rights reserved.

Polyurethane stent obstruction as a cause of recurrent epiphora: case report
DOGANAY S, SARAC K, MIMAN MC, KARADAG N, COKKESER Y
Intervent Neuroradiol 2006;12(1): 69-72*

A Song's nasolacrimal duct stent was placed in a patient with epiphora due to primary nasolacrimal duct obstruction and the stent was kept for 32 months. MMC 0.02% eye drops four times a day were prescribed for four weeks following the polyurethane stent placement procedure. No epiphora-related complaints occurred for thirty months after then the epiphora started. The nasolacrimal stent was removed from the nasal cavity endoscopically and the tissues within the extruded stent were examined histopathologically. The patient's complaints were relieved following stent removal. Dacryocystogram revealed normal passage and a filling defect within the lacrimal sac. Macroscopic evaluation of the stent revealed a firm mass in the stent mushroom, causing complete obstruction. Pathological examination of the mass revealed chronic inflammation, increased connective tissue and vascular proliferation. Nasolacrimal polyurethane stents can be removed easily by nasal approach. The nasolacrimal passage may be left open temporarily after stent removal. The use of MMC drops is a novel approach in nasolacrimal stent placement cases. However, when the long-term results of endoscopic and external dacryocystorhinostomy are considered, further research is needed on the biocompatibility of stent material.

Topical mitomycin-C is an effective, adjunct therapy for the treatment of severe, recurrent tracheal stenosis in adults
KRIMSKY WS, SHARIEF UU, STERMAN DH, MACHUZAK M, MUSANI AI
J Bronchol 2006;13(3): 141-3*

MMC is a potent fibroblast inhibitor that has been used with some success when applied topically to inhibit the vigorous granulation response noted after airway injury in animal models and pediatric patients. We describe what we believe to be the first 2 cases of patients treated adjunctively with topical MMC for severe, recurrent tracheal stenosis as a consequence of prolonged intubation. Our objective was to confirm the results of these findings and to expand the potential indications of this therapy in adults. (C) 2006 Lippincott Williams & Wilkins.

Early endoscopic treatment of acute inflammatory airway lesions improves the outcome of postintubation airway stenosis.
NOURAEI SA, SINGH A, PATEL A, FERGUSON C, HOWARD DJ, SANDHU GS
Laryngoscope 2006;116(8): 1417-21

OBJECTIVES/HYPOTHESIS: The objective of this study was to compare the results of treating acute postintubation stenotic airway lesions with the results of treating mature lesions and to assess whether early intervention improves the outcome. METHODS: Patients without previous surgery, treated for postintubation airway stenosis, were reviewed. Those with airway lesions presenting within weeks of intubation (n = 11) were treated with intralesional steroids, laser reduction, and balloon dilatation. Patients with mature airway lesions (n = 20) were initially treated with laser, balloon dilatation, and topical MMC. Preoperative patient and lesion characteristics, details of the treatment, and intervention-free intervals were recorded. Data were compared with unpaired Student t test or {2 test as appropriate, and intervention-free intervals were compared with log-rank statistics. Cox regression was used to identify independent predictors of intervention-free interval. RESULTS: There were 18 males and 13 females. The average age at presentation was 47 ±2.7 years. The two groups were statistically comparable for demographic and lesion characteristics. Patients treated for acute injury required significantly fewer interventions (P <0.03), the majority being treated with a single treatment. They had a significantly longer intervention-free interval (P <0.02; log-rank analysis) and did not require external laryngotracheal reconstruction (P <0.001) compared with patients treated for mature fibrotic scars leading to airway stenosis. CONCLUSIONS: Early treatment of acute fibroinflammatory airway lesions has the potential to favorably modify the natural history of postintubation tracheal injury, raising the tantalizing possibility of an early cure. These findings have significant implications for early identification, referral, and treatment of postintubation tracheal stenosis and need to be confirmed with further studies. (C) 2006 The American Laryngological, Rhinological and Otological Society Inc.

Bee sting of the cornea: a case study and review of the literature##
CACA I, ARI S, UNLU K, AYATA A
Ann Ophthalmol 2006;38(1): 77-9*

Bee stings of the cornea are rarely reported, but have the potential for causing serious ophthalmological injuries. We present a case of corneal bee sting with retained stinger apparatus. A 35-year-old patient presented with an acute, corneal bee sting of the right eye 12 hours after he was stung. The patient suffered from pain, blurred vision, and epiphora. The right eye showed edema of the upper and lower eyelid, conjunctival hyperemia, chemosis, and striate keratitis of the paracentral cornea by biomicroscopic examination. The stinger was identified in the depth of the corneal infiltration. Visual acuity was 5/10. It was removed surgically. After 2 months, the eye only showed a minimal residual corneal opacification. Visual acuity was 10/10. We present a case of bee sting to the cornea with retained stinger apparatus and treatment of this unusual presentation. (C) 2006 ASCO. All rights of any nature whatsoever reserved.

Bifid epiglottis revisited. [Review]##
CARRON JD
Int J Pediatr Otorhinolaryngol Extra 2006;1(2): 115-8

Bifid epiglottis is an extremely rare congenital laryngeal anomaly which has been increasingly associated with genetic syndromes. The true bifid epiglottis has been distinguished in the past from an epiglottis that is notched or has a submucous cleft, as the latter was not felt to be related to other congenital anomalies. Presented are two cases of bifid epiglottis, one with a complete cleft, and one with a submucous cleft; both children had associated abnormalities. The implications of bifid epiglottis and associated syndromes are discussed. (C) 2006 Elsevier Ireland Ltd. All rights reserved.
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