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Enhanced sensitivity to mitomycin-C by abating heat shock protein 70 expression in human bladder cancer cell line of BIU-87
HE LF, GUAN KP, YAN Z, YE HY, XU KX, REN L, et al.
Chin Med J (Engl) 2005;118(23): 1965-72

BACKGROUND: Bladder cancer is a relatively common tumor in the urinary system, in which MMC-based chemotherapy or combination chemotherapy has been mainly used to treat patients with advanced bladder cancer. The prognosis of patients with advanced bladder cancer is still extremely poor in spite of recent therapeutic advances. To improve the prognosis, the sensitivity of tumor cells to MMC by the induction of apoptosis with the abating heat shock protein 70 (HSP70) expression in human bladder cancer cell lines of BIU-87 was investigated. METHODS: HSP70 expression was abated in BIU-87 cells by HSP mRNA antisense oligomers. MTT assay and the clone-forming test were used for evaluating the sensitivity of cells to MMC. Apoptosis was assessed using both fluorescent microscopy after staining the cells with Hoechst 33258 and DNA fragment ladder agarose electrophoresis. Thirty-two male six-week-old BALB/c nude mice, at the beginning of the experiment, were used to evaluate the effect of antisense oligomers (ASO) on the tumor formation in vivo. RESULTS: HSP70 expression in BIU-87 was effectively abated by HSP70 mRNA antisense oligomers. The percentage of apoptotic cells in ASO group was greater than in sense oligomers (SO) (P <0.05, [18.31 ±2.89]% vs. [1.89 ±0.74]%), nonsense oligomers (NO) (P <0.05, [18.31 ±2.89]% vs. [1.78 ±0.92]%) and blank groups (P <0.05, [18.31 ±2.89]% vs. [1.87 ±0.84]%), while the sensitivity of tumor cells to MMC was enhanced. The in vivo tumor inhibition rate of ASO plus MMC (>50%) was more than that of ASO or MMC group alone (all P <0.05). CONCLUSIONS: The abating level of HSP70 expression can strengthen the sensitivity of BIU-87 to MMC. One of these effects might be related to the induction of apoptosis by abating HSP70 expression.

Bladder perforation: a potential risk of early endovesical chemotherapy with mitomycin-C
RACIOPPI M, PORRECA A, FOSCHI N, DELICATO G, DESTITO A, D'ADDESSI A
Urol Int 2005;75(4): 373-5*

The use of chemotherapeutic agents in the treatment of superficial bladder cancer is well known. In particular, MMC is globally accepted also in the early treatment after an endoscopic resection. Complications related to MMC are usually scarce as a systemic absorption is quite absent, while its use is effective for the bladder recurrence reduction. In our experience we report a female patient with a bladder perforation after an early instillation of a single dose of MMC. In this case, systemic toxicity occurred requiring subintensive care for a complete repair. (C) 2005 S Karger AG.

Oncology

Irinotecan (CPT-11) and mitomycin-C (MMC) as second-line therapy in advanced gastric cancer: a phase II study of the Gruppo Oncologico dell' Italia Meridionale (prot. 2106)
GIULIANI F, MOLICA S, MAIELLO E, BATTAGLIA C, GEBBIA V, DI BISCEGLIE M, et al.
Am J Clin Oncol 2005;28(6): 581-5

OBJECTIVE: The aim of this study was to evaluate the activity and toxicity of a combination regimen of CPT-11 and MMC as second-line chemotherapy for pretreated patients with advanced, metastatic, or both, gastric adenocarcinoma. MATERIALS & METHODS: Patients with pretreated metastatic disease or early relapsed after adjuvant chemotherapy were enrolled. Entry criteria included histologic/cytologic diagnosis of gastric adenocarcinoma, age 18-75 years, performance status ≥70 (Karnofsky scale), bi-dimensionally measurable disease. Patients received CPT-11 and MMC at the dosage of 150 mg/m2 on days 1 and 15, and 8 mg/m2 on day 1, respectively, every 4 weeks. The disease evaluation was done every 3 cycles. RESULTS: Among the 38 patients we observed, 1 (3%) complete response and 11 (29%) partial responses for an overall response rate of 32% according to an intent-to-treat analysis. The median duration of response was 6.5 months. The median time to progression was 4 months with a median overall survival of 8 months. All patients were evaluable for toxicity and the only grade 3-4 observed toxicities were leukopenia (8%), neutropenia (21%), and anemia (5%). CONCLUSIONS: The combination of CPT-11 and MMC is an active and well tolerated second-line treatment in pretreated gastric cancer patients. Further studies are needed to test its role in first-line treatment.

Curative treatment of peritoneal carcinomatosis of colorectal origin. [Review]
ZOETMULDER FA, SMEENK RM, VERWAAL VJ
EJC Suppl 2005;3(3): 411-3

Up to 8% of all patients with colorectal cancer have peritoneal carcinomatosis (PC) as the only site of disease at some point in time. Traditional treatment by limited palliative surgery and systemic chemotherapy has poor results with few patients surviving longer than 3 years. Complete cytoreductive surgery combined with Hyperthermic Intra Peritoneal Chemotherapy (HIPEC) using MMC followed by adjuvant chemotherapy has been extensively tested. Both in Phase II and in randomised Phase III trials this combination therapy has shown superior results, with a median survival of 2 years and a 5-year disease-free survival of 20-25%.

Preoperative chemotherapy with irinotecan and mitomycin for FIGO Stage IIIb cervical squamous cell carcinoma: a pilot study
TANAKA T, KOKAWA K, UMESAKI N
Eur J Gynaecol Oncol 2005;26(6): 605-7

PURPOSE OF INVESTIGATION: Patients with FIGO Stage IIIb cervical cancer show cancer propagation to pelvic side walls from the uterus, and the tumors cannot be completely removed by radical hysterectomy. Here, we examined the effects of preoperative irinotecan HCl (CPT-11)-combined chemotherapy on patients with unresectable Stage IIIb cervical squamous cell carcinoma. METHODS: 11 patients agreed to participate in the pilot study and received preoperative chemotherapy. RESULTS: Cervical tumors of all 11 patients showed partial responses in tumor reduction, and radical hysterectomy was successfully performed in ten patients treated with CPT-11 and MMC. One patient treated with CPT-11 and cisplatin had a 68% reduction of the primary cervical lesion but could not undergo radical surgery because of retroperitoneal cancer progression during chemotherapy. CONCLUSION: These results indicate that chemotherapy with CPT-11 and MMC could be a useful preoperative treatment for unresectable Stage IIIb cervical squamous carcinoma.

Intra-arterial infusion chemotherapy for advanced cancer: 40 years of experience. [Japanese] [Review]
MIURA T
Gan To Kagaku Ryoho 2005;32(11): 1618-22*

During the period of 1990-2005, 701 patients with hepatocellular carcinoma were treated with intra-arterial infusion of 5-FU and epi-adriamycin with or without lipiodol chemoembolization employing an implantable infusion port system. In 70% of the patients treated, an objective response was observed with marked regression of tumor and decrease in tumor marker (AFP and PIVKA-II). Also, 1091 patients with metastatic liver cancer of colon, rectum, stomach and pancreas were treated with the same procedure employing 5-FU, MMC, adriamycin, or epi-adriamycin. In >80% of the patients treated, an objective response was observed with marked regression of tumor and decrease in tumor marker (CEA, CA19-9, TPA, DUPAN-2, SPan-1). Intra-arterial infusion chemotherapy employing an implantable port system also proved to be a promising treatment modality for most of the intractable head and neck cancers, breast cancer and a few of the pancreas cancers.

Effectiveness of intraperitoneal chemotherapy using new-aged drugs for the peritoneal dissemination of gastric cancer. [Japanese]
FUSHIDA S, FUJITA H, KINAMI S, NINOMIYA I, FUJIMURA T, NISHIMURA G, et al.
Gan To Kagaku Ryoho 2005;32(11): 1691-4*

We evaluated the effectiveness of intraperitoneal chemotherapy for peritoneal dissemination of gastric cancer. A total of 104 patients with primary gastric cancer with peritoneal dissemination were enrolled in this study. In 72 of the 104 patients with gastrectomy performed, 5 patients underwent CDDP-ip (50-100 mg/100-200 ml), 16 patients underwent CHPP (CDDP 300 mg, MMC 30 mg, ETP 150 mg/8 l/42-43oC/60 min), and 17 patients underwent CMV-ip (CDDP 150 mg, MMC 20 mg, ETP 100 mg/1 l/60 min). The prognosis of patients who underwent CMV-ip was significantly better than those who received other therapies. In 26 patients with severe peritoneal dissemination who were treated with TS-1 (60 mg/m2) and taxane-ip (docetaxel 40-60 mg/body or paclitaxel 120-180 mg/body), 9 of 18 responders performed complete cytoreduction. The median survival time (MST) in these 9 patients was 944 days and 2-year survival rate was 63%. A multimodal therapy consisting of systemic chemotherapy, intraperitoneal chemotherapy and complete cytoreductive surgery may provide good prognosis to gastric cancer patients with peritoneal dissemination.

A case of advanced gastric cancer with liver and lung metastases markedly responded to TS-1-based sequential chemotherapy. [Japanese]
YAMANAKA T, SANO O, OKABE K, BEPPU T, BABA H
Gan To Kagaku Ryoho 2005;32(11): 1755-7*

A 61-year-old man with multiple liver and lung metastases from advanced gastric cancer was admitted to our hospital. We selected the patient from the outpatient department and started a single administration of TS-1 as a first line chemotherapy. TS-1 was markedly effective and the CEA level decreased 4528 ng/ml to 44 ng/ml only in three months. The clinical response was assessed to be partial response (PR) comparable to complete response (CR) according to the tumor regression effect. The effect had been continued for almost six months. Because the CEA level elevated again, we estimated that the tumor acquired a drug tolerance to TS-1. Therefore, we applied CDDP with TS-1 as a second line chemotherapy. Unfortunately, it was not effective. Then we combined paclitaxel (PTX) to TS-1. The CEA level was remarkably reduced again, but transiently. Thereafter, we continued a sequential administration of TS-1 plus other drugs (CPT-11, docetaxel and MMC). Over 2 years, the patient is alive with a good quality of life.

A case of gastric cancer with multiple liver metastases effectively treated by hepatic arterial infusion of MMC, TS-1/CDDP therapy, and thermotherapy. [Japanese]
OGATA T, NISHIDA J, SEO K, HAMAYA M, KOUNO T, SATO S, et al.
Gan To Kagaku Ryoho 2005;32(13): 2113-6*

A 62-year-old man was revealed to have type 2 gastric cancer with synchronous liver metastasis. We considered liver metastasis to be a prognostic factor, and performed two courses of combination thermochemotherapy consisting of hepatic arterial infusion of MMC and TS-1 and thermotherapy. Partial response was observed in the liver metastases, but the primary lesion showed no changes; therefore, we performed four courses of combination thermochemotherapy consisting of TS-1/CDDP therapy and thermotherapy. By the end of three courses of this therapy, the primary lesion had cicatrized, and endoscopic biopsy revealed no cancer cells. These results suggest that gastric cancer, in which liver metastasis is considered to be a prognostic factor, can be effectively treated by combination therapy with hepatic arterial infusion therapy, followed by thermochemotherapy for the primary lesion.

Topical mitomycin chemotherapy for conjunctival malignant melanoma and primary acquired melanosis with atypia: 12 years' experience
KURLI M, FINGER PT
Graefes Arch Clin Exp Ophthalmol 2005;243(11): 1108-14*

PURPOSE: To report 12-year follow-up experience with topical mitomycin chemotherapy for diffuse and multifocal primary acquired melanosis (PAM) with atypia and conjunctival melanoma. METHODS: Interventional case series of 16 patients. Mitomycin was a primary treatment for residual epithelial disease in ten patients (eight with PAM with atypia and two with conjunctival melanoma) and as an adjuvant to excision and cryotherapy in six with conjunctival malignant melanoma. Primary treatments consisted of mitomycin 0.04% qid for 28 days (two 14-day cycles) and for 7 consecutive days as adjuvant therapy. Patients were followed for both local recurrence and metastatic disease. RESULTS: 16 patients were followed for a mean 81 months (range: 13-144 months) after treatment. All tumors responded to chemotherapy. Recurrence was noted in eight (three adjuvant and five primary treatment patients). Three underwent orbital exenteration. The remaining five were treated conservatively. The mean time to recurrence was 36.9 months. The short-term mitomycin-related complications included transient keratoconjunctivitis (n = 14), severe keratoconjunctivitis (n = 1) and one corneal abrasion with scar formation. The long-term complications included pannus (n = 2) and corneal haze (n = 1). Visual acuity was maintained within two lines in 14 patients (including measurements just prior to exenteration). Three patients died, one of metastatic conjunctival melanoma. CONCLUSIONS: Conjunctival melanoma and PAM responded to mitomycin 0.04% topical chemotherapy; subepithelial nests appeared resistant to treatment. Treatment-related complications were acceptable. In this series, as primary and adjuvant therapy, topical mitomycin yielded an overall recurrence rate of 50%.

Hepatic arterial chemoembolization for hepatocellular carcinoma: comparison of survival rates with different embolic agents
BROWN DB, PILGRAM TK, DARCY MD, FUNDAKOWSKI CE, LISKER-MELMAN M, CHAPMAN WC, et al.
J Vasc Interv Radiol 2005;16(12): 1661-6*

PURPOSE: The optimal embolic agent for transhepatic arterial chemoembolization (TACE) for hepatocellular carcinoma (HCC) has not been identified. This study reports outcomes of TACE for HCC with Gelfoam powder and polyvinyl alcohol (PVA). MATERIALS & METHODS: 81 patients underwent 152 TACE sessions with Gelfoam powder (n = 41) or polyvinyl alcohol (PVA) and Ethiodol (n = 40) as the embolic agent. Chemotherapeutic drugs were the same for all patients (50 mg cisplatin, 20 mg doxorubicin, 10 mg MMC). The groups were compared based on number of TACE sessions, maximum tumor size, bilirubin level, aspartate and alanine aminotransferase levels, Child-Pugh score, Model for End-stage Liver Disease score, and hepatitis B or C virus positivity. The number of cases of each Child class in each group was also evaluated. Survival starting from the first TACE session was calculated according to Kaplan-Meier analysis. In total, 48 patients died during the study period, 19 received transplants, and 14 were alive at the end of the study period. RESULTS: The groups were statistically similar in all categories regarding liver function, Child-Pugh score, tumor size, hepatitis status, and percentage of patients with Child class A, B, and C disease. The number of TACE sessions was significantly greater for the Gelfoam powder group (mean: 2.2) versus the PVA group (mean: 1.6; P = 0.01). Overall survival was similar between groups whether patients who received transplants were included in the analysis (mean: 659 days ±83 with Gelfoam powder vs. 565 days ±71 with PVA; P = 0.42) or were excluded (mean: 519 days ±80 with Gelfoam powder vs. 511 days ±75 with PVA; P = 0.93). CONCLUSION: In similar patient groups, survival after treatment of HCC with TACE with Gelfoam powder or PVA and Ethiodol was similar.

A case of large cell neuroendocrine carcinoma (LCNEC) showing lymphadenopathy alone. [Japanese]
SUNAHORI K, HIYAMA J, HORITA N, SHIOTA Y, ONO T, IMAI S, et al.
Jpn J Chest Dis 2005;64(11): 1039-45*

A 64-year-old man visited our hospital with persistent cough, sputum and progressive dyspnea on effort in 2002. Chest CT scans showed enlarged lymph nodes in the right mediastinum and the right hilum. Fiberoptic bronchoscopy exhibited normal appearances. Both the hilar and the mediastinal lymph nodes grew rapidly; therefore, lymph node biopsy was performed with mediastinoscopy. Biopsied specimens obtained from the mediastinal lymph nodes contained solid cell nests of tumor cells with high mitotic activity. These cells had nuclei ca. three times as large as that of resting small lymphocytes, and were positive for CD56, synaptophysin, chromogranin A and NSE, suggesting a diagnosis of large cell neuroendocrine carcinoma (LCNEC). Although primary lesion was not detected, he was diagnosed with LCNEC of the lung at a clinical stage of B with T0N3M0, and given concurrent chemoradiotherapy consisting of cisplatin, MMC, vindesine (CMV), and thoracic irradiation of 60 Gy. This treatment resulted not only in a significant improvement of lymphadenopathy, but also in a normalization of an elevated level of serum NSE which had been observed on admission.

Four cases of conjunctival intraepithelial neoplasia treated by excision and amniotic membrane transplantation. [Japanese]
ARIMURA N, SONODA S, UCHINO E, HAYAMI K, SAKAMOTO T
Jpn J Clin Ophthalmol 2005;59(12): 1899-903*

We treated 4 eyes of 4 patients with conjunctival intraepithelial neoplasia (CIN). The tumor developed in the bulbar conjunctiva adjacent to the limbus in all the eyes. The series comprised 3 males and 1 female. Two cases were primary and the other two were recurrent CIN. Their ages ranged from 53-72 years, average 64 years. The diagnosis was confirmed by histopathologic studies in all the cases. After demarcation of the lesion by rose Bengal, the tumor was resected including the surrounding healthy conjunctiva. The conjunctival defect was covered by freeze-preserved amniotic membrane followed by 0.04% MMC. The lesion was cryocoagulated in 2 recurrent cases. There was no recurrence or excessive scarring during the follow-up for 5-38 months, average 20 months. These cases illustrate that CIN may be cured by complete excision with transplantation of amniotic membrane.

Multimodality approaches for pancreatic cancer. [Review]##
YANG GY, WAGNER TD, FUSS M, THOMAS CR
CA Cancer J Clin 2005;55(6): 352-67

The role of combined-modality therapy for pancreatic cancer is evolving with the recent development and completion of major, multi-institutional clinical trials. One of the challenges for the busy clinician is to appreciate the variation in staging, surgical expertise, and application of either definitive chemoradiotherapy or adjuvant chemoradiotherapy for local and/or regionally advanced disease. Our aim is to summarize the current state-of-the-art management and future directions regarding the multimodality approach to pancreatic cancer. (C) 2005 American Cancer Society Inc.

Single agent versus combination chemotherapy for metastatic breast cancer. [Review]##
CARRICK S, PARKER S, WILCKEN N, GHERSI D, MARZO M, SIMES J
Cochrane Database Syst Rev 2005(2): CD003372*

BACKGROUND: It is commonly thought that combining chemotherapy agents for treating women with metastatic breast cancer will result in regimens that are more active, offer superior tumour response rates with more time before progression and improve overall survival. However, it is not known whether giving patients more intensive chemotherapy regimens (judged according to some measure, e.g. dose, dose intensity, response rate, or toxicity) results in better health outcomes. One way to investigate the effect of more versus less-intensive chemotherapy is to compare regimens containing a single drug (and hence possibly less active treatment) with regimens containing a greater number of drugs (and hence possibly more active but more toxic), even when adjustments are made to dosages or schedules to account for toxicity. OBJECTIVES: To compare use of single chemotherapy agents with regimens containing a combination of agents for the treatment of metastatic breast cancer. SEARCH STRATEGY: The Specialised Register maintained by the Editorial Base of the Cochrane Breast Cancer Group was searched on 2nd May 2003 using the codes for "advanced breast cancer", "chemotherapy". Details of the search strategy applied by the group to create the register, and the procedure used to code references, are described in the group's module on The Cochrane Library. SELECTION CRITERIA: Randomised trials comparing single agent chemotherapy with combination therapy in women with metastatic breast cancer. DATA COLLECTION & ANALYSIS: Data were collected from published trials. Studies were assessed for eligibility and quality, and data were extracted by two independent reviewers. HRs were derived for time-to-event outcomes where possible, and a fixed effect model was used for meta-analysis. Response rates were analysed as dichotomous variables. Toxicity and quality of life data were extracted where present. MAIN RESULTS: 37 eligible trials were identified of which 28 had published time-to-event data. The quality of randomisation was generally not described. Data, based on an estimated 4220 deaths in 5707 women, show a modest advantage for combination chemotherapy regimens compared with single agents with a HR for overall survival of 0.88; 95% CI, 0.83-0.94; P <0.0001, and no evident heterogeneity. Results are similar if the analysis is limited to trials in women receiving first-line chemotherapy. Combination regimens are favourably associated with time to progression (overall HR of 0.78; 95% CI, 0.73-0.83; P <0.00001) and tumour response rates (OR 1.28; 95% CI, 1.15-1.42; P <0.00001) although significant heterogeneity was observed (P = 0.002 and P <0.00001 respectively). This probably reflects the varying efficacy of the comparator regimens used in the trials. Women receiving combination regimens experienced a higher toxicity level for leukopenia, hair loss and nausea and vomiting compared with those receiving a single agent, which was statistically significant. AUTHORS' CONCLUSIONS: Compared with single-chemotherapy agents, combination regimens show a statistically significant advantage for tumor response and time to progression in women with metastatic breast cancer, a modest improvement in overall survival and significantly worse toxicities.

Chemotherapy for advanced gastric cancer. [Review]##
WAGNER AD, GROTHE W, BEHL S, KLEBER G, GROTHEY A, HAERTING J, et al.
Cochrane Database Syst Rev 2005(2): CD004064*

BACKGROUND: Gastric cancer currently ranks second in global cancer mortality. Most patients are either diagnosed at an advanced stage, or develop a relapse after apparently curative operation. Apart from supportive measures, systemic chemotherapy is the only treatment option available in this situation. OBJECTIVES: To assess the effect of chemotherapy versus best supportive care, combination versus single agent chemotherapy and different combination chemotherapy regimens in advanced gastric cancer. SEARCH STRATEGY: We searched the Cochrane Central Register of Controlled Trials (The Cochrane Library Issue 1, 2004), MEDLINE and EMBASE up to February 2004 and reference lists of articles. We also contacted pharmaceutical companies as well as national and international experts. SELECTION CRITERIA: Randomised controlled trials on systemic intravenous chemotherapy versus best supportive care, combination versus single agent chemotherapy and different combination chemotherapies in advanced gastric cancer. DATA COLLECTION & ANALYSIS: Two authors independently extracted data. A third investigator was consulted in case of disagreements. We contacted study authors to obtain missing information. MAIN RESULTS: Chemotherapy versus best supportive care consistently demonstrated a significant benefit in terms of overall survival in favour of the group receiving chemotherapy (HR 0.39; 95% CI, 0.28-0.52). Combination versus single-agent chemotherapy provides evidence for a survival benefit in favour of combination chemotherapy (HR 0.85; 95% CI, 0.76-0.96). Numbers included in these comparisons were 184 and 1338 participants respectively. This benefit is achieved at the price of increased toxicity in the combination chemotherapy arms. When comparing 5-FU/cisplatin-containing combination therapy regimens with anthracyclines versus those without anthracyclines (HR 0.77; 95% CI, 0.62-0.95 based on 501 participants) and 5-FU/anthracycline-containing combinations with cisplatin versus those without cisplatin (HR 0.83; 95% CI, 0.76-0.91 based on 1147 participants), there was a significant survival benefit for regimens including 5-FU, anthracyclines and cisplatin. AUTHORS' CONCLUSIONS: Chemotherapy significantly improves survival in comparison to best supportive care. In addition, combination chemotherapy improves survival compared to single-agent 5-FU, but the effect size is much smaller. Among the combination chemotherapy regimens studied, best survival results are achieved with regimens containing 5-FU, anthracyclines and cisplatin. In this category, ECF (epirubicin, cisplatin and continuous infusion 5-FU) is tolerated best.

Conventional surgery and systemic chemotherapy for peritoneal carcinomatosis of colorectal origin: a prospective study##
BLOEMENDAAL AL, VERWAAL VJ, VAN RUTH S, BOOT H, ZOETMULDER FA
EJSO 2005;31(10): 1145-51

AIMS: To report the results of standard therapy for peritoneal carcinomatosis of colorectal origin, which consists of conventional surgery and systemic chemotherapy. METHOD: In a prospective study 50 patients with proven peritoneal carcinomatosis of colorectal origin were treated with conventional surgery combined with 5-fluorouracil and leucovorin, or irinotecan in patients treated by 5-fluorouracil within 12 months prior to entry. Survival and progression-free survival were studied and prognostic factors were analysed. RESULTS: The median survival time was 12.6 months. The median time to progression was 7.6 months. Location of primary tumour and result of conventional surgery and systemic chemotherapy were prognostic factors related to survival. CONCLUSION: The survival time of patients with peritoneal carcinomatosis of colorectal origin seems to be increased in patients treated by conventional surgery and systemic chemotherapy when compared to minimal treatment. (C) 2005 Elsevier Ltd. All rights reserved.

The future of adjuvant chemotherapy for resected non-small cell lung cancer. [Review]##
VANSTEENKISTE JF, SCHILDERMANS RH
Expert Rev Anticancer Ther 2005;5(1): 165-75*

Non-small cell lung cancer is a frequent type of cancer, with ca. 1.2 million cases per year expected worldwide. A total of 20-30% of patients with early stage non-small cell lung cancer are amenable to radical surgery, although only 40-50% of these patients are cured. An improvement in survival has never been demonstrated for postoperative radiotherapy. However, a major step forward is several recent large randomized studies that have demonstrated improved survival with postoperative chemotherapy. This review covers the historic data on adjuvant chemotherapy for non-small cell lung cancer, meta-analyses, modern studies with cisplatin-based or other chemotherapy, implications for current clinical practice and guidelines, some practical recommendations and, finally, the questions for future studies.

Nonpleural mesotheliomas: mesothelioma of the peritoneum, tunica vaginalis, and pericardium. [Review]##
HASSAN R, ALEXANDER R
Hematol Oncol Clin North Am 2005;19(6): 1067-87

Mesotheliomas are tumors that arise from the mesothelial cells of the pleura, peritoneum, pericardium, or tunica vaginalis. Although the number of new mesothelioma cases diagnosed each year in the US seems to be leveling off or decreasing, several other countries are projected to have continued increased incidence of mesothelioma over the next several years. Of the ca. 2500 new cases of mesothelioma in the US each year, most are pleural mesotheliomas. The peritoneum is the second most common site of mesothelioma development and accounts for ca. 10-20% of all mesotheliomas. Mesotheliomas that involve the pericardium or originate from the tunica vaginalis are rare tumors. Given the rarity of these tumors, it is difficult to obtain precise information regarding their incidence, natural history, and optimal management.

An overview of chemotherapy for mesothelioma. [Review]##
KRUG LM
Hematol Oncol Clin North Am 2005;19(6): 1117-36

Effective chemotherapy for mesothelioma is currently available. Hopefully, it will provide a springboard for further advances, such as in the areas of targeted therapies and combined modality treatment, because there remains a lot of room for improvement. (C) 2005 Elsevier Inc. All rights reserved.

Other applications

Development of an in vitro multicellular tumor spheroid model using microencapsulation and its application in anticancer drug screening and testing
ZHANG X, WANG W, YU W, XIE Y, ZHANG Y, MA X
Biotechnol Prog 2005;21(4): 1289-96

In this study, an in vitro multicellular tumor spheroid model was developed using microencapsulation, and the feasibility of using the microencapsulated multicellular tumor spheroid (MMTS) to test the effect of chemotherapeutic drugs was investigated. Human MCF-7 breast cancer cells were encapsulated in alginate-poly-l-lysine-alginate (APA) microcapsules, and a single multicellular spheroid 150 μm in diameter was formed in the microcapsule after 5 days of cultivation. The cell morphology, proliferation, and viability of the MMTS were characterized using phase contrast microscopy, BrdU-labeling, MTT stain, calcein AM/ED-2 stain, and H&E stain. It demonstrated that the MMTS was viable and that the proliferating cells were mainly localized to the periphery of the cell spheroid and the apoptotic cells were in the core. The MCF-7 MMTS was treated with MMC at a concentration of 0.1, 1, or 10 times that of peak plasma concentration (ppc) for up to 72 h. The cytotoxicity was demonstrated clearly by the reduction in cell spheroid size and the decrease in cell viability. The MMTS was further used to screen the anticancer effect of chemotherapeutic drugs, treated with MMC, adriamycin (ADM) and 5-fluorouracil (5-FU) at concentrations of 0.1, 1, and 10 ppc for 24, 48, and 72 h. MCF-7 monolayer culture was used as control. Similar to monolayer culture, the cell viability of MMTS was reduced after treatment with anticancer drugs. However, the inhibition rate of cell viability in MMTS was much lower than that in monolayer culture. The MMTS was more resistant to anticancer drugs than monolayer culture. The inhibition rates of cell viability were 68.1%, 45.1%, and 46.8% in MMTS and 95.1%, 86.8%, and 91.6% in monolayer culture treated with MMC, ADM, and 5-FU at 10 ppc for 72 h, respectively. MMC showed the strongest cytotoxicity in both MMTS and monolayer, followed by 5-FU and ADM. It demonstrated that the MMTS has the potential to be a rapid and valid in vitro model to screen chemotherapeutic drugs with a feature to mimic in vivo three-dimensional (3-D) cell growth pattern.

Nasal septal perforation enlargement related to topical ocular steroids. [Letter]
CHIANG MY, SHAH P
Br J Clin Pharmacol 2005;60(6): 664-5

Improving cancer therapeutics by molecular profiling. [Review]
CORCHERO J, FERNANDEZ-SALGUERO PM
Curr Drug Metab 2005;6(6): 553-68*

Individualized medicine aims to identify the molecular basis of the individual's response to different therapeutic treatments. Individualized medicine is very relevant for human diseases such as cancer and it has become a major task to accomplish more efficient and specific therapeutics. An individualized response to treatment could underline therapeutic success or failure and, even more, could support the rationale for good or bad prognosis. The use of up-to-date genomic approaches is changing the way we understand modern medicine in terms of drug efficacy, toxicity and diagnosis. Results from genetic polymorphism studies, gene expression profiling and epigenetics illustrate how pharmacogenomic testing will contribute to the goal of individualized medicine. Antineoplastic drugs are designed to block the anomalous activity of specific molecules (therapeutic targets) that regulate cellular processes such as cell cycle. Understanding the relationship between molecular changes in therapeutic targets and enhanced antitumoral response or chemotherapeutic resistance is crucial to establish the clinical relevance of genomic approaches. The goal of this review is to discuss the basic and the clinical significance of genomic research on drug targets and its impact on the early diagnosis and treatment of cancer. We will also assess how these methodologies could contribute to individualized medicine in oncology. A special focus will be put on oncogenes and tumor suppressor genes. Aspects such as drug efficacy, side effects and the diagnostic value of antineoplastic pharmacogenomic research will be also considered. (C) 2005 Bentham Science Publishers Ltd.

Effect of topical mitomycin-C on the healing of surgical and laser wounds: a hint on clinical application
ROH JL, KOO BS, YOON YH, RHA KS, PARK CI
Otolaryngol Head Neck Surg 2005;133(6): 851-6

OBJECTIVES: MMC is used in otolaryngological surgery to reduce complications from postoperative scarring. However, the effects of MMC on wound healing at different doses and on different wound types have not been fully described. The aim of this study was to evaluate the effects of topical MMC at 2 different doses on the healing of surgical and laser wounds. STUDY DESIGN & SETTING: This was a randomized study using 20 rabbits. Six full-thickness wounds were made by excision or laser vaporization on the flank skin. The wounds were randomly treated by topical MMC of 0.4 or 1.0 mg/ml or saline for 5 minutes. RESULTS: Re-epithelialization and contraction of the original wounds were significantly delayed by the use of MMC (P <0.01). The delayed healing effect of MMC was more prominent in the laser wounds than in the excision wounds. MMC inhibited collagen deposition and fibroblast proliferation of wounds on histological analysis. The 2 different concentrations of MMC showed no difference in gross or histological wound healing characteristics. CONCLUSION: Our results showed that MMC delays the healing of wounds as a result of the inhibition of fibrosis, especially for laser wounds. (C) 2005 American Academy of Otolaryngology-Head and Neck Surgery Foundation Inc. All rights reserved.

Airway complications from topical mitomycin-C. [Review]
HUEMAN EM, SIMPSON CB
Otolaryngol Head Neck Surg 2005;133(6): 831-5

OBJECTIVE: Topical application of MMC appears to be a useful adjunct in reducing cicatricial scarring of the airways. Human and animal studies have demonstrated the efficacy and safety of MMC topically in the treatment of airway stenosis at concentrations ranging from 0.4 mg/ml to 10 mg/ml. Although no reports of MMC toxicity have been reported in the otolaryngology literature, the ophthalmologic literature has documented serious, vision-threatening complications resulting from the use of topical MMC. The purpose of this study is to report complications related to MMC use in the treatment of glottic and subglottic stenosis. Risk factors associated with these complications are identified. STUDY DESIGN & SETTING: A retrospective chart review of all patients treated by the senior author for laryngotracheal stenosis with endoscopic CO2 laser incisions/dilation and adjuvant topical MMC was performed to determine the incidence of complications. Variables studied included patient age and gender, location and severity of stenosis, medical comorbidities, length of procedure, postoperative instrumentation of the airway, and MMC concentration. RESULTS: 85 cases of adjuvant topical MMC use after CO2 laser endoscopic treatment and dilation for upper airway stenosis were identified in a total of 44 patients. Complications that were believed to be caused by the local toxicity of MMC occurred in 4 cases out of 85 (or 4.7%), manifested by accumulation of fibrinous debris at the operative site, resulting in partial airway obstruction and the need for emergent airway intervention. CONCLUSIONS: Caution should be exercised when topical MMC is used in the treatment of airway stenosis.

The use of mitomycin-C for respiratory papillomas. Clinical, histologic and biochemical correlation
HAMZA AH, NASR MM, DEGHADY AA
Saudi Med J 2005;26(11): 1737-45

OBJECTIVE: To assess the clinical effects of MMC on human papilloma virus (HPV)-infected tissues of the airway. METHODS: We included 10 patients with previous histologic diagnosis of recurrent respiratory papillomas (RRP) in this prospective study, conducted at the Department of Otolaryngology-Head and Neck Surgery, University of Alexandria, Egypt, between January 2000 and December 2002. Under general anesthesia, each patient underwent laser excision of all visible papillomas, followed by topical application of 1 cc of 0.5 mg/ml MMC. The procedure was repeated weekly until no visible papillomas could be microscopically detected. We histopathologically studied the obtained specimens and tested for the presence of HPV DNA using polymerase chain reaction (PCR) technique. We collected blood samples from all patients and from another 10 healthy volunteers for determination of serum interleukin-2 (IL-2) level using ELISA. RESULTS: We achieved clinical remission in 8 of the patients (80%), a fact that was confirmed histopathologically and by PCR data. The mean serum IL-2 levels ±SD was significantly lower in papilloma patients (83.6 ±28.83 pg/ml) than in control subjects (196.3 ±42.46 pg/ml) (P <0.01). Among patients with RRP, serum IL-2 levels ±SD was lower in initial samples (83.6 ±28.83) than follow-up (95.7 ±27.98 and 112.3 ±33.8 and 129.4 ±34.04) and remission samples (154 ±37.84 pg/ml). CONCLUSION: Our result suggests that topical application of MMC may act adjunctively to laser surgery for RRP.

Influence of chemotherapy on the expansion of abdominal aortic aneurysms in patients with neoplastic disease##
CONFORTI M, BARILE G, DAMA E, VARETTO G, CASELLA F, SANTOVITO D, et al.
Gazz Med Ital 2005;164(3): 155-62*

AIM: Expanding asymptomatic abdominal aneurysms (4-5 mm annual growth rate) are found in 6-12% of male patients aged ≥65 years; neoplastic disease is found in 4-8% of these patients, and abdominal aortic aneurysms associated with all types of cancer occur in 7-9% of patients. Chemotherapy has been shown to produce vascular wall toxicity, but it is not yet known whether its damaging effects depend on the chemotherapeutic agents or are consequent to the presence of the neoplasm. METHODS: The study group consisted of 52 patients with neoplastic disease and abdominal aortic aneurysm; 14 patients received treatment with chemotherapy alone. Alterations in the size of the aneurysms (anteroposterior and transverse diameter) were evaluated prospectively using ultrasonography and computed tomography before and after chemotherapy. RESULTS: No alteration of the abdominal aortic aneurysms was observed in 35% of patients, whereas in 65% (9 of 14) the diameter of the aneurysm had expanded. In the chemo-treated group, the absolute diameter range value was 10.1 mm and the annual increase was 22.6 mm. In statistical analysis using the Pearson test (P = 0.85) and the Spearman test (P = 0.45), a possible correlation emerged between days of chemotherapy and absolute increase of aneurysm diameter. The statistical analysis also showed that the annual growth rate in our patient series, compared with the data reported in the literature, was higher (18.25 mm/year vs. 4-5 mm/year, respectively), with a greater increase in aneurysm diameter (22.6 mm/year). CONCLUSION: In the pathogenesis, expansion and rupture of abdominal aortic aneurysms, chemotherapy can determine accelerated growth of these aneurysms compared with normal increase in size. In aneurysmatic patients with neoplastic disease, the greater increase in aneurysm size and higher rupture rate pose additional risk factors for these patients. Selection of the type of therapy, chiefly endovascular treatment of the lesion, is based on the patient's general condition and life expectancy.
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