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Chemotherapy for advanced prostate cancer: 25 years later. [Editorial]
LOGOTHETIS CJ, MILLIKAN R

J Clin Oncol 2008;26(15): 2423-4

Comparison of the effectiveness between long-term instillation of mitomycin-C and short-term prophylaxis with MMC or bacille Calmette-Guérin. Study of patients with non-muscle-invasive urothelial cancer of the urinary bladder. [German]
ISBARN H, BUDAUS L, PICHLMEIER U, CONRAD S, HULAND H, FRIEDRICH MG

Urologe A 2008;47(5): 608-15

BACKGROUND: Adjuvant instillation therapy with chemo- or immunotherapeutic agents is an integral component in the treatment of non-muscle-invasive bladder cancer. There is, however, no general consensus on the choice of medication and the optimal duration of therapy. This multicenter trial compared a long-term treatment regimen with MMC with two short-term treatment approaches with MMC or bacille Calmette-Guérin (BCG) for intermediate-/high-risk bladder tumor after transurethral resection. In patients with low-risk bladder tumors, the effectiveness of six weekly MMC instillations was determined and compared with the results of patients not receiving adjuvant treatment. MATERIAL & METHODS: A total of 495 patients with intermediate-/high-risk bladder tumor (recurrent and/or multifocal pTaG1, pTaG2-3, or pT1G1-3) were randomly administered either BCG-RIVM 2x108 CFU in six weekly instillations, MMC 20 mg in six weekly instillations, or MMC 20 mg in six weekly instillations with subsequent monthly instillations for three years. A total of 132 low-risk patients (first diagnosis of a unifocal pTaG1 bladder tumor) were randomly allocated to two treatment arms. In the first arm, 20 mg MMC were instilled weekly six times. In the control arm, the patients received no adjuvant therapy. RESULTS: The three-year recurrence-free rate in the patients of the intermediate-/high-risk group was 65.5% (95% CI, 55.9-73.5%) in the BCG arm and 68.6% (95% CI, 59.9-75.7%) in the MMC short-term arm. In the MMC long-term arm, the three-year recurrence-free rate was significantly higher at 86.1% (95% CI, 77.9-91.4%; log-rank test: P = 0.001). There was no increased toxicity observed with long-term administration of MMC. In the low-risk group, the three-year recurrence-free rate after adjuvant therapy was 74% (95% CI, 60.0-83.8%) and in the patients receiving no adjuvant treatment 63% (95% CI, 46.6-75.5%, corresponding to a HR of 0.58 (95% CI, 0.28-1.18%). The difference between the treatment arms was not significant. CONCLUSION: Long-term prophylaxis with MMC results in a significantly reduced recurrence rate in intermediate-/high-risk bladder cancer with a comparable toxicity profile in comparison to short-term MMC or short-term BCG. Our study showed no significant decrease of the recurrence rate in low-risk tumors with six adjuvant MMC instillations. This treatment approach thus does not represent an alternative to early instillation. (C) 2008 Springer Medizin Verlag.

Comparison of three schedules of intravesical epirubicin in patients with non-muscle-invasive bladder cancer##
HENDRICKSEN K, WITJES WP, IDEMA JG, KUMS JJ, TRIP OB, DE BRUIN MJ, et al.
Eur Urol 2008;53(5): 984-91

OBJECTIVES: To study the additive effect of either an early instillation or maintenance instillations of adjuvant intravesical epirubicin, as compared to the epirubicin 'standard' treatment schedule only, in patients with non-muscle-invasive bladder cancer. METHODS: Patients with intermediate- and high-risk urothelial cell carcinoma of the bladder, except carcinoma in situ, were randomised for adjuvant intravesical instillations with 50 mg epirubicin/50 ml NaCl for 1 hour. Group 1 received four weekly and five monthly instillations (standard schedule), group 2 received the same schedule as group 1, but with an additional instillation <48 hours after transurethral resection of bladder tumour (TURBT), and group 3 received the same scheme as group 1, but with additional instillations at nine and 12 months (maintenance schedule). Standard follow-up was five years and consisted of cystoscopy, cytology, and registration of adverse events. RESULTS: 731 patients were eligible for quasi intention-to-treat analysis. Side effects were minimal for all treatment groups. After five-year follow-up, respectively, 44.4%, 42.7%, and 45.0% (log-rank test, P = 0.712) of the patients in groups 1, 2, and 3 were recurrence free, and 90.0%, 87.7%, and 88.2% (log-rank test, P = 0.593) of the patients, respectively, were progression free. CONCLUSIONS: In the quasi intention-to-treat analysis there is no difference in the five-year recurrence-free period between the treatment groups, despite one instillation within 48 hours of TURBT or two maintenance instillations up to one year, in addition to the 'standard' schedule. (C) 2007 European Association of Urology. Published by Elsevier BV. All rights reserved.

Oncology

The changing face of anal cancer
TOMASSI M, NAGLE D

AIDS Reader 2008;18(4): 185-7

Radiotherapy and chemotherapy in the conservative treatment of anal canal carcinoma
RAFFETTO N, MONACO A, BANELLI E

Anticancer Res 2008;28(2B): 1335-9

AIM: To evaluate the feasibility of conformal radiotherapy and concurrent chemotherapy in patients with anal canal carcinoma. PATIENTS & METHODS: Between 1990 and 2006, 83 patients affected by anal canal carcinoma were treated at the radiotherapy department of La Sapienza University of Rome. In all patients, a daily dose of 1.8 Gy, five times per week, was given for a total dose of 45 Gy for the whole pelvis (CTV1) and of 55-60 Gy for the tumor bed (CTV2). In 63 patients, chemotherapy consisted of two cycles of 5-FU and MMC or cisplatin delivery during the first and last week of radiotherapy. RESULTS: The median follow-up time for all patients was 56.2 months. Treatment response was considered complete in 53 patients (63.8%) and partial in 30 patients (36.1%). Local tumor relapse was observed in 13 patients (15.6%). The probability of overall survival for all patients at five years was 75%: 39% in patients who underwent radiotherapy alone and 85% in patients who underwent radiochemotherapy (P = 0.0013). Concerning acute toxicity, nine patients developed grade 1 skin toxicity (10.8%), 35 grade 2 (42.1%), 26 grade 3 (31.3%) and 3 grade 4 (3.6%); 11 patients had grade 2 diarrhea (14.5%) and two grade 3 diarrhea (2.4%). CONCLUSION: This analysis suggests that the treatment scheme employed was effective for anal sphincter preservation and local control.

Overview of chemoradiation clinical trials for locally advanced non-small-cell lung cancer in Japan
OKAMOTO I

Int J Clin Oncol 2008;13(2): 112-6

The standard of care for unresectable stage III non-small-cell lung cancer (NSCLC) is combined-modality therapy with both chemotherapy and thoracic radiation therapy (TRT). A phase III trial by the West Japan Lung Cancer Group revealed that the combination of mitomycin, vindesine, and cisplatin (MVP) with concurrent TRT yielded a median survival time of 16.6 months and a five-year survival rate of 16% in patients with unresectable stage III NSCLC. Although evidence indicates that concurrent chemotherapy and TRT (chemoradiation) increases survival to a moderately greater extent than sequential therapeutic approaches, the optimal strategies for such concurrent treatment remain to be defined, and differ between full-dose systemic and low-dose radio-enhancing protocols. Two phase III trials have been initiated in Japan to address these issues and they have recently reported preliminary data. Early results of the Okayama Lung Cancer Study Group (OLCSG) trial, comparing chemoradiation based on divided docetaxel and cisplatin chemotherapy with MVP-based chemoradiation, have been reported. The West Japan Oncology Group (WJOG) is comparing the efficacy and toxicity of TRT and concurrent chemotherapy with either carboplatin-paclitaxel or carboplatin-irinotecan, followed by full-dose consolidation chemotherapy, with the efficacy and toxicity of MVP-based chemoradiation. Several phase I/II studies to test the optimal use of new agents such as S-1 (an oral anticancer drug combining tegafur, 5-chloro-2, 4-dihydroxypyridine, and potassium oxonate) and gefitinib (an inhibitor of the tyrosine kinase activity of the epidermal growth factor receptor) are also ongoing. In addition, radiation dose intensification with three-dimensional planning approaches is currently under evaluation. A phase I clinical trial by WJOG to establish, prospectively, the maximum tolerated dose of three-dimensional hyperfractionated radiotherapy with concurrent weekly chemotherapy (carboplatin-paclitaxel) is thus currently under way. This overview of ongoing trials highlights new directions in the treatment of locally advanced NSCLC.

Complications of trans-bronchial arterial chemo-embolization for non-small-cell lung cancer. [Chinese]
ZHANG DB, DONG S, DONG WH, JIA NY, XIAO XS

J Interv Radiol 2008;17(3): 176-8

OBJECTIVE: Retrospectively evaluate the incidence and correlative factors of complication of transcatheter bronchial arterial chemo-embolization for the treatment of non-small-cell lung cancer. METHODS: Transcatheter bronchial arterial embolization was performed in 135 cases of non-small-cell lung cancer. Bronchial arterial angiograms were taken prior to confirm the blood supply route of the lesions. Chemoembolization was then performed through the catheterized bronchial artery or the super-selected catheterized branches with co-axial technique. Chemotherapy was taken first with the perfusion of combined three drugs: carboplatin 300 mg, MMC 10-20 mg or epirubicin 40-60 mg, 5-FU 1000 mg; and then followed by bronchial arterial embolization with gelfoam particles or lipiodol separately. RESULTS: Complications happened in 5.9% cases, including one case of spinal medullary ischemia (0.7%), five cases of intercostal artery ischemic syndrome (3.7%), and two cases of pulmonary artery embolization (1.5%). All complications were relieved after one to four weeks' treatment. Spinal medullary ischemia and intercostal ischemic syndrome occurred both in the cases of main bronchial arterial embolization. Spinal medullary ischemia and pulmonary arterial embolization only happened in patients embolized with lipiodol, while intercostal ischemic syndrome was seen in both gelfoam particles and lipiodol embolization. CONCLUSIONS: Transcatheter bronchial arterial embolization should be performed carefully. Super-selective catheterization with gelfoam particles is the method of choice to avoid potential ischemic complications.

The significance of cystic artery demonstration and cholecystic staining on hepatic arteriography before TACE. [Chinese]
YANG XL, YANG JJ, TIAN JM, YANG CA, WANG WX, ZHANG HJ, et al.
J Interv Radiol 2008;17(4): 251-4

OBJECTIVE: To investigate the relationship between post-TACE cholecystitis and cystic artery together with cholecystic opacification on hepatic arteriography during TACE. METHODS: The clinical data of 183 patients with liver tumors who received TACE were retrospectively studied including opacification of the cystic arteries and/or cholecystic staining on hepatic arteriography in all these patients. The relationship between post-TACE cholecystitis and the treatment protocol in 48 cases was analyzed. RESULTS: 48 (HCC 42, hemangioma six) among the 183 patients developed post-TACE cholecystitis (26.2%). Chemotherapeutic protocols applied for the 42 cases with hepatic cancer were: FUDR/5-FU + HCPT + BLM 11 cases, FUDR/5-FU + HCPT + DDP/CP nine cases, FUDR + HCPT + BLM + DDP/CP six cases, FUDR + HCPT + EPI seven cases, FUDR + MMC + CP four cases, five cases with L-OHP developed twice or more cholecystitis. The other six patients with hepatic cavernous hemangioma received BLM (mixed up with lipiodol) only. CONCLUSIONS: The incidence of post-TACE cholecystitis increases after opacification of cystic arteries and/or cholecysts on hepatic arteriography especially in those undertaken the therapeutic programs with DDP, BLM and L-OHP. Furthermore, the surpassing placement of the tips of the catheter with the origin of the cystic artery could prevent the occurrence of cholecystitis.

Active symptom control with or without chemotherapy in the treatment of patients with malignant pleural mesothelioma (MS01): a multicentre randomised trial
MUERS MF, STEPHENS RJ, FISHER P, DARLISON L, HIGGS CM, LOWRY E, et al.
Lancet 2008;371(9625): 1685-94

BACKGROUND: Malignant pleural mesothelioma is almost always fatal, and few treatment options are available. Although active symptom control (ASC) has been recommended for the management of this disease, no consensus exists for the role of chemotherapy. We investigated whether the addition of chemotherapy to ASC improved survival and quality of life. METHODS: 409 patients with malignant pleural mesothelioma, from 76 centres in the UK and two in Australia, were randomly assigned to ASC alone (treatment could include steroids, analgesic drugs, bronchodilators, palliative radiotherapy [n = 136]); to ASC plus MVP (four cycles of mitomycin 6 mg/m2, vinblastine 6 mg/m2 and cisplatin 50 mg/m2 every 3 weeks [n = 137]); or to ASC plus vinorelbine (one injection of vinorelbine 30 mg/m2 every week for 12 weeks [n=136]). Randomisation was done by minimisation, with stratification for WHO performance status, histology, and centre. Follow-up was every three weeks to 21 weeks after randomisation, and every eight weeks thereafter. Because of slow accrual, the two chemotherapy groups were combined and compared with ASC alone for the primary outcome of overall survival. Analysis was by intention to treat. This study is registered, number ISRCTN54469112. FINDINGS: At the time of analysis, 393 (96%) patients had died (ASC 132 [97%], ASC plus MVP 132 [96%], ASC plus vinorelbine 129 [95%]). Compared with ASC alone, we noted a small, non-significant survival benefit for ASC plus chemotherapy (HR 0.89; 95% CI, 0.72-1.10; P = 0.29). Median survival was 7.6 months in the ASC alone group and 8.5 months in the ASC plus chemotherapy group. Exploratory analyses suggested a survival advantage for ASC plus vinorelbine compared with ASC alone (HR 0.80; 0.63-1.02; P = 0.08), with a median survival of 9.5 months. There was no evidence of a survival benefit with ASC plus MVP (HR 0.99; 0.78-1.27; P = 0.95). We observed no between-group differences in four predefined quality-of-life subscales (physical functioning, pain, dyspnoea, and global health status) at any of the assessments in the first six months. INTERPRETATION: The addition of chemotherapy to ASC offers no significant benefits in terms of overall survival or quality of life. However, exploratory analyses suggested that vinorelbine merits further investigation.

Efficacy and safety of combination chemotherapy with mitomycin and vinorelbine for the treatment of advanced non-small-cell lung cancer
WIBMER T, KROPF C, MERK T, SCHUMANN C, HOMBACH V, KRUGER S

Lung Cancer 2008;60(2): 231-9

BACKGROUND: Aim of this study was to evaluate efficacy, toxicity and tolerability of chemotherapy with a combination of mitomycin and vinorelbine (M/V) in patients with advanced non-small-cell lung cancer (NSCLC). METHODS: We enrolled 110 patients (median age 67 years) with locally advanced or metastatic NSCLC, who had no prior chemotherapy or progressive disease after at least one prior chemotherapy regimen. 45 patients (41%) were ≥70 years old. All patients received vinorelbine 25 mg/m2 (d1,8) and mitomycin 8 mg/m2 (d1) every three-four weeks. Restaging was performed by CT-scan after every two courses M/V according to RECIST criteria. RESULTS: M/V was well tolerated, even in patients with a poor performance status or ≥70 years. Median progression-free survival was 4.4 months. Median overall survival was 9.0 months with a one-year survival rate of 39%. Partial response was observed in 15% and stable disease in 51% of patients. Both hematological and non-hematological toxicities were generally mild. CTC grade 3 toxicities observed included neutropenia in 3%, anemia in 3%, thrombocytopenia in 1% and suspected pneumonitis in 2% of patients. Except neutropenia in 2% and acute dyspnea in 1%, there were no other grade 4 toxicities and no treatment-associated casualties. There was no relevant difference in outcome or toxicity between patients ≥70 and <70 years. CONCLUSIONS: M/V seems to be a well-tolerated and effective chemotherapy regimen with low toxicity in patients with advanced NSCLC. It seems to be an interesting option even for patients ≥70 years or with a reduced performance status. (C) 2007 Elsevier Ireland Ltd. All rights reserved.

Mitomycin-C, vinblastine and carboplatin (MVCarbo) in the treatment of advanced non-small-cell lung cancer (NSCLC): an update. [Meeting Abstract]
HUDSON E, JONES C, BREWSTER AE, MACBETH FR, LESTER JF

Lung Cancer 2008;60(Suppl 1): S20

INTRODUCTION: The role of cisplatin-based combination chemotherapy in advanced NSCLC is well established, with response rates of 30-50%, symptom relief in 50-70%, and a 6-8 week increase in median survival over best supportive care alone. Randomised trials have not shown any regimen to be clearly superior. In November 2003, MVCarbo was introduced in two cancer centres in SE Wales as a treatment option for patients with advanced NSCLC. We present the results of all patients treated with MVCarbo with palliative intent to date. METHODS: This was a retrospective, intention-to-treat review. Patients were identified using ISCO, an in-house electronic database of all cancer patients referred to Velindre hospital. Data were collected retrospectively through ISCO and review of the case notes. Survival was assessed using the log-rank method. RESULTS: In total, 112 patients have been treated. The median age was 62 years, and 63% were men. 46% were stage III and 54% stage IV. In total, 63% were performance status (PS) 0-1, 28% PS 2. All patients received MMC 8 mg/m2 IV cycles 1, 2 and 4, vinblastine 6mg/m2 IV, carboplatin AUC 5-6 IV all given on day 1 of a 21-day cycle to a maximum of four cycles. The median number of cycles was three. The overall response rate (SD/PR/CR) was 63%. The proportion of patients experiencing grade 3/4 toxicity was as follows: anaemia – 4%, neutropenia – 29%, thrombocytopenia – 14%. Eight patients were admitted with febrile neutropenia. On average, 25 units of packed cells were given per 100 cycles of chemotherapy. There were no treatment-related deaths. Overall median survival was eight months (95% CI, 6.2-9.7). One-year survival was 30%. CONCLUSION: This is the largest published series of MVCarbo in advanced NSCLC. Outcomes are comparable to reported retrospective series using modern doublet regimens, with significantly lower drug costs.

Mitomycin-C in the treatment of gastrointestinal tumours: recent data and perspectives. [Review]
HOFHEINZ RD, BEYER U, AL-BATRAN SE, HARTMANN JT

Onkologie 2008;31(5): 271-81

MMC is among the most effective anticancer drugs used for the treatment of a broad variety of tumours. This review summarises results of MMC-based chemotherapy in gastrointestinal tumours with special focus on current treatment options in gastric, pancreatic, biliary tract, colorectal, and anal cancer. In addition, these new developments are critically discussed with special attention to their potential clinical relevance.

Cost-effectiveness analysis of chemotherapy for advanced gastric cancer in China
CHEN XZ, JIANG K, HU JK, ZHANG B, GOU HF, YANG K, et al.
World J Gastroenterol 2008;14(17): 2715-22

AIM: To assess the economics of various chemotherapeutic regimens for advanced gastric cancer (AGC), and to select the best cost-effective regimen for the common Chinese patients. METHODS: Data source used in this study was the Chinese Biomedical Disk Database. Patients were diagnosed as AGC and any regimen was eligible. Outcome measures included median survival time (MST) and percentage of complete and partial response (CR+PR). Economic statistics was per capita direct medical cost (DMC) of a single cycle. TreeAge Pro Healthcare 2007 software was used to carry out cost-effectiveness and incremental cost-effectiveness analysis. Sensitivity analyses were applied by altering willingness-to-pay and annual discount rate, and also re-analyzed by excluding the studies with apparent heterogeneity. RESULTS: Seven retrospective economics studies on 760 patients were included. 5-FU-based regimens were universal, and also some new agents were involved, such as docetaxel, paclitaxel, and oxaliplatin. By processing analysis, we could recommend etoposide, leucovorin and 5-FU (ELF) regimen as preference, with a DMC/MST ratio of 2543 RBM/11.7 mo and a DMC/CR+PR ratio of 2543 RMB/53.3%. Uracil-tegafur, etoposide and cisplatin (FEP) or 5-FU, adrimycin/epirubin and mitomycin (FAM) regimens could be regarded as optional first-line chemotherapy for AGC in common Chinese patients. With no regard for willingness-to-pay, the docetaxel, cisplatin and 5-FU (DCF) regimen could be chosen as either a first- or a second-line chemotherapy, with a DMC/CR+PR ratio of 9979 RMB/56.3%. CONCLUSION: 5-FU regimens are still considered the mainstream for AGC, while new agents such as taxanes are optional. More randomized clinical trials are required before any mandatory recommendation of certain regimens for patients with AGC in China is made. (C) 2008 WJG. All rights reserved.

Clinical analysis of 108 cases with adenocarcinoma Barrett's esophagus. [Chinese]
HAN JQ, LIU Q, LIANG RX, QU FS, YAN TX, SUN YH, et al.
Zhonghua Zhong Liu Za Zhi 2007;29(6): 470-3

OBJECTIVE: To investigate the prognostic factors and to analyze the efficacy of chemotherapy and/or radiotherapy for Barrett's esophageal adenocarcinoma after radical surgical resection. METHODS: The clinical data of 108 patients with adenocarcinoma Barrett's esophagus picking out from 783 esophageal adenocarcinoma patients surgically treated between June 1978 to June 2001 in the Shandong Provincial Hospital and Shandong Qianfoshan Hospital were analyzed retrospectively. 60Co γ-irradiation or 6MVX-ray with conventional fraction were used for radiotherapy with a total volume dosage of 55-70 Gy. The chemotherapy was either FAM (IV infusion of 5-FU 500 mg, d1-d5; ADM 50 mg d1; MMC 12 mg, d1) or CMF regimen (IV infusion of CTX 800 mg d1, d8; MTX 30 mg d1; 5-FU 500 mg, d1-d5) for four-six cycles. Kaplan-Meier analysis was used to estimate the survival rate. Log-rank test was used for comparison of the survival difference among different groups. RESULTS: In this series, 76 of 92 patients who underwent radical surgical resection received postoperative radiotherapy alone, and 16 received radiotherapy plus chemotherapy. Twelve of the other 16 patients who underwent palliative surgical resection received chemotherapy plus radiotherapy, the remaining four patients died of operative complications during surgery. The overall one-, three- and five-year survival rate of this series was 81.5%, 51.9% and 22.2%, respectively. In the radical resection group, it was 15.8% for the patients who received radiotherapy alone versus 75.0% for those treated by chemotherapy plus radiotherapy. The five-year survival rate was 33.3% for the patients without extra-esophageal infiltration and 33.3% for the patients without lymph node metastasis, respectively. However, it was only 9.1% for the patients with extra-esophageal infiltration and 14.3% for those with lymph node metastasis, respectively. For the patients who had palliative surgical resection, though they received chemotherapy plus radiotherapy postoperatively, none of them survived longer than five years. Statistically significant difference among these groups was demonstrated by log-rank test (P <0.05). CONCLUSION: Chemotherapy plus radiotherapy after radical surgical resection may improve the survival of patients with Barrett's esophagus adenocarcinoma. Pathological stage, extra-esophageal infiltration, lymph node metastasis and postoperative chemotherapy plus radiotherapy are important prognostic factors.

Chemotherapy in gastric cancer. [Review]##
WOLL E, DEVRIES A, EISTERER W, HEJNA M, KEIL F, STEIN H, et al.
Anticancer Res 2008;28(2B): 1213-9

Although treatment of gastric cancer has improved substantially during the last decade there is still controversy about the best way and sequence of treatment. An early interdisciplinary treatment plan is mandatory before therapy is started. In this multidisciplinary expert statement we review current literature and give treatment recommendations for neoadjuvant, adjuvant, and palliative treatment of gastric cancer.

Adult granulosa cell tumors of the ovary: a clinicopathological study of 34 patients by the Hellenic Cooperative Oncology Group (HeCOG)##
PECTASIDES D, PAPAXOINIS G, FOUNTZILAS G, ARAVANTINOS G, PECTASIDES E, MOURATIDOU D, et al.
Anticancer Res 2008;28(2B): 1421-7

BACKGROUND: Granulosa cell tumors (GCT) are rare malignant neoplasms of the ovaries with, usually, indolent biological behavior. PATIENTS & METHODS: The epidemiological, clinical and pathological features of 34 patients with adult GCT, from the registry of the HeCOG, were analyzed retrospectively for their prognostic significance. RESULTS: The median age was 51 years with post- to premenopausal ratio = 1.8 and median size of the tumor 10 cm. Forty-seven percent had a low mitotic index (1-3 mitoses/10 high-power fields, HPFs) and 48% had International Federation of Obstetrics and Gynecology (FIGO) stage IA. After 34.5 months of median follow-up, the estimated five-year and ten-year progression-free survival (PFS) was 78% and 65%, respectively, while both the five- and ten-year overall survival (OS) was 89%. The stage and the presence of residual disease after surgery had prognostic significance for OS in the univariate analysis. Out of 19 patients whose disease was completely resected, the median disease-free survival (DFS) was 11 months. Only rupture of the tumor during surgery had prognostic significance for DFS in the univariate analysis. Seven out of 13 evaluable patients with unresectable disease responded to first-line chemotherapy (CT), six of them completely, while three patients responded to second-line chemotherapy. All the responders were retreated with platinum-based CT and one of them was platinum-insensitive. All the patients receiving second-line non-platinum CT developed progressive disease (PD). CONCLUSION: The only curative treatment of GCT is complete surgical resection of all visible disease, while platinum-based CT is the most effective first-line, as well as second-line, treatment.

Oral squamous cell carcinoma in patients with pulmonary metastasis but no locoregional recurrences##
YOSHIMURA H, YOSHIMURA Y, NARIAI Y, NOTSU K, MISHIMA K, MARUYAMA R

Asian J Oral Maxillofac Surg 2007;19(4): 197-202

OBJECTIVE: This retrospective study aimed to clarify the clinicopathological features of patients with oral squamous cell carcinoma that revealed pulmonary metastasis alone on first recognition of relapse and who died as a result of this pulmonary metastasis. PATIENTS & METHODS: This study comprised six patients with pulmonary and/or distant metastasis, but with no locoregional recurrences throughout their lives. These patients were selected from a base population of 104 oral squamous cell carcinoma patients. RESULTS: Among the oral squamous cell carcinoma patients studied, 5.8% of patients (6/104) had previously experienced both primary and neck diseases. Histopathologically, the primary lesions were all well-differentiated squamous cell carcinomas. Pulmonary metastasis was most commonly observed in tongue cancer patients (67%; 4/6). Biopsy of the pulmonary metastatic lesion in one patient revealed moderately differentiated squamous cell carcinoma. Radical neck dissection with preservation of the internal jugular vein was done on four of the six patients. While no patient underwent radical salvage surgeries for pulmonary metastasis, all patients underwent palliative treatments, such as chemotherapy and radiotherapy, either alone or in combination. The study findings show that complete radical neck dissection was more effective than functional neck dissection. CONCLUSION: Six oral squamous cell carcinoma patients with pulmonary metastasis, but no locoregional recurrences, were analysed from the clinicopathological perspective, and a possible cause for the metastasis related to neck lymphatic and blood systems was identified. (C) 2007 Asian Association of Oral and Maxillofacial Surgeons.

Assessment of clinical response after two cycles of primary chemotherapy in breast cancer##
BERESFORD MJ, STOTT D, MAKRIS A

Breast Cancer Res Treat 2008;109(2): 337-42

BACKGROUND: Complete clinical (cCR) and pathological (pCR) response to neoadjuvant chemotherapy in breast cancer is associated with improved survival. Various imaging and immunological techniques have been tested as predictors of response early in the course of chemotherapy, but their predictive value has not been compared with that of a simple early clinical assessment. PATIENTS & METHODS: 200 breast cancer patients (T2-4, N0-1) were treated with neoadjuvant chemotherapy. Clinical response after two cycles of treatment was compared with final clinical and pathological response. The likelihood of achieving cCR or pCR was compared by response after two cycles. RESULTS: Overall final clinical response rate was 79% (30.5% cCR and 11.9% pCR). After two cycles of chemotherapy, clinical response rate was 54.5%. For responders after two cycles, final cCR = 51.3% and pCR = 21.5%. For non-responders after two cycles, cCR = 5.5% and pCR = 1.2%. Response after two cycles predicts for pCR (P = 0.003; sensitivity 95.2%, specificity 52.9%). CONCLUSIONS: Clinical response after two cycles of chemotherapy predicts for pCR and is a valid early endpoint that could be incorporated into the design of future neoadjuvant trials. (C) 2007 Springer Science+Business Media, LLC.

Meta-analysis of ifosfamide-based combination chemotherapy in advanced soft tissue sarcoma. [Review]##
VERMA S, YOUNUS J, STYS-NORMAN D, HAYNES AE, BLACKSTEIN M

Cancer Treat Rev 2008;34(4): 339-47

BACKGROUND: This meta-analysis examines the role of ifosfamide-based combination chemotherapy in patients with advanced soft tissue sarcoma. Outcomes of interest include overall survival, response rate, adverse effects, and quality of life. METHODS: A systematic review of the literature was searched to identify relevant articles. RESULTS: Three randomized phase III trials were identified comparing combination chemotherapy regimens containing ifosfamide with regimens without ifosfamide. Two randomized trials demonstrated that the addition of ifosfamide to either doxorubicin or to a regimen of doxorubicin and dacarbazine, significantly improved response rates. One randomized trial reported a significant improvement in overall survival for patients receiving doxorubicin and dacarbazine compared to those receiving a combination of doxorubicin, dacarbazine, and ifosfamide (MAID). A meta-analysis of these studies revealed that the addition of ifosfamide to a chemotherapy regimen significantly improves the tumour response rate (RR 1.52; P = 0.009) but does not produce a significant difference in one-year survival (RR 0.98; P = 0.76). Higher rates of adverse events, particularly grades 3-4 myelosuppression, were observed in patients who received regimens that contained ifosfamide. A higher rate of toxic deaths was reported in two of the three trials, for the ifosfamide-containing regimen. Data on quality of life were not reported. CONCLUSION: In patients with metastatic soft tissue sarcoma, the routine addition of ifosfamide to standard first-line doxorubicin-containing regimens is not recommended over single agent doxorubicin. However, it may be reasonable to employ such combinations in patients with symptomatic, locally-advanced, or inoperable soft tissue sarcoma where response might render such tumours resectable. (C) 2008 Elsevier Ltd. All rights reserved.

Cooperative group portfolio in locally advanced non-small-cell lung cancer: are we making progress? [Review]##
LANGER CJ, WAKELEE H, SCHILLER J, CHOY H, SHEPHERD F, VOKES EE, et al.
Clin Lung Cancer 2008;9(2): 85-91

Combined-modality therapy has emerged as the standard of care for fit patients with unresectable, locally advanced non-small-cell lung cancer (NSCLC). Concurrent chemotherapy/radiation has demonstrated therapeutic superiority compared with sequential or asynchronous chemotherapy and radiation in this setting. The role of consolidation or maintenance therapy with targeted agents or conventional cytotoxic agents remains unclear. We explore the portfolio of clinical trials being conducted in locally advanced NSCLC by North American cooperative oncology groups as well as ongoing trials in Europe and Japan. These efforts focus on radiation dose escalation using image-guided radiation therapy as well as newer cytotoxic agents (e.g., pemetrexed) and targeted therapies (e.g., cetuximab, bevacizumab etc) thus far unexplored in this setting.

Modulating drug resistance in metastatic breast cancer. [Review]##
PEREZ EA

Community Oncol 2008;5(4 Suppl 3): 2-9

Taxanes are widely used for the treatment of metastatic breast cancer (MBC). Many patients, however, exhibit intrinsic drug resistance or develop it following exposure to commonly used chemotherapeutics. Consequently, their treatment options are limited, and the prognosis is often poor. Resistance can develop to a single drug or to several structurally and functionally distinct agents, a phenomenon known as multidrug resistance (MDR). Drug resistance in general and the MDR phenotype in particular represent major challenges to treatment of advanced disease, because they are frequently the cause of disease progression in patients with breast cancer. The lack of effective treatment options for drug-resistant MBC highlights the unmet need for agents that can effectively treat resistant disease. This article addresses the key mechanisms underlying resistance to chemotherapy in breast cancer, which provides a basis for development of novel compounds that can treat drug-resistant disease. Novel agents that are proving to be effective in the treatment of drug-resistant MBC, such as nab-paclitaxel, ixabepilone, and modulators of apoptosis are discussed. (C) 2008 Elsevier Inc. All rights reserved.

Strategies and therapeutic opportunities for the delivery of drugs to the esophagus. [Review]##
ZHANG L, RUSSELL D, CONWAY BR, BATCHELOR H

Crit Rev Ther Drug Carrier Syst 2008;25(3): 259-304

Targeting of drugs and therapies locally to the esophagus is an important objective in the development of new and more effective dosage forms. Therapies that are retained within the oral cavity for both local and systemic action have been utilized for many years, although delivery to the esophagus has been far less reported. Esophageal disease states, including infections, motility disorders, gastric reflux, and cancers, would all benefit from localized drug delivery. Therefore, research in this area provides significant opportunities. The key limitation to effective drug delivery within the esophagus is sufficient retention at this site coupled with activity profiles to correspond with these retention times; therefore, a suitable formulation needs to provide the drug in a ready-to-work form at the site of action during the rapid transit through this organ. A successfully designed esophageal-targeted system can overcome these obstacles. This review presents a range of dosage form approaches for targeting the esophagus, including bioadhesive liquids and orally retained lozenges, chewing gums, gels, and films, as well as endoscopically delivered therapeutics. The techniques used to measure efficacy both in vitro and in vivo are also discussed. Drug delivery is a growing driver within the pharmaceutical industry and offers benefits both in terms of clinical efficacy, as well as in market positioning, as a means of extending a drug's exclusivity and profitability. Emerging systems that can be used to target the esophagus are reported within this review, as well as the potential of alternative formulations that offer benefits in this exciting area. (C) 2008 Begell House, Inc.

Capecitabine in the treatment of advanced gastric cancer. [Review]##
LEE JL, KANG YK

Future Oncol 2008;4(2): 179-98

Although the role of systemic chemotherapy has been established for the treatment of advanced gastric cancer, the prognosis of these patients remains poor, with a median overall survival of less than one year. Based on the results of several randomized phase III trials, 5-FU continuous infusion plus cisplatin, with or without epirubicin, has become the global reference regimen for this patient population. However, treatment with fluorouracil infusion requires either frequent hospitalizations or the use of a central venous access device, harboring potential complications. Capecitabine, a tumor-activating oral prodrug of fluorouracil, may be more advantageous in terms of patient convenience, safety and efficacy, Two recent randomized phase III trials have shown that capecitabine could replace infusional fluorouracil in cisplatin-based regimens. Furthermore, phase II trials have shown that many other capecitabine-based doublet or triplet chemotherapy regimens incorporating newer cytotoxic agents are active and well tolerated. Many promising biological agents are now being tested in phase III trials, incorporating capecitabine combinations as control arms, in patients with advanced gastric cancer. (C) 2008 Future Medicine Ltd.

Is there a role for advanced radiation therapy technologies in the treatment of pancreatic adenocarcinoma? [Review]##
MEYER JJ, WILLETT CG, CZITO BG

Future Oncol 2008;4(2): 241-55

Pancreatic cancer remains a highly challenging problem in oncology. Oncologists continue to search for therapies that are more effective than those currently available to improve on the existing poor treatment results. Persistence of both systemic and local disease causes high rates of morbidity and mortality for patients. Radiation continues to play a role in the treatment of pancreatic cancer, in both the adjuvant and locally advanced settings, Efforts to improve on the results of radiotherapy have led to the use of new and improved technologies. This review discusses a variety of these technological improvements and their current and potential future roles in the clinic. (C) 2008 Future Medicine Ltd.

Long-term survival of resectable subset after induction chemotherapy in patients with locally advanced head and neck cancer##
CHO YH, LEE SH, KIM DW, WU HG, HAH JH, RHEE CS, et al.
Head Neck 2008;30(3): 346-50

BACKGROUND: Although meta-analysis showed that survival improved with concurrent chemoradiation in locally advanced head and neck cancer, neoadjuvant chemotherapy is still unique, because it renders curative surgery feasible for marginally resectable head and neck cancer patients. METHODS: We reviewed patients with locally advanced head and neck cancer, who had been treated with neoadjuvant chemotherapy between June 1984 and February 2001 at the Seoul National University Hospital. RESULTS: A total of 167 patients were included. After two to three chemotherapy cycles, either surgery (38 patients) or radiation (104 patients) was conducted. Those who received surgery exhibited better survival than those who received radiation (median survival: not reached vs. 33.6 months [95% CI; 22.6-44.7], P = 0.006). The five-year and ten-year survival rates of surgery group were 63.2% and 59.8%. CONCLUSION: The potential benefit of neoadjuvant chemotherapy with surgery in patients with locally advanced head and neck cancers merits further evaluation in future clinical trials.

Prognostic analysis of pulmonary metastases from hepatocellular carcinoma##
ZHANG SM, ZENG ZC, TANG ZY, SUN J, CHENG JM, LIU R, et al.
Hepatol Int 2008;2(2): 237-43

PURPOSE: To analyze the prognostic factors for patients with lung metastases from hepatocellular carcinoma (HCC). METHODS & MATERIALS: 105 patients with lung metastases from HCC were analyzed retrospectively. We analyzed the impact factors, including the gender, age, liver function, serum AFP and γ-GT level, the status of intrahepatic tumor and pulmonary metastases and treatment for them, the distant metastases beyond the lung, as well as the causes of death. The overall cumulative probability of survival was calculated by the Kaplan-Meier method, and the difference between the groups was compared using the log-rank test. Univariate and multivariate analyses using the Cox-regression proportional hazard model were performed to evaluate the prognostic parameters for survival. RESULT: Survival after lung metastases was influenced by clinical parameters, such as the status and the treatment for both the intrahepatic tumor and the pulmonary lesions. The causes of death were respiratory failure due to metastatic lesions from HCC in 16 patients (20.0%), liver failure caused by progressive intrahepatic lesions in 54 (67.5%). The mean and median survival times were 684 and 487 days after HCC diagnosis and 264 and 179 days after lung metastases, respectively. CONCLUSION: It was very important to treat the intrahepatic tumor because its worsening was still the major cause of death. Progressive treatment for pulmonary metastases may also be advised for possible prolongation of survival. (C) 2008 Asian Pacific Association for the Study of the Liver.

Tumor response and survival predicted by post-therapy FDG-PET/CT in anal cancer##
SCHWARZ JK, SIEGEL BA, DEHDASHTI F, MYERSON RJ, FLESHMAN JW, GRIGSBY PW

Int J Radiat Oncol Biol Phys 2008;71(1): 180-6

PURPOSE: To evaluate the response to therapy for anal carcinoma using post-therapy imaging with positron emission tomography (PET)/computed tomography and F-18 fluorodeoxyglucose (FDG) and to compare the metabolic response with patient outcome. PATIENTS & METHODS: This was a prospective cohort study of 53 consecutive patients with anal cancer. All patients underwent pre- and post-treatment whole-body FDG-PET/computed tomography. Patients had been treated with external beam radiotherapy and concurrent chemotherapy. Whole-body FDG-PET was performed 0.9-5.4 months (mean, 2.1) after therapy completion. RESULTS: The post-therapy PET scan did not show any abnormal FDG uptake (complete metabolic response) in 44 patients. Persistent abnormal FDG uptake (partial metabolic response) was found in the anal tumor in nine patients. The two-year cause-specific survival rate was 94% for patients with a complete vs. 39% for patients with a partial metabolic response in the anal tumor (P = 0.0008). The two-year progression-free survival rate was 95% for patients with a complete vs. 22% for patients with a partial metabolic response in the anal tumor (P <0.0001). A Cox proportional hazards model of survival outcome indicated that a complete metabolic response was the most significant predictor of progression-free survival in our patient population (P = 0.0003). CONCLUSIONS: A partial metabolic response in the anal tumor as determined by post-therapy FDG-PET is predictive of significantly decreased progression-free and cause-specific survival after chemoradiotherapy for anal cancer. (C) 2008 Elsevier Inc. All rights reserved.

HIV-specific differences in outcome of squamous cell carcinoma of the anal canal: a multicentric cohort study of HIV-positive patients receiving highly active antiretroviral therapy##
OEHLER-JAENNE C, HUGUET F, PROVENCHER S, SEIFERT B, NEGRETTI L, RIENER MO, et al.
J Clin Oncol 2008;26(15): 2550-7

PURPOSE: To define clinical outcome after definitive chemoradiotherapy (CRT) of anal carcinoma in HIV-infected patients treated with highly active antiretroviral therapy (HAART). PATIENTS & METHODS: A multicentric cohort comparison of 40 HIV-positive patients with HAART and 81 HIV-negative patients treated with radiotherapy (RT) or CRT was retrospectively performed. Local disease control (LC), relapse-free survival (RFS), overall survival (OS), cancer-specific survival (CSS), toxicity, and prognostic factors were investigated. RESULTS: HIV-positive patients were younger (mean age, 48 vs. 62 years; P <0.0005), predominantly male (93% vs. 25%; P <0.0005), and with early-stage (P = 0.06) and large-cell histology (90% vs. 67%; P = 0.005) disease. RT or CRT resulted in complete response in 92% (HIV positive) and 96% (HIV negative) of cases. Five-year OS was 61% (95% CI, 44-78%) in HIV-positive and 65% (95% CI, 53-77%) in HIV-negative patients (median follow-up, 36 months). Five-year LC was 38% (95% CI, 5-71%) in HIV-positive and 87% (95% CI, 79-95%) in HIV-negative patients (P = 0.008) compromising CSS and sphincter preservation. Grade 3/4 acute skin (35% vs. 17% [HIV negative]; P = 0.04) and hematologic (33% vs. 12% [HIV negative]; P = 0.08) toxicity together approximated 50% in HIV-positive patients. RFS in HIV-positive patients was associated with RT dose (P = 0.08) and severe acute skin toxicity (P = 0.04). CONCLUSION: Long-term LC and acute toxicity represent major clinical challenges in HIV-positive patients with anal carcinoma. Even if fluoropyrimidine-based CRT is feasible and may result in similar response rates and OS as in HIV-negative patients, improved treatment strategies with better long-term outcome are warranted.

Intervention therapy in advanced and moderately advanced cervical cancer. [Chinese]##
SONG L, JI DH, WANG F, LIU YS, WANG NF

J Dalian Med Univ 2008;30(2): 143-5

OBJECTIVE: To explore the clinical value of infusion chemotherapy and embolization via the internal iliac artery applied to advanced and moderately advanced cervical cancer. METHODS: 30 patients diagnosed as advanced or moderately advanced cervical cancer in stages IIb-IV were involved, in which 12 patients (9 IIb,3 IIIa) underwent radiotherapy and four patients (2 IIIb,2 IV) underwent systemic chemotherapy previously, and 14 native patients (8 IIb,3 IIIa,3 IITb). All patients underwent the infusion chemotherapy via bilateral internal iliac artery, with embolization via internal iliac artery or the uterine artery for six patients complicated with hemorrhage. The therapeutic evaluation after the treatment and the toxicity are analyzed based on RECIST and NCI CTC 3.0 respectively. RESULTS: The overall response rate (OR) was 58% (5 CR and 12 PR); six patients (5 IIb and 1 IIIa) underwent hysterectomy with pelvic lymphadenectomy after the intervention therapy. Satisfactory effect of hemostasis was observed in six patients complicated with cervical hemorrhage. The main side effects of chemotherapy such as gastrointestinal symptoms and myelosuppression were observed after the therapy, with 24 cases of fever and one case of skin rupture on hip, all of which were released after symptomatic treatments correspondingly. CONCLUSION: Local infusion chemotherapy can be adopted as an effective comprehensive therapy for advanced and moderately advanced cervical cancer.

Chemotherapy for metastatic gastric cancer: past, present, and future. [Review]##
OHTSU A

J Gastroenterol 2008;43(4): 256-64

Despite the numerous efforts of randomized studies on advanced gastric cancer, no globally accepted standard regimen has yet been established. Two triplet regimens have already demonstrated significant survival prolongation in Western studies. However, the benefit seems to be marginal, and these regimens may be replaced by recently published newer generation regimens for which favorable survival is reported. At present, the combination of 5-FU and platinum analog is still the most widely accepted standard regimen worldwide: 5-FU can be replaced by S-1 or capecitabine, and cisplatin by oxaliplatin. In Japan, S-1 plus cisplatin is the most reasonable first-line standard, based on recent randomized studies. Some early clinical studies using molecular targeting agents have shown promising activity, particularly in combination with cytotoxic agents for gastric cancer. Several targeting agents such as trastuzumab, bevacizumab, and lapatinib are now under investigation in international randomized studies, including in Japan. These agents have shown a survival benefit in other tumor types. The next-generation targeting agents, including mammalian target of rapamycin inhibitor and a c-Met tyrosine kinase inhibitor, are also being evaluated in early clinical studies in association with biology research. Such agents can be advantageously used in gastric cancer studies, which, because of the ease with which tumor tissues can be obtained by endoscopy and the high incidence of gastric cancer in Japan, might advance the frontiers of biologic therapy. These efforts should result not only in further clinical advances but also in tailored medicine. (C) 2008 Springer Japan.

Can Kampo therapy prolong the life of cancer patients?##
TAKEGAWA Y, IKUSHIMA H, OZAKI K, FURUTANI S, KAWANAKA T, KUDOH T, et al.
J Med Invest 2008;55(1-2): 99-105

Our policy regarding the performance of radiotherapy to squamous cell carcinoma of the uterine cervix has not changed since 1969. We have already reported the treatment results which were as good as those from other institutions. Since 1978, Kampo therapy was first introduced in the treatment of cancer patients in dealing with problems such as the side effects of radiotherapy and chemotherapy and various types of general malaise. We analyzed our treatment results in order to re-evaluate the chemo-radiotherapy in combination with Kampo. Survival rates for five, ten and fifteen years, respectively, were 90.9%, 71.6% and 71.6% for stage IB, 78.9%, 61.8% and 41.8% for stage II, 62.3%, 49.1% and 41.2% for stage III and 53.1%, 36.5% and 16.7% for stage IV. Kampo significantly extended the survival of patients with uterine cervical cancer. We intend to perform further research with more patients to explore how this therapy contributes to the prolonging of patients' survival.

MR imaging perfusion mismatch: a technique to verify successful targeting of liver tumors during transcatheter arterial chemoembolization##
LEWANDOWSKI RJ, TEPPER J, WANG D, IBRAHIM S, MILLER FH, KULIK L, et al.
J Vasc Interv Radiol 2008;19(5): 698-705

PURPOSE: To evaluate the combined use of transcatheter intraarterial perfusion (TRIP) magnetic resonance (MR) imaging and dynamic contrast-enhanced MR imaging to determine complete tumor targeting during transcatheter arterial chemoembolization (TACE) when performed within an integrated MR imaging-interventional radiology (IR) angiography suite. MATERIALS & METHODS: Between October 2006 and March 2007, eight consecutive patients with unresectable hepatocellular carcinoma (HCC) successfully underwent TACE in a combined MR imaging-IR suite. All patients were male, with a mean age of 59 years (range, 41-71 years). Tumor enhancement on TRIP MR images before and after TACE were qualitatively compared with dynamic contrast-enhanced MR images obtained after TACE. The authors computed the prevalence of perfusion mismatch. The presence of a perfusion mismatch was judged in a binary fashion. RESULTS: A perfusion match, confirming complete tumor targeting, occurred in six of the eight patients (75%). There was a perfusion mismatch in two patients (25%). Subsequent interrogation showed that the underlying cause of the mismatch was secondary to an unexpected collateral vessel in the first patient and watershed location of the tumor in the second patient. CONCLUSIONS: Performing TACE in an MR imaging-IR suite can facilitate complete tumor targeting. By comparing perfusion images from TRIP and contrast-enhanced MR sequences, the operator gains confidence and can potentially obtain more selective catheter placement during TACE. (C) 2008 SIR.

The significance of changes in serum CEA level as a surrogate marker for evaluating tumor response to chemotherapy in non-small-cell lung cancer. [Japanese]##
ISHIGURO F, MORI S, KATAYAMA T, OKUDA K, SAKAKURA N, FUKUI T, et al.
Jpn J Lung Cancer 2008;48(1): 26-32

OBJECTIVES: The aim of this study was to evaluate changes in serum carcinoembryonic antigen (CEA) level as a surrogate marker for tumor response. PATIENTS & METHODS. During an 11-year period from 1995 through 2005, 24 non-small-cell lung cancer (NSCLC) patients with high serum CEA level (>5 ng/ml) at presentation, who received chemotherapy followed by surgery were retrospectively analyzed. We compared changes in serum CEA level with response evaluation criteria in solid tumors (RECIST), WHO criteria or histologic response for evaluating tumor response to chemotherapy in NSCLC. RESULT: When we compared serum CEA level before chemotherapy with that obtained after chemotherapy, it significantly decreased in the partial response (PR) group defined by RECIST or WHO criteria (P = 0.004, P = 0.008, respectively). On the contrary, in patients whose responses were either stable disease (SD) or no change (NC), there was no significant difference. CEA level decreased significantly in patients in whom less than one-third of tumor cells were viable (P = 0.008) but not in whom more than two-thirds of tumor cells were viable. From the receiver-operating characteristic curve analysis, 60% reduction of CEA level was an appropriate cut-off value in predicting good response to the chemotherapy. When set at that level, the sensitivity of CEA for RECIST was 82% and the specificity was 69%. CONCLUSION: Determination of changes in serum CEA level appeared to be useful as a surrogate index for evaluation of tumor response to chemotherapy that would result in comparable judgment with RECIST in patients with NSCLC who had elevated CEA level before treatment. (C) 2008 The Japan Lung Cancer Society.

Role of planned postchemoradiotherapy selective neck dissection in the multimodality management of head and neck cancer##
REZA NOURAEI SA, UPILE T, AL-YAGHCHI C, LEI M, SANDHU GS, STEWART S, et al.
Laryngoscope 2008;118(5): 797-803

OBJECTIVE/HYPOTHESIS: To assess the oncologic efficacy and functional outcome of selective postchemoradiotherapy neck dissection for stage IV head and neck squamous cell carcinoma. METHODS: Retrospective review of patients with N2-3 cervical metastases at presentation who underwent planned neck dissection after complete biopsy-proven clearance of primary site mucosal disease with chemoradiotherapy between 2000 and 2006. RESULTS: There were 31 males and 10 females. The average age at presentation was 57 ±9 years. The oropharynx was the most common primary site (n = 23; 56%). Forty-nine hemineck dissections were performed, including six bilateral and two revision procedures. Sixteen (39%) patients had residual viable postchemoradiotherapy neck disease. Patient weight did not deteriorate after neck dissection (P >0.4). Two patients had persistently worsened postoperative swallowing. Ten patients required shoulder physiotherapy, of whom eight were treated with conservative measures. Five-year hemineck disease control and disease-specific survival rates were 92% and 64%, respectively. Presence of viable postchemoradiotherapy neck disease was the only independent predictor of regional control (P <0.001; HR 0.00; 0.00-0.40) and disease-specific survival (P <0.02; HR 0.23; 0.04-0.55). Surgery was twice more likely to confer therapeutic benefit than to cause a significant, albeit in most cases, transitory, complication. CONCLUSIONS: Neck dissection is a safe and effective procedure and a necessary component of the multimodality management of all head and neck cancer patients with N2-3 disease. It should be performed soon after satisfactory demonstration of primary site disease clearance. Universal deployment of radical surgery appears unnecessary and should, when possible, be abandoned in favor of more selective procedures to lessen morbidity. (C) The American Laryngological, Rhinological & Otological Society, Inc.

Neoadjuvant and perioperative therapy for gastric carcinomas. [German] [Review]##
WILKE H, WILLICH N, MEYER HJ, STAHL M

Onkologe 2008;14(4): 370-80

During the past two decades, relevant steps were taken in the treatment of adenocarcinomas of the stomach and gastroesophageal junction. This was shown for palliative (chemotherapy) therapies and for perioperative treatment strategies applied with curative intent. The administration of preoperative and postoperative chemotherapy has clearly demonstrated a statistically significant and clinically relevant difference in disease-free and overall survival of approximately 10-14% compared with surgery alone, without increasing postoperative morbidity and mortality. Based on these results, perioperative chemotherapy should be regarded as the treatment of choice for patients with locoregional tumors that are defined as uT2-uT4 by endoscopic ultrasound. The potential role of preoperative chemoradiation remains to be determined. Available study results strongly indicate that this treatment strategy is effective. This appears to be especially true for adenocarcinomas of the gastroesophageal junction and distal esophagus. To date, postoperative (adjuvant) chemotherapy after R0 resection cannot be recommended. With this treatment strategy, a relevant survival benefit could not be shown in Western trials, and postoperative chemoradiation cannot be generally recommended. However, it is a meaningful approach for patients whose operations did not fulfill oncological surgical criteria. (C) 2008 Springer Medizin Verlag.

Sebaceous cell carcinoma of the ocular adnexa: clinical presentations, histopathology, and outcomes##
SONG A, CARTER KD, SYED NA, SONG J, NERAD JA

Ophthal Plast Reconstr Surg 2008;24(3): 194-200

PURPOSE: To investigate the clinical features, time to diagnosis, histopathology, treatment, and mortality rates of patients with sebaceous cell carcinoma. METHODS: This was a retrospective, consecutive series of patients with sebaceous cell carcinoma at a tertiary referral medical center. Between January 1984 and January 2006, 31 patients with sebaceous cell carcinoma were evaluated at the Department of Ophthalmology and Visual Sciences, University of Iowa Hospitals and Clinics. The main outcome measures were clinical presentations, treatments, reconstructive procedures, and outcomes. RESULTS: 31 patients were diagnosed with sebaceous cell carcinoma of the ocular adnexa on histopathology. Twenty (65%) of the patients were women and 11 were men. The upper eyelid was involved in 18 patients, lower eyelid in ten, both upper and lower eyelids in one, and caruncle in two. Twenty-three patients had in situ disease, Pagetoid disease, or both. Eight patients reported symptoms for <6 months and 22 had symptoms for ≤12 months before the diagnosis of sebaceous cell carcinoma was made. Local surgical excision of the tumor as initial treatment was performed in 25 patients. Exenteration was the initial surgery performed in four patients. Two patients died from metastatic sebaceous cell carcinoma. CONCLUSIONS: Sebaceous cell carcinoma has varied presentations and is commonly misdiagnosed. Tumor-related deaths occurred in only two patients (6.7%), which is lower than previous reports and may be related to earlier detection or improved surgical excision techniques.

Management of nonfunctioning islet cell tumors of the pancreas. [Chinese]##
LIANG H, WANG XN, WANG BG, PAN Y, DING XW, HAO XS

Zhonghua Zhong Liu Za Zhi 2007;29(6): 457-60

OBJECTIVE: To analyze the clinical and pathological features in order to investigate appropriate way of diagnosis and treatment for non-functional islet cell tumors of the pancreas (NFICT). METHODS: The data and experience of surgically treated 43 patients with pathologically confirmed NFICT over the last 30 years were retrospectively reviewed. The survival rate was estimated using Kaplan-Meier method and the potential risk factors affecting survival were compared with log-rank test. RESULTS: There were seven males and 36 females in this series with a mean age of 31.6 years (range, 8-67 years). Twenty-eight patients were diagnosed as having non-functional islet cell carcinomas of the pancreas (NFICC) and 15 patients benign islet cell tumors. The most common symptoms in NFICT were abdominal pain (55.8%), nausea and/or vomiting (32.6%), fatigue (25.6%) and abdominal mass (23.3%). Preoperatively, all of those were found to have a mass in their pancreas by ultrasonic and computed tomography examination, with 21 in the head, ten in the body and six in the tail of the pancreas. Multicentric tumor was found in one patient. Thirty-nine of these 43 patients (90.7%) underwent surgical resection, with a curative resection in 30 (69.8%) and palliative in nine (20.9%). The resectability and curative resection rate in 28 patients with nonfunctioning islet cell carcinomas of the pancreas was 78.6% and 60.7%, respectively. None of the 15 patients with benign nonfunctioning islet cell tumor of the pancreas died of this disease. While the overall cumulative five- and ten-year survival rate in 28 patients with non-functional islet cell carcinomas of the pancreas was only 58.1% and 29.0%, respectively. Curative resection, female, younger than 30 years old and mass diameter <10 cm were found to be positive prognostic factors. But multivariate Cox regression analysis indicated that radical resection was the only independent prognostic factor (P = 0.007). CONCLUSION: Nonfunctioning islet cell tumor of the pancreas is frequently found in young female. Surgical resection, especially curative resection can achieve satisfactory long-term survival.

Other applications

Sutureless amniotic membrane transplantation for partial limbal stem cell deficiency
KHEIRKHAH A, CASAS V, RAJU VK, TSENG SC

Am J Ophthalmol 2008;145(5): 787-94

PURPOSE: To evaluate the results of sutureless amniotic membrane (AM) transplantation using fibrin glue for reconstructing corneal surfaces with partial limbal stem cell deficiency (LSCD). DESIGN: Retrospective noncomparative interventional case series. METHODS: 11 eyes of nine patients that had LSCD with 120 degrees to almost 360 degrees of limbal involvement underwent superficial keratectomy to remove the conjunctivalized pannus followed by AM transplantation using fibrin glue. Additional sutureless AM patch (ProKera; Bio-Tissue, Inc, Miami, Florida, USA) was used in seven patients, and MMC was applied on the cornea in four eyes and during fornix reconstruction in seven eyes. The surgery was repeated in three eyes for residual pannus. RESULTS: During a mean follow-up of 14.2 ±7.7 months (range, six to 26 months), all eyes maintained a smooth and stable corneal epithelial surface without recurrent erosion or persistent epithelial defect, and showed less stromal cloudiness and vascularization. Best-corrected visual acuity improved in nine eyes (81.8%). Corneal epithelialization proceeded by epithelial growth over AM (n = 4), accompanied by dissolution of AM (n = 4) or a combination of both (n = 3). No complication was noted regarding initial or repeated uses of fibrin glue. CONCLUSION: AM transplantation using fibrin glue appears to be a safe and effective method of restoring a stable corneal epithelium for cases with partial LSCD. This approach avoids the need of transplanting limbal epithelial stem cells.

A scientific review of middle meatal packing/stents. [Review]
WEITZEL EK, WORMALD PJ

Am J Rhinol 2008;22(3): 302-7

BACKGROUND: Nasal packing usually is placed after endoscopic sinus surgery (ESS) to control hemorrhage, but also may be used to prevent adhesions from forming and promote faster healing of damaged mucosa. METHODS: A literature review was performed to identify all forms of scientifically evaluated absorbable packing for ESS. Only English studies identifiable within the PubMed database were included. Studies were categorized by level of evidence and evaluated for methodological errors. RESULTS: 38 studies met the inclusion criteria. There was a diverse range of article evidence and quality. CONCLUSION: The most effective hemostatic agent currently available is FloSeal; however, this product causes an increase in adhesion formation. For the purpose of preventing adhesions, resorbable packs appear to have no benefit over either nonresorbables or no packing. If the middle turbinate is unstable at the conclusion of surgery, suturing it to the septum may reduce adhesions. Although MMC, hyaluronic acid, and retinoic acid all have shown potential in these roles, to date, none have shown to be useful in the post-ESS chronic sinusitis human patient.

Intraoperative topical administration of mitomycin-C, in different concentrations, on the cicatrization of myoplasties of the dorsal rectus of rabbits
MAMEDE FV, MARTINS BD, SOUZA AL, BRUNELLI AT, PONTIN K, SOARES EG, et al.
Ciencia Rural 2008;38(1): 129-35

Myoplasties of the extraocular muscle may cause adhesions between the operated muscle and the adjacent tissues, commonly generating cicatricial strabismus. With the purpose of reducing to a minimum the occurrence of adhesion, the effects of MMC, an antifibrotic agent, were studied in concentrations of 0.008%, 0.02%, and 0.04% applied during intraoperative of myoplasties of the superior rectus muscle of rabbits. Fifty-six animals were divided into five groups. During the postoperative, the operated areas were washed with physiological solution. Eye drop instillation to prevent inflammation and bacterial infection were used. The method to analyze the results consisted of clinical and histological evaluation and statistical analyses. We also evaluated at the same time the amount of basic fibroblast growth factor (FGF-2) by immunohistochemical study. Clinically, more adhesions were found in the eyes of the control group than in the groups of treated eyes. However there was no significant statistical difference between the two groups (P >0.05). Histologically, MMC caused a delayed cicatrization in the myoplastic areas, especially in the group who received the 0.02% concentration. The immunohistochemical showed FGF-2 marking in fibroblasts and macrophages, but between the groups there was no difference. Based on those results, MMC in the utilized concentrations was capable of delaying cicatrization and consequently avoiding secondary strabismus without undesirable side effects.

Photorefractive keratectomy with mitomycin-C after deep anterior lamellar keratoplasty for keratoconus
LECCISOTTI A

Cornea 2008;27(4): 417-20

PURPOSE: To evaluate the safety and efficacy of photorefractive keratectomy (PRK) with intraoperative MMC after deep anterior lamellar keratoplasty (DALK) for keratoconus. METHODS: This was a prospective, noncomparative single-surgeon study. Eyes with compound myopic astigmatism after DALK with a spherical equivalent (SE) between -3 and -10 D were treated by PRK. After ablation, MMC 0.2 mg/ml was placed on the stromal bed for 45 seconds. A 6% undercorrection was planned. RESULTS: The study was completed on ten eyes of ten patients. The preoperative mean SE was -4.98 ±1.75 (SD) D. At ten months after surgery, the mean SE was 0.28 ±0.61 D, and the mean defocus equivalent was 1.08 ±0.58 D. Postoperatively, nine eyes were within 2 D, six were within 1 D, and one eye was within 0.5 D of defocus equivalent. The preoperative mean best spectacle-corrected visual acuity (BSCVA) was 0.68 ±0.15 D, and at ten months it was 0.78 ±0.13 D. The 95% CI for the mean difference of pre- and postoperative BSCVA was 0.02-0.17 (P <0.05). No lines of BSCVA were lost. The mean postoperative uncorrected visual acuity was 0.55 ±0.1. The safety index was 1.15, and the efficacy index was 0.81. Corneal haze was grade 0 in eight eyes and grade 0.5 in two eyes. Mean epithelialization time was 4.1 ±0.99 days. Preoperative mean endothelial cell density was 2320 ±184 cells/mm2, and at ten months it was 2284 ±175 cells/mm2. CONCLUSIONS: PRK with MMC can safely and effectively correct myopia and regular myopic astigmatism after DALK. Undercorrection should be planned to compensate for the overcorrecting effect of MMC.

Comparison between LASEK with mitomycin-C and LASIK for the correction of myopia of -7.00 to -13.75 D
DE BENITO-LLOPIS L, TEUS MA, SANCHEZ-PINA JM

J Refract Surg 2008;24(5): 516-23

PURPOSE: To compare laser epithelial keratomileusis (LASEK) and LASIK for the correction of high myopia. METHODS: A prospective, single-masked study was conducted. Patients treated with LASEK to correct myopia ≥-7.00 diopters (D) (spherical equivalent manifest refraction) with a cylinder ≤-3.50 D (LASEK group) were compared to patients treated with LASIK (LASIK group) using the same excimer laser (Technolas 217C). MMC 0.02% was applied for one minute in all LASEK-treated eyes. RESULTS: A total of 228 consecutive eyes were included in the study (114 in each group, matched for preoperative refraction). The mean preoperative spherical equivalent manifest refraction was -8.72 ±1.20 D in the LASEK group and -8.74 ±1.20 D in the LASIK group (range, -7.00 to -13.75 D) (P = 0.9). Uncorrected visual acuity (UCVA) was significantly lower in LASEK eyes one, seven and 30 days postoperatively (P = 0.0001 for each comparison). No significant differences were found at three months postoperatively in UCVA (P = 0.3), best spectacle-corrected visual acuity (BSCVA) (P = 0.2), or in the safety (P = 0.6) and efficacy (P = 0.8) indices. Uncorrected visual acuity was 1.0 or better in 34.2% of LASEK eyes and 44.7% of LASIK eyes. Spherical refraction was +0.25 ±0.6 D after LASEK and -0.06 ±0.5 D after LASIK (P = 0.0001). Sixty-eight percent of LASEK eyes and 79% of LASIK eyes were within ±0.50 D of intended refraction. No LASEK eye versus seven LASIK eyes lost two lines of BSCVA. Eight LASEK eyes gained two or more lines of BSCVA versus one LASIK eye. CONCLUSIONS: Visual improvement after LASEK with intraoperative MMC was significantly slower than after LASIK. Visual outcomes (UCVA, BSCVA, and safety and efficacy indices) three months after surgery were similar with both techniques for the correction of high myopia. Ten percent more eyes after LASIK were within ±0.50 D of intended refraction.

Results of photorefractive keratectomy with mitomycin-C for high myopia after four years
FAZEL F, NADERIBENI A, ESLAMI F, GHATREHSAMANI H

J Res Med Sci 2008;13(2): 80-7

BACKGROUND: This study assessed the long-term results of photorefractive keratectomy (PRK) with MMC in high myopia (≥7 diopter). METHODS: In this retrospective study, visual acuity, refractive error, pachymetry, topography, contrast sensitivity, corneal haze safety, predictability and complications (with emphasis on ectasia) of 37 high myopic patients (72 eyes) who had PRK surgery with MMC in the last ten to 40 months were assessed. The exclusion criteria included previous ocular surgery other than LASIK, current ocular disease and any systemic illness. RESULTS: The mean follow-up period was 27.2 ±7.9 months. The spherical equivalent error was significantly reduced, from a mean of -9.10 ±2.12 diopters (D) (range, -7 to -18.25 D) before PRK to a mean of -1.81 ±1.57 D (range, -8.5 to 0 D) after (P = 0.001). Postoperatively, 34.72% of eyes were within ±0.5 D of attempted correction and 58.33% within ±1 D and 84.72% within ±2 D. 80.5% of eyes had a vision of 20/40 or better. Best corrected visual acuity (BCVA) was unchanged or improved in 93.05%. The safety index was 0.96 (the ratio of mean postoperative BCVA [0.84] to mean preoperative BCVA [0.87]) and efficacy index was 0.8 (the ratio of mean postoperative uncorrected visual acuity [0.7] to mean preoperative BCVA [0.87]). Corneal haze formation was seen in five patients (6.9%) with grade +1. The minimum stromal residual bed was 400 μm. No eyes had progressive corneal ectasias at the time of post-op control. CONCLUSIONS: The topical intraoperative application of 0.02% MMC can reduce haze formation in highly myopic eyes undergoing PRK. Predictability of refractive results, however, was poor.

Successful use of mitomycin-C to prevent recurrence of the cystic component of an optic nerve sheath meningioma
DHOOT DS, SHULTS WT, NG JD

Ophthal Plast Reconstr Surg 2008;24(3): 235-6

A 28-year-old woman presented with four months of episodic right-eye vision loss and proptosis. Imaging demonstrated a cystic retrobulbar lesion. Lateral orbitotomy with drainage and biopsy revealed a cystic optic nerve sheath meningioma. The cyst recurred despite radiation therapy followed by craniotomy with partial resection of the meningioma. In an effort to preserve vision, an anterior orbitotomy for cyst drainage with topical MMC was performed. Since this procedure, the cyst and symptoms have remained stable for 19 months. We report a case of cystic optic nerve sheath meningioma and the successful treatment of cyst recurrence with MMC.

Sirolimus and intraoperative hyperthermic peritoneal chemoperfusion with mitomycin-C do not impair healing of bowel anastomoses
WAGNER OJ, INGLIN RA, BISCH-KNADEN S, METTLER D, BORNER M, CANDINAS D, et al.
Transpl Int 2008;21(6): 554-63

Surgeons will increasingly have to address the development of gastrointestinal disease in transplant patients or deal with extended bowel resection and bowel anastomosis in advanced cancer patients. Immunosuppressants as well as intraoperative hyperthermic peritoneal chemoperfusion (IHPC) may alter intestinal anastomotic healing. We evaluated the effects of the immunosuppressant sirolimus and of IHPC on healing and stability of bowel anastomoses in pigs. Twenty-four pigs were divided into four groups (SIR: sirolimus was administered orally; IHPC: animals received IHPC with MMC; COMP: combination of sirolimus and IHPC was administered; CON: sham-treated control group). Animals underwent hand-sutured small bowel and left colon anastomoses and were killed on postoperative day 4. Anastomoses were evaluated by morphometric analysis and immunohistochemistry (IHC) and by measuring the bursting pressure (BP). In all experimental groups (SIR, IHPC, COMP), anastomotic BPs remained unaltered and were not statistically different compared with control (CON). In addition, ileum villous height and colonic crypt depth analysis revealed no significant difference in mucosal thickness, and IHC showed no difference among groups in proliferation, as assessed by the number of KI-67- and bromodeoxyuridine-labeled cells. Immunosuppression with sirolimus as well as IHPC with MMC do not alter healing of intestinal anastomosis in pigs.

Graft failure: II. Ocular surface complications. [Review]##
AL-SWAILEM SA

Int Ophthalmol 2008;28(3): 175-89

Risk factors for corneal transplantation failure include both immunologic factors, such as graft rejection, corneal neovascularization, and peripheral anterior synechiae, as well as non-immunologic factors, such as ocular surface disorders (OSD) and glaucoma. This review highlights the necessity of having healthy ocular surface epithelia, tears, and eyelids. It presents different types of OSD, their underlying pathology, and their impact on native cornea and corneal grafts. In addition, a range of proposed donor and surgical factors influencing surface integrity following corneal transplant are addressed. Current medical and surgical research, both pre- and post-operative that promise to further improve the outcome of corneal grafts in the context of OSD are discussed. (C) 2007 Springer Science+Business Media BV.
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