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Evolution of intravesical immunotherapy for bladder cancer: mycobacterial cell wall preparation as a promising agent
MORALES A

Expert Opin Investig Drugs 2008;17(7): 1067-73

BACKGROUND: The intra-cavitary administration of antineoplastic agents for the treatment of non-invasive bladder cancer has met with variable results. MMC is effective in the prevention of tumor recurrence when administered in the immediate post-resection period, but also exhibits activity against papillary tumors. It lacks efficacy in carcinoma in situ (CIS) of the bladder. Bacillus Calmette-Guérin (BCG) has been shown to be effective against papillary tumors, but particularly in the treatment of CIS. Unfortunately, live BCG has serious safety limitations. OBJECTIVE: To review the current situation with the use of non-viable preparations of mycobacteria (M. phlei) that have been investigated for the treatment of superficial bladder cancer in limited open-label clinical trials. CONCLUSION: MCC (Urocidin) has shown activity against a variety of tumor cells, both in vitro and in animal cancer models. Limited clinical trials have also known it to be active against non-muscle-invasive bladder tumors in patients who have previously failed one or more courses of chemotherapy and/or immunotherapy with BCG. A unique dual immunomodulatory and apoptotic mechanism of action has been proposed for MCC. (C) 2008 Informa UK Ltd.

Management of Ta, T1, and in situ bladder carcinoma: what is new?
IRANI J

Prog Urol 2008;18: S94-S8

Since a recent time, some changes were made in the management of non-muscle-invasive bladder cancer. Second-look resection is efficient in patients with high-risk superficial tumors. The interest of resection under fluorescence is still discussed. The new classification in high-grade and low-grade tumors is progressively replacing the G1-G2-G3 grade classification. New prognosis markers appear such as lamina propria invasion microstaging and prostatic urethra involvement. Immediate postoperative instillation of chemotherapy decreases the risk of recurrence in patients with stage Ta T1 bladder cancer. Intravesical MMC can be optimized to significantly enhance its efficacy. Intravesical bacillus Calmette-Guérin (BCG) appears to be the treatment of choice for the management of carcinoma in situ, and is superior to MMC in reducing tumor recurrence in high-risk non-muscle-invasive bladder cancer. In addition, intravesical BCG significantly reduces the risk of progression after transurethral resection in patients with non-muscle-invasive bladder cancer who receive maintenance treatment. (C) 2008 Elsevier Masson SAS. All rights reserved.

Bacillus of Calmette-Guérin immunotherapy: which protocol?
SAINT F

Prog Urol 2008;18: S99-S104

Several meta-analyses have reviewed the efficacy of bacillus Calmette-Guérin (BCG) immunotherapy in treating non-muscle-invasive bladder cancer (NMIBC). First, it was shown that BCG therapy was better than endoscopic resection alone in reducing the tumor progression rate, as long as a maintenance protocol was used. Moreover, BCG seems to be superior to MMC in preventing recurrence. BCG has also proven its superiority over MMC in terms of the risk for tumor progression when maintenance treatment is used. BCG maintenance treatment therefore seems to be the choice option to reduce the risk of both recurrence and tumor progression. The modalities for this treatment have not been clearly defined. Several protocols have been tested. Since its efficacy has been proven on a large cohort with randomized analysis, the SWOG protocol is currently the most widely used. It comprises six weekly instillations for the induction treatment, followed by three weekly instillations at three, six, 12, 18, 24, 30 and 36 months. It has been shown that BCG therapy toxicity was frequently the reason for interrupting maintenance therapy. In these patients with poor tolerance to the standard BCG dose, reducing the dose seems to be a useful option to improve BCG tolerance while preserving its efficacy. Finally, recent studies have shown that it would be preferable to adapt the dose and frequency of instillations of maintenance BCG to each patient. This individualized approach is undoubtedly BCG therapy's future. (C) 2008 Elsevier Masson SAS. All rights reserved.

Bladder cancer: staging and treatment I. [Portuguese] [Review]
ANONYMOUS

Rev Assoc Med Bras 2008;54(3): 196-8

EAU Guidelines on non-muscle-invasive urothelial carcinoma of the bladder. [Review]##
BABJUK M, OOSTERLINCK W, SYLVESTER R, KAASINEN E, BOHLE A, PALOU-REDORTA J

Eur Urol 2008;54(2): 303-14

CONTEXT & OBJECTIVE: To present the updated version of 2008 European Association of Urology (EAU) guidelines on non-muscle-invasive bladder cancer. EVIDENCE ACQUISITION: A systematic review of the recent literature on the diagnosis and treatment of non-muscle-invasive bladder cancer was performed. The guidelines were updated and the level of evidence and grade of recommendation were assigned. EVIDENCE SYNTHESIS: The diagnosis of bladder cancer depends on cystoscopy and histologic evaluation of the resected tissue. A complete and correct transurethral resection (TUR) is essential for the prognosis of the patient. When the initial resection is incomplete or when a high-grade or T1 tumour is detected, a second TUR within 2-6 weeks should be performed. The short- and long-term risks of both recurrence and progression may be estimated for individual patients using the scoring system and risk tables. The stratification of patients to low-, intermediate-, and high-risk groups – separately for recurrence and progression – represents the cornerstone for indication of adjuvant treatment. In patients at low risk of tumour recurrence and progression, one immediate instillation of chemotherapy is strongly recommended. In those at an intermediate or high risk of recurrence and an intermediate risk of progression, one immediate instillation of chemotherapy should be followed by further instillations of chemotherapy or a minimum of one year of bacillus Calmette-Guérin (BCG). In patients at high risk of tumour progression, after an immediate instillation of chemotherapy, intravesical BCG for at least one year is indicated. Immediate cystectomy may be offered to the highest risk patients and in patients with BCG failure. The long version of the guidelines is available on www.uroweb.org. CONCLUSIONS: These EAU guidelines present the updated information about the diagnosis and treatment of non-muscle-invasive bladder cancer and offer the recent findings for the routine clinical application. (C) 2008 European Association of Urology.

The value of the UroVysionR assay for surveillance of non-muscle-invasive bladder cancer##
GUDJONSSON S, ISFOSS BL, HANSSON K, DOMANSKI AM, WARENHOLT J, SOLLER W, et al.
Eur Urol 2008;54(2): 402-8

OBJECTIVE: Patients with non-muscle-invasive bladder cancer are traditionally followed by repeat cystoscopy and urine cytology. A fluorescence in situ hybridisation technique called UroVysionR (UV) is now available for clinical diagnosis of urothelial cancer cells. The aim of the present study was to compare UV analysis with routine follow-up methods. METHODS: We studied an unselected cohort of patients undergoing cystoscopy follow-ups at two Swedish centres in 2004-2005. All patients were investigated by cystoscopy, cytology, and UV assay. The UV assay was evaluated with regard to sensitivity, specificity, and positive predictive value for tumour recurrence. RESULTS: In all, 159 cases were analysed. UV had a 30% overall sensitivity for the 27 biopsy-proven recurrences and 70% sensitivity for high-risk tumours (pT1 and carcinoma in situ [CIS]). The specificity of UV was 95%. UV detected all six CIS cases in the study and was predictive in two additional patients who developed CIS within one year of inclusion. Cytology was positive in four of those eight CIS cases and atypical in the other four. CONCLUSIONS: The UV assay cannot replace cystoscopy for surveillance of patients with non-muscle-invasive bladder cancer, but it may be valuable as a supplement to traditional measures for detecting CIS. Before any conclusions can be drawn regarding the efficacy of novel markers of bladder cancer, they must be studied in bladder cancer patients undergoing endoscopic surveillance. (C) 2007 European Association of Urology.

Apaziquone for non-muscle-invasive bladder cancer: a critical review. [Review]##
WITJES JA, KOLLI PS

Expert Opin Investig Drugs 2008;17(7): 1085-96

OBJECTIVE: To describe clinical needs in non-muscle-invasive bladder cancer (NMIBC) and review the potential of apaziquone in this respect. METHODS: Epidemiology and clinical practice in NMIBC, as well as new drugs and strategies are reviewed. RESULTS: Bladder cancer is a heterogeneous and frequent disease. Clinical risk factors help in determining additional therapy after initial resection. However, current treatments have clear limitations with regard to efficacy and/or toxicity. New drugs and strategies have been tested recently and are in (pre)clinical use. Intravesical apaziquone (EOquin) is a new drug. It has theoretical advantages for intravesical use, has proven safety and is presently under further clinical evaluation. CONCLUSION: Apaziquone is a promising drug for intravesical use in patients with NMIBC. (C) 2008 Informa UK Ltd.

Non-papillary urothelial lesions of the urinary bladder: morphological classification and immunohistochemical markers. [Review]##
PETRAKI CD, SFIKAS CP

In Vivo 2008;22(4): 493-502

In the past quarter century, several nomenclature systems for non-papillary urothelial lesions of the urinary bladder have been proposed. The 1998 World Health Organization and International Society of Urological Pathology (WHO/ISUP) classification recommended a four-tier system for the subdivision of flat intraepithelial lesions of the bladder. This classification was adopted by the WHO in 1999 and revised in 2004. In 2002, a more detailed classification of flat urothelial lesions was based on the Ancona International Consultation. Each of these lesions was defined with strict morphological criteria to provide more accurate information to urologists in managing patients. However, immunohistochemical markers including proliferation markers, cytoskeletal proteins, growth factors and their related receptors, cell adhesion molecules and oncogene proteins are increasingly being used in order to differentiate histologically similar lesions.

Bladder-sparing therapy for muscle-infiltrating bladder cancer. [Review]##
PANSADORO V, EMILIOZZI P

Nat Clin Pract Urol 2008;5(7): 368-75

Radical cystectomy is the treatment of choice for nonmetastatic, muscle-infiltrating bladder cancer. Several researchers have proposed the use of a bladder-sparing approach in carefully selected patients. Strict selection criteria and close follow-up are needed for bladder-preservation protocols. Although repeated transurethral resection of bladder tumors or partial cystectomy might be offered to high-risk patients, combined protocols with transurethral resection of bladder tumors and chemotherapy, with or without additional radiotherapy, seem to provide the best results, with five-year survival rates of about 50%. Even if the chance of preserving the bladder is appealing, and despite evidence of some promising results, these protocols should still be considered investigative because, as yet, there are no randomized trials available that compare cystectomy with bladder-sparing surgery.

Non-muscle-invasive bladder cancer (NMIBC): when to perform cystectomy?##
LEBRET T

Prog Urol 2008;18: S111-S4

The reference treatment recommended for patients who have been diagnosed with a high-risk non-muscle-invasive bladder cancer (NMIBC) is bacillus Calmette-Guérin (BCG) therapy through intravesical instillations. Nevertheless, cystectomy can sometimes be indicated. Some of the clinical, endoscopic, and histological criteria indicating poor prognosis can identify very-high-risk patients for whom immediate total cystectomy should be discussed. In addition, in cases of clear BCG treatment failure, cystectomy remains the reference treatment. In both cases (early, before BCG treatment, or after BCG treatment failure), this excision therapy should be practiced rapidly because the risk of progression is high and cystectomy tolerates no delay when indicated. (C) 2008 Elsevier Masson SAS. All rights reserved.

Oncology

Phase II study of sequentially administered low-dose mitomycin-C (MMC) and irinotecan (CPT-11) in women with metastatic breast cancer (MBC)
MROZEK E, KOLESAR J, YOUNG D, ALLEN J, VILLALONA-CALERO M, SHAPIRO CL

Ann Oncol 2008;19(8): 1417-22

BACKGROUND: Preclinical studies show that MMC followed by irinotecan (CPT-11) is synergistic. Therefore, we evaluated the toxicity and efficacy of sequentially administered low-dose MMC and CPT-11 in patients (pts) with pretreated metastatic breast cancer (MBC). Secondary objective was to evaluate the correlation between MMC-induced topoisomerase I (TOPO I) expression and NAD(P)H:quinone oxireductase 1 (NQO1) genotypes in peripheral blood mononuclear cells (PBMC) and efficacy or toxicity of the regimen. DESIGN: 32 pts received MMC i.v. 6 mg/m2 day 1 and CPT-11 i.v. 125 mg/m2 days 2 and 8 every 28 days for maximum of six cycles. TOPO I expression and NQO1 reductase genotyping in 23 of 32 (72%) pts were assayed by PCR. RESULTS: The median time to progression (TTP) was 4.7 months (95% CI, 4.0-5.4 months). TOPO I expression was increased 5- to 10-fold and 20- to 30-fold in PBMC at 24 and 168 h, respectively. There was no relationship between these markers and efficacy or toxicity of the regimen. CONCLUSIONS: Sequential low-dose MMC and CPT-11 was active and tolerable by pretreated MBC pts. Future trials should focus on less pretreated MBC pts and sequential tumor biopsies to test the hypothesis that increased intratumoral expression of TOPO I is related to efficacy.

Perspective phase II study of combination sorafenib plus mitomycin-C in the treatment of advanced hepatocellular carcinoma (HCC). [Meeting Abstract]
DIMA G, LUCIA M, LA GATTUTA G, TOSCANO R, FILIPPELLI G

Ann Oncol 2008;19(Suppl 6): 49

The resistance to medical treatments has represented the main reason of failure of several antitumor agents in HCC, so that systemic chemotherapy has only palliative significance. Main endpoints of chemotherapy in HCC are represented by the increment of OS and improvement of QoL. MMC has been used in HCC beyond 20 years, achieving objective responses in almost 20% of treated patients. There are not convincing data about a better effectiveness of polychemotherapy versus monochemotherapy. Sorafenib blocks tumor cell proliferation by targeting Raf/MAPK-ERK kinase (MEK)/extracellular signal regulated kinase (ERK) pathway, which plays a key role in HCC, and seems to exert an antiangiogenic effect by targeting VEGFR-2/3, and PDGFR-β tyrosine kinases. In a recent phase III trial (SHARP) in which 602 patients were randomized to sorafenib vs. placebo, sorafenib demonstrated a 44% improvement in OS (HR 0.69; P = 0.0006), which met early stopping criteria, while the incidence of grade IV adverse reactions was less than 1%. Based on these data, sorafenib was approved by the EMEA and licensed for the treatment of HCC. The rationale of combination regime of sorafenib plus MMC is that the former recruits tumour cells freezing them in the antiproliferative phase G1, while MMC, even if neither phase- nor cycle-specific, is known to have strengthened efficacy just in late G1, and the beginning of S phase. Therefore, the combination of these two agents lets us predict a reciprocal powerfulness of antitumoral activity, while biotransforming pathways and the different mechanism of action, make retain unlikely common mechanisms of resistance, and not additional toxicity effects. In our centre, we have been carrying on a phase II study protocol since February 2006, in which we propose to demonstrate the therapeutic activity (primary endpoint), time to progression, toxicity of treatment combination, its impact on quality of life, overall survival (secondary endpoints) of sorafenib plus MMC combination. Our study has been projected according to Simon’s two-stage optimal design. A target activity of 30% response rate with a lower activity of 10% has been selected, with 0.05 α error and 0.20 β error. The combination regime will not be considered active if objective responses are reported lower than 1/10 in the first stage or lower than 5/29 in the second stage. All patients have consecutively undergone the following schedule: daily sorafenib 400 mg b.i.d. until disease progression, plus six courses of MMC 10 mg/m2 with recycle every six weeks. Until today we have enrolled 22 patients, achieving 16 overall responses (5 PR, 11 SD), and six progression of disease. According to our study we have already fulfilled both the first stage of Simon’s model (r1 >3/13), and the second one (r2 >5/29). We will close the trial when we reach the accrual of 29 patients. We consider our outcomes significant because we achieved more than 5 OR, according to the Simon’s model. No grade IV leukopenia or thrombocytopenia was observed. Non-haematological toxicities were usually mild to moderate. These results, although premature, suggest that the combination regime of sorafenib plus MMC is active, synergic, well tolerated and able to confer prolonged stabilizations and, therefore, might be of value in further investigation in larger clinical trial.

Second-line treatment with mitomycin and 5-fluorouracil in metastatic pancreatic cancer. [Meeting Abstract]
PERBONI S, COLOSINI G, PUCCIO F

Ann Oncol 2008;19(Suppl 6): 62

BACKGROUND: No therapeutic standard of care exists for patients with advanced pancreatic cancer who progress following first-line treatment with a gemcitabine-based regimen. At time of first-line treatment failure, approximately half of the patients are candidates for further treatment. This analysis is a retrospective evaluation of the efficacy and safety of the mitomycin plus 5-FU regimen as second-line chemotherapy in a series of consecutively treated patients with metastatic pancreatic cancer. METHOD: Treatment consisted of mitomycin 7 mg/m2 (30 minutes i.v. infusion) on day 1, 15 followed by 5-FU 500 mg/m2 (one-hour i.v. infusion) on days 1-3 and on days 15-17. The treatment was repeated every 28 days until unacceptable toxicity or disease progression. RESULTS: A total of 11 patients, four men and seven women, were evaluated. The median patient age was 70 years (range, 60-84 years) and Karnofsky Performance Status (PS) of ≥50. All patients had objective disease progression on prior therapy: six patients had disease progression with gemcitabine and five patients had disease progression with gemcitabine + cisplatin combination. A total of 85 doses of chemotherapy were delivered, a median of eight doses for patient. Based on RECIST criteria partial response (PR) was observed in three patients (27%) and six patients (54%) had stable disease (SD). Improved PS was observed in three patients and four patients had stable PS. Control pain, stable weight was observed. The median duration of the response for all 11 patients was six months (range, 4-28 months) and nine months for the three patients who attained a PR. Median overall survival for all 11 patients was 13 months (range, 5-32 months). There were no grade 3-4 toxicities, treatment-related mortalities or withdrawals. Grade 1-2 hematological toxicities included anemia (45%), thrombocytopenia (36%). Nonhematological grade 1-2 toxicities were rare: two patients experienced mild nausea or vomiting, and two patients mild diarrhea. One patient experienced hemorrhagic gastropathy. CONCLUSION: The combination of MMC and 5-FU was well tolerated with manageable toxicity, offering encouraging activity as second-line treatment of patients with metastatic pancreatic cancer, previously treated with gemcitabine. Our results should encourage the oncological community to investigate gemcitabine-free regimens.

A phase II study evaluating concurrent mitomycin-C and capecitabine (MCap) in first-line treatment of patients with inoperable or advanced pseudomyxoma peritonei. [Meeting Abstract]
FARQUHARSON A, PRANESH N, WITHAM G, SWINDELL R, TAYLOR B, RENEHAN A, et al.
Ann Oncol 2008;19(Suppl 6): 97

BACKGROUND: Pseudomyxoma peritonei is a rare tumour that is characterised at a clinical level by a tendency to progress despite surgery. At present, there are no effective treatment options for patients with inoperable disease. The aim of this study was to evaluate the combination of systemic MMC and capecitabine (MCap), a regimen that is effective in advanced colorectal cancer, for the treatment of patients with advanced, inoperable pseudomyxoma peritonei. METHODS: Patients with pseudomyxoma peritonei deemed unsuitable for cytoreduction were offered treatment with MMC (7 mg/m2 i.v. on day 1) and capecitabine (1250 mg/m2 b.i.d. on days 1–14) using a three-weekly cycle (MCap) for a maximum of eight cycles. MMC was only administered on alternate cycles. Tumour markers (CEA, CA125, CA19.9) were measured at every cycle and CT scans were performed every 12 weeks and tumour response measured (RECIST criteria). Quality of life (QoL) data were also collected. RESULTS: 40 patients were entered between April 2003 and December 2006; 39 patients had undergone an operation prior to referral and of these, 17 (43%) had undergone two or more procedures. A baseline CT scan was compared with a scan performed at the peripheral hospital prior to referral of the patient. Overall, 23 patients (58%) were considered to have progressive disease and 17 (42%) had stable disease prior to starting MCap chemotherapy. Out of the 39 evaluable patients, 15 (38%) were considered to have benefited from the chemotherapy in terms of a reduction in mucus or developing stability when known to be progressing prior to treatment. There was no correlation between reduction in tumour markers and treatment response; however, 20 out of 29 patients (69%) felt that their overall quality of life improved during chemotherapy. 31 patients (78%) completed MCap chemotherapy; four (10%) patients died due to disease progression, three patients (8%) stopped because of progressive disease, one patient stopped due to grade 3 lethargy and one because of a seizure. CONCLUSIONS: This is the first trial to show the benefit of a chemotherapy regimen for this group of patients which, until now, had no other treatment options. MCap chemotherapy should be considered for patients with progressive pseudomyxoma peritonei or for those who are symptomatic with their illness.

Involvement of Rad51 in cytotoxicity induced by epidermal growth factor receptor inhibitor (gefitinib, IressaR) and chemotherapeutic agents in human lung cancer cells
KO JC, CIOU SC, CHENG CM, WANG LH, HONG JH, JHENG MY, et al.
Carcinogenesis 2008;29(7): 1448-58

Gefitinib (IressaR, ZD1839) is a selective epidermal growth factor receptor (EGFR) tyrosine kinase inhibitor that blocks growth factor-mediated cell proliferation and extracellular signal-regulated kinases 1/2 (ERK1/2) signaling activation. Rad51 is an essential component of the homologous recombination repair pathway. High level of Rad51 expression has been reported in chemo- or radioresistant carcinomas. We hypothesized that gefitinib may enhance the effects of the alkylating agent cisplatin- or the antitumor antibiotic MMC-mediated cytotoxicity by decreasing ERK1/2 activation and Rad51 expression. Exposure of human non-small lung cancer cells to gefitinib decreased cisplatin- or MMC-elicited ERK1/2 activation and Rad51 protein induction. Neither cisplatin nor MMC treatment affected Rad51 messenger RNA (mRNA). However, gefitinib cotreatment with cisplatin or MMC significantly decreased Rad51 mRNA levels. In addition, gefitinib decreased cisplatin- or MMC-elicited Rad51 protein levels by increasing Rad51 protein instability. Enhancement of ERK1/2 signaling by constitutively active mitogen-activated protein kinase kinase 1/2 (MKK1/2-CA) increased Rad51 protein levels and protein stability in gefitinib and cisplatin or MMC cotreated cells. Moreover, the synergistic cytotoxic effects induced by gefitinib cotreatment with cisplatin or MMC were remarkably decreased by MKK1-CA-mediated enhancement of ERK1/2 activation. Depletion of endogenous Rad51 expression by si-Rad51 RNA transfection significantly enhanced lung cancer cell death upon treatment with cisplatin or MMC. We conclude that Rad51 protein protects lung cancer cells from synergistic cytotoxic effects induced by gefitinib and chemotherapeutic agents. Suppression of Rad51 expression may be a novel lung cancer therapeutic modality to overcome drug resistance to EGFR inhibitors and chemotherapeutic agents.

Regional chemotherapy for liver-limited metastatic colorectal cancer. [Review]
POWER DG, HEALEY-BIRD BR, KEMENY NE

Clin Colorectal Cancer 2008;7(4): 247-59

This review examines the development of hepatic arterial infusion (HAI) of chemotherapy over the past 40 years. Liver metastases are mainly supplied by the hepatic artery, and high levels of intratumoral drug delivery are achievable with the use of HAI. Floxuridine, 5-fluorodeoxyuridine is commonly used, but intra-arterial oxaliplatin and MMC also have advantages. The dramatic responses observed with HAI plus systemic therapy offer the possibility of resection and cure in select patients. Resectability of liver-limited colorectal cancer metastases should be considered as an endpoint for all patients. Hepatic arterial infusion may be used in palliative, neoadjuvant, and adjuvant settings. Herein, combinations of systemic chemotherapy with HAI are discussed, along with the role of newer cytotoxic and biologic agents. The first-pass extraction of some drugs given by regional perfusion in the liver limits systemic side effects. Toxicity includes catheter-related complications and biliary and gastrointestinal ulcers. The role of HAI therapy for the treatment of unresectable and resectable disease, as well as the use of other regional strategies such as embolization and ablation, are discussed.

Diagnosis and management of malignant tumors of the eyelid, conjunctiva and orbit. [Review]
GUNDUZ K, ESMAELI B

Expert Rev Ophthalmol 2008;3(1): 63-75

Ocular adnexal tumors are relatively rare but require unique diagnostic and treatment considerations given the functional importance of the eye and periocular structures and their unique metastatic behavior. In the following paper, we review the major malignant tumors of the ocular adnexa including the eyelid, conjunctiva and orbit. Frozen section control of the margins and, in selected cases, Mohs microsurgery have decreased the recurrence rate in malignant eyelid tumors. Intraoperative cryotherapy and postoperative topical MMC have similarly contributed to better surgical outcomes in conjunctival malignant tumors including squamous cell carcinoma and malignant melanoma. Immunotherapy with CD20 antibodies is a developing treatment in ocular adnexal lymphomas. (C) 2008 Future Drugs Ltd.

British HIV Association guidelines for HIV-associated malignancies 2008
BOWER M, COLLINS S, COTTRILL C, CWYNARSKI K, MONTOTO S, NELSON M, et al.
HIV Med 2008;9(6): 336-88

Induction therapy for poor-prognosis anal canal carcinoma: a phase II study of the Cancer and Leukemia Group B (CALGB 9281)
MEROPOL NJ, NIEDZWIECKI D, SHANK B, COLACCHIO TA, ELLERTON J, VALONE F, et al.
J Clin Oncol 2008;26(19): 3229-34

PURPOSE: Although most patients with anal canal cancer are cured with sphincter-preserving, nonsurgical, combined-modality therapy, those with large tumors and lymph node involvement have a poor prognosis. To establish the safety and efficacy of induction chemotherapy with infusional fluorouracil (FU) plus cisplatin followed by FU plus MMC with concurrent radiation in patients with poor-prognosis squamous cell cancers of the anal canal. METHODS: Patients with previously untreated anal canal cancers with T3 or T4 tumors and/or extensive nodal involvement (bulky N2 or N3) received two 28-day cycles of induction treatment with infusional FU plus cisplatin followed by two 28-day cycles of FU plus MMC with concurrent split-course radiation. A third cycle of FU and cisplatin with radiation boost was given to patients with persistent primary site disease or bulky N2 or N3 disease at presentation. RESULTS: 45 assessable patients received protocol therapy. Treatment was generally well tolerated, and gastrointestinal and hematologic toxicities were the most common. Induction chemotherapy resulted in eight complete and 21 partial responses. After induction, combined-modality, and boost therapy, 37 (82%) of 45 assessable high-risk patients achieved a complete response. After four years of follow-up, 68% of patients are alive, 61% are disease-free, and 50% are colostomy- and disease-free. CONCLUSION: A combined-modality approach that includes induction treatment with FU and cisplatin followed by combined-modality therapy with FU, MMC, and concurrent radiation results in long-term disease control in the majority of patients with poor-prognosis anal canal cancer.

Anal cancer: the end of the road for neoadjuvant chemoradiotherapy? [Editorial]
GLYNNE-JONES R, MAWDSLEY S

J Clin Oncol 2008;26(22): 3669-71

Expression pattern of sonic hedgehog and effect of topical mitomycin C on its expression in human ocular surface neoplasms
FUJITA K, MIYAMOTO T, OKADA Y, ISHIKAWA N, SAIKA S

Jpn J Ophthalmol 2008;52(3): 190-4

PURPOSE: To examine if the cells of human ocular surface neoplasms express sonic hedgehog (Shh) and the effects of topical MMC on its expression. METHODS: Conjunctival tissues obtained from two normal subjects, two patients with squamous cell carcinoma of the ocular surface (conjunctiva), and one patient with ocular epithelial dysplasia were used in this study. Histological sections were processed for light microscopic immunohistochemical analysis for Shh. RESULTS: Faint immunoreactivity for Shh was detected in basal epithelial cells of limbus, bulbar, and palpebral conjunctival epithelial cells. On the other hand, squamous cell carcinoma cells markedly expressed Shh with positive staining for Patched 1 (Ptc), the cell surface receptor of Shh. Similar marked expression of Shh was detected in the patient with ocular epithelial dysplasia, and this Shh expression was almost eliminated following topical MMC treatment. A cell culture experiment was conducted to examine the effect of MMC on Shh expression in a cultured squamous cell carcinoma cell line. CONCLUSIONS: Conjunctival epithelium constitutively expresses a low level of Shh, and its expression increases during malignant conversion of epithelial cells. Reduction of Shh expression might be involved in the therapeutic efficacy of topical MMC for ocular surface epithelial neoplasms.

Gallbladder cancer. [Review]##
GOURGIOTIS S, KOCHER HM, SOLAINI L, YAROLLAHI A, TSIAMBAS E, SALEMIS NS

Am J Surg 2008;196(2): 252-64

BACKGROUND: Gallbladder cancer (GC) is a relatively rare but highly lethal neoplasm. We review the epidemiology, etiology, pathology, symptoms, diagnosis, staging, treatment, and prognosis of GC. METHOD: A PubMed database search between 1971 and February 2007 was performed. All abstracts were reviewed and articles with GC obtained; further references were extracted by hand-searching the bibliography. The database search was done in the English language. RESULTS: The accurate etiology of GC remains unclear, while the symptoms associated with primary GC are not specific. Treatment with radical cholecystectomy is curative but possible in only 10-30% of patients. For patients whose cancer is an incidental finding on pathologic review, re-resection is indicated, where feasible, for all disease except T1a. Patients with advanced disease should receive palliative treatment. Laparoscopic cholecystectomy is contraindicated in the presence of GC. CONCLUSION: Prognosis generally is extremely poor. Improvements in the outcome of surgical resection have caused this approach to be re-evaluated, while the role of chemotherapy and radiotherapy remains controversial. (C) 2008 Elsevier Inc. All rights reserved.

A phase I trial of oxaliplatin for intraperitoneal hyperthermic chemoperfusion for the treatment of peritoneal surface dissemination from colorectal and appendiceal cancers##
STEWART JH, SHEN P, RUSSELL G, FENSTERMAKER J, MCWILLIAMS L, COLDRUN FM, et al.
Ann Surg Oncol 2008;15(8): 2137-45

BACKGROUND: Cytoreductive surgery with intraperitoneal hyperthermic chemoperfusion (IPHC) has evolved into a promising approach for peritoneal surface malignancy. A large body of literature suggests that oxaliplatin has excellent cytotoxicity against colorectal cancer. Therefore, we undertook a phase I evaluation of IPHC with oxaliplatin for peritoneal dissemination from colorectal and appendiceal cancers to establish the dose-limiting toxicity (DLT) and the maximum tolerated dose (MTD). METHODS: Cohorts of three patients underwent cytoreductive surgery followed by a two-hour IPHC with escalating doses of oxaliplatin at a target outflow temperature of 40°C. The initial peritoneal oxaliplatin dose was 200 mg/m2 with increases planned in 50 mg/m2 increments. Plasma and perfusate samples were collected during the IPHC and evaluated using emission spectrometry techniques. Normal tissue and tumor samples were collected before and after the IPHC for analysis. DLT was defined as a grade 3 toxicity lasting five days. RESULTS: 15 patients were enrolled at two dose levels. Peritoneal fluid areas under the curve (AUCs) were above those of plasma. Additionally, intratumoral oxaliplatin was similar to that of surrounding normal tissue. Dose-limiting toxicities at 250 mg/m2 were observed in two of three patients enrolled in this study. CONCLUSION: We found that IPHC with 200 mg/m2 of oxaliplatin is well tolerated and is the MTD for a two-hour chemoperfusion. Higher doses are not feasible with this perfusion protocol given the significant toxicities associated with 250 mg/m2 oxaliplatin. Based on the data from this phase I study, we propose to conduct further studies with oxaliplatin delivered at 200 mg/m2.

Palliative treatment for elderly patients with colon cancer in ten Italian medical oncology units##
PASETTO LM, FALCI C, RIZZO E, DE SALVO GL, GASPARINI G, D'ANDREA M, et al.
Anticancer Res 2008;28(3B): 1813-20

BACKGROUND: Palliative chemotherapy significantly reduces mortality in patients with stage IV colon cancer, but is less prescribed with rising age. In this paper, we highlight the pattern of palliative treatment and possible effects on survival among elderly patients. PATIENTS & METHODS: From January to December 2004, 78 files on the management of stage IV colorectal cancer (CRC) patients over 70 years, collected from ten Italian centres, were retrospectively examined. Determinants of receipt of palliative chemotherapy and their relation to toxicity and survival were considered. RESULTS: The proportion of elderly patients receiving first-line palliative chemotherapy was 98.7% and it was evaluated according to age, gender, educational level and comorbidities; patients receiving second-line therapy comprised 47.4%, those receiving third-line therapy 14.1% and those treated with a fourth-line therapy totalled 2.6%. Forty-one percent of patients received best supportive care (BSC) alone. CONCLUSION: In Italy, a proportion of elderly patients with metastatic chemonaive CRC are usually treated with a tolerability and overall survival similar to those for the younger population. Among progressive patients after second-line therapy, 45.8% usually undergo third-line therapy; the remaining 54.2% undergo BSC.

Carcinoma of unknown primary: an orphan disease? [Review]##
KRAMER A, HUBNER G, SCHNEEWEISS A, FOLPRECHT G, NEBEN K

Breast Care 2008;3(3): 164-70

Carcinoma of unknown primary (CUP) is an intriguing clinical finding that is defined as biopsy-proven metastasis from a malignancy in the absence of an identifiable primary site after a complete clinical work-up. CUP is a relatively common clinical entity, accounting for approximately 3-5% of all cancer diagnoses, and consists of a heterogeneous group of tumors that have acquired the capacity to metastasize before the development of a clinically evident primary lesion. Notable advances have been made over the past years in the treatment of well-defined clinical subgroups of CUP, such as women with peritoneal carcinomatosis and young adults with poorly differentiated carcinomas of midline distribution, but for the majority of patients, the prognosis still remains poor. In this review, we highlight recent advances in the diagnosis and treatment of patients with CUP syndrome, and emphasize the importance of identifying several favorable subsets of CUP, amenable to specific treatment options. In addition, we will point out novel diagnostic and therapeutic approaches which will hopefully improve both our understanding and the prognosis of this more or less neglected disease. (C) 2008 S Karger AG.

Pharmacology of anticancer drugs in the elderly: tools for dose-adjustment. [French] [Review]##
TRANCHAND B, FALANDRY C, YOU B, GIRARD P, RIBBA B, TOD M, et al.
Bull Cancer 2008;95(Suppl 8): F21-F7

Life expectancy increasing and cancer incidence rising with age, geriatric and cancer care will become a significant medical, public health, challenge. It is possible that the lack of efficacy of cancer therapies in the elderly may simply be due to the fact that physicians reduce anticancer drug doses empirically, in order to avoid 'putative' toxicities that might arise as a result of alterations of physiological functions or as a result of comorbidities generally present within this population. However, many authors have demonstrated that some patients over 70 years old could tolerate and obtain the same benefit from therapies as younger adults, when some who are frail need less aggressive therapies. It is imperative that decisions regarding the management of cancer in older persons should be based upon the individual needs and fitness of the patient, and not based on chronological age. The main difficulty is the lack of scientific references on optimal treatment-dosing in the elderly, and we cannot extrapolate, as it stands, the information from younger patients. Indeed, aging is associated with multidimensional changes, including alteration of physiological status, comorbidities and polymedications. These changes may lead to pharmacokinetic (PK) modifications, namely in absorption, distribution, metabolism and elimination of drugs as well as pharmacodynamic (PD) modifications. Prospective studies need to be implemented in the elderly in order to study in depth the PK and PD properties of the drugs used for these patients, and establish PK-PD relationships in this specific population. Such studies have been successfully conducted in the elderly, some of them leading to dose recommendations. This paper details the different sources of PK-PD variability in the elderly, some practical considerations regarding the design of studies using the population approach, as well as some examples of studies performed in the elderly. We conclude with some recommendations in this population at risk. (C) John Libbey Eurotext.

Chemotherapy-induced cardiotoxicity in the elderly. [French] [Review]##
BERNARD M, AVENIN D, SELLE F, GLIGOROV J, HOUSSEL P, CARETTE B, et al.
Bull Cancer 2008;95(Suppl 8): F89-F95

Chemotherapy-induced cardiotoxicity can concern major effects, inducing severe impairments of vital functions: systolic or diastolic function, hypertension, rhythmic or conducting pathology. Elsewhere, cardiac and vascular aging induces alterations, which concern roughly the same points and are enhanced by vascular risk factors. We wish to analyse the correlation and increase of the consequences of the first one toward the second one and the safe attitude we must have for those patients (prevention and early treatment). Echocardiography seems to have more and more a major status to assess cardiac function, chiefly in systolic and diastolic manner. We insist on the interest of stress echo for assessment of impaired contractility and for evaluation of vascular risk in ischemic disease. We suggest a vulnerability score to predict the risk of complication due to chemotherapy. (C) John Libbey Eurotext.

Chemotherapy and renal toxicity. [French] [Review]##
LAUNAY-VACHER V, ISNARD-BAGNIS C, JANUS N, KARIE S, DERAY G

Bull Cancer 2008;95(Suppl 8): F96-F103

Antineoplastic drugs used in the treatment of cancers present with variable renal tolerance profiles. Among drugs with a potential for renal toxicity, platinum salts, methotrexate, and gemcitabine are well-known. The mechanisms of their renal toxicity and the means of its prevention are presented in this article. Anti-angiogenic drugs, recently marketed or still under clinical development, may also interact with the kidneys. In general, optimising the renal tolerance of anticancer drugs requires an appropriate evaluation of patients' renal function, before and during treatment, at each course. Serum creatinine alone is not a reliable index of renal function. Its evaluation must be performed with the use of Cockcroft-Gault or aMDRD formulae. In patients with abnormal renal function, dosage adjustment is often required to improve the renal tolerance, and also to limit the risk of extra-renal toxicities (such as haematological toxicities) induced by a drug overdosage, in those patients with reduced drug-elimination. (C) John Libbey Eurotext.

Molecular factors in the treatment of the B stages of colon cancer. [Review]##
BERARDI R, GIAMPIERI R, DI PIETRO PM, SCARTOZZI M, CASCINU S

Cancer Chemother Rev 2008;3(2): 97-117

Adjuvant chemotherapy is a debated question in patients diagnosed with stage II colon cancer. Nevertheless, up to 30% of these patients relapse within five years of surgery. Therefore, the identification of reliable prognostic biomarkers for high-risk stage II colon cancer patients is a high priority in order to design a tailored adjuvant treatment with molecular stratification possible. Featured prognostic molecular markers may be included in the following categories: cell proliferation indexes (Ki-67, MIB-1), oncogenes/tumor suppressor genes (p53, K-ras, deleted in colorectal cancer, bcl-2, c-erbB2, p27), DNA repair (microsatellite instability, excision repair cross-complementation group 1), markers of angiogenesis (vascular count, vascular endothelial growth factor), markers of invasion/metastasis (plasminogen-related molecules, matrix metalloproteinases), biochemical markers (thymidylate synthase, epithelial growth factor receptor). We reviewed the studies which investigated their prognostic role in stage II colon cancer. None of those investigated have yet been validated in large prospective clinical trials. Therefore, current data do not provide sufficient evidence for the use of prognostic biomarkers in clinical practice.

Metastatic breast cancer: the role of pegylated liposomal doxorubicin after conventional anthracyclines. [Review]##
VERMA S, DENT S, CHOW BJ, RAYSON D, SAFRA T

Cancer Treat Rev 2008;34(5): 391-406

Anthracyclines demonstrate significant disease activity in breast cancer and are a key component of therapy in both early and advanced disease. It has been long recognized that these agents are associated with cumulative dose-related cardiotoxicity that often limits their utility at the time of disease recurrence. The risk of anthracycline-associated cardiotoxicity appears to be highest in women with HER2-overexpressing breast cancer previously having received an adjuvant anthracycline-trastuzumab regimen. Clinical trials have demonstrated that pegylated liposomal doxorubicin (PLD) is equally active but associated with a significantly lower risk of cardiotoxicity compared with conventional doxorubicin whether administered as monotherapy or in combination with trastuzumab. Thus, PLD can be effectively and safely substituted for conventional doxorubicin, allowing retreatment with an anthracycline in the metastatic setting. PLD has also been shown to improve time to tumor progression when used as maintenance therapy. These data, when coupled with the need to maintain efficacy and reduce cardiotoxicity in the management of metastatic breast cancer, support the use of PLD in the metastatic setting, as well as support the rationale for evaluating PLD as adjuvant therapy. (C) 2008 Elsevier Ltd. All rights reserved.

Concomitant and neoadjuvant chemotherapy for cervical cancer. [Review]##
TIERNEY JF, VALE C, SYMONDS P

Clin Oncol (R Coll Radiol) 2008;20(6): 401-16

In the past, women with early-stage cervical cancer have been treated with radical radiotherapy or radical surgery, and women with locally advanced disease with radical radiotherapy, each offering a good chance of cure. Numerous trials have investigated whether giving cytotoxic chemotherapy alongside radiotherapy or before local treatment could augment the established benefits of these therapies. There is a strong basis for the use of platinum-based chemoradiotherapy, the current standard of care, but little convincing evidence as to the therapeutic benefits of using concomitant hydroxyurea. Chemoradiotherapy based on other non-platinum agents may offer alternatives. The effect of chemoradiotherapy seems to vary according to the stage of disease, but all types of women benefit. Neoadjuvant chemotherapy before radiotherapy could jeopardise survival and should be avoided unless perhaps a 'quick', dose-intense regimen is used. Neoadjuvant chemotherapy before surgery may be beneficial, but the approach will remain controversial until it is tested against platinum-based chemoradiotherapy. Future studies many include combinations of other cytotoxics, such as topotecan, with cisplatin-based concomitant chemoradiotherapy or the addition of agents targeted against specific receptors, such as epidermal growth factor receptor. (C) 2008 The Royal College of Radiologists.

The management of uterine sarcomas. [Review]##
REED NS

Clin Oncol (R Coll Radiol) 2008;20(6): 470-8

Uterine sarcomas remain challenging tumours to manage and need multi-disciplinary care. This article reviews the surgical and adjuvant treatments for these tumours. The importance of surgical staging is discussed and the need for careful review of the pathology. Newer classifications will help to distinguish the different types as we now recognise that carcinosarcomas are most likely to be epithelial cancers rather then sarcomas. A critical discussion of the roles of both adjuvant chemotherapy and radiation are discussed. Some recent important trials have helped to give better evidence base on which to plan future treatment strategies. The routine place of adjuvant pelvic radiation seems limited as it only leads to improved local control. To date chemotherapy studies have equally failed to show a benefit. More trials are needed to address these issues. We cannot be complacent as we still see too high a relapse rate and new treatment approaches are required, investigation of the new targeted agents may offer a more promising return. Given their relative uncommonness, centralisation of care and discussion at multi-disciplinary tumour boards is essential. International collaboration is essential. (C) 2008 The Royal College of Radiologists.

Pancreatic cancer: progress in cancer therapy. [Review]##
PIERANTONI C, PAGLIACCI A, SCARTOZZI M, BERARDI R, BIANCONI M, CASCINU S

Crit Rev Oncol Hematol 2008;67(1): 27-38

Pancreatic cancer continues to be a highly lethal disease. In fact the overall five-year survival rate is less than 4% and has hardly improved over the past two decades. Surgery is the only potential curative treatment, but the majority of patients have an unresectable disease at the diagnosis. After the demonstration in 1997 that gemcitabine could lead to an improvement in clinical benefit and overall survival this chemotherapy agent became the standard of care for advanced pancreatic cancer patients. Several authors tried to improve results obtained with single agent gemcitabine by exploring the activity of novel chemotherapy on biologically targeted agents in combination with gemcitabine. Unfortunately, global findings were often disappointing with only a marginally significant survival benefit. New treatment strategies and a more careful evaluation of innovative therapies are clearly needed for this disease. In this review we will focus on treatment strategies both in resectable and advanced pancreatic cancer. (C) 2008 Elsevier Ireland Ltd. All rights reserved.

Combination of photodynamic therapy with anti-cancer agents. [Review]##
ZULUAGA MF, LANGE N

Curr Med Chem 2008;15(17): 1655-73

Degenerative diseases such as cancer usually involve more than one pathological process. Therefore, attempts to combat such diseases with monotherapeutic approaches may not always do so efficiently. For this reason, the use of combination therapy with modalities that target different disease pathways represents an alternative strategy. Photodynamic therapy (PDT) has already been established as an alternative therapy for the treatment of various types of malignant disorders, including oesophageal, lung and bladder cancer as well as other degenerative diseases. This technique involves the administration of a tumor localizing photosensitizer followed by its activation with light of a specific wavelength. In the presence of tissue oxygen, the photoactive sensitizer triggers a series of photochemical and photobiological processes that may lead to direct cancer cell damage, tumor microvascular occlusion and host immune response. Due to these multiple actions, PDT has increasingly gained recognition as a potential adjuvant for conventional cancer treatments. Several preclinical studies and some clinical trials suggest that the use of PDT in combination with established treatments or with newly-developed modalities may be of benefit as compared to the individual modalities. In this review, we briefly introduce the reader to the main photobiological aspects of PDT, and then discuss the use of PDT in combination with other pharmacological approaches for the treatment of cancer.

SNS-595, a naphthyridine cell cycle inhibitor and stimulator of apoptosis for the treatment of cancers. [Review]##
MILLS DA, FEKRAZAD HM, VERSCHRAEGEN CF

Curr Opin Investig Drugs 2008;9(6): 647-57

Sunesis Pharmaceuticals Inc, under license from Dainippon Sumitomo Pharma Co Ltd, is developing SNS-595, a naphthyridine cell cycle inhibitor and apoptosis stimulator, for the potential treatment of a variety of solid and hematological malignancies. Phase I clinical trials had been completed in several solid tumor types and phase II clinical trials had been completed in patients with small-cell lung cancer and NSCLC. A phase II clinical trial in patients with platinum-resistant ovarian cancer and phase I/II and phase II clinical trials in patients with acute leukemias were ongoing at the time of publication. (C) The Thomson Corporation.

Preoperative chemoradiation in adenocarcinoma of the pancreas. A single centre experience advocating a new treatment strategy##
GOLCHER H, BRUNNER T, GRABENBAUER G, MERKEL S, PAPADOPOULOS T, HOHENBERGER W, et al.
Eur J Surg Oncol 2008;34(7): 756-64

AIMS: To evaluate a single centre's experience with pancreatic carcinoma focused on preoperative chemoradiation therapy (CRT) for treatment of locally advanced pancreatic carcinoma. The aim of the present analysis was to evaluate the median overall survival time (OS) after preoperative CRT and to compare it with OS after primary resection of pancreatic carcinoma. In conclusion a new treatment strategy was developed using multimodality treatment for pancreatic carcinoma deemed to be resectable by CT scan. PATIENTS & METHODS: Between 1995 and 2003, 302 patients with ductal adenocarcinoma of the pancreatic head and body were recorded prospectively and OS was analysed with regard to therapy. RESULTS: 58 patients were resected without any pretreatment and had an OS of 21 months. Twenty-one patients with initially unresectable tumours underwent CRT followed by resection and had an OS of 54 months, which was not significantly different from primary resection (P = 0.315). Lymph node metastasis was significantly reduced after CRT (P = 0.0029). OS for patients whose tumours could not be resected was 3-10 months, depending on tumour stage and consecutive therapy. CONCLUSION: CRT pretreatment was effective in locally advanced pancreatic carcinoma and resulted in resection of tumours otherwise staged as non-resectable. This experience led to a randomized trial for patients who by CT are staged to have resectable cancer of the pancreatic head with the intent to increase curative resectability and survival by neoadjuvant CRT (ISRCTN78805636/NCT00335543). (C) 2007 Elsevier Ltd. All rights reserved.

Current diagnostic and therapeutic approaches for colorectal cancer liver metastasis. [Review]##
PASCHOS KA, BIRD N

Hippokratia 2008;12(3): 132-8

Colorectal cancer is the second leading cause of cancer death in the developed world, due to formation of distant metastases. The liver is a primary target organ of metastatic lesions, which substantially influence the morbidity of the disease. Prompt diagnosis of colorectal liver metastases leads to early treatment, which favours a better prognosis. Consequently, the diagnostic process has shifted from traditional clinical and biochemical procedures to technologically advanced imaging modalities, such as CT, MRI, FDG-PET and PET-CT. However, the only current curative therapeutic approach is the surgical resection of metastases, using the new methods of tissue excision and haemostasis. New therapeutic modalities like cryo- or radiofrequency ablation and portal vein embolisation as well as pharmaceutical innovations such as hepatic arterial infusion chemotherapy, isolated hepatic perfusion and contemporary chemotherapeutic regimens have emerged. While still under evaluation, they present promise for the future treatment of unresectable liver metastases.

The role of chemotherapy in biliary tract carcinoma. [Review]##
VERSLYPE C, PRENEN H, VAN CUTSEM E

HPB (Oxford) 2008;10(3): 164-7

Cholangiocarcinoma is a rare malignancy associated with poor prognosis and high mortality. Surgical resection is the only chance for cure depending on careful patient selection. There are no well-conducted studies regarding the role of adjuvant chemotherapy. Preliminary data suggest that liver transplantation could offer long-term survival in selected patients when combined with neoadjuvant chemoradiotherapy. The literature regarding treatment results with specific regimens in the adjuvant setting is limited and no general recommendation can be given. In patients with locally advanced or metastatic disease, most studies are small, non-randomized phase II trials, and many studies comprise a mix of bile duct cancers, gallbladder cancer, and either pancreatic or hepatocellular cancers. In metastatic cancer, phase II studies with several cytotoxics, including gemcitabine, the platinums, and the fluoropyrimidines, have shown a modest and often short-lasting activity. No single chemotherapy agent or combination regimen can therefore be recommended as a standard of care at present. In this review, we give an overview of chemotherapy in the adjuvant, neoadjuvant, and advanced settings.

Challenge for a better combination with basic evidence. [Review]##
YOSHIDA K, YAMAGUCHI K, OSADA S, KAWAGUCHI Y, TAKAHASHI T, SAKASHITA F, et al.
Int J Clin Oncol 2008;13(3): 212-9

5-FU has been the most widely accepted and studied chemotherapeutic agent, and many combination chemotherapeutic regimens have been reported. However, until recently, a standard regimen for metastatic gastric cancer had not been established. The combination of S-1 and cisplatin is a good candidate as a standard first-line regimen for metastatic gastric cancer. On the other hand, interest in biochemical modulation has become widespread recently. The low level of dihydropyrimidine dehydrogenase (DPD), thymidylate synthase (TS) activities, and a high level of orotate phosphoribosyl-transferase (OPRT) activity enhance the antitumor effect of 5-FU and S-1. Docetaxel is one of the agents that modulate these enzyme expressions and activities. Moreover, the response rate of combination therapy of docetaxel and S-1 for metastatic gastric cancer was 56.3% and median survival time was 14.3 months in a phase II study, showing it to be a good candidate for a new standard regimen for gastric cancer. A phase III collaborative study, START (S-1 and Taxotere for advanced gastric cancer randomized phase III trial), is now under way in Japan and Korea. (C) 2008 Japan Society of Clinical Oncology.

Should supplemental antioxidant administration be avoided during chemotherapy and radiation therapy? [Review]##
LAWENDA BD, KELLY KM, LADAS EJ, SAGAR SM, VICKERS A, BLUMBERG JB

J Natl Cancer Inst 2008;100(11): 773-83

Despite nearly two decades of research investigating the use of dietary antioxidant supplementation during conventional chemotherapy and radiation therapy, controversy remains about the efficacy and safety of this complementary treatment. Several randomized clinical trials have demonstrated that the concurrent administration of antioxidants with chemotherapy or radiation therapy reduces treatment-related side effects. Some data indicate that antioxidants may protect tumor cells as well as healthy cells from oxidative damage generated by radiation therapy and some chemotherapeutic agents. However, other data suggest that antioxidants can protect normal tissues from chemotherapy- or radiation-induced damage without decreasing tumor control. We review some of the data regarding the putative benefits and potential risks of antioxidant supplementation concurrent with cytotoxic therapy. On the basis of our review of the published randomized clinical trials, we conclude that the use of supplemental antioxidants during chemotherapy and radiation therapy should be discouraged because of the possibility of tumor protection and reduced survival. (C) The Author 2008. Published by Oxford University Press.

Chemotherapy in the treatment of locally advanced head and neck cancer. [Review]##
FORASTIERE AA

J Surg Oncol 2008;97(8): 701-7

Three decades of collaborative research have led to the integration of platinum-based chemotherapy into the curative management of squamous cell carcinoma of the head and neck and gains in local-regional control, organ preservation and survival endpoints. Concomitant cisplatin-based chemotherapy and radiotherapy is the strategy that has proven most effective for organ preservation for larynx and oropharynx cancers, the treatment of unresectable disease, nasopharyngeal cancer and the post-operative adjuvant treatment of patients at high risk of recurrence. The evolution of current indications for this multimodality approach is reviewed and current areas of investigation discussed. Nearly all patients with locally advanced head and neck cancer receive chemotherapy as part of initial curative treatment. The focus of future trials should be on survival improvement, toxicity reduction and risk stratification for treatment decision making. (C) 2008 Wiley-Liss, Inc.

Clinical outcome of stage III non-small-cell lung cancer patients after definitive radiotherapy##
NAKAMURA T, FUWA N, KODAIRA T, TACHIBANA H, TOMODA T, NAKAHARA R, et al.
Lung 2008;186(2): 91-6

Primarily combined radiotherapy and chemotherapy are used to treat unresectable non-small-cell lung cancer; however, the results are not satisfactory. In this study treatment results were retrospectively analyzed and the prognostic factors related to survival were identified. From March 1999 to January 2004, 102 patients with stage IIIA/IIIB non-small-cell lung cancer received definitive radiotherapy with or without chemotherapy. Radiotherapy involved a daily dose of 1.8-2.0 Gy five times a week; 60 Gy was set as the total dose. Maximal chemotherapy was given to patients with normal kidney, liver, and bone marrow functions. The five-year overall survival rate was 22.2%; the median survival was 18 months. The median follow-up of surviving patients was 53 months. The complete or partial response rate was 85%. At the time of the last follow-up, 21 patients were alive and 81 patients had died, including five patients who had died due to radiation pneumonitis. There were significant differences in survival and in the fatal radiation pneumonitis rate between patients with superior lobe lesions and those with middle or inferior lobe lesions. Patients whose primary tumor is located in the superior lobe appear to have a better clinical outcome.

Influence of smoking on histologic type and the efficacy of adjuvant chemotherapy in resected non-small-cell lung cancer##
ZHANG Z, XU F, WANG S, LI N, WANG C

Lung Cancer 2008;60(3): 434-40

BACKGROUND: Numerous studies indicate that smoking is associated with many factors that contribute to poorer outcomes in patients with lung cancer and may limit the efficacy of treatment, especially in advanced non-small-cell lung cancer (NSCLC), but little is known about its effect on treatment of resected NSCLC. The aim of this study was to determine the impact of smoking on adjuvant chemotherapy in patients with NSCLC. Another objective of our study was to investigate the relationship between smoking status and the clinical characteristics of patients with NSCLC. METHODS: A retrospective analysis was carried out on patients with NSCLC seen during the period January 1990 until December 2000. Clinical characteristics and survival outcomes were reviewed and compared between patients with different smoking status. RESULTS: Of 1270 patients who were eligible for analysis, 319 received adjuvant chemotherapy. Sex, age, tumor location, tumor size, symptoms including hemoptysis, cough, blood in sputum and histologic types were different between smokers and non-smokers. Patients with PY >22.75 were more likely to have squamous cell lung cancer. In non-smokers and patients with PY ≤10, five-year survival was better for patients receiving adjuvant chemotherapy compared to those without adjuvant chemotherapy, but in patients with PY >10, adjuvant chemotherapy did not have a survival benefit. CONCLUSIONS: A patient with PY >22.75 is more likely to develop squamous cell lung cancer. In non-smokers and patients with PY ≤10, adjuvant chemotherapy has a survival benefit. (C) 2007 Elsevier Ireland Ltd. All rights reserved.

Bronchoscopic intratumoral chemotherapy of lung cancer. [Review]##
CELIKOGLU F, CELIKOGLU SI, GOLDBERG EP

Lung Cancer 2008;61(1): 1-12

Described in this review is a therapeutic procedure for localized chemotherapy of lung cancer by bronchoscopic intervention. This procedure involves the intratumoral injection of one or several conventional cytotoxic drugs directly into tumor tissue through a flexible bronchoscope by means of an ordinary needle-catheter, and is termed 'endobronchial intratumoral chemotherapy' (EITC). Intratumoral (IT) chemotherapy should not be considered merely an ablation technique for treatment of endobronchial tumor bulk such as other ablative endoscopic procedures. EITC rather affords a significant specific chemotherapeutic effect on malignant cells through the localized action of cytotoxic drugs. Although superficially similar to ablative methods such as brachytherapy and photodynamic therapy, EITC provides the multiple benefits of rapid initial eradication of tumor burden inside the airway lumen plus intratumoral delivery of cytotoxic drugs as a loco-regional neoadjuvant therapeutic modality prior to irradiation or surgery. It is localized chemotherapy which differs from intravenous chemotherapy by the route of delivery and mode of action. The manifold advantages of the EITC intratumoral injection procedure include (i) precise delivery of cancer drugs to and within the tumor, (ii) complete perfusion of the lesion, (iii) dramatically higher intratumor drug concentrations than possible by systemic drug delivery, and (iv) virtually none of the toxic side effects which normally occur with conventional systemic chemotherapy. In this comprehensive review of endobronchial intratumoral chemotherapy of lung cancer via bronchoscopic needle-catheter our objective is to describe the clinical procedure, the outcomes, and the advantages for this neoadjuvant therapeutic procedure. (C) 2008 Elsevier Ireland Ltd. All rights reserved.

Cancer of the esophagus and stomach. [Review]##
KHUSHALANI NI

Mayo Clin Proc 2008;83(6): 712-22

Upper gastrointestinal tumors involving the esophagus and the stomach are a serious public health problem worldwide. The West has seen a dramatic increase in the incidence of gastroesophageal cancers in the past two decades. Although Barrett esophagus has been well characterized, the exact pathway to developing frank malignancy remains undefined. Current treatments for locoregional disease include surgery, chemotherapy, radiation therapy, or some combination thereof. Clinical trials are currently investigating biologic agents that target signaling pathways in carcinogenesis. Whether this research translates into an improved therapeutic index remains to be seen. This review provides a comprehensive update to physicians and residents who contribute to the care of these patients. Studies in the English language were identified searching PubMed (January 1, 1980, through February 29, 2008) using the terms esophagus, gastric, carcinoma, adenocarcinoma, squamous cell, radiation, chemotherapy, surgery, esophagectomy, and targeted therapy. (C) 2008 Mayo Foundation for Medical Education and Research.

Clinical efficacy of taxane-trastuzumab combination regimens for HER-2-positive metastatic breast cancer. [Review]##
BULLOCK K, BLACKWELL K

Oncologist 2008;13(5): 515-25

The taxanes docetaxel and paclitaxel are highly active agents in metastatic breast cancer and may represent a safer alternative to anthracycline-based regimens when combined with the human epidermal growth factor receptor (HER)-2-targeted agent trastuzumab. A number of preclinical and early clinical studies have evaluated the feasibility, duration, and appropriate dosing schedule(s) for taxane-trastuzumab combinations in HER-2-positive metastatic breast cancer. Preclinical studies of the taxanes in combination with trastuzumab demonstrate synergistic interactions of trastuzumab with docetaxel and additive interactions with paclitaxel. Even though not supported by head-to-head studies, clinical trial results indicate the response rates with docetaxel-trastuzumab combinations may be higher than those with paclitaxel-trastuzumab, although there is a lack of clear crosstrial differences in other clinical benefits. Weekly taxane-trastuzumab regimens have been shown to offer superior disease control. Results from two large, phase III trials that examined the addition of carboplatin to a taxane-trastuzumab doublet did not demonstrate a difference in survival with carboplatin. In one study, the addition of carboplatin to paclitaxel-trastuzumab therapy resulted in a higher response rate and longer progression-free survival time; in the second study, the docetaxel-trastuzumab and docetaxel-trastuzumab-carboplatin combinations were equally effective. Ongoing correlative studies of taxanes, as well as newer formulations such as nanoparticle albumin-bound paclitaxel, in combination with trastuzumab will inform clinical practice regarding the optimal agent, schedule, and use of these highly effective regimens. (C) AlphaMed Press.

Metastatic pancreatic cancer 2008: is the glass less empty?. [Review]##
NIETO J, GROSSBARD ML, KOZUCH P

Oncologist 2008;13(5): 562-76

Pancreatic cancer is the fourth most common cause of adult cancer death in the US. The high mortality rate from pancreatic cancer is a result of the high incidence of metastatic disease at the time of diagnosis, an often fulminant clinical course, and the lack of adequate systemic therapies. Unfortunately, only 5-25% of patients present with tumors amenable to resection. The median disease-free survival interval following resection for operable pancreatic cancer is 13.4 months for patients treated with adjuvant gemcitabine and 6.9 months for untreated patients. A much higher percentage of patients present with metastatic disease (40-45%) or locally advanced disease (40%), and have median survival times of 3-6 months or 8-12 months, respectively. The frustrating lack of significant clinical advances in the treatment of metastatic pancreatic cancer remains one of medical oncology's biggest disappointments. The past decade-long frustration has resulted in regulators, investigators, and practicing oncologists gradually lowering their standards/expectations with regard to interpreting clinical trials. Two of the more important examples of this include the approval of gemcitabine plus erlotinib and the use of a progression-free survival advantage to defend the use of gemcitabine plus oxaliplatin. Given the marginal benefit of systemic antineoplastics, a scholarly review inclusive of other palliative strategies will help oncologists optimize the care of pancreatic cancer patients. This article examines the existing evidence in support of a role for palliative therapy in metastatic pancreatic cancer, describes recent developments with newer chemotherapeutic and molecular-targeted agents, and explores future study designs. (C) AlphaMed Press.

Predictive value of MTT assay as an in vitro chemosensitivity testing for gastric cancer: one institution's experience##
WU B, ZHU JS, ZHANG Y, SHEN WM, ZHANG Q

World J Gastroenterol 2008;14(19): 3064-8

AIM: To investigate the predictive clinical value of in vitro 3-(4,5-dimethylthiazolyl-2)-2, 5-diphenyltetrazolium bromide (MTT) assay for directing chemosensitivity in patients with gastric cancer. METHODS: Results of a total of 353 consecutive patients with gastric cancer treated with MTT-directed chemotherapy or physician's empirical chemotherapy from July 1997 to April 2003 were reviewed and analyzed retrospectively. RESULTS: The overall five-year survival rate of MTT-sensitive group (MSG) and control group (CG) was 47.5% and 45.1%, respectively. The results of subgroup analysis with Cox proportional-hazards model were favorable for the MSG-sensitive group. However, no statistically significant difference in survival rate was observed between the two groups. CONCLUSION: Individualized chemotherapy based on in vitro MTT assay is beneficial, but needs to be confirmed by further randomized controlled trials. (C) 2008 WJG. All rights reserved.

Results and toxicity of chemoradiotherapy in patients with cervical carcinoma. [Polish] [Review]##
JAKUBOWICZ J, REINFUSS M, BLECHARZ P, SKOTNICKI P, SZATKOWSKI W, KRZYSTEK-MALECKA H

Wspolczesna Onkologia 2008;12(3): 143-7

The paper presents a literature review, regarding the chemoradiotherapy outcomes in patients with locally advanced cervical cancer, since the report of the National Cancer Institute in 1999, when this treatment option was first recommended. The authors demonstrated that the alterations in methods of irradiation and chemotherapy and disparities in population and clinical features among groups make the evaluation of treatment outcomes non-comparable. Moreover, differences in therapy results are caused by various treatment methods among centres. Also, the comparison of early and late toxicity between chemoradiotherapy and radiotherapy alone in this group of patients is presented in the paper.

Other applications

Surgical strategies for fornix reconstruction based on symblepharon severity
KHEIRKHAH A, BLANCO G, CASAS V, HAYASHIDA Y, RAJU VK, TSENG SC

Am J Ophthalmol 2008;146(2): 266-75

PURPOSE: To identify surgical strategies of fornix reconstruction for symblepharon graded according to the length from the limbus to the lid margin, to the width, and to associated inflammation. DESIGN: Retrospective, comparative, interventional case series. METHODS: In 61 eyes with symblepharon, cicatrix lysis and amniotic membrane transplantation (AMT) were performed with sutures (n = 34) or fibrin glue (n = 27) together with (n = 47) or without (n = 14) intraoperative MMC, plus fornix reconstruction using anchoring sutures without (n = 30) or with (n = 7) oral mucosal graft or with conjunctival autograft (n = 4). Overall, success was defined as an outcome of complete success (restoration of an anatomically deep fornix) or partial success (focal recurrence of scar), and failure was defined as the return of symblepharon. RESULTS: For a follow-up of 25 ±10.8 months, the overall success was achieved by the first attempt in 52 eyes (85.2%) and failure resulted in nine eyes (14.8%); however, the success rate improved to 59 eyes (96.7%) with additional attempts. At the first attempt, AMT alone achieved overall successes in 92.8% of grade I eyes and in 100% of grade 11 eyes. Additional anchoring sutures achieved successes in 100% of grade I eyes, 70% of grade II eyes, and 71.4% of grade III/IV eyes. Additional oral mucosa or conjunctival autograft achieved successes in 100% of grade III/IV eyes. The complete success was correlated positively with lower grades of symblepharon or intraoperative use of MMC, but negatively correlated with younger ages, canthal involvement, or use of anchoring sutures. Anatomic improvement was accompanied by reduction of preoperative conjunctival inflammation (n = 40), improved visual acuity (n = 14), improved ocular motility (n = 18), improved eyelid closure (n = 3), and feasibility of contact lens wear (n = 10). CONCLUSIONS: Successful outcome can be achieved by selectively deploying cicatrix lysis and AMT, intraoperative MMC, anchoring sutures, and oral mucosal or conjunctival autograft based on the severity of pathogenic symblepharon.

Effect of mitomycin in the surgical treatment of tracheal stenosis
INIGUEZ-CUADRA R, PRIETO JS, INIGUEZ-CUADRA M, ERRANZ SZ, PAVEZ DJ, BOMBARDIERE SG, et al.
Arch Otolaryngol Head Neck Surg 2008;134(7): 709-14

OBJECTIVE: To assess the capacity of high and low doses of the antimitotic drug mitomycin to prevent laryngeal stenosis in an animal model. METHODS: A prospective, randomized, double-blind, controlled study was carried out. End-to-end anastomosis was performed in 18 rabbits after tracheal annulus resection to produce inflammation. There were three treatment groups: topical saline (isotonic sodium chloride solution) and low-dose (0.2 mg/ml) and high-dose (0.5 mg/ml) topical mitomycin. RESULTS: A total of 107 procedures were performed: 54 surgical procedures, 35 fibrobronchoscopies, and 18 biopsies. The effect of mitomycin was dose related. In the high-dose mitomycin group, most rabbits progressed to stenosis with a percentage decrease in airway diameter that was significantly greater than in the other two groups (P <0.001). The mean (SD) percentage of maximum stenosis in the high-dose group was 51% (22%). In the low-dose and saline groups, it was 18% (13%) and 16% (9%), respectively. No significant differences in tracheal stenosis between the low-dose mitomycin and saline groups were observed. Blinded histopathological analysis also showed no significant differences between the saline group and the low-dose mitomycin group. Compared with the other two groups, the high-dose mitomycin group had a significant increase in fibroproliferative tissue (P <0.001). CONCLUSION: These results suggest that topical mitomycin is not effective for avoiding tracheal stenosis and may provoke the opposite effect if the dose is not carefully selected.

Therapeutic option for children with esophageal caustic stenosis
ORTOLAN EP, BUSTAMANTE TF, TAKEGAWA BK, MENDONCA FA, RODRIGUES AM, MENDES EF

Dig Endosc 2008;20(3): 146-9

Caustic ingestion is a leading cause of esophageal stenosis in children. Herein we report four cases using MMC, a drug that inhibits cell division, protein synthesis and fibroblast proliferation and has been used as an adjuvant therapy for caustic esophageal stenosis that is recalcitrant to conventional dilation techniques. A retrospective chart review was performed on four pediatric patients with severe, recurrent esophageal stricture after caustic ingestion. The patients had required six to 20 esophageal dilations over a 4-16-month period before MMC application. MMC was applied after an endoscopic dilation on saturated pledgets at a dose of 0.1 mg/ml for two minutes in the area where the strictures had been lyzed. From the four children treated with MMC, two have been asymptomatic for 16 and 20 months and two still require esophageal dilation, however, at longer intervals. All patients have shown satisfactory weight gain with food intake exclusively per oral. Although further studies are required, there is strong evidence that MMC is a safe and effective adjuvant therapy in the treatment of esophageal caustic stenosis. (C) 2008 The Authors.

Clinical research on mitomycin-C inhibiting haze formation after photorefractive keratectomy. [Chinese]
YANG HJ, DOU XY, SI-MA J

Int J Ophthalmol 2008;8(7): 1483-5

AIM: To evaluate the efficacy and safety of intraoperative application of MMC inhibiting haze in photorefractive keratectomy (PRK). METHODS: A total of 120 patients (240 eyes) undergoing PRK were treated with MMC (0.02%) for 20-90 seconds. We regularly observed the recovery of corneal epithelia after surgery. We compared the uncorrected visual acuity (UCVA), best corrected visual acuity (BCVA), refraction, haze, complications and endothelial cell counts one, three, six, and 12 months after PRK. RESULTS: The time of corneal epithelium recovery was 3.01 ±0.72days. Postoperative endothelial cell density did not show a significant difference from preoperative measurements (P = 0.62). Difference of UCVA, BCVA, refraction and haze were not statistically significant between one, three, six, and 12 months after PRK. Haze at grade I and II occurred in 21 eyes (8.75%) and two eyes (0.83%) six months after PRK. Haze at grade I existed in 12 eyes (5%). No toxic effect and complications of MMC were found after surgery. CONCLUSION: Photorefractive keratectomy (PRK) with intraoperative application of MMC is a safe and effective treatment for preventing haze after surgery.

Mitomycin-C induces apoptosis in cultured corneal fibroblasts derived from type II granular corneal dystrophy corneas
KIM TI, CHOI SI, LEE HK, CHO YJ, KIM EK

Mol Vis 2008;14: 1222-8

PURPOSE: The present study investigated the effect of MMC on cell viability, apoptosis, and transforming growth factor β-induced protein (TGFBIp) expression in cultured normal corneal fibroblasts and heterozygote or homozygote granular corneal dystrophy type II (GCD II) corneal fibroblasts. METHODS: Keratocytes were obtained from normal cornea or from heterozygote or homozygote GCD II patients after lamellar or penetrating keratoplasty. To measure cell viability, corneal fibroblasts were incubated with 0.02% MMC for 3 h, 6 h, and 24 h or with 0%, 0.01%, 0.02%, and 0.04% MMC for 24 h and then tested using lactate dehydrogenase (LDH) and 3-[4,5-demethylthiazol-2,5-diphenyl-2H-tetrazolium bromide] (MTT) assays. To measure apoptosis, cells were analyzed by FACS analysis and annexin V staining. Bcl-xL, Bax, and TGFBI mRNA expression was measured using reverse transcription polymerase chain reaction (RT-PCR) assays. Cellular and media levels of TGFBIp protein were measured by immunoblotting. RESULTS: MTT and LDH assays showed that MMC reduced cell viability in all three cell types in a dose-dependent and time-dependent manner (P <0.05). FACS analysis and annexin V staining showed that MMC caused apoptosis with GCD II homozygote cells being most affected. RT-PCR analysis showed that MMC decreased Bcl-xL mRNA expression and increased Bax mRNA expression in all cell types. RT-PCR and immunoblotting analysis showed that MMC reduced TGFBI mRNA levels and cellular and media TGFBIp protein levels in all cell types. CONCLUSIONS: MMC induced apoptosis, and the effects of MMC were greatest in GCD II homozygote cells. MMC also reduced the production of TGFBIp in all three types of corneal fibroblasts. These findings may explain the additional therapeutic effect of MMC in GCD II patients. (C) 2008 Molecular Vision.

Treatment strategies in mucous membrane pemphigoid. [Review]##
NEFF AG, TURNER M, MUTASIM DF

Ther Clin Risk Manag 2008;4(3): 617-26

Mucous membrane pemphigoid (MMP) is an autoimmune blistering disorder that is characterized by subepithelial bullae. Various basement membrane zone components have been identified as targets of autoantibodies in MMP. Considerable variability exists in the clinical presentation of MMP. Mucous membranes that may be involved include the oral cavity, conjunctiva, nasopharynx, larynx, esophagus, genitourinary tract, and anus. A multidisciplinary approach is essential in the management of MMP. Early recognition of this disorder and treatment may decrease disease-related complications. The choice of agents for treatment of MMP is based upon the sites of involvement, clinical severity, and disease progression. For more severe disease, or with rapid progression, systemic corticosteroids are the agents of choice for initial treatment, combined with steroid-sparing agents for long-term maintenance. Due to the rarity of this disease, large controlled studies comparing the efficacy of various agents are lacking. (C) 2008 Dove Medical Press Limited. All rights reserved.
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