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Intravesical chemotherapy of high-grade bladder cancer with HTI-286, a synthetic analogue of the marine sponge product hemiasterlin
HADASCHIK BA, ADOMAT H, FAZLI L, FRADET Y, ANDERSEN RJ, GLEAVE ME, et al.
Clin Cancer Res 2008;14(5): 1510-8

PURPOSE: HTI-286 is a fully synthetic analogue of the natural tripeptide hemiasterlin that inhibits tubulin polymerization and has strong cytotoxic potential. In this study, we evaluate the inhibitory effects of HTI-286 on human bladder cancer growth, both in vitro and as an intravesical agent in an orthotopic murine model. EXPERIMENTAL DESIGN: Various bladder cancer cell lines were treated with HTI-286 and MMC in vitro. Human KU-7 bladder tumor cells that stably express firefly luciferase were inoculated in female nude mice by intravesical instillation and quantified using bioluminescence imaging. Mice with established KU-7-luc tumors were given HTI-286 or MMC intravesically twice a week for 2 h. Pharmacokinetic data was obtained using high-performance liquid chromatography-mass spectrometry analyses. RESULTS: In vitro, HTI-286 was a potent inhibitor of proliferation in all tested cell lines and induced marked increases in apoptosis of KU-7-luc cells even after brief exposure. In vivo, HTI-286 significantly delayed cancer growth of bladder tumors in a dose-dependent fashion. HTI-286, at a concentration of 0.2 mg/ml, had comparable strong cytotoxicity as 2.0 mg/ml of MMC. The estimated systemic bioavailability of intravesically given HTI-286 was 1.5% to 2.1% of the initial dose. CONCLUSIONS: Intravesical HTI-286 instillation therapy showed promising antitumor activity and minimal toxicity in an orthotopic mouse model of high-grade bladder cancer. These findings provide preclinical proof-of-principle for HTI-286 as an intravesical therapy for non-muscle-invasive bladder cancer and warrant further evaluation of efficacy and safety in early-phase clinical trials.

Electromotive drug administration with mitomycin-C for intravesical treatment of non-muscle-invasive transitional cell carcinoma. [Review]
KALSI J, HARLAND SJ, FENELEY MR

Expert Opin Drug Deliv 2008;5(1): 137-45

This article reviews the use and application of electromotive drug administration for the intravesical treatment of bladder cancer. Strong evidence supports the use of passive intravesical chemotherapy in the management of non-muscle-invasive bladder cancer. More recently, two published randomised trials have shown therapeutic advantage with protocols that use electromotive drug administration to enhance urothelial penetration of intravesical MMC. The results suggest that the passive intravesical administration of chemotherapeutic drugs may be suboptimal. Further studies are required to demonstrate the feasibility and advantage of electromotive intravesical MMC in the wider uro-oncological community. (C) 2008 Informa UK Ltd.

Modern diagnosis of bladder cancer. [German] [Short Survey]
DENZINGER S, WIELAND WF, OTTO W

MMW Fortschr Med 2008;150(5): 36-9

The schedule and duration of intravesical chemotherapy in patients with non-muscle-invasive bladder cancer: a systematic review of the published results of randomized clinical trials. [Review]##
SYLVESTER RJ, OOSTERLINCK W, WITJES JA

Eur Urol 2008;53(4): 709-19

OBJECTIVES: Intravesical chemotherapy has been studied in randomized clinical trials for >30 years; however, the optimal schedule and duration of treatment are unknown. The objective is to determine the effect of schedule and duration of intravesical chemotherapy on recurrence in patients with stage Ta T1 bladder cancer. METHODS: A systematic review was conducted of the published results of randomized clinical trials that compared intravesical instillations with respect to their number, frequency, timing, duration, dose, or dose intensity. RESULTS: One immediate instillation after transurethral resection (TUR) is recommended in all patients. In low-risk patients, no further treatment is recommended before recurrence. In patients with multiple tumors, one immediate instillation is insufficient treatment. Additional instillations may further reduce the recurrence rate; however, no recommendations can be made concerning their optimal duration. A short intensive schedule of instillations within the first three-four months after an immediate instillation may be as effective as longer-term treatment schedules (grade C). Instillations during ≥1 year in intermediate-risk patients seem advisable only when an immediate instillation has not been given (grade C). Higher drug concentrations and optimization of the drug's concentration in the bladder may provide better results (grade C). CONCLUSIONS: The optimal schedule and duration of intravesical chemotherapy after an immediate instillation remain unknown. Future studies should focus on the eradication of residual disease after TUR and the prevention of late recurrences. (C) 2008 European Association of Urology.

The safety and efficacy of different doses of bacillus Calmette-Guérin in superficial bladder transitional cell carcinoma##
AGRAWAL MS, AGRAWAL M, BANSAL S, AGARWAL M, LAVANIA P, GOYAL A

Urology 2007;70(6): 1075-8

OBJECTIVES: To conduct a trial using three different doses of bacillus Calmette-Guérin (BCG) to determine whether lowering the dose of BCG could reduce toxicity without compromising its efficacy in the treatment of superficial bladder cancer. METHODS: From July 2002 to June 2005, 152 patients with superficial bladder cancer entered the trial. The patients were randomized to receive three different doses of BCG: 40, 80, and 120 mg. There were no significant differences in clinical and pathologic characteristics among the three groups. Twenty-four patients could not be followed to the end of the study because of poor compliance. At completion of the study, 40 patients could be evaluated in group A (40 mg), 48 in group B (80 mg), and 40 in group C (120 mg). RESULTS: After treatment patients were evaluated for a mean follow-up period of 36 months (range, 18-52 months). No significant difference in recurrence rate (20% vs. 25% vs. 20% respectively; P >0.05) was observed among the groups, and no progression of the disease was seen. Significant differences were observed among groups A, B, and C in local toxicity (30% vs. 41.7% vs. 70%, respectively; P <0.01). Systemic toxicity was more common in group C compared with groups B and A (P <0.01). CONCLUSIONS: Reduction in the dose of intravesical BCG can reduce the toxicity associated with the treatment of superficial bladder cancer without affecting the efficacy of therapy.

Oncology

Combined resection, intraperitoneal chemotherapy, and whole abdominal radiation for the treatment of malignant peritoneal mesothelioma
HESDORFFER ME, CHABOT JA, KEOHAN ML, FOUNTAIN K, TALBOT S, GABAY M, et al.
Am J Clin Oncol 2008;31(1): 49-54

OBJECTIVE: We report a single-institution phase I or II trial of surgical debulking, intraperitoneal chemotherapy, and immunotherapy followed by whole abdominal radiotherapy in patients with malignant peritoneal mesothelioma. METHODS: Between 1997 and 2000, 27 patients with malignant peritoneal mesothelioma were enrolled: 23 with epithelial subtype and four with sarcomatoid or mixed subtype. The treatment regimen consisted of surgical debulking followed by four intraperitoneal courses of cisplatin alternating with four courses of doxorubicin, four doses of intraperitoneal interferon-α, a second laparotomy with resection of residual disease plus intraoperative intraperitoneal mitomycin and cisplatin heated to 41°C, and finally whole abdominal radiotherapy. RESULTS: The median overall survival was 70 months with a three-year survival of 67% (95% CI, 46-81%). Fourteen patients have died of their disease with a median time to death of 17 months (range, 0.4-71 months) after consenting to treatment. Seven patients are alive without evidence of disease with a median follow-up of 90 months (range, 71-110 months), and six are alive with disease with a median follow-up of 86 months (range, 70-106 months). The regimen was well tolerated. There were no patients with grade III or IV hematological toxicities, two patients with grade III ototoxicity, and three patients with grade III gastrointestinal toxicity. CONCLUSION: Based on the results of this study, intensive multimodality therapy appears feasible and effective in this group of patients.

Pseudomyxoma peritonei: clinical pathological and biological prognostic factors in patients treated with cytoreductive surgery and hyperthermic intraperitoneal chemotherapy (HIPEC)
BARATTI D, KUSAMURA S, NONAKA D, LANGER M, ANDREOLA S, FAVARO M, et al.
Ann Surg Oncol 2008;15(2): 526-34

BACKGROUND: Surgical cytoreduction combined with hyperthermic intraperitoneal chemotherapy (HIPEC) has been recently advocated as the standard of care for pseudomyxoma peritonei (PMP). We reviewed our ten-year monoinstitutional case series to identify selection factors predicting postoperative outcome. METHODS: 104 patients with PMP were operated on with the aim of performing adequate cytoreduction (residual tumor nodules ≤2.5 mm) and closed-abdomen HIPEC with MMC and cisplatin. Previously, 26 patients had systemic chemotherapy. PMP was histologically classified into disseminated peritoneal adenomucinosis (DPAM), peritoneal mucinous carcinomatosis (PMCA), and intermediate/discordant group (ID). Immunohistochemical stains were performed for cytokeratin (CK)-7, CK-20, CDX-2, MUC-2, MUC-5AC, CD-44s. The significance of 22 potential clinical, pathological, and biological prognostic variables was assessed by multivariate analysis. RESULTS: Adequate cytoreduction was performed in 89 patients, suboptimal cytoreduction in six, palliative surgery in nine. Operative mortality was 1%. Seventy-eight patients were diagnosed with DPAM, 26 with PMCA, and none with ID. Median follow-up was 37 months (range, 1-110) for the overall series. Five-year overall survival (OS) and progression-free survival (PFS) were 78.3% and 31.1%, respectively. At multivariate analysis, adequate cytoreduction, no previous systemic chemotherapy, and DPAM correlated to better OS and PFS, elevated serum CA19.9 correlated only to better PFS. In most cases, CK20, CDX-2, and MUC-2 were diffusely positive, while CK-7, MUC-5AC, and CD44s were variably expressed. CK20 expression correlated to prognosis at univariate analysis. CONCLUSIONS: Favorable outcome after comprehensive treatment can be expected in patients with DPAM, not treated with preoperative systemic chemotherapy and amenable to adequate cytoreduction. MUC-2, CK-20, and CD44s expression may be related to PMP unique biologic behavior.

Swedish experience with peritonectomy and HIPEC. HIPEC in peritoneal carcinomatosis
VAN LEEUWEN BL, GRAF W, PAHLMAN L, MAHTEME H

Ann Surg Oncol 2008;15(3): 745-53

BACKGROUND: Peritonectomy with heated intraperitoneal chemotherapy (HIPEC) has shown a survival benefit in selected patients with peritoneal carcinomatosis. This prospective non-randomized study was designed to identify factors associated with postoperative morbidity and survival after peritonectomy HIPEC in patients with this condition. METHOD: Data were prospectively collected from all patients with peritoneal carcinomatosis treated by means of peritonectomy and HIPEC at Uppsala University Hospital between October 2003 and September 2006. Depending on the primary tumor, MMC or a platinum compound was used as a chemotherapeutic agent for perfusion. RESULTS: A total of 103 patients were treated. Primary tumors were pseudomyxoma peritonei (47 patients), colorectal cancer (38 patients), gastric cancer (six patients), ovarian cancer (six patients) and mesothelioma (five patients). Postoperative morbidity was 56.3% and was significantly lower in patients treated with MMC for pseudomyxoma peritonei (42%) than in those with another diagnosis treated with platinum compound (71%; P <0.05). Postoperative mortality was less than 1%. At two years, overall survival was estimated to be 72.3%, and disease-free survival was 33.5%. Factors influencing overall and disease-free survival were tumor type and optimal cytoreduction. CONCLUSION: Postoperative morbidity is dependent mainly on a tumor type; however, the chemotherapeutic agent used might also influence morbidity. Survival is determined by optimal cytoreduction and tumor type. Irrespective of age, patients with good performance status benefit from this treatment.

Mitomycin-C plus S-1 as second-line therapy in patients with advanced gastric cancer: a noncomparative phase II study
PARK SH, KIM YS, HONG J, PARK J, NAM E, CHO EK, et al.
Anticancer Drugs 2008;19(3): 303-7

S-1 is an oral fluoropyrimidine consisting of the 5-FU prodrug tegafur combined with two modulating substances, gimeracil and potassium oxonate. On the basis of the potential additive effect between MMC and 5-FU as a continuous infusion, we conducted a phase II study to assess the efficacy and tolerability of the combination of S-1 and MMC as second-line chemotherapy for advanced gastric cancer (AGC). Patients with measurable AGC, progressive after one prior chemotherapy for metastatic disease, received MMC (7 mg/m2) on day 1 and S-1 (40 mg/m2) twice daily as an intermittent regimen of four weeks of treatment followed by a two-week rest. Treatment was repeated every six weeks. The primary objective was the response rate. For 43 patients registered, 42 patients were treated with MMC plus S-1. A total of 121 chemotherapy cycles were delivered (median, 2; range, 1-6). The patients' median age was 53 years (range, 31-75) and nine (21%) had an Eastern Cooperative Oncology Group performance status of 2. In an intent-to-treat analysis, nine patients (21%) achieved an objective response, which was maintained for 4.1 months. The median progression-free and overall survivals were 3.4 months (95% CI, 2.3-4.5) and 8.0 months (95% CI, 6.1-9.9), respectively. Although fatigue was the most frequently encountered toxicity safety profiles were generally predictable and manageable. One patient developed hemolytic anemia, which was resolved spontaneously. Grade ≥2 hand-foot syndrome was observed in only three patients. Second-line chemotherapy with MMC and S-1 is an active and tolerable regimen for AGC patients with good performance status.

Clinical relevance of the homologous recombination machinery in cancer therapy. [Review]
MIYAGAWA K

Cancer Sci 2008;99(2): 187-94

Cancer chemotherapy and radiotherapy kill cancer cells by inducing DNA damage, unless the lesions are repaired by intrinsic repair pathways. DNA double-strand breaks (DSB) are the most deleterious type of damage caused by cancer therapy. Homologous recombination (HR) is one of the major repair pathways for DSB and is thus a potential target of cancer therapy. Cells with a defect in HR have been shown to be sensitive to a variety of DNA-damaging agents, particularly interstrand crosslink (ICL)-inducing agents such as MMC and cisplatin. These findings have recently been applied to clinical studies of cancer therapy. ERCC1, a structure-specific endonuclease involved in nucleotide excision repair (NER) and HR, confers resistance to cisplatin. Patients with ERCC1-negative non-small-cell lung cancer were shown to benefit from adjuvant cisplatin-based chemotherapy. Imatinib, an inhibitor of the c-Abl kinase, has been investigated as a sensitizer in DNA-damaging therapy, because c-Abl activates Rad51, which plays a key role in HR. Furthermore, proteins involved in HR have been shown to repair DNA damage induced by a variety of other chemotherapeutic agents, including camptothecin and gemcitabine. These findings highlight the importance of HR machinery in cancer therapy. (C) 2007 Japanese Cancer Association.

Conjunctival intraepithelial neoplasia in a patient treated with tacrolimus after liver transplantation
POURNARAS JA, CHAMOT L, UFFER S, ZOGRAFOS L

Cornea 2007;26(10): 1261-2

PURPOSE: To report a case of conjunctival intraepithelial neoplasia in a patient treated with tacrolimus after liver transplantation for hepatic carcinoma. METHODS: Description of the initial clinical presentation of a patient, tumor management, and 15-month follow-up. RESULTS: A 70-year-old man presented with a conjunctival intraepithelial neoplasia that developed on the site of a preexisting pterygium. After total surgical removal and additional application of mitomycin, local tumor control was achieved. CONCLUSIONS: We describe a case of intraepithelial conjunctival neoplasia in a patient treated with systemic tacrolimus. Local tumor control was achieved at 15 months after appropriate surgical management.

Squamous-cell carcinoma of the anal canal: predictors of treatment outcome
ROOHIPOUR R, PATIL S, GOODMAN KA, MINSKY B, WONG WD, GUILLEM JG, et al.
Dis Colon Rectum 2008;51(2): 147-53

PURPOSE: The incidence of anal canal squamous-cell carcinoma is increasing. Limited data exist on predictors of treatment failure. This study was designed to identify predictors for relapse/persistence after first-line therapy. METHODS: Using one database, we identified 131 stages I-III patients treated for primary anal canal squamous-cell carcinoma at our institution from December 1986 to August 2006, with minimum six-month follow-up. Demographic, pathologic, treatment, and outcome data were extracted. Treatment failure was defined as biopsy-proven persistence or relapse (local and/or distant). Univariate, bivariate, and multivariate survival analyses were performed. RESULTS: Of 131 patients (median age, 58.3 years; median follow-up, 2.9 [range, 0.6-11.2] years), 66% were females, 43.5% were stage II, and 11 (8%) were HIV-positive. Surgery only (local excision) was uncommon (6.9%, n = 9). One hundred twenty-two patients (93.1%) received radiotherapy; two required preradiotherapy diversion. Although 114 (93.4%) completed radiotherapy, most required treatment breaks, making total duration of radiotherapy longer than planned. Almost all patients undergoing radiotherapy (96.7%, 118/122) also had chemotherapy: 118 (100%, stages I-III) had concurrent chemotherapy: (98 [83.8%] mitomycin/5-FU, 12 [10.2%] cisplatin/5-FU, eight [6.8%] 5-FU alone); 35 of 46 (76%) stage III patients received induction chemotherapy (34 [97.1%] cisplatin/5-FU, one [2.8%] 5-FU alone). Many (44% stages I/II, 48.9% stage III) required dose adjustments. Thirty-seven patients (28.2%) failed first-line therapy. There were no differences between patients with relapse (n = 22) or persistence (n = 15) of disease. Bivariate analyses demonstrated that T stage (P = 0.0019), completion of radiotherapy, and total radiotherapy dose (P = 0.03) were all significantly associated with treatment failure. On multivariate analyses, disease stage (P = 0.05) and completion of radiotherapy (P = 0.01) remained significant predictors of relapse-free survival. CONCLUSIONS: Tolerance of chemoradiation seems to be an important predictor of treatment success. Effective therapies with less acute toxicity must be identified.

Palliative hepatic intraarterial chemotherapy (HIC) using a novel combination of gemcitabine and mitomycin-C: results in hepatic metastases
VOGL TJ, ZANGOS S, EICHLER K, SELBY JB, BAUER RW

Eur Radiol 2008;18(3): 468-76

To evaluate repeated hepatic intraarterial chemotherapy (HIC) as a palliative treatment option for unresectable cholangiocarcinoma and liver metastases of various origins that were progressive under systemic chemotherapy. Between 2002 and 2006, 55 patients were treated in four-week intervals (mean five sessions). Combined gemcitabine/mitomycin was administered intraarterially within one hour. Tumor response was evaluated after the third session according to RECIST. Treated tumor entities were colorectal carcinoma (CRC) (n = 12), breast cancer (BC) (n = 12), cholangiocarcinoma (CCC) (n = 10), pancreatic (n = 4), ovarian (n = 3), gastric, cervical, papillary (each n = 2), prostate, esophageal carcinoma, leiomyosarcoma (each n = 1), cancer of unknown primacy (CUP) (n = 5). All patients tolerated the treatment well without any major side effects or complications. In total, there were one complete response (CR), 19 partial responses (PR), 19 stable (SD) and 16 progressive diseases (PD). We observed five PR, three SD and four PD in CRC; one CR, four PR, six SD in BC; and two PR, two SD and six PD in CCC. Median survival after first HIC was 9.7 months for CRC, 11.4 months for BC and 6.0 months for CCC. HIC with gemcitabine/mitomycin is a safe, minimally invasive, palliative treatment for hepatic metastases that are progressive under systemic chemotherapy. The treatment yields respectable tumor control rates in CRC and BC patients. (C) European Society of Radiology 2007.

Localized conjunctival mucosa-associated lymphoid tissue (MALT) lymphoma is amenable to local chemotherapy
YU CS, CHIU SI, NG CS, CHAN HH, TSE RK

Int Ophthalmol 2008;28(1): 51-4

PURPOSE: Conjunctival mucosa-associated lymphoid tissue (MALT) lymphoma is a rare, low-grade, non-Hodgkin's B-cell lymphoma. We report our successful management of localized conjunctival MALT lymphoma with topical MMC. METHODS: This is a case report. A 35-year-old woman had a mobile painless 1.5 x 1-cm mass in the left conjunctiva for two years. Examination revealed two similar masses in the right conjunctiva. Incisional biopsy for immunohistochemical stain and PCR of the left conjunctival mass showed MALT lymphoma. She was given four courses of topical 0.04% MMC eyedrops. There was transient conjunctival injection and superficial punctate keratopathy which responded to topical steroid and lubricant. RESULTS: The lesions regressed completely after the fourth cycle of treatment and repeat biopsy confirmed complete remission. CONCLUSION: This is the first report of localized conjunctival MALT lymphoma being successfully treated by topical MMC with minimal local controllable side effects. (C) 2007 Springer Science+Business Media BV.

Phase II trial of preoperative chemoradiotherapy followed by surgical resection in patients with superior sulcus non-small-cell lung cancers: report of Japan Clinical Oncology Group trial 9806
KUNITOH H, KATO H, TSUBOI M, SHIBATA T, ASAMURA H, ICHONOSE Y, et al.
J Clin Oncol 2008;26(4): 644-9

PURPOSE: To evaluate the safety and efficacy of preoperative chemoradiotherapy followed by surgical resection for superior sulcus tumors (SSTs). PATIENTS & METHODS: Patients with pathologically documented non-small-cell lung cancer with invasion of the first rib or more superior chest wall were enrolled as eligible; those with distant metastasis, pleural dissemination, and/or mediastinal node involvement were excluded. Patients received two cycles of chemotherapy every four weeks as follows; mitomycin 8 mg/m2 on day 1, vindesine 3 mg/m2 on days 1 and 8, and cisplatin 80 mg/m2 on day 1. Radiotherapy directed at the tumor and the ipsilateral supraclavicular nodes was started on day 2 of each course, at the total dose of 45 Gy in 25 fractions, with a one-week split. Thoracotomy was undertaken two to four weeks after completion of the chemoradiotherapy. Those with unresectable disease received boost radiotherapy. RESULTS: From May 1999 to November 2002, 76 patients were enrolled, of whom 20 had T4 disease; 75 patients were fully assessable. Chemoradiotherapy was generally well tolerated. Fifty-seven patients (76%) underwent surgical resection, and pathologic complete resection was achieved in 51 patients (68%). There were 12 patients with pathologic complete response. Major postoperative morbidity, including chylothorax, empyema, pneumonitis, adult respiratory distress syndrome, and bleeding, was observed in eight patients. There were three treatment-related deaths, including two deaths owing to postsurgical complications and one death owing to sepsis during chemoradiotherapy. The disease-free and overall survival rates at three years were 49% and 61%, respectively; at five years, they were 45% and 56%, respectively. CONCLUSION: This trimodality approach is safe and effective for the treatment of patients with SSTs. (C) 2008 American Society of Clinical Oncology.

Potential and limitations of intensity-modulated radiotherapy in anal cancer. [Letter]
VORDERMARK D

J Clin Oncol 2008;26(4): 688

Liver cell carcinoma: diagnosis and treatment. [French] [Review]
BORBATH I

Louv Med 2008;127(1): 31-40

Cisplatin-based chemotherapy: the only alternative in chemoradiation of head and neck cancer? Experience of the Institute of Oncology, Ljubljana, Slovenia. [Review]
STROJAN P

Rep Pract Oncol Radiother 2007;12(6): 329-37

BACKGROUND: Concomitant chemoradiation is a widely used therapeutic concept in intensified locoregional treatment of high-risk head and neck cancer patients. In this context, cisplatin monotherapy or in combination with other chemotherapeutics is recognized as the most effective drug to be added to radiotherapy. AIM: The aim of this review is to present the rationale for combining radiotherapy with cisplatin in the treatment of head and neck cancer and to summarize the experience of the Institute of Oncology, Ljubljana, Slovenia, gained through two prospective randomized trials on chemoradiation with MMC and bleomycin in operable as well as inoperable head and neck cancer patients. Furthermore, recent developments in technology and biological drug modeling are discussed, which are considered to have a potential to add significantly to the locoregional effectiveness of radiotherapy. MATERIALS/METHODS: References were retrieved using the online database of the National Library of Medicine (PubMed: http://www.ncbi.nlm.nih.gov/PubMed). Terms used included: head and neck carcinoma, squamous cell carcinoma, concomitant chemoradiotherapy, cisplatin, mitomycin C, bleomycin. The results of studies using cisplatin-based chemoradiation regimens in the treatment of patients with inoperable tumors and in the postoperative stenting were compared with the results of the studies conducted at the Institute of Oncology and ENT Department at the Clinical Center, Ljubljana, Slovenia. RESULTS: When comparing MMC-bleomycin chemotherapy with other comparable series on exclusively inoperable oropharyngeal cancer, but with cisplatin (or carboplatin) and 5-FU chemotherapy, and to standard dose cisplatin regimen used in the postoperative setting, the effectiveness of our unconventional drug combination appeared to be at least equivalent to the well-established platinum-based chemotherapy standard. CONCLUSIONS: At the moment, concomitant chemoradiation with cisplatin-based chemotherapy is the most widely used way for potentiation of locoregional effect of radiotherapy in high-risk head and neck cancer patients. Our clinical experiences with MMC and bleomycin chemoradiation showed that there was still a window of opportunity to achieve equivalent clinical results with other drug combinations.

Chemotherapy with gemcitabine in advanced biliary tract carcinoma. [Review]
SERRANO A, GERSON R

Rev Recent Clin Trials 2008;3(1): 70-8

BACKGROUND: Biliary tract carcinoma is infrequent; usually the majority of cases are detected in an advanced phase of the disease, thus surgical resection is not feasible and prognosis is poor, mean survival is six months and chemotherapy is the main therapeutic option. OBJECTIVE: An overall review of all clinical trials published regarding gemcitabine, alone or in combination, as a treatment in advanced biliary tract carcinoma. RESULTS: Gemcitabine has been reported as a single drug in 12 trials and as a combination in 21 studies. As a single agent it has been evaluated in a 30-minute infusion, biweekly administration, fixed infusion (10 mg/m2/min) or as a prolonged infusion (24 hours). Objective response has been reported between 0 and 36%, stable disease 13-15%, time to progression 2-10.7 months, overall survival 4-14 months. Chemotherapy combinations based on gemcitabine have been evaluated with several agents, among them were 5-FU, mitomycin, oxaliplatin, capecitabine, cisplatin, docetaxel and irinotecan; the objective response seen: 9.3-64%, stable disease 9.3-53%, time to progression 3-10 months and overall survival 4.7-18 months. CONCLUSION: Gemcitabine is an effective drug in advanced biliary tract carcinoma with a low toxicity profile. It should be considered as the standard treatment for unresectable or metastatic disease while awaiting phase III results. (C) 2008 Bentham Science Publishers Ltd.

Management of hilar biliary strictures. [Review]##
LARGHI A, TRINGALI A, LECCA PG, GIORDANO M, COSTAMAGNA G

Am J Gastroenterol 2008;103(2): 458-73

Biliary strictures at the liver hilum are caused by a heterogeneous group of benign and malignant conditions. In the absence of a clear-cut benign etiology, i.e. bile duct damage during surgery, hilar biliary strictures remain a diagnostic and therapeutic challenge for which a multidisciplinary approach is often necessary. A definitive diagnosis can be achieved in only 40-60% of patients, while in all the other cases strictures are treated as though they are malignant until surgical pathology determines otherwise. Surgical resection is the only treatment that prolongs survival in patients with malignant strictures. Because these tumors frequently extend longitudinally via the hepatic ducts into the liver parenchyma, partial hepatic resection has been gradually added to biliary resection to ensure tumor-free surgical margins. For unresectable cases, endoscopic stenting of biliary obstruction is considered the preferred palliation modality to relieve pruritus, cholangitis, pain and jaundice, while the percutaneous approach has been reserved for cases of failure. Other modalities of treatment such as radiotherapy, chemotherapy, and photodynamic therapy currently remain investigational. For benign post surgical hilar strictures, surgical repair can be difficult and requires specific skills and experience. As an alternative, a multi-stent technique with endoscopic placement of an increasing number of stents over time until complete resolution of the stricture has been proposed. (C) 2008 American College of Gastroenterology.

VEGF expression predicts survival in patients with peritoneal surface metastases from mucinous adenocarcinoma of the appendix and colon##
LOGAN-COLLINS JM, LOWY AM, ROBINSON-SMITH TM, KUMAR S, SUSSMAN JJ, JAMES LE, et al.
Ann Surg Oncol 2008;15(3): 738-44

BACKGROUND: High levels of vascular endothelial growth factor (VEGF) in ovarian cancer metastases are associated with a worse prognosis in patients treated with chemotherapy. VEGF-directed therapy improves survival for those with metastatic colorectal cancer. Patients with mucinous adenocarcinomas metastatic to the peritoneal surfaces can be treated with cytoreductive surgery, and both tumor grade and cytoreduction status are prognostic. We hypothesized that angiogenic indices may be prognostic in patients undergoing cytoreductive surgery for mucinous adenocarcinoma of the appendix and colon. METHODS: Cytoreductive cases from a five-year period from the University of Cincinnati peritoneal malignancy database were reviewed. CD34 counts (blood vessels) and VEGF expression were evaluated by means of immunohistochemistry on specimens from patients undergoing cytoreductive surgery and intraperitoneal hyperthermic perfusion (IPHP) for mucinous adenocarcinoma. RESULTS: A total of 26 males and nine females, with a mean age of 50 years, underwent cytoreductive surgery and IPHP for mucinous adenocarcinoma of appendiceal (n = 32) or colonic (n = 3) origin. With a mean follow-up of 18 months (range, 1-63 months), 23 had disease recurrence and 12 were alive without recurrence. The mean survival was 19 months (range, 1-63 months). CD34 counts did not correlate with recurrence or survival; however, average VEGF counts correlated with survival (P = 0.017), and, for patients with recurrence, this correlation was stronger (P = 0.002). CONCLUSIONS: These results suggest that markers of tumor angiogenesis may predict survival in patients with peritoneal surface metastases from mucinous adenocarcinoma. These findings provoke the hypothesis that antiangiogenic therapies may be effective in patients with this devastating disease. (C) 2007 Society of Surgical Oncology.

Aggressive surgical management of peritoneal carcinomatosis with low mortality in a high-volume tertiary cancer center##
GUSANI NJ, CHO SW, COLOVOS C, SEO S, FRANKO J, RICHARD SD, et al.
Ann Surg Oncol 2008;15(3): 754-63

BACKGROUND: Cytoreductive surgery (CS) combined with hyperthermic intraperitoneal chemotherapy (HIPEC) for treatment of peritoneal carcinomatosis (PC) traditionally involves high perioperative morbidity and mortality. We report our experience performing CS-HIPEC in a high-volume regional perfusion program designed to limit morbidity and mortality. METHODS: A total of 122 patients underwent 124 CS-HIPEC procedures. Common tumors treated with CS-HIPEC included appendiceal (38.5%), colorectal (24.6%), and ovarian cancers (13.1%), and peritoneal mesothelioma (12.3%). Complete cytoreduction was performed in all patients, with organ resections performed as necessary. RESULTS: R0 resection was achieved in 28.7% of cases, R1 in 54.9%, and R2 in 16.4%. Median operative time was 460 minutes (range, 250-840 minutes), and median blood loss was 1150 ml (range, 10-14 000 ml). Median hospital and intensive care unit stays were 12 days (range, 6-50 days) and three days (range, 0-41 days), respectively. Grade 3 or 4 morbidity by National Cancer Institute criteria (major morbidity) was seen in 29.8% of cases, with overall morbidity 56.5%. Independent prognostic variables for major morbidity included number of anastomoses and degree of cytoreduction. In-hospital and 30-day mortality rates were 0% and 1.6%, respectively. The most favorable diagnosis was appendiceal cancer, for which two-year survival was 66.7%, with lower-grade histologic subtypes of appendiceal cancer reaching 85.7% two-year survival. Colorectal cancer had two-year survival of 36.7%. CONCLUSIONS: In a high-volume center with extensive experience treating peritoneal malignancies, perioperative mortality can be lowered to nearly zero, although morbidity remains high. CS-HIPEC procedures should be studied further in a controlled manner to help define their important role in the care of patients with PC.

Pelvic phased-array MR imaging of anal carcinoma before and after chemoradiation##
KOH DM, DZIK-JURASZ A, O'NEILL B, TAIT D, HUSBAND JE, BROWN G

Br J Radiol 2008;81(962): 91-8

The aim of this study was to evaluate the MR findings of anal carcinoma using an external pelvic phased-array coil before and after chemoradiation treatment. 15 patients with carcinoma of the anal canal underwent T2 weighted and short-tau inversion recovery (STIR) imaging before and after chemoradiation. Images were reviewed in consensus by two radiologists. At pre-treatment imaging, the tumour size and stage, signal intensity and infiltration of adjacent structures were recorded. MR imaging was repeated immediately after chemoradiation, every six months for the first year and then yearly. Tumour response was assessed by recording change in tumour size and signal intensity. Prior to treatment, the mean tumour size was 3.9 cm (range, 1.8-6.4 cm). Tumours appeared mildly hyperintense at T2 weighted and STIR imaging. There was good agreement in T staging between clinical examination and MR imaging (κ = 0.68). In 12 responders with long disease remission, a greater percentage reduction in the size of MR signal abnormality in the tumour area was observed at six months (mean 54.7%; 46-62%) than immediately after treatment (mean 38.6%; 30-46%) (P = 0.002, t-test). 7/12 showed stabilization of T2 signal reduction in the tumour area after one year, and 5/12 showed complete resolution of signal alterations at two years. Pelvic phased-array MR imaging is useful for local staging of anal carcinoma and assessing treatment response. After treatment, a decrease in tumour size accompanied by reduction and stability of the MR T2 signal characteristics at one year after chemoradiation treatment was associated with favourable outcome.

Treatment of peritoneal carcinomatosis with surgery and hyperthermic perioperative intraperitoneal chemotherapy (HIPEC): new aspects and validated indications. [French] [Review]##
EVENO C, DAGOIS S, GUILLOT E, GORNET JM, POCARD M

Bull Cancer 2008;95(1): 141-5

Hyperthermic intraoperative intraperitoneal chemotherapy (HIPEC) is now an entire part of treatment of peritoneal dissemination of colorectal malignancy, and it's possible to hope prolonged survival. This treatment is more and more codified. Four indications are recognized by some three national evaluation committees (the French ANAES, the British NICE and the Canadian CEPO): colorectal carcinoma, carcinoma of the appendix, pseudomyxoma peritonei and mesothelioma. Last big published series results show a decrease of morbidity and mortality and interest of using new drugs like oxaliplatin. Indications have to be more homogeneous and based on evidence. (C) John Libbey Eurotext.

The role of postoperative adjuvant chemotherapy following curative resection for gastric cancer: a meta-analysis##
ZHAO SL, FANG JY

Cancer Invest 2008;26(3): 317-25

To evaluate the effect of adjuvant chemotherapy on survival rates after curative resection of gastric cancer, MEDLINE (1969-2006), EMBASE (1974-2006), bibliographies, and review articles were searched for relevant articles. The meta-analysis was finally based on 15 trials that included 3212 patients. RR for death in the treated group was 0.90 (95% CI, 0.84-0.96; P = 0.0010). Little or no significant benefits were suggested in subgroup analyses between different populations and regimens either. Postoperative adjuvant chemotherapy for gastric cancer confers slightly significant benefits compared to the surgery-only group. The prognoses after surgery may differ among various population groups or because of different regimens.

Importance of UDP-glucuronosyltransferase 1A1*6 for irinotecan toxicities in Japanese cancer patients##
SAI K, SAITO Y, SAKAMOTO H, SHIRAO K, KUROSE K, SAEKI M, et al.
Cancer Lett 2008;261(2): 165-71

Recent pharmacogenetic studies on irinotecan have revealed the impact of UDP glucuronosyltransferase (UGT) 1A1*28 on severe irinotecan toxicities. Although the clinical role of UGT1A1*6, which is specifically detected in East Asian patients, in irinotecan toxicities is suggested, clear evidence remains limited. To examine the impact of *6, the association of UGT1A1 genotypes with severe irinotecan toxicities was retrospectively investigated in Japanese cancer patients. A significant *6-dependent increase in the incidence of grade 3 or 4 neutropenia was observed in 49 patients on irinotecan monotherapy (P = 0.012). This study further clarifies the clinical importance of *6 in irinotecan therapy in East Asians. (C) 2007 Elsevier Ireland Ltd. All rights reserved.

The oxygen effect: an old new target? [French]##
LARTIGAU E, DEWAS S, GRAS L

Cancer Radiother 2008;12(1): 42-9

The oxygen effect plays a key role in cellular response to ionizing radiations. From many years, tumour hypoxia is a limiting treatment factor. Multiple ways to interact with free radicals have been developed. The increase in tissue oxygenation has a limited impact. Radiosensitizing agents as nimorazole or gadolinium have a clinical benefit. Tirapazamine or AQ4N, bioreductive agents, are not routinely used. New agents through the HIF-1 and the endothelial cell pathways are currently being developed. Studies on the expression of endogenous markers of hypoxia could be useful tools to predict tumour response to the treatment. (C) 2007 Elsevier Masson SAS. All rights reserved.

Pulmonary complications of novel antineoplastic agents for solid tumors. [Review]##
VAHID B, MARIK PE

Chest 2008;133(2): 528-38

Antineoplastic agent-induced pulmonary toxicity is an important cause of respiratory failure. Although the incidence of antineoplastic agent-induced pulmonary toxicity seems to be low, more cases can be expected, with increasing numbers of patients receiving the new generations of antineoplastic agents. Antineoplastic agents have previously been associated with bronchospasm, hypersensitivity reactions, venous thromboembolism, and pulmonary hemorrhage. Physicians should be aware of the clinical and radiographic presentations of the pulmonary toxicities associated with the newer antineoplastic agents. The approach to diagnosis, risk factors, and possible mechanisms of antineoplastic agent-induced pulmonary toxicity are discussed in this article.

Triplet combination of fluoropyrimidines, oxaliplatin, and irinotecan in the first-line treatment of metastatic colorectal cancer. [Review]##
MASI G, VASILE E, LOUPAKIS F, BURSI S, RICCI S, PETRINI I, et al.
Clin Colorectal Cancer 2008;7(1): 7-14

In recent years, the treatment of metastatic colorectal cancer has improved because of the availability of three active cytotoxic drugs, two monoclonal antibodies, and the expanded use of surgery on metastases in selected patients, leading to a median overall survival of almost two years. Chemotherapy remains the primary option for these patients, and the development of first-line chemotherapy regimens associated with higher activity and improved efficacy is still a major topic of interest. This article provides an overview of the development of a first-line treatment combination of irinotecan and oxaliplatin plus 5-FU (FOLFOXIRI) or oral fluoropyrimidines in patients with metastatic colorectal cancer, evaluating the feasibility and the activity of these regimens in phase I/II studies and the results of a recent phase III study that demonstrates that FOLFOXIRI significantly increases response rate, radical surgical resection of metastases, progression-free survival, and overall survival compared with an infusional 5-FU-containing doublet such as FOLFIRI (5-FU/leucovorin/irinotecan).

Second-line management of metastatic colorectal cancer. [Review]##
GALLAGHER DJ, KEMENY N

Clin Colorectal Cancer 2008;7(1): 25-32

The treatment of colorectal cancer has increased in complexity in recent years, with patients now receiving many lines of treatment. Standard first-line therapy has evolved with biologic agents used frequently in first-line settings. However, data are lacking to guide treatment decisions upon progression. Now that more is known about the toxicities of commonly used agents such as irinotecan and oxaliplatin, stop-and-go strategies have been explored to decrease toxicities. The importance of resecting disease and decreasing tumor burden is recognized and there is some ability to get to resection even after second-line therapy. Local therapies, such as hepatic arterial infusion chemotherapy, have allowed a select group of patients to be approached with curative intent. This article reviews treatment options after progression on irinotecan- or oxaliplatin-based first-line therapy and highlights some of the difficulties encountered when interpreting data.

Chemoradiotherapy for rectal cancer: an updated analysis of factors affecting pathological response##
SANGHERA P, WONG DW, MCCONKEY CC, GEH JI, HARTLEY A

Clin Oncol (R Coll Radiol) 2008;20(2): 176-83

AIMS: With the aim of improving locoregional control, the use of preoperative chemoradiotherapy (CRT) for rectal cancer has increased. A pathological complete response (pCR) is often used as a surrogate marker for the efficacy of different CRT schedules. By analysing factors affecting pCR, this analysis aims to guide the development of future trials. MATERIALS & METHODS: Searches of MEDLINE, EMBASE and the electronic American Society of Clinical Oncology abstract databases were carried out to identify prospective phase II and phase III trials using preoperative CRT to treat rectal cancer. Trials were eligible for inclusion if they defined: the CRT drugs, the radiation dose and the pCR rate. Phase I patients were excluded from the analysis. A multivariate analysis examined the effect of the above variables on the pCR rate and in addition the use of neoadjuvant chemotherapy, the type of publication (peer reviewed vs. abstract), the year of publication and whether the cancers were stated to be inoperable, fixed or threatening the circumferential resection margin were included. The method of analysis used was weighted linear modelling of the pCR rate. RESULTS: 64 phase II and seven phase III trials were identified including a total of 4732 patients. Statistically significant factors associated with pCR were the use of two drugs, the method of fluoropyrimidine administration (with continuous intravenous 5-FU being the most effective) and a higher radiotherapy dose. Although the use of two drugs was associated with a higher rate of pCR, no single schedule seemed to be more effective. None of the other factors analysed significantly influenced pCR. CONCLUSIONS: A higher rate of pCR is seen in studies using two drugs, infusional 5-FU and a radiotherapy dose of 45 Gy and above. (C) 2007 The Royal College of Radiologists.

The diagnosis and management of cardiovascular disease in cancer patients. [Review]##
YUSUF SW, RAZEGHI P, YEH ETH

Curr Probl Cardiol 2008;33(4): 163-96

Cardiovascular disease is commonly found in cancer patients. The co-existence of heart disease and cancer in a patient often complicates treatment, because therapy for one disease may negatively affect the outcome of the other disease. In addition, guidelines for the treatment of cardiovascular disease are often based on studies which exclude patients who have cancer. In this review we will discuss the diagnosis and management of cardiovascular disease in cancer patients. We will focus on cancer-related causes of cardiovascular disease and special treatment options for cardiovascular disease in cancer patients. The cardiac complications of cancer therapy will be discussed according to common syndromes: left ventricular dysfunction, myocardial ischemia, blood pressure changes, thromboembolism, bradyarrhythmias, and prolonged QT interval. (C) 2008 Mosby, Inc. All rights reserved.

Locally advanced and metastatic gastric cancer: current management and new treatment developments. [Review]##
FIELD K, MICHAEL M, LEONG T

Drugs 2008;68(3): 299-317

The management of gastric cancer remains a challenge. In recent years, the most important advances have been achieved in the adjuvant setting for patients with locally advanced disease, where significant survival benefits have been demonstrated for both perioperative chemotherapy and adjuvant chemoradiotherapy. These findings have changed the standard of care for patients with resectable disease. In the setting of metastatic gastric cancer, the development of new cytotoxic regimens must consider the balance between efficacy and toxicity in patients whose overall prognosis is poor. Major advances in recent years include the development of orally administered fluoropyrimidine analogues, which can be used in place of intravenous fluorouracil, and the addition of newer agents such as oxaliplatin and docetaxel, which have demonstrated efficacy in patients with advanced disease. Targeted therapies have had a major impact on the management of certain malignancies, and while their evaluation in the treatment of advanced gastric cancer remains early, it is likely that these agents will continue to be developed and studied in combination with chemotherapy. This article reviews recent advances in the use of chemotherapy for advanced gastric cancer. Targeted therapies, their mechanisms of action and emerging data supporting their use in gastric cancer are also discussed. The two randomized phase III trials supporting adjuvant therapy for locally advanced, resectable gastric cancer are discussed in detail, together with strategies for future trials in this area. Overall, there remains optimism that further incremental gains will be achieved with future studies combining chemotherapy, radiotherapy and targeted therapies, both in the adjuvant and metastatic disease settings. (C) 2008 Adis Data Information BV. All rights reserved.

Combination of O6-methylguanine-DNA methyltransferase and thymidylate synthase for the prediction of fluoropyrimidine efficacy##
NAKAJIMA TE, YAMADA Y, SHIMODA T, MATSUBARA J, KATO K, HAMAGUCHI T, et al.
Eur J Cancer 2008;44(3): 400-7

We investigated the correlation between the response to fluoropyrimidines as first-line therapy and the expressions of genes in patients with primary colorectal cancer (CRC). The study group comprised 92 patients with metastatic CRC. Total RNA was isolated from laser-captured tumour cells in surgically resected primary lesions, and gene expression was quantitatively evaluated by real-time RT-PCR assay. Low thymidylate synthase (TS), low γ-glutamyl hydrolase, high reduced folate carrier 1, high O6-methylguanine-DNA methyltransferase (MGMT) and low cyclin E expressions were associated with a good response (P = 0.0030, 0.0250, 0.0120, 0.0030 and 0.0020, respectively) on univariate analysis. On multivariate logistic regression analysis, TS and MGMT remained independent predictors of the response. The clinical response rates were 63.2% in the low TS or high MGMT group and 14.3% in high TS and low MGMT group (P <0.0001). The combination of high TS and low MGMT expression is a significant predictor of a poor response to fluoropyrimidine treatment. (C) 2007 Elsevier Ltd. All rights reserved.

Neoadjuvant and adjuvant strategies for pancreatic cancer. [Review]##
GHANEH P, SMITH R, TUDOR-SMITH C, RARATY M, NEOPTOLEMOS JP

Eur J Surg Oncol 2008;34(3): 297-305

Pancreatic cancer is one of the major causes of cancer death. The majority of patients present with advanced disease and only 10-15% of patients can undergo resection. Survival after curative surgery is poor, as recurrences occur either locally or in the liver. Adjuvant therapy aims to improve survival and control systemic disease. Based on the results from the ESPAC-1 and Oettle studies, there is a significant survival advantage with 5-FU/folinic acid and a survival advantage trend with gemcitabine compared to surgery alone. The survival advantage of adjuvant chemotherapy is still observed when incorporated into an individual patient data meta-analysis. Based on the EORTC and ESPAC-1 trial results there is no significant evidence for the use of adjuvant chemoradiation. The use of chemoradiation with follow-on chemotherapy has not been shown to be superior to chemotherapy alone based on the results of the underpowered 1987 GITSG study and a recent combination study from the USA. The standard of care for adjuvant therapy based on level I evidence (from the ESPAC-1 trial) is postoperative chemotherapy using 5-FU with folinic acid providing a best estimate of 29% five-year survival. (C) 2007 Elsevier Ltd. All rights reserved.

Gallbladder carcinoma. [Review]##
MILLER G, JARNAGIN WR

Eur J Surg Oncol 2008;34(3): 306-12

Although it is the most common cancer of the biliary tree, gallbladder carcinoma remains an uncommon disease. As a result, many clinicians rarely encounter it and there is uncertainty regarding proper management. Resection is the most effective and only potentially curative treatment. Early-stage tumors are often curable with a proper resection; however, many patients present late in the course of the disease when surgical intervention is no longer effective. While other treatment modalities are used in patients with advanced disease, there is limited data on efficacy. In many cases, the diagnosis is made after a cholecystectomy has been performed and an incidental tumor is identified in the specimen. In such cases, reoperation and definitive resection is appropriate and effective for patients with invasive lesions. (C) 2007 Elsevier Ltd. All rights reserved.

Therapeutic options for patients with anthracycline-and taxane-refractory metastatic breast cancer. [German] [Review]##
HILLE S, REIN DT, DALL P, BREIDENBACH M

Geburtshilfe Frauenheilkd 2007;67(12): 1311-6

There is an urgent need for agents which are active against anthracycline- and/or taxane-refractory metastatic breast cancer (MBC). Despite the availability of a number of active cytotoxic agents and combination regimens, the survival rates of patients with MBC have not dramatically improved and it remains a largely incurable disease. As such, the goals of treatment in this setting are to maintain or improve the patient's quality of life and to control cancer-related symptoms for as long as possible. An optimal balance between therapy-related toxicities and cancer-controlling benefits is the most important principle to achieve optimal palliation. This review summarizes recent studies on chemotherapy and targeted therapies for anthracycline- and/or taxane-refractory MBC. (C) Georg Thieme Verlag KG Stuttgart.

Orbital invasion despite topical anti-metabolite therapy for conjunctival carcinoma##
CHAR DH, CRAWFORD JB

Graefes Arch Clin Exp Ophthalmol 2008;246(3): 459-61

BACKGROUND: Two cases of conjunctival carcinoma developed orbital invasion during treatment with topical medication. METHODS: This was a retrospective study from a tertiary ophthalmic oncology unit, performed after informed consent was obtained. The main outcome measurement was orbital invasion. RESULTS: Two patients treated with topical agents developed orbital invasion. CONCLUSION: While topical agents are important in treatment of conjunctival neoplasia, recurrence or deep invasion require careful monitoring. (C) Springer-Verlag 2007.

The experience of Professor Sun Gui Zhi in preventing and treating the recurrence and metastasis of stomach cancer##
CAI Y

J Chin Med 2008(86): 24-7

Professor Sun Gui Zhi, chief doctor of Guang An Men Hospital affiliated to the China Academy of Traditional Chinese Medicine, is a famous Chinese specialist who applies traditional Chinese medicine (TCM) or the integration of TCM and Western medicine in the treatment of cancer. For the past 30 years Professor Sun has exclusively studied tumours in the digestive tract and specialises in the treatment of stomach cancer according to the differentiation of patterns in TCM. Professor Sun's clinical experience in preventing and treating the recurrence and metastasis of stomach cancer is summarised in this article.

Cryosurgery with combination of 125iodine seed implantation for the treatment of locally advanced pancreatic cancer##
XU KC, NIU LZ, HU YZ, HE WB, HE YS, ZUO JS

J Dig Dis 2008;9(1): 32-40

OBJECTIVE: To study the therapeutic value of cryosurgery with combination of 125iodine seed implantation for locally advanced pancreatic cancer. METHODS: 38 patients with locally advanced pancreatic cancer were enrolled in this study. The diagnosis was confirmed by pathology in 31 patients. Ten patients had metastases of the peripancreatic lymph node and eight had liver metastases. The therapy included cryosurgery, which was performed intra-operatively or percutaneously under guidance of ultrasound and/or computed tomography (CT), and 125iodine seed implantation, which was performed during cryosurgery process or post-cryosurgery under the guidance of ultrasound and/or CT. RESULTS: 11 patients received intra-operative cryosurgery and 27 received percutaneous cryosurgery. Fourteen patients underwent two procedures of cryosurgery and three underwent three procedures of cryosurgery. 125Iodine seed implantation was performed during the freezing procedure in 29 patients and within three to seven days after cryosurgery in nine patients under ultrasound and CT guidance. Fifteen patients, of whom 13 had metastases of peripancreatic lymph nodes or liver, received regional chemotherapy. At three months after therapy, a CT follow-up was performed to estimate the tumor response to therapy. Most of the patients had varying degrees of tumor necrosis. A complete response of the tumor was seen in 23.6% of patients, a partial response in 42.1%, stable disease in 26.3% and progressive disease in 7.9%. The adverse effects associated with cryosurgery mainly included pain of the upper abdomen and increased serum amylase activity. Acute pancreatitis was seen in five patients, one of whom presented a severe type of pancreatitis. During the follow-up of a median of 16 months (range, 5-37) median overall survival was 12 months, 19 patients (50.0%) survived for 12 months or longer and four survived for 24 months or longer. CONCLUSION: As it is far less invasive than conventional pancreas resection and entails a low rate of adverse effects, cryosurgery should be the choice modality for most patients with locally advanced pancreatic cancer. 125Iodine seed implantation can destroy residue survival cancer cells after cryosurgery. Hence, combination of both modalities has a complementary effect. (C) 2008 Chinese Medical Association Shanghai Branch, Chinese Society of Gastroenterology and Blackwell Publishing Asia Pty Ltd.

Guidelines for chemotherapy of biliary tract and ampullary carcinomas##
FURUSE J, TAKADA T, MIYAZAKI M, MIYAKAWA S, TSUKADA K, NAGINO M, et al.
J Hepatobiliary Pancreat Surg 2008;15(1): 55-62

Few randomized controlled trials (RCTs) with large numbers of patients have been conducted to date in patients with biliary tract cancer, and standard chemotherapy has not been established yet. In this article we review previous studies and clinical trials regarding chemotherapy for unresectable biliary tract cancer, and we present guidelines for the appropriate use of chemotherapy in patients with biliary tract cancer. According to an RCT comparing chemotherapy and best supportive care for these patients, survival was significantly longer and quality of life was significantly better in the chemotherapy group than in the control group. Thus, chemotherapy for patients with biliary tract cancer seems to be a significant treatment of choice. However, chemotherapy for patients with biliary tract cancer should be indicated for those with unresectable, locally advanced disease or distant metastasis, or for those with recurrence after resection. That is why making the diagnosis of unresectable disease should be done with greatest care. As a rule, pathological diagnosis, including cytology or histopathological diagnosis, is preferable. Chemotherapy is recommended in patients with a good general condition, because in patients with general deterioration, such as those with a performance status of 2 or 3 or those with insufficient biliary decompression, the benefit of chemotherapy is limited. As chemotherapy for unresectable biliary tract cancer, the use of gemcitabine or tegafur/gimeracil/oteracil potassium is recommended. As postoperative adjuvant chemotherapy, no effective adjuvant therapy has been established at the present time. It is recommended that further clinical trials, especially large multi-institutional RCTs (phase III studies) using novel agents such as gemcitabine should be performed as soon as possible in order to establish a standard treatment. (C) 2008 Springer Japan.

Cervical cancer. [Review]##
GREER BE, KOH WJ, ABU-RUSTUM NR, BOOKMAN MA, BRISTOW RE, CAMPOS S, et al.
J Natl Compr Canc Netw 2008;6(1): 14-36

Although cervical cancer is decreasing in the United States, because screening is widely used, it is increasing in developing countries (approximately 270 000 deaths per year), because screening is not available to many women. Effective treatment for cervical cancer (e.g., surgery, concurrent chemoradiation) can yield cures in 80% of women with early-stage disease (stages I and II) and in 60% with stage III disease. The hope is that immunization against HPV (using the new vaccines) will prevent persistent infection with certain types of HPV, and is therefore expected to prevent specific HPV cancer in women. (C) Journal of the National Comprehensive Cancer Network.

Docetaxel monotherapy as a second-line treatment after failure of fluoropyrimidine and platinum in advanced gastric cancer: experience of 154 patients with prognostic factor analysis##
JO JC, LEE JL, RYU MH, SYM SJ, LEE SS, CHANG HM, et al.
Jpn J Clin Oncol 2007;37(12): 936-41

OBJECTIVE: To investigate the efficacy and safety of docetaxel monotherapy as salvage chemotherapy for advanced gastric cancer (AGC) in clinical practice and to determine the prognostic factors in these patients. METHODS: We retrospectively reviewed the medical records of patients with AGC for whom fluoropyrimidine and platinum had previously failed and who had received docetaxel salvage monotherapy between December 2000 and March 2006. Docetaxel was administered at a dose of 75 mg/m2 intravenously every three weeks with dexamethasone prophylaxis. RESULTS: A total of 154 patients received 583 cycles of docetaxel with a median of three cycles per patient (range, 1-10). The median age was 54 years (range, 27-75 years). The objective response rate of 86 patients with measurable lesions was 14%, with one complete response and 11 partial responses, with a median response duration of 5.6 months. An additional 25 patients achieved stable disease. The median time to progression (TTP) for all patients was 2.6 months (95% CI, 2.2-2.9) and the median overall survival (OS) from the start of docetaxel chemotherapy was 7.2 months (95% CI, 5.9-8.5). The chemotherapy was generally well tolerated. Multivariate analysis showed that the Eastern Cooperative Oncology Group (ECOG) performance status (0 or 1 vs. 2) was an independent prognostic factor for both TTP and OS. Disease status indicative of a relatively small tumor burden (resected metastatic or recurrent tumor) was a predictor for better TTP and good differentiation of the tumor was a predictor for better OS. CONCLUSION: Docetaxel 75 mg/m2 is relatively active and tolerable as a second-line salvage treatment after failure of fluoropyrimidine and platinum in general clinical practice for AGC. (C) 2008 The Author. Published by Oxford University Press. All rights reserved.

Advances in the systemic therapy of malignant pleural mesothelioma. [Review]##
FENNELL DA, GAUDINO G, O'BYRNE KJ, MUTTI L, VAN MEERBEECK J

Nat Clin Pract Cardiovasc Med 2008;5(3): 136-47

Malignant pleural mesothelioma is an aggressive thoracic malignancy associated with exposure to asbestos, and its incidence is anticipated to increase during the first half of this century. Chemotherapy is the mainstay of treatment, yet sufficiently robust evidence to substantiate the current standard of care has emerged only in the past five years. This review summarizes the evidence supporting the clinical activity of chemotherapy, discusses the use of endpoints for its assessment and examines the influence of clinical and biochemical prognostic factors on the natural history of malignant pleural mesothelioma. Early-phase clinical trials of second-line and novel agents are emerging from an increased understanding of mesothelioma cell biology. Coupled with high-quality translational research, such developments have real potential to improve the outlook of patients at a time of increasing incidence.

The role of adjuvant chemotherapy for patients with resected pancreatic cancer: systematic review of randomized controlled trials and meta-analysis. [Review]##
BOECK S, ANKERST DP, HEINEMANN V

Oncology 2007;72(5-6): 314-21

BACKGROUND: In patients undergoing surgery for resectable pancreatic cancer prognosis still remains poor. The role of adjuvant treatment strategies (including chemotherapy and chemoradiotherapy) following resection of pancreatic cancer remains controversial. METHODS: A MEDLINE-based literature search was undertaken to identify randomized controlled trials that evaluated adjuvant chemotherapy after complete macroscopic resection for cancer of the exocrine pancreas. Five trials of adjuvant chemotherapy were eligible and critically reviewed for this article. A meta-analysis (based on published data) was performed with survival (median survival time and five-year survival rate) being the primary endpoint. RESULTS: For the meta-analysis, 482 patients were allocated to the chemotherapy group and 469 patients to the control group. The meta-analysis estimate for prolongation of median survival time for patients in the chemotherapy group was three months (95% CI, 0.3-5.7 months; P = 0.03). The difference in five-year survival rate was estimated with 3.1% between the chemotherapy and the control group (95% CI, -4.6 to 10.8%; P >0.05). CONCLUSION: Currently available data from randomized trials indicate that adjuvant chemotherapy after resection of pancreatic cancer may substantially prolong disease-free survival and cause a moderate increase in overall survival. In the current meta-analysis, a significant survival benefit was only seen with regard to median survival, but not for the five-year survival rate. The optimal chemotherapy regimen in the adjuvant setting as well as individualized treatment strategies (also including modern chemoradiotherapy regimens) still remain to be defined. (C) 2008 S Karger AG.

Explanation for the failure of neoadjuvant chemotherapy to improve outcomes after radiotherapy for locally advanced uterine cervical cancer from the standpoint of the tumor regression rate##
OHARA K, TSUNODA H, TANAKA YO, OHNISHI K, NEMOTO K, HASHIMOTO T, et al.
Radiat Med 2007;25(2): 53-9

PURPOSE: Treatment outcomes for patients with locally advanced cervical cancer are no better with neoadjuvant chemotherapy (NAC) combined with radiotherapy (RT) than with RT alone. We investigated the reason for this failure from the standpoint of the tumor regression rate (RR). MATERIALS & METHODS: A total of 48 patients with clinical stage IIB-IVA cervical squamous cell carcinoma were treated clinically with cisplatin-based NAC plus RT (n = 15) or RT alone (n = 33). The RR was defined as the slope of a tumor shrinkage curve derived with magnetic resonance images. The local control rate (LCR) and disease-free rate (DFR) were estimated by clinical stage (IIB vs. III-IVA), pretreatment volume (≤median vs. >median), lymph node status (negative vs. positive), treatment type, overall treatment time (≤8 weeks vs. >8 weeks), and RR (≤median vs. >median) using univariate and multivariate analyses. RESULTS: RR during NAC or during NAC and RT (n = 15) was not significantly higher than RR by RT alone (n = 33). Low RR and positive nodal status were significantly powerful prognostic factors for both the LCR and DFR, whereas the others were not. CONCLUSION: Although effective in reducing tumor volume prior to RT, NAC showed no overall effect in increasing the RR, which was shown to be the most powerful prognostic factor. (C) 2007 Japan Radiological Society.

Transcatheter intraarterial perfusion: MR monitoring of chemoembolization for hepatocellular carcinoma: feasibility of initial clinical translation##
LARSON AC, WANG D, ATASSI B, SATO KT, RYU RK, LEWANDOWSKI RJ, et al.
Radiology 2008;246(3): 964-71

PURPOSE: To prospectively test the hypothesis that intraprocedural transcatheter intraarterial perfusion (TRIP) magnetic resonance (MR) imaging can be used to successfully measure reductions in perfusion to the targeted hepatocellular carcinoma (HCC) and the adjacent surrounding liver tissue during MR-interventional radiology (IR)-monitored transcatheter arterial chemoembolization (TACE). MATERIALS & METHODS: This HIPAA-compliant prospective study was approved by the institutional review board. An MR-IR unit was used to perform TACE in ten patients with HCC (seven male, three female; eight younger than 69 years, two older than 69 years). Intraprocedural reductions in tumor perfusion before and after TACE were monitored with TRIP MR imaging. Time-signal intensity curves were derived, and semiquantitative spatially resolved area under the time-signal intensity curve maps of tumor perfusion before and after TACE were produced. Mean perfusion values before and after TACE for liver tumors and adjacent liver tissue were compared by using a mixed-model analysis, with α = 0.05. RESULTS: Perfusion reductions were measured successfully with TRIP MR imaging in 18 separate tumors during 13 treatment sessions. Perfusion maps showed significant perfusion reductions for tumors (P <0.013) but not for adjacent nontumorous liver tissue (P = 0.21). For tumors, the mean perfusion value was 193 arbitrary units (AU) ±223 (SD) before TACE and 45.3 AU ±91.9 after TACE, with a mean reduction in baseline perfusion of 74.6% ±24.8. For adjacent liver tissue, the mean perfusion value was 124 AU ±93.5 before TACE and 93.2 AU ±72.3 after TACE, with a mean reduction in baseline perfusion of 24.2% ±14.5. CONCLUSION: TRIP MR imaging can be used to detect intraprocedural changes in perfusion to HCC and surrounding liver parenchyma during MR-IR-monitored TACE.

Tissue characterization of locoregionally advanced head-and-neck squamous cell carcinoma (HNSCC) using quantified ultrasonography: a prospective phase II study on prognostic relevance##
ROPER B, NUSE N, BUSCH R, ZIMMERMANN FB, NAHRIG J, MOLLS M

Radiother Oncol 2007;84(4): 48-57

BACKGROUND & PURPOSE: Information on a patient's prognosis is important for the clinical decision-making process. This study explored the capacity of quantitative ultrasound imaging to increase prognostic information. MATERIALS & METHODS: High-resolution B-scan and colour-coded duplex-sonography of the neck was prospectively applied to 50 HNSCC-patients stage IVA-B 05/99-01/02 before definite radio-(chemo-)therapy. Every lymph node >0.5 cm was scored for the following malignancy criteria: inhomogeneity, surface-irregularity, missing hilar sign, spherical form, matting, aberrant intranodal vessels, infiltration of surrounding tissue, intranodal cystic necrosis. RESULTS: Median overall survival (OS) was one year. High MMCC (maximal malignancy criteria count in a single node) predicted a poor outcome with a median OS of 8.1 months (MMCC = 7-8; n = 24) vs. 24.7 months for low MMCC (1-6; n = 26; P = 0.0004, log rank). Estimated one- and three-year-OS was 25% and 8% for high vs. 69% and 41% for low MMCC. Ten out of eleven living patients (follow-up 2.3-5.3 years) had a low MMCC. Of the clinical parameters determined, only pre-treatment hemoglobin levels <12 g/dl and treatment less radical than chemoradiation to 70 Gy predicted poor OS (univariate P = 0.04 and 0.02, respectively). In multivariate Cox analysis, MMCC continued to significantly predict for OS (P = 0.002) and disease-free survival (P = 0.002). CONCLUSIONS: Quantification of nodal ultrasonography offers valuable prognostic information for the conservative management of HNSCC. (C) 2007 Elsevier Ireland Ltd. All rights reserved.

Natural history of hepatocellular carcinoma and current treatment options##
RAOUL JL

Semin Nucl Med 2008;38(2): S13-S8

Hepatocellular carcinoma (HCC) is the most frequent primary liver cancer and the most severe complication of chronic liver disease. The annual number of new cases worldwide is approximately 550 000, representing more than 5% of human cancers, and it is the third leading cause of cancer-related deaths. The stages of the malignancy as well as the severity of the underlying liver disease are essential factors in planning the therapeutic approach. Curative treatment options are represented mainly by surgery (i.e., resection or transplantation), but most patients are not candidates for a curative option, and only palliative treatment could be given to these patients. Among palliative treatments, only chemoembolization has been proven to be effective, but other options are currently being investigated. Major risk factors for HCC are well known and are dependent on the geographic area. In Europe, the United States, and Japan the main risk factors are liver cirrhosis, hepatitis B and C virus, alcohol, and tobacco; in contrast, in Africa and Asia, these factors are hepatitis B and C virus, tobacco use, and aflatoxin exposure. Cirrhosis from any cause is a predisposing factor for HCC and could be considered as a premalignant condition. The present concept of carcinogenesis in HCC is a multistage process. This article describes the natural history of HCC and discusses the various treatment options available at present. (C) 2008 Elsevier Inc. All rights reserved.

Risks of neoadjuvant chemotherapy and radiation therapy. [Review]##
STAMATIS G

Thorac Surg Clin 2008;18(1): 71-80

The aim of the present contribution is to overview the literature and to evaluate the risks for medical and surgical complications of lung cancer surgery after induction chemotherapy or chemoradiotherapy in patients with locally advanced non-small-cell lung cancer. Obvious limitations of this report will be the complexity and heterogeneity of stage III disease in association with the difficult data collection of a large number of retrospective and small number of prospective randomized studies. The different definition of the time of postoperative mortality, as well as the range of reported morbidity and mortality rates, may reflect varying criteria for patient selection; there are also differences in type and doses of induction treatment; and differences in the experiences of oncologists, radio-oncologists, and surgeons involved. (C) 2008 Elsevier Inc. All rights reserved.

The role of radiotherapy in the treatment of pancreatic cancer. [Dutch] [Review]##
BUDIHARTO T, HAUSTERMANS K, VAN CUTSEM E, VERSLYPE C

Tijdschr Geneeskd 2008;64(2): 89-98

Pancreatic ductal adenocarcinoma remains one of the most feared malignancies of the gastrointestinal tract with a five-year survival rate of 0.4-4%. Because of this dismal prognosis, it is one of the top four causes of cancer death in the Western world. Pancreaticoduodenectomy has been considered the mainstay of treatment for patients who are supposed to have localized disease. Surgical resection of the tumor is associated with an improved five-year survival ranging from 10-30%. Therefore studies over the past 30 years have largely focused on improving outcomes through (neo)adjuvant therapy, by decreasing the high local-regional recurrence rates observed in patients treated with surgery alone, and by improving survival. The understanding that pancreatic cancer is a systemic disease at diagnosis in almost all patients underscores the need for a multimodal approach of patient care. Adjuvant chemotherapy with 5-FU, as well as with gemcitabine, for six months has been proven to prolong overall as well as disease-free survival significantly. The role of adjuvant chemoradiation remains controversial given the contradictory results obtained. Neoadjuvant chemoradiation is an attractive concept in resectable pancreatic cancer and, potentially, in locally advanced pancreatic cancer. Although the results of this approach appear promising for both disease stages, they have to be confirmed in randomized phase III trials. Questions remain about the role of new targeted therapies and the use of a more effective chemotherapy. In this article, the current status of the (neoadjuvant) treatment for pancreatic cancer is reviewed. In order to advance and make progress, further clinical trials are warranted, while patients should be encouraged to participate in well-designed clinical trials to increase the evidence-based knowledge.

Transcatheter arterial chemoembolization combined with tumor necrosis factor for primary hepatic cancer. [Chinese]##
CHEN YT, SHAO GL, ZHEN JP, XIA QR, LV L

Tumor 2008;28(2): 159-62

OBJECTIVE: To observe and compare short-term therapeutic effect and adverse effect of recombinant mutant human tumor necrosis factor (rmhTNF) via transcatheter arterial chemoembolization in the treatment of primary hepatic cancer. METHODS: 60 patients with confirmed primary hepatic cancer in clinic were randomly divided into two groups (n = 30). Group A (therapeutic group) received conventional TACE first and then the catheter was inserted into the hepatic artery and rmhTNF, chemotherapeutic drugs, and hyper liquid iodide oil were emulsified and infused to induce intraarterial embobilization. Group B (control group) received one cycle of conventional TACE and the second cycle of conventional TACE one month later. After two cycles of interventional treatment the short-term therapeutic effect and adverse reaction of the two groups were evaluated. RESULTS: In comparison of the two groups, the tumor volumes were obviously reduced in the therapeutic group. There was significant difference in the short-term therapeutic efficacy (P <0.05) but the difference had no statistical significance in the injury of liver function (P >0.05). Some patients experienced shiver after infusion of rmhTNF. CONCLUSION: TACE combined with rmhTNF is an effective method for primary hepatic cancer with good short-term outcome and no obvious adverse reaction. It is worthy of popularization in clinic.

Current status and future strategies of cytoreductive surgery plus intraperitoneal hyperthermic chemotherapy for peritoneal carcinomatosis. [Review]##
AL-SHAMMAA HA, LI Y, YONEMURA Y

World J Gastroenterol 2008;14(8): 1159-66

This article is to offer a concise review on the use of cytoreductive surgery (CRS) plus intraperitoneal hyperthermic chemotherapy (IPHC) for the treatment of peritoneal carcinomatosis (PC). Traditionally, PC was treated with systemic chemotherapy alone with very poor response and a median survival of less than six months. With the establishment of several phase II studies, a new trend has been developed toward the use of CRS plus IPHC as a standard method for treating selected patients with PC in whom sufficient cytoreduction could be achieved. In spite of the need for more high-quality phase III studies, there is now a consensus among many surgical oncology experts throughout the world about the use of this new treatment strategy as standard care for colorectal cancer patients with PC. This review summarizes the current status and possible progress in future. (C) 2008 WJG. All rights reserved.

Other applications

A new system for cultivation of human keratinocytes on acellular dermal matrix substitute with the use of human fibroblast feeder layer
XIAO S, ZHU S, MA B, XIA ZF, YANG J, WANG G

Cells Tissues Organs 2008;187(2): 123-30

To improve the proliferative potential of human keratinocytes (HK) cultured on acellular dermal matrix (ADM), HK and MMC-treated human fibroblasts (MMC-HF) were seeded onto ADM to form four types of composite skin: type I, HK were seeded onto the epidermal side of ADM; type II, both HK and MMC-HF were seeded onto the epidermal side; type III, MMC-HF were preseeded onto the dermal side of ADM, and then HK were seeded onto the epidermal side, and type IV, where MMC-HF were preseeded onto both sides, and then HK were seeded onto the epidermal side. Compared with type I and III, the proliferative potential of HK of type II and IV was significantly higher on day 3, 5, 7 and 9 in vitro. In type I and III, HK grew into one layer on day 7-9, while in type II and IV keratinocytes grew into a confluent monolayer by day 4-6. The adherence to ADM of HK in types II and IV was stronger than that in type I and III. The take rate of type II and IV composite skin was also significantly higher. In conclusion, when MMC-HF and HK were cocultured on the epidermal side of ADM, MMC-HF could serve as excellent feeder cells.

Chronic lower limb ulcers treatment with autologous skin equivalent and larvae debriding (Diptera calliphoridae). [Spanish]
FRANCO ME, PEREZ JH, WOLFF M, MIRA SE, MUNERA LM

Iatreia 2007;20(4): 397-406

INTRODUCTION: Lower limb ulcers are an important cause of hospitalization and deterioration of life quality because they affect both the work and social activities of patients. These ulcers are due to different diseases, the most common of which, in Medellin, Colombia, is venous insufficiency. After diagnosis, there are many management options, all of them looking for an appropriate environment for wound healing. The use of larvae for debridement is a low-cost alternative which minimizes pain and discomfort of patients and stimulates the growth of a healthy granulation tissue for application of an autologous skin equivalent, the choice for patients that have not responded to other treatments. MATERIALS & METHODS: The selected patient was evaluated and the requirement of larvae debridement was determined. Lucilia sp. (Diptera: Calliphoridae) larvae were obtained from eggs previously disinfected and seeded in a culture medium with antibiotics. The larvae were applied directly onto the ulcer and then covered with a sterile tulle that allowed tissue oxygenation and necrotic material elimination. They were left on the ulcer during 48 hours, after which they were discarded in alcohol 70%; debridement was then evaluated. This procedure was carried out at the Entomology Laboratory (GIEM), University of Antioquia, Medellin, Colombia. Keratinocytes and fibroblasts were obtained from a skin specimen taken according to the established protocol. For keratinocytes primary culture, 90% of the cells obtained from the biopsy were seeded in 75 cm2 culture plates, over a feeding monolayer of 7 x 106 3T3-Swiss cells treated with MMC. For fibroblasts primary culture, 10% of the cells were seeded in 75 cm2 culture plates, containing DMEM supplemented medium. For the production of the skin equivalent, AB human plasma from a blood bank, 6-7,5 x 104 fibroblasts. CaCl2 and tranexamic acid were used in order to obtain a gel; keratinocytes obtained in the primary culture were placed on this gel and the culture was followed up under an inverted microscope. When cell confluence was near 100%, the skin equivalent was covered with a sterile tulle, and detached for its immediate application on the ulcer. We report the case of a 66-year-old woman treated for a leg ulcer with larvae debridement and autologous skin equivalent. After being followed up for 15 months the ulcer continues closed, no pain has been reported and the leg function is normal.

Clinical effects of improved dacryocystorhinostomy with mitomycin-C for chronic dacryocystitis. [Chinese]
ZENG XS, PENG YY

Int J Ophthalmol 2008;8(2): 424-5

AIM: To observe the therapeutic effect of improved dacryocystorhinostomy with MMC for chronic dacryocystitis. METHODS: A total of 56 cases (56 eyes) with chronic dacryocystitis underwent improved dacryocystorhinostomy with MMC as observation group and 53 cases (53 eyes) underwent traditional dacryocystorhinostomy as control group. The condition of lacrimal passage and proliferation of granulation in bone holes were observed. The areas of bone holes were measured under the rhinoscope. The therapeutic effects of two kinds of operation methods were compared. RESULTS: After the follow-up of one year, the rate of surgical success was 100% in the observation group and 79.2% in the control group. There was statistical difference of success rate between two groups. CONCLUSION: The improved dacryocystorhinostomy with MMC can increase the surgical success rate for chronic dacryocystitis. It is an important improvement of operation procedure.

Photorefractive keratectomy for refractory laser in situ keratomileusis flap striae
KUO IC, JABBUR NS, O'BRIEN TP

J Cataract Refract Surg 2008;34(2): 330-3

Photorefractive keratectomy (PRK) with MMC was performed in two patients with visually significant, complicated laser in situ keratomileusis flap striae. These striae had been resistant to multiple treatments, including stretching, suturing, and PRK. The visual symptoms in both patients resolved after PRK with MMC, and both patients were stable one year later. Wavefront-guided PRK with MMC may be a viable treatment for patients who have complicated flap striae resistant to standard measures.

Ocular surface reconstruction: recent advances and future outlook. [Review]##
YIU SC, THOMAS PB, NGUYEN P

Curr Opin Ophthalmol 2007;18(6): 509-14

PURPOSE OF REVIEW: Ocular surface disorder underlies a diverse group of prevalent diseases in the United States, caused by biological aging, autoimmune conditions, trauma, or iatrogenic factors. Left untreated, these conditions can progress to vision loss or destruction of the globe itself. This review discusses the most recent and relevant clinical and experimental advances in the treatment options for ocular surface disorders. RECENT FINDINGS: Current literature suggests that recent progress in tissue bioengineering, and molecular and cellular biology research presents many potential interventional therapies for ocular surface diseases. Depending on the pathogenesis of each condition, treatment options include bioengineered amniotic membrane graft, limbal stem cell transplantation, conjunctival and extraocular tissue transplantation, multiagent immunosuppressant therapy, and bioartificial devices such as lacrimal gland microdevices and keratoprostheses, or tissue adhesives. SUMMARY: Much progress has been made in the fields of microbiology, stem-cell research, tissue engineering, and bioartificial devices for the treatment of the heterogeneous group of ocular surface disorders. Intensive efforts are under way to ensure the adaptation and accessibility of these therapeutic options to the general population. (C) 2007 Lippincott Williams & Wilkins, Inc.

Ocular manifestations of blistering diseases. [Review]##
ELCHAHAL S, KAVOSH ER, CHU DS

Immunol Allergy Clin North Am 2008;28(1): 119-36

Ocular manifestations are a comorbidity of a group of chronic autoimmune blistering diseases that includes mucous membrane pemphigoid, linear immunoglobulin A disease, epidermolysis bullosa acquisita, and ocular pemphigus vulgaris. Various diagnostic measures differentiate between the diseases and allow for appropriate treatment including a specific selection of immunomodulatory medications. New treatment modalities offer alternatives that may minimize disease severity and residual tissue damage and may reduce treatment-related complications. (C) 2008 Elsevier Inc. All rights reserved.
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