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Complications of intravesical therapy for urothelial cancer of the bladder. [Review]
KOYA MP, SIMON MA, SOLOWAY MS
J Urol 2006;175(6): 2004-10

PURPOSE: Intravesical therapy is an integral part of treatment in patients with superficial urothelial carcinoma of the bladder. The American Urological Association and European Association of Urology guidelines on bladder cancer incorporate it for the treatment of superficial bladder cancer. Given the extensive use of intravesical immunotherapy and chemotherapy, it is essential for the practicing urologist to be aware of the local and systemic side effects of these therapies. MATERIALS & METHODS: We reviewed the literature on intravesical immunotherapy and chemotherapy with particular emphasis on side effects, complications and their management. A Medline search of the English language literature for the last 25 years was done on Entrez PubMed and all relevant articles were studied in full. All side effects and complications were studied and their management was reviewed. RESULTS: Intravesical therapy for transitional cell carcinoma of the bladder is generally safe. There is a high incidence of local, usually self-limiting, relatively minor side effects and infrequent, potentially severe local and systemic side effects. Most side effects are avoidable. CONCLUSIONS: Although intravesical therapy is generally safe, local and systemic side effects occur and it is important to be aware of them. Identifying complications early, preventing them when possible and managing them efficiently are critical. Most complications are preventable. Knowing the risks and benefits of chemotherapeutic and immunotherapeutic agents may decrease the short-term and long-term toxicity of these agents. Adherence to guidelines may prevent inappropriate use, which can lead to unnecessary complications, resulting in bladder dysfunction and even cystectomy.
Intraperitoneal chemotherapy for the prevention of transitional cell carcinoma implantation
ABAZA R, KECK RW, SELMAN SH
J Urol 2006;175(6): 2317-22

PURPOSE: Tumor spillage from bladder perforation during transurethral resection of a bladder tumor or during cystectomy risks seeding the peritoneum with TCC. Current therapy is irrigation with sterile water with an unknown extent of clinical benefit. Intraperitoneal chemotherapy for other human cancers has demonstrable benefit but to our knowledge it has never been investigated for TCC. We investigated whether intraperitoneal chemotherapy can prevent TCC implantation in a murine model of tumor spillage and whether water irrigation is beneficial. MATERIALS & METHODS: Laparotomy was performed in 28 Fischer 344 rats (National Cancer Institute, Frederick, Maryland) to instill 1 x 106 AY-27 TCC cells. Mitomycin (10 mg/m2) was instilled in 9 rats and saline was used in the control group. A third group underwent lavage with sterile water. At sacrifice after 2 weeks tumors were measured in mm2 and weighed. A follow-up experiment of 4-week survival used 5 mg/m2 mitomycin and added a fourth group treated with water lavage plus mitomycin. RESULTS: All 9 rats in the saline control group had gross tumors at the laparotomy site as well as gross carcinomatosis. The 10 water lavage rats also demonstrated gross tumors but of smaller size (P = 0.02). All rats treated with mitomycin had no gross or microscopic evidence of tumor growth anywhere in the peritoneum. In experiment 2 none of the rats treated with lower dose mitomycin had gross or microscopic tumors regardless of water lavage. CONCLUSIONS: Intraperitoneal chemotherapy prevents TCC implantation in a murine model of tumor spillage. Water lavage decreases the tumor burden but it cannot effectively sterilize the peritoneum of tumor.
Intravesical adjuvant therapy using mitomycin C
ISLAM MA, BHUIYAN ZH, SHAMEEM IA
Mymensingh Med J 2006;15(1): 40-4*

Bladder cancer is mostly superficial at first diagnosis. High incidence of recurrence is the major problem after initial management with transurethral resection (TUR) of bladder tumor. Adjuvant chemotherapy has been advocated to reduce the incidence of recurrence. A study was carried out to observe the efficacy of intravesical adjuvant therapy with single immediate versus delayed multi-dose regimen of MMC in preventing recurrence of superficial bladder cancer. One hundred patients having intermediate risk superficial bladder cancer were randomized into two equal groups. All patients were followed carefully. Total duration of follow-up was minimum 12 months, maximum 36 months, mean 29 months. No recurrence was seen on 3rd, 6th and 9th month of intravesical therapy. As much as 94% and 96% of recurrence free rate was observed in immediate single and delayed multi-dose group respectively on 12th month; 86% and 84% on 18th month; 74% and 72% on 24th month; 70% and 68% on 36th month of follow-up cystoscopy respectively. Efficacy of post transurethral resection of bladder tumour (TURBT) MMC single immediate dose was found similar to that of MMC delayed multi-dose regimen in preventing the recurrence of intermediate risk superficial bladder transitional cell carcinoma (TCC) in the study. The difference between the two groups was insignificant (P >0.05).
Management of panurothelial disease in superficial bladder cancer. [Case Report]
SROUGI M, ANTUNES AA, DALL'OGLIO MF, CURY J
Nat Clin Pract Urol 2006;3(5): 284-8*

BACKGROUND: A 59-year-old female presented with a history of recurrent superficial bladder cancer. Since the initial diagnosis 12 years earlier, she had had 12 recurrences, all treated with transurethral resection with adjuvant bacillus Calmette-Guérin and MMC. Pathology samples had always shown Ta grade 1 transitional-cell carcinoma. At the last recurrence, she presented with several papillary lesions throughout the bladder, discovered on control cystoscopy. Transurethral resection revealed a papillary grade 3 transitional-cell carcinoma of the bladder. INVESTIGATIONS: Intravenous urography and ureteroscopy. DIAGNOSIS: Panurothelial superficial transitional-cell carcinoma. MANAGEMENT: Radical cystectomy with total right ureterectomy and distal left ureterectomy. Reconstruction of the urinary tract was performed with the distal ileum detubulized and rearranged in a U shape. A pyeloileal anastomosis and a proximal ureteroileal anastomosis were performed at the right and left sides respectively.
Primary transitional cell carcinoma of the male anterior urethra: case report and review of the literature. [Turkish]
AYYILDIZ A, NUHOGLU B, CEBECI O, OZER E, GERMIYANOGLU C
Turk Uroloji Dergisi 2006;32(1): 124-6*

In our case presentation, we have presented a primary transitional cell carcinoma of the male anterior urethra which is a rare condition. In this case, differing from the literature, because of the multiple numbers of tumors following the excision and fulguration of the tumor, we have applied intravesical MMC treatment. In the follow-up of the illness we have used cystourethroscopy, urine cytology, nuclear matrix protein 22 and urinary system ultrasonography. The patient is still under follow-up and has no recurrence.
New treatments for superficial bladder cancer. [Review]##
SHAH JB, BADALATO GM, MCKIERNAN JM
Curr Oncol Rep 2006;8(3): 201-5*

The successful treatment of bladder cancer remains a challenge for urologists and oncologists. Substantial changes have been made in the therapeutic options for the management of superficial bladder cancer in the past 5 years. We review the preclinical and clinical developments over the past year in bladder cancer therapeutics. A growing trend involves the use of multimodality treatments for all bladder cancers. For superficial disease, intravesical instillation of chemotherapeutic agents after transurethral resection is quickly becoming the standard of care. Novel therapeutic modalities under investigation include DNA vaccines, magnetically targeted carriers, bioadhesive microspheres, and antisense oligodeoxynucleotides. Treatment goals for superficial bladder cancer are complete removal of the initial tumor, prevention of disease recurrence, and inhibition of progression to invasive disease. The myriad novel therapeutic modalities under exploration suggest that these goals may be achievable within our lifetime. (C) 2006 Current Science Inc.
Transurethral resection of superficial bladder cancer using 5-aminolevulinic acid: are there any long-term benefits? [Comment]##
DEVERE WHITE RW
Nat Clin Pract Oncol 2006;3(5): 254-5*
Oncology

Poly-MVA for treating non-small-cell lung cancer: a case study of an integrative approach
LIEBERMAN S, FORSYTHE JW
Altern Complement Ther 2006;12(2): 77-80*

We investigated the dietary supplement Poly-MVA as an integrative treatment for a patient diagnosed with advanced stage 4 non-small-cell lung cancer (NSCLC). Despite multidrug resistance, the patient continued to have a good quality of life and did well on a performance scale score. The addition of Poly-MVA to her therapeutic protocol may have allowed her to feel well despite clinical failure as evidenced by rising tumor markers. Ca. 2 years after diagnosis she responded to an older chemotherapeutic regimen of 5'-fluorouracil (5-FU) and MMC while taking Poly-MVA. She had an excellent clinical response as confirmed by significant clinical improvement on a computed tomography scan. Her last tumor marker levels were significantly decreased, with her carcinoembryonic antigen (CEA) level slightly elevated at 5.5 (normal is <3.1 ng/ml) and her CA 19-9 normal at 16.7 (normal is <30 U/ml). She continues to have a good quality of life, does well on the performance scale, feels well and remains on Poly-MVA. After providing background on NSCLC and pharmaceuticals and on Poly-MVA, we describe the patient's treatment with this supplement and her response to it.
Interferon-α 2b treatment for residual ocular surface squamous neoplasia unresponsive to excision, cryotherapy and mitomycin-C.
NEMET AY, SHARMA V, BENGER R
Clin Exp Ophthalmol 2006;34(4): 375-7*

Three patients had residual or recurrent tumour following excision of large ocular surface squamous neoplasia (OSSN) lesions, which did not resolve despite the use of adjunctive cryotherapy and topical MMC therapy. The residual tumour was treated with topical or subconjunctival injectable interferon-α 2b. All three eyes had complete resolution of the OSSN lesions after an average of 6 weeks (range: 4-8 weeks) of treatment with interferon-α 2b. No regrowth was seen during the follow-up period of 22.7 ±32.3 months (range: 5-60 months). No adverse reactions or complaints were reported during and following interferon use, and previous symptoms from MMC treatment resolved completely. In these patients subconjunctival or topical interferon was an effective and safe treatment for residual OSSN. Longer follow-up is required to confirm the long-term efficacy in prevention of recurrences.
Adjuvant chemotherapy for completely resected non-small cell lung cancer: a systematic review
ALAM N, DARLING G, EVANS WK, MACKAY JA, SHEPHERD FA
Crit Rev Oncol Hematol 2006;58(2): 146-55

PURPOSE: To conduct a systematic review and to evaluate the impact of postoperative adjuvant chemotherapy on the survival of patients with completely resected non-small cell lung cancer. METHODS: Relevant randomized trials and meta-analyses, published as articles or abstracts, were identified through electronic and hand searches by two reviewers. RESULTS: Seven meta-analyses and 26 randomized trials comparing surgery with or without chemotherapy met the pre-defined eligibility criteria for the review. The meta-analyses all showed a survival advantage for platinum- or UFT-based postoperative chemotherapy, although the results did not always achieve statistical significance. The results of individual trials were inconsistent, although recent trials have detected a large survival advantage with postoperative platinum-based chemotherapy. Differences in trial design, patient characteristics, disease stage, use of radiotherapy and chemotherapy regimen may explain the variation in results. CONCLUSIONS: Postoperative adjuvant platinum-based chemotherapy improves survival compared with surgery alone in completely resected non-small cell lung cancer. In patients fit for chemotherapy, the survival benefits strongly outweigh the adverse effects of the treatment. (C) 2005 Cancer Care Ontario.
Efficacy and tolerability of chemotherapy in elderly patients with advanced oesophago-gastric cancer: a pooled analysis of three clinical trials
TRUMPER M, ROSS PJ, CUNNINGHAM D, NORMAN AR, HAWKINS R, SEYMOUR M, et al.
Eur J Cancer 2006;42(7): 827-34

The aim of this study was to determine the benefits of chemotherapy for oesophago-gastric cancer (OGC) in patients 70 years and above (≥70) in comparison to younger patients. A total of 1080 patients were enrolled into three randomised controlled trials assessing fluorouracil-based combination chemotherapy. Patients received either a platinum-containing regimen (ECF, MCF), PVI 5-FU (protracted venous infusion of 5-fluorouracil)±MMC, or FAMTX. Of the 1080 patients randomised, 257 (23.8%) were aged ≥70 years. There were no significant differences in the incidence of grades 3/4 toxicity between the two cohorts. Objective and symptomatic response rates, failure-free and overall survival were not significantly different. In a multivariate analysis, independent prognostic factors for survival were performance status and locally advanced disease, not age. Patients ≥70 years with OGC obtained similar benefits from palliative chemotherapy with respect to symptomatic response, tumour regression and survival, without increased toxicities.
Quality of life versus prolongation of life in patients treated with chemotherapy in advanced colorectal cancer: a review of randomized controlled clinical trials
DE KORT SJ, WILLEMSE PH, HABRAKEN JM, DE HAES HC, WILLEMS DL, RICHEL DJ
Eur J Cancer 2006;42(7): 835-45

Oncologists disagree if chemotherapy in advanced cancer can improve quality of life (QoL), to prolong duration of life, or both. The objective of this study was to clarify the main treatment intention of palliative chemotherapy (PCT): the prolongation of life (PoL); or QoL. Randomized controlled clinical trials of PCT in advanced colorectal cancer that included HRQoL assessment were selected from PubMed and reviewed. Authors' conclusions were based on both PoL- and QoL-related outcomes. However, if PoL and QoL outcomes of the experimental arm were opposite, which was the case in 13 out of 28 trials, the authors generally based their conclusion on PoL outcomes. Authors' conclusions focused mainly on PoL-related outcomes, while QoL-related outcomes were of overriding importance in only 1 of 28 cases. QoL can therefore not be considered as the main outcome of PCT. The review shows that in the context of chemotherapy in advanced colorectal cancer, 'palliative' refers to a life-prolonging intention, whereas within palliative care it refers to an improvement in QoL.
Stop-Flow in abdominal and pelvic cancer relapses
IAFFAIOLI RV, FACCHINI G, TORTORIELLO A, CROVELLA F, ROMANO G, FORMATO R, et al.
Front Biosci 2006;11: 1284-8*

To determinate MTD, DLT and safe doses for phase II study, a dose finding study with mitomycin and adriamycin Stop-Flow administration was carried out. A phase II study focused on resectability of pelvic colorectal relapses is in progress. From November 1995, 84 patients, 52 male and 32 female (94 treatments), with advanced not resectable abdominal (14 patients) or pelvic (70 patients) relapses, and resistant to previous systemic chemotherapy, were enrolled in the study. 46 patients entered the phase I-early phase II study, while subsequently 38 patients were recruited in ongoing phase II study. Safe doses were: MMC 20 mg/m2 and ADM 75 mg/m2. The phase II study focused on colorectal relapses and registered very promising responses: 90% pain control, 1 pCR and 26 PR / 63 (OR 43%), 8 NC (13%). Nine of 27 responder patients (33%) obtained a complete resectability of colorectal relapses. Stop-Flow is a safe and feasible technique very useful as a palliation treatment.
Adjuvant hepatic chemotherapy after resection of solitary hepatocellular carcinoma associated with hepatitis B virus cirrhosis
WEN J, SHEN WL, YANG SH
Hepatobiliary Pancreat Dis Int 2006;5(2): 224-7

BACKGROUND: Although resection is the major treatment for patients with hepatocellular carcinoma (HCC), the high intrahepatic recurrence remains a cardinal cause of death. This study was undertaken to evaluate the effect of hepatic arterial infusion chemotherapy on the survival and recurrence of HCC patients with hepatitis B virus (HBV) cirrhosis after resection. METHODS: 28 patients who had undergone placement of a hepatic arterial pump at the time of liver wedge resection for HCC from 1998 through 2004 were reviewed retrospectively. These patients aged 23-71 years had HBV cirrhosis (Child-Pugh class A or B). They were given floxuridine (FUDR) (250 mg), doxorubicin (10 mg) and MMC (4 mg) alternatively every 2 or 3 days through arterial pumps for 8 cycles each year in the first two years after resection. Meanwhile, traditional Chinese herbal medicine was prescribed to the patients. When the leucocyte count was as low as 3 x 109/l or aspartate aminotransferase (AST) level was significantly increased, the regimen of chemotherapy was delayed for the normalization of leucocyte count and AST level (below 80 U/l). RESULTS: Of the 28 patients, 23 received 8 or 16 cycles of the set regimen of chemotherapy. These patients are alive with no evidence of recurrence. Among them, 5, 7, and 11 patients are alive beyond 5 years, 3 years, and 1 year respectively. In the remaining 5 patients, 3 who had had a HCC ≥10 cm in diameter showed tumor recurrence within 1 year, in whom, 8 cycles of chemotherapy were not completed because of their low leucocyte count (<3 x 109/l) and poor liver function. One patient who had received 8 cycles of chemotherapy demonstrated recurrence at 16 months after resection. One patient who had received 16 cycles of chemotherapy had intrahepatic recurrence at 58 months after surgery. No recurrence was observed in 17 patients who had received 16 cycles of chemotherapy. CONCLUSION: Adjuvant hepatic arterial chemotherapy may be feasible to improve the survival of patients after resection of solitary HCC associated with HBV cirrhosis. (C) 2006 Hepatobiliary & Pancreatic Diseases International. All rights reserved.
Hepatic arterial infusion alternating with systemic chemotherapy in patients with non-resectable hepatic metastases from colorectal cancer
KIM JC, KIM HC, LEE KH, YU CS, KIM TW, CHANG HM, et al.
J Gastroenterol Hepatol 2006;21(6): 1026-35*

BACKGROUND & AIM: Hepatic arterial infusion (HAI) chemotherapy has a number of limitations, including a low rate of complete response and frequent extrahepatic recurrence, in colorectal cancer patients with non-resectable hepatic metastases. METHODS: 29 colorectal cancer patients with non-resectable hepatic metastases were consecutively enrolled for HAI alternating with systemic chemotherapy (HA + SC group). The protocol comprised six cycles of alternating HAI (5-FU + leucovorin for 14 days, and MMC on the first day) and systemic chemotherapy (5-FU + leucovorin). Colorectal cancer patients with two or more hepatic metastases treated using hepatic resection and systemic chemotherapy (HR + SC group) were selected as a comparative group. RESULTS: Within the HA + SC group, complete response was achieved in eight patients (28%), whereas 13 patients (45%) showed progressive disease. Six of the eight patients with complete response lived for more than 38 months. Extrahepatic recurrences were more frequent in the HR + SC group than the HA + SC group (47 vs. 21%, P = 0.024). The two groups did not differ with respect to overall and hepatic progression-free survival (P = 0.947 and 0.444, respectively), displaying median ±SE values of 38 ±7 and 20 ±3 months in the HA + SC group, and 39 ±9 and 33 ±14 months in the HR + SC group, respectively. One patient in each group experienced toxic hepatitis, and sclerosing cholangitis occurred in one patient of the HA + SC group. Other complications were mostly grade 1 or 2. CONCLUSIONS: HAI alternating with systemic chemotherapy led to a promising response and hepatic progression-free survival, possibly reducing extrahepatic recurrence in colorectal cancer patients with non-resectable liver metastases.
Instillation of 5-fluorouracil was effective for conjunctival intraepithelial neoplasia refractory to mitomycin-C. [Japanese]
ARISAWA T, NARITA M, HOTTA K
Jpn J Clin Ophthalmol 2006;60(4): 571-5*

PURPOSE: To report a case of conjunctival intraepithelial neoplasia that recurred after topical MMC and that resolved by instillation of 5-fluorouracil. CASE: A 75-year-old male presented with blurring of vision in his left eye. His corrected visual acuity was 1.0 right and 0.5 left. The whole left cornea was covered by a gelatinous mass. Biopsy led to the diagnosis of conjunctival intraepithelial neoplasia. CLINICAL OUTCOME: The corneal lesion decreased in area after instillation of MMC for one week. Recurrence 3 months later responded well to topical MMC. Recurrence another 6 months later was treated by instillation of 1% 5-fluorouracil for one week. The corneal lesion disappeared 6 weeks later. There has been no recurrence or metastasis during 6 months until present with visual acuity of 0.9. CONCLUSION: Topical 5-fluorouracil may be effective for conjunctival intraepithelial neoplasia that recurs after topical MMC.
Advances in the treatment of locally advanced non-nasopharyngeal squamous cell carcinoma of the head and neck region
PSYRRI A, FOUNTZILAS G
Med Oncol 2006;23(1): 1-15*

Over the past decade important advances have been made in the treatment of locally advanced squamous cell carcinoma of the head and neck (SCCHN). Traditionally, chemotherapy has been incorporated in the treatment of SCCHN either before local treatment as induction, concomitantly with radiation, or following local treatment as adjuvant therapy. A number of randomized trials and meta-analyses have demonstrated that induction chemotherapy (usually based on the combination of cisplatin and 5-d continuous infusion of fluorouracil) followed by local treatment or concomitant chemoradiotherapy (CCRT) each prolongs survival and results in organ preservation in a significant number of patients. Survival rates appear to be higher when CCRT with cisplatin is used. Furthermore, accelerated fractionation radiation regimens have shown improved local control rates in randomized trials. Recently, new therapeutic strategies such as induction chemotherapy followed by CCRT or the incorporation of newer agents such as taxanes are under intense investigation and preliminary results are promising. Advances in molecular biology have led to the elucidation of molecular mechanisms that initiate and maintain the malignant phenotype in SCCHN. The identification of molecular targets has revolutionized our approach to cancer therapy and resulted in the introduction of novel targeted therapies. Cyclin-dependent kinases, the tumor suppressor p53 gene, and epidermal growth factor receptor are some of the molecular targets of such therapies in patients with SCCHN. (C) 2006 Humana Press Inc. All rights of any nature whatsoever reserved.
Concurrent chemotherapy and radiation therapy as the standard of care for cervical cancer. [Review]
EIFEL PJ
Nat Clin Pract Oncol 2006;3(5): 248-55*

From 1999-2000, each of five randomized trials demonstrated improved rates of survival and local control when concurrent cisplatin-based chemotherapy was added to radiation therapy in patients with locoregionally advanced cervical cancer. These studies demonstrated that addition of chemotherapy to radiation therapy improved the outcome of patients treated with radiation therapy and hysterectomy or radiation therapy alone. Although concurrent chemotherapy increases the severity of acute side effects, it does not appear to increase the risk of late side effects of radiation therapy. A sixth randomized trial, published in 2002, failed to demonstrate improved outcome with concurrent weekly cisplatin over radiation therapy alone; however, the earlier trials demonstrated benefit with this chemoradiation regimen. In addition, three of the earlier randomized trials demonstrated improved outcome with combinations of cisplatin and 5-fluorouracil compared with radiation therapy alone. Although cisplatin-based chemoradiation is the most accepted standard, individual trials have suggested that other drugs, including mitomycin and epirubicin, might be beneficial. Randomized trials that investigated the administration of neoadjuvant chemotherapy before radiation therapy have failed to demonstrate a benefit of this approach. Although the evidence for benefit of concurrent chemotherapy is strong for otherwise healthy patients with newly diagnosed, locoregionally advanced cervical cancers confined to the pelvis, the relative benefits and risks are not well understood for patients who are infirm or who require larger fields of radiation therapy. In such patients, the theoretical benefits and potential risks should be considered carefully before a treatment plan is prescribed.
Systematic overview of preoperative (neoadjuvant) chemoradiotherapy trials in oesophageal cancer: evidence of a radiation and chemotherapy dose response
GEH JI, BOND SJ, BENTZEN SM, GLYNNE-JONES R
Radiother Oncol 2006;78(3): 236-44

BACKGROUND & PURPOSE: Numerous trials have shown that pathological complete response (pCR) following preoperative chemoradiotherapy (CRT) and surgery for oesophageal cancer is associated with improved survival. However, different radiotherapy doses and fractionations and chemotherapy drugs, doses and scheduling were used, which may account for the differences in observed pCR and survival rates. A dose-response relationship may exist between radiotherapy and chemotherapy dose and pCR. PATIENTS & METHODS: Trials using a single radiotherapy and chemotherapy regimen (5-FU, cisplatin or MMC-based) and providing information on patient numbers, age, resection and pCR rates were eligible. The endpoint used was pCR and the covariates analysed were prescribed radiotherapy dose, radiotherapy dose x dose per fraction, radiotherapy treatment time, prescribed chemotherapy (5-FU, cisplatin and MMC) dose and median age of patients within the trial. The model used was a multivariate logistic regression. RESULTS: 26 trials were included (1335 patients) in which 311 patients (24%) achieved pCR. The probability of pCR improved with increasing dose of radiotherapy (P = 0.006), 5-FU (P = 0.003) and cisplatin (P = 0.018). Increasing radiotherapy treatment time (P = 0.035) and increasing median age (P = 0.019) reduced the probability of pCR. The estimated α/β ratio of oesophageal cancer was 4.9 Gy (95% CI, 1.5-17 Gy) and the estimated radiotherapy dose lost per day was 0.59 Gy (95% CI, 0.18-0.99 Gy). 1g/m2 5-FU was estimated to be equivalent to 1.9 Gy (95% CI, 0.8-5.2 Gy) of radiation and 100 mg/m2 of cisplatin was estimated to be equivalent to 7.2 Gy (95% CI, 2.1-28 Gy). MMC dose did not appear to influence pCR rates (P = 0.60). CONCLUSIONS: There was evidence of a dose-response relationship between increasing protocol prescribed radiotherapy, 5-FU and cisplatin dose and pCR. Additional significant factors were radiotherapy treatment time and median age of patients within the trial.
Clear cell carcinoma of the ovary: a retrospective multicentre experience of 254 patients with complete surgical staging##
TAKANO M, KIKUCHI Y, YAEGASHI N, KUZUYA K, UEKI M, TSUDA H, et al.
Br J Cancer 2006;94(10): 1369-74

A retrospective analysis was performed to evaluate the clinical characteristics and prognostic factors in patients with clear cell carcinoma (CCC) of the ovary. After central pathological review and scanning of the medical records of nine Japanese institutions between 1992 and 2003, a total of 254 patients with CCC of the ovary were enrolled in the present study. Mean age was 52.4 years (range: 23-73 years). Tumours were 13% (33 of 254) stage Ia, 36% (92 of 254) stage Ic, 13% (33 of 254) stage II, 30% (80 of 254) stage III, and 6% (16 of 254) stage IV. Five-year progression-free survival and overall survival was 84 and 88% in stage I, 57 and 70% in stage II, 25 and 33% in stage III and 0 and 0% in stage IV, respectively. Retroperitoneal lymph node metastasis was observed in 9% in pT1a tumours, 7% in pT1c tumours, 13% in pT2 tumours, and 58% in pT3 tumours, respectively. There was no survival benefit according to chemotherapeutic differences in the patients who received complete surgical staging procedures and conventional chemotherapy. Peritoneal cytological status was an independent prognostic factor in stage Ic patients (P = 0.03) and only residual tumour diameter was an independent prognostic factor in stage III, IV patients (P = 0.02). Our results suggest that cytoreductive surgery resulting in no residual tumour only could improve the prognosis of advanced CCC patients. (C) 2006 Cancer Research.
Sublethal irradiation induces vascular endothelial growth factor and promotes growth of hepatoma cells: implications for radiotherapy of hepatocellular carcinoma##
CHUNG YL, JIAN J-M, SKYE HC, TSAI SYC, CHUANG VP, SOONG T, et al.
Clin Cancer Res 2006;12(9): 2706-15

PURPOSE: To investigate the clinical benefit of additional radiotherapy to patients with unresectable hepatocellular carcinoma treated with transcatheter arterial chemoembolization (TACE) and the molecular effects of radiation on gene expression in hepatoma cells. EXPERIMENTAL DESIGN: Between August 1996 and August 2003, 276 and 64 patients with American Joint Committee on Cancer stage T3N0M0 hepatocellular carcinoma receiving TACE alone and TACE followed by three-dimensional conformal radiotherapy, respectively, at our institution were studied. Clinical outcome and pattern of failure were analyzed for the association of survival benefit with radiotherapy. The molecular effects of radiotherapy were studied in vitro and in vivo using human hepatoma cells with different p53 mutation and hepatitis B virus infection status. RESULTS: Median follow-up and survival time in the TACE alone and TACE + radiotherapy groups were 39 and 19 months, and 51 and 17 months, respectively. Additional radiotherapy to TACE did not improve overall survival (P = 0.65). However, different failure patterns were noted after TACE and after radiotherapy. Although all irradiated tumors regressed substantially, radiotherapy rapidly enhanced both intrahepatic and extrahepatic tumor progression outside the radiotherapy treatment field in a significant portion of patients, which offset the benefit of radiotherapy on overall survival. In molecular analysis of the radiation effects on human hepatoma cells, radiotherapy rapidly induced p53-independent transcriptional up-regulation of vascular endothelial growth factor (VEGF), increased VEGF secretion in a dose-, time-, and cell type-dependent manner, and promoted hepatoma cell growth in vivo with enhanced intratumor angiogenesis, which correlated well with elevated levels of serum VEGF. CONCLUSIONS: Radiotherapy to eradicate a primary hepatocellular carcinoma might result in the outgrowth of previously dormant microtumors not included in the radiotherapy treatment field. Radiotherapy-induced VEGF could be a paracrine proliferative stimulus. Therapeutic implications of the study justify the combination of three-dimensional conformal radiotherapy with anti-VEGF angiogenic modalities for the treatment of unresectable hepatocellular carcinoma to reduce relapses. (C) 2006 American Association for Cancer Research.
Chemotherapy for non-clear-cell renal cell carcinoma. [Review]##
DAVID KA, MILOWSKY MI, NANUS DM
Clin Genitourin Cancer 2006;4(4): 263-8*

Clear-cell carcinoma is the most common histopathologic subtype of kidney tumors. Consequently, clinical trials for advanced-stage kidney cancer have focused on patients with clear-cell carcinoma and not on the less common subtypes, including papillary, chromophobe, collecting-duct carcinoma, and sarcomatoid-variant tumors. Whereas immunotherapy has constituted the standard treatment for patients with clear-cell renal cell carcinoma (RCC), it does not appear to have activity in the management of patients with other histologic subtypes. Novel therapies, including those targeting the vascular endothelial growth factor pathway, have recently demonstrated significant activity in clear-cell RCC. Historically, chemotherapy has shown limited activity in advanced-stage RCC; however, clinical trials to date have failed to individualize treatment based on histologic subtype. In this article, we will review the literature and present our experience with the use of chemotherapy in patients with non-clear-cell kidney cancer by histologic subtype.
Gastric cancer: an update. [Review]##
SHAH MA
Curr Oncol Rep 2006;8(3): 183-91*

Gastric cancer is an aggressive malignancy, which, if metastatic or unresectable, is incurable. However, with metastatic or unresectable disease, patients receive a palliative benefit from chemotherapy. Although the understanding of the biology of this disease is increasing, the development of biologically targeted therapies for gastric cancer has been limited. Cytotoxic therapy remains the standard approach, and although there is agreement on the active agents and active combination chemotherapy regimens, consensus on the standard or reference regimen is lacking. This article reviews the pathophysiology of this disease, placing it in the context of its epidemiology, and the current advances in the treatment of this disease. (C) 2006 Current Science Inc.
Targeting the ubiquitin-proteasome pathway in breast cancer therapy. [Review]##
DEES EC, ORLOWSKI RZ
Future Oncol 2006;2(1): 121-35*

The ubiquitin-proteasome pathway (UPP) is the major eukaryotic mechanism for regulated intracellular proteolysis. Targeting this pathway with proteasome inhibitors has been validated as a rational strategy against hematologic malignancies, but for most solid tumor populations, including breast cancer, such agents have not shown encouraging activity. However, there is an increasing body of evidence showing that UPP dysregulation plays an important role in mammary tumorigenesis. Moreover, modulation of ubiquitin-proteasome function is emerging as a rational strategy to enhance chemosensitivity and overcome chemoresistance. Taken together, these facts suggest that we are only beginning to appreciate the relevance of this pathway for the current and future therapy of patients with breast cancer. This review provides an overview of the biology of the UPP, its role in the malignant process, the current state of knowledge regarding clinical heat shock protein and proteasome inhibition, and some likely future directions that may enhance our ability to exploit this pathway therapeutically. (C) 2006 Future Medicine Ltd.
Evidence-based chemotherapy for non-small-cell lung cancer. [Japanese] [Review]##
UEOKA H
Jpn J Chemother 2006;54(3): 227-31*

I reviewed the role of chemotherapy in treating non-small-cell lung cancer (NSCLC). For stage I/II NSCLC patients, adjuvant chemotherapy is currently considered to be the standard treatment. Induction chemotherapy followed by surgery is often conducted in patients with stage IIIA NSCLC. However, since sufficient evidence to recommend this modality has not been obtained, further investigation including the need for surgery is warranted. Concurrent chemoradiotherapy is the standard treatment for stage IIIB NSCLC patients. For stage IV NSCLC patients, a two-drug combination consisting of platinum and one of new agents developed in the 1990s is the standard treatment, and docetaxel monotherapy is recommended for previously treated patients. Although molecular targeting agents such as gefitinib and erlotinib are considered to be hopeful, their effectiveness has not been confirmed.
Therapeutic innovations in the management of peritoneal carcinomatosis from digestive origin: cytoreductive surgery and intraperitoneal chemotherapy. [French]##
GLEHEN O, COTTE E, BRIGAND C, ARVIEUX C, SAYAG-BEAUJARD AC, GILLY FN
Rev Med Interne 2006;27(5): 382-91

PURPOSE: Peritoneal carcinomatosis and particularly that of digestive origin has long been considered as an automatically terminal disease in abdominal cancer patients. CURRENT KNOWLEDGE & KEY POINTS: Over the past decade, new locoregional treatments combining cytoreductive surgery, peritonectomy procedures with perioperative intraperitoneal chemotherapy (with or without hyperthermia) have been developed by specialized teams. Because of its high but acceptable mortality and morbidity, this aggressive but comprehensive therapeutic strategy requires accurate and strict patient selection into multidisciplinary and specialized teams. It may allow prolonged survival and cure for patients with pseudomyxoma peritonei, peritoneal mesothelioma, carcinomatosis from colorectal or gastric cancer. Qualitative and quantitative prognostic indicators are needed to assess a patient's eligibility, including tumor histopathology, assessment of carcinomatosis extent or completeness of cytoreduction which appears to be the most important. PERSPECTIVES: Combination of cytoreductive surgery with perioperative intraperitoneal chemotherapy appears to be an adapted therapeutic approach for patients strictly selected, with peritoneal carcinomatosis. Phase III studies are now needed for the validation and the evaluation of the type of intraperitoneal chemotherapy. (C) 2005 Elsevier SAS. All rights reserved.
Other applications

Disparities in gastric cancer chemotherapy between the East and West
OHTSU A, YOSHIDA S, SAIJO N
J Clin Oncol 2006;24(14): 2188-96

There are still remarkable disparities in the treatment of gastric cancer between the East and West. Treatment outcomes for this disease have improved in Japan due to early detection and surgical resection with systematic node dissections, such as D2, whereas gastric cancer remains a virulent disease in Western countries. Differences in the types of surgery and their outcomes affect how adjuvant trials are conducted and interpreted. Recent Western randomized trials demonstrated the significant survival benefit of adjuvant chemoradiotherapy or intensive combination chemotherapy. However, baseline surgical quality and outcomes were quite different from those in Japan, and Japanese surgical/medical oncologists have not accepted the Western results. Several disparities are also evident in the results of chemotherapy trials for advanced gastric cancer. Although similar results were obtained with randomized studies using older regimens, the interpretation of the results differed between Japan and other countries. A combination of cisplatin and fluorouracil was used as the reference arm in ongoing randomized trials in most countries, whereas single-agent fluorouracil or S-1 alone was used in Japanese trials. Two triplet regimens have already demonstrated significant prolongation of survival in Western studies. However, these benefits seem to be marginal and these regimens may be replaced by newer regimens, which will soon be available in Europe and Asia, where a total of 2600 patients have been accrued. Although these disparities between regions must be overcome, it is time for both Eastern and Western investigators to pursue further benefits by incorporating new agents into treatment regimens.
Anti-mutagenic effect of citral against mitomycin-C
RABBANI SI, DEVI K
J Nat Remedies 2006;6(1): 77-82*

OBJECTIVE: To evaluate the anti-mutagenic activity of citral against the known clastogen MMC. MATERIALS & METHODS: Citral was tested at 40 and 80 mg/kg body weight (b.w.) against MMC (MMC-4 mg/kg, b.w.) using micronucleus test system. Micronucleus (MN) frequency was evaluated in bone marrow and peripheral blood erythrocytes in mice and the sampling was done after 24, 48 and 72 h of clastogen treatment. The antioxidant effect of citral was studied in vitro by super oxide scavenging activity. RESULTS: The results showed that citral significantly (P <0.001) inhibited the MN frequency induced by MMC, further it had exhibited a good super oxide scavenging activity (EC50 = 19 mg/ml). CONCLUSION: The observations indicate that continuous presence of citral was essential in minimizing the genotoxic effects of MMC. Besides, it can be suggested that the antioxidant potential of citral was responsible for the anti-mutagenic effect of citral against MMC.
Formation and prevention of postoperative abdominal adhesions. [Review]
BOLAND GM, WEIGEL RJ
J Surg Res 2006;132(1): 3-12
Drug delivery strategies using polysaccharidic gels. [Review]##
COVIELLO T, MATTICARDI P, ALHAIQUE F
Expert Opin Drug Deliv 2006;3(3): 395-404*

Hydrogels are hydrophilic polymeric networks, with chemical or physical crosslinks, that are capable of swell and can retain a large amount of water. Among the numerous types of macromolecules that can be used for hydrogel formation, polysaccharides show very attractive advantages in comparison to synthetic polymers. They are widely present in living organisms, are usually abundant and show a number of peculiar physicochemical properties; furthermore, these macromolecules are, in most cases, non-toxic, biocompatible and can be obtained from renewable sources. For these reasons, polysaccharides seem to be particularly suitable for different applications in the wide field of pharmaceutics. As examples of the studies that have been carried out on this topic, this review will focus on two polysaccharides, alginate and xyloglucan. Alginate has been, and still is, extensively investigated and has numerous industrial applications, whereas xyloglucan was chosen because, although it has been much less studied, it shows interesting properties that should find important practical uses in the near future. The possible advantages of physical gels over those that are chemically crosslinked are also discussed. (C) 2006 Informa UK Ltd.
Complications of hepatic chemoembolization. [Review]##
CLARK TWI
Semin Interv Radiol 2006;23(2): 119-25*

Transarterial hepatic chemoembolization continues to evolve as an integral therapy for unresectable primary and secondary liver tumors. Despite relatively low morbidity, major complications may be seen. This article provides an overview of the spectrum of vascular and nonvascular complications related to this therapy. (C) 2006 Thieme Medical Publishers, Inc.
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