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Immediate administration of intravesical mitomycin-C after tumour resection for superficial bladder cancer. [Letter]
BESARANI D, AL-AKRAA M
BJU Int 2006;98(1): 232-3

5 years intravesical instillation with mitomycin-C and pirarubicin as a prophylactic treatment for superficial bladder cancer. [Japanese]
KOBAYASHI S, OKA K, MACHIDA T, ISHIZAKA K
Jpn J Urol 2006;97(4): 636-41*

PURPOSE: We studied prophylactic intravesical instillation of MMC and pirarubicin (THP) following transurethral resection of bladder tumor for superficial bladder cancer. MATERIALS & METHODS: 46 evaluable patients were administered intravesically 20 mg of MMC dissolved in 20 ml saline on day 1 and 20 mg of THP dissolved 20 ml 5% dextrose on day 2. The patients were followed up by cystoscopy and urinary cytology. Intravesical instillations were performed once a month and continued for 5 years. RESULTS: The non-recurrence rates at 1, 3 and 5 years were 88.8%, 79.5% and 67.0%, respectively. No significant differences were observed between grade 1-2 and 3, male and female, and solitary and multiple tumors. Although the side effects were relatively mild, 6 patients stopped intravesical instillation. CONCLUSIONS: Because non-recurrence rates of our report are not better than previous reports with shorter treatment periods, intravesical MMC and THP instillation for 5 years is not beneficial to the patients with superficial bladder cancer.

Study of urothelial bladder tumours in renal transplant recipients. [French]
NEUZILLET Y, CABANIOLS L, KARAM G, SALOMON L, BARROU B, PETIT J, et al.
Prog Urol 2006;16(3): 343-6*

OBJECTIVE: To study the prevalence, treatment and outcome of urothelial bladder tumours (UBT) in renal transplant recipients. PATIENTS & METHODS: Multicentre retrospective study performed in 2004 by questionnaire sent to members of the AFU Transplantation Committee. RESULT: Seven centres returned the questionnaire with a total of 32 UBTs in 21 males and 3 females with a mean age of 63.2 ±10.1 years, with no history of UBT. The incidence was 255 per 100 000. The median interval between transplantation and UBT was 60 months (range: 5-259 months). In total, 72% of UBTs were stage pT ≥I and 63% were grade 3. CIS was present in 20% of cases. 25% of patients were N+. In addition to resection of the UBT 3 patients were also treated with MMC and 1 was treated with BCG. 7 patients underwent cystectomy, with a palliative objective in 42% of cases, associated with radiotherapy-chemotherapy (213) or chemotherapy alone (113). Immunosuppressive therapy was decreased in 50% of cases. Six patients (25%) died from bladder cancer, 25% relapsed with a tumour progression rate of 50%. In total, 46% of patients were in remission of their UBT and 4% died from an intercurrent cause. Some 76% of survivors have a functional graft with no alteration of serum creatinine. CONCLUSION: Renal transplant recipients have an increased incidence of UBT which are more aggressive and associated with a higher mortality compared to the general population. Increased surveillance and aggressive treatment therefore appear to be justified.

Bladder cancer. [Review]##
GWYNN ES, CLARK PE
Curr Opin Oncol 2006;18(3): 277-83

PURPOSE OF REVIEW: This article will review the diagnosis and management of bladder cancer at each stage, from superficial to metastatic disease with an emphasis on recent developments over the last year. RECENT FINDINGS: Bacille Calmette-Guérin (BCG) is the most effective therapy for carcinoma in situ. All patients who receive intravesical therapy with BCG should be considered for ongoing maintenance therapy. The management of muscle-invasive disease in the US centers on radical cystectomy with bilateral pelvic lymphadenectomy. Areas of research include the optimal role for bladder preservation therapy, a growing experience in centers with laparoscopy, the effect of urinary diversion on quality of life, and the optimal standard for pelvic lymphadenectomy at surgery. The role of combination chemotherapy for advanced bladder cancer continues to evolve. Many questions remain unanswered including the relative value of neoadjuvant versus adjuvant chemotherapy for locally advanced disease and optimal chemotherapy regimen. SUMMARY: The detection of bladder cancer continues to rely on direct visualization with cystoscopy. Efforts are underway to improve the utility of urinary markers and cystoscopy through fluorescence endoscopy. The management of superficial bladder cancer is based on transurethral resection of the tumor with perioperative intravesical instillation of chemotherapy strongly suggested for most patients. Risk stratifying patients with high-risk superficial bladder cancer remain a challenge and area of future research. (C) 2006 Lippincott Williams & Wilkins.

Improving patient outcomes: optimal BCG treatment regimen to prevent progression in superficial bladder cancer##
LAMM D
Eur Urol Suppl 2006;5(10): 654-9

Bacillus Calmette-Guérin (BCG) immunotherapy has been demonstrated in randomised clinical trials and meta-analyses to provide superior protection from tumour recurrence and, unlike chemotherapy, even reduce disease progression. Although the optimal maintenance schedule has not been defined by controlled comparison, review of controlled studies suggests that Dr Lamm's 3-wk schedule with maintenance at 3, 6, 12, 18, 24, 30, and 36 mo may be best, but dose reduction and delay or suspension of treatments is frequently needed to reduce side effects. Randomised comparison of this regimen using full-strength Connaught BCG versus one-third strength suggests the former is superior, but in some populations dose reduction may be superior. Moreover, long-term (15-yr) follow-up of BCG-treated patients demonstrates the need for continued protection from recurrence and progression. These considerations, plus the marginal improvement demonstrated with systemic BCG immunisation and the reduction in side effects with dose reduction have led Dr Lamm to use the following protocol. Induction consists of full-strength BCG given weekly for 6 wk with concomitant percutaneous administration. The dose is reduced to one-third at the first sign of significant side effects. Maintenance BCG in high-risk (G3, T1, or CIS) patients is given using one-third dose BCG at 3, 6, 12, 18, 24, 36, 48, 60, and 72 mo, and then every other year to the 12th year, with dose reductions to 1/10th, 1/30th, 1/100th as needed to prevent increasing side effects. (C) 2006 European Association of Urology.

Superficial transitional cell carcinoma of the ureteral orifice: higher risk of developing subsequent upper urinary tract tumors##
CHOU EC, LIN AT, CHEN KK, CHANG LS
Int J Urol 2006;13(6): 682-5*

AIM: Reports specifically addressing transitional cell carcinoma (TCC) of the ureteral orifice are scarce. This paper presents our experiences of such tumors, including the characteristics of the disease and the incidence of subsequent upper urinary tract recurrence. METHODS: This study included 572 new cases of TCC of the urinary bladder diagnosed in our institute during a period of 5 years. In total, 31 (5.4%) patients had superficial tumors involving ureteral orifices. All 31 patients underwent transurethral resection of the bladder tumors, including the involved ureteral orifices. After the surgery, patients received regular follow-up with cystourethroscopy, urine cytology and periodic intravenous pyelography (IVP). Ureterorenoscopy was performed in cases of suspicious IVP or urine cytology findings. RESULTS: 31 patients with superficial tumors involving the ureteral orifice were followed up for 5-8 years or until death. The pathological stage was Ta in 16 cases and T1 in 15 cases. Bladder tumor recurrence was noted in three (18.8%) of the pTa patients and in seven (46.7%) of the pT1 patients. Subsequent upper urinary tract tumors developed in four (12.9%) patients between 33 and 67 months (mean: 33.5) after the first transurethral resection. All four cases of upper tract recurrence had pT1 primary bladder tumor, which recurred for 1-3 times (mean: 1.8) before upper tract recurrence. None of these patients had ureteral stenting after bladder tumor resection. Three of four patients with upper tract recurrence had single lower ureteral tumor, while the remaining one patient had multiple tumors. Patients with subsequent upper urinary tract tumors underwent nephroureterectomy and bladder cuff excision. One died of the disease; the other three cases were free of the disease after the therapy. CONCLUSIONS: Patients with primary superficial bladder transitional cell carcinoma involving the ureteral orifice have a higher risk of developing subsequent upper urinary tract tumors, particularly for pT1 primary bladder tumors. Frequent and close follow-up is recommended.

Can intravesical bacillus Calmette-Guérin reduce recurrence in patients with superficial bladder cancer? A meta-analysis of randomized trials##
HAN RF, PAN JG
Urology 2006;67(6): 1216-23

OBJECTIVES: To determine whether intravesical bacillus Calmette-Guérin (BCG) administration reduces recurrence after transurethral resection of superficial bladder cancer using a meta-analysis. METHODS: Published data of randomized clinical trials comparing transurethral resection plus intravesical BCG to either resection alone or resection plus another treatment were analyzed, considering possible confounding factors such as disease type, maintenance therapy, and others. Both the fixed effect model and the randomized effect model were applied, and the OR with its 95% CI was used as the effect size estimate. RESULTS: We searched 176 trials, eliminated 151 of them, and identified 25 trials with recurrence information on 4767 patients. Of 2342 patients undergoing BCG therapy, 949 (40.5%) had tumor recurrence compared with 1205 (49.7%) of 2425 patients in the non-BCG group. In the combined results, a statistically significant difference in the OR for tumor recurrence between the BCG and no BCG-treated groups was found (randomized combined effect OR 0.61; 95% CI, 0.46-0.80; P <0.0001). Stratified by BCG maintenance and disease type, the combined results of the individual reports showed statistical significance for BCG maintenance (OR 0.47; 95% CI, 0.28-0.78; P = 0.004) and treatment of papillary carcinoma (OR 0.50; 95% CI, 0.33-0.75; P = 0.0008). Chemotherapy and BCG plus chemotherapy/immunotherapy were not better than BCG alone. CONCLUSIONS: Adjuvant intravesical BCG with maintenance treatment is effective for the prophylaxis of tumor recurrence in superficial bladder cancer. For patients with papillary carcinoma, adjuvant intravesical BCG with maintenance therapy should be offered as the treatment of choice.
Oncology

Topical mitomycin chemotherapy for malignant conjunctival and corneal neoplasia. [Comment]
FINGER PT
Br J Ophthalmol 2006;90(7): 807-9

Complications of mitomycin-C therapy in 100 eyes with ocular surface neoplasia
KHONG JJ, MUECKE J
Br J Ophthalmol 2006;90(7): 819-22

AIM: To determine the complications associated with MMC in the treatment of ocular surface neoplasia. METHODS: A retrospective and consecutive study of 100 eyes in 91 patients with ocular surface neoplasia treated with MMC in a single centre between November 1998 and January 2005. Outcome measures included complications of MMC and the treatment required for these complications. RESULTS: One to three 7 day cycles of topical MMC 0.04% four times a day were given to 59 eyes with localised corneal-conjunctival intraepithelial neoplasia (CIN), 19 eyes with diffuse CIN, six eyes with recurrent CIN, one eye with ocular surface squamous cell carcinoma, three eyes with primary acquired melanosis (PAM) with atypia, nine eyes with conjunctival malignant melanoma (MM), two eyes with sebaceous carcinoma with pagetoid spread, and one eye with recurrent atypical fibroxanthoma. Nine patients had bilateral CIN. In total, 31 (34%) cases developed an allergic reaction to MMC and 14 (14%) eyes had epiphora secondary to punctal stenosis at a mean follow-up period of 26.5 months. CONCLUSION: In the largest study looking at complications of topical MMC in the treatment of ocular surface neoplasia, allergic reaction and punctal stenosis are relatively common. Serious complications were not observed suggesting the safe use of MMC in mid-term follow-up.

Docetaxel and mitomycin as second-line treatment in advanced non-small cell lung cancer
FELIU J, MARTIN G, CASTRO J, SUNDLOV A, RODRIGUEZ-JARAIZ A, CASADO E, et al.
Cancer Chemother Pharmacol 2006;58(4): 527-31

PURPOSE: To evaluate the feasibility, toxicity and efficacy of the combination of docetaxel and MMC as second-line chemotherapy in patients with advanced non-small cell lung cancer (NSCLC). PATIENTS & METHODS: 38 patients with histologically confirmed, locally advanced or metastatic NSCLC were included in this phase II trial. All patients had been previously treated with a platinum-based regimen. Treatment consisted of docetaxel (75 mg/m2) followed by MMC (8 mg/m2) on day 1, every 21 days. Patients received a minimum of three courses unless progressive disease was detected. RESULTS: 190 courses of docetaxel-MMC were administered (median five courses per patient). This combination was well tolerated with grade 3-4 toxicity experienced with the following frequency: neutropenia in five patients (13%), fatigue in four (11%), anaemia, thrombocytopenia, nausea/vomiting and peripheral neuropathy in one each (3%). Three of 38 patients had a partial response (8%, 95% CI, 2.6-21.6%), 14 patients (37%) experienced stabilization of disease and 21 (55%) had disease progression. Median time to progression was 3.6 months. Overall median survival was 10.4 months, with the 1-year actuarial survival rate being 35%. CONCLUSIONS: The addition of MMC to docetaxel as second-line therapy in NSCLC is well tolerated but does not seem to improve the response rate.

The combination of raltitrexed (Tomudex) and mitomycin-C in the treatment of advanced colorectal cancer: a Phase II study
MICHELS J, GELDART T, DARBY A, CRADDOCK L, IVESON A, RICHARDSON L, et al.
Clin Oncol 2006;18(6): 431-5

AIMS: To investigate the combination of raltitrexed and MMC as first-line chemotherapy treatment in patients with advanced colorectal cancer. MATERIALS & METHODS: A Phase II study. RESULTS: 22 patients were treated with a combination of raltitrexed 3 mg/m2 every 3 weeks and MMC 7 mg/m2 every 6 weeks for up to 24 weeks. The study was closed early for safety reasons as there were three unexpected treatment-related deaths. The overall response rate was 20%, and a further 40% achieved stable disease. The median time to progression was 3.9 months and the median overall survival time was 11.6 months. CONCLUSION: Owing to the potential for increased toxicity, the combination of raltitrexed and MMC cannot be recommended as first-line treatment in patients with advanced colorectal cancer. (C) 2006 The Royal College of Radiologists.

Intrapericardial instillation of mitomycin-C in recurrent cardiac tamponade due to malignant pericardial effusion. [Letter]
KAIRA K, MORI M
Clin Oncol 2006;18(6): 506

Treatment of small hepatocellular carcinoma: a comparison of techniques and long-term results
SAVERIO FERRARI F, STELLA A, PASQUINUCCI P, VIGNI F, CIVELI L, PIERACCINI M, et al.
Eur J Gastroenterol Hepatol 2006;18(6): 659-72

OBJECTIVE: The aim of this study was to compare the results over time of transcatheter arterial chemoembolization (TACE), percutaneous ethanol injection (PEI), laser thermal ablation (LTA) and combined therapy in the treatment of small hepatocellular carcinoma. METHODS: Between 1998 and 2004, 131 cirrhosis patients (99 Child-Pugh class A, 32 Child-Pugh class B) with a small hepatocellular carcinoma were included in the study; 34 were treated with PEI, 46 with LTA, 18 with TACE and 33 with combined therapy. RESULTS: No major complication occurred during any procedure. Computed tomography scan showed that complete necrosis was achieved in 81% of treated nodules (120 out of 148); as a whole, the disease relapsed in 42 (32.0%) patients (with a disease-free interval of 17.0 ±13.7 months). The cumulative survival rates were 81.9, 35.7 and 20.8% at 12, 36 and 60 months respectively. A univariate analysis of survival showed statistically significant differences in the comparison between Child-Pugh class A with respect to Child-Pugh class B (P <0.0001) and between nodules with a diameter of ≤20 mm as opposed to >20 mm (P = 0.001). Patients subjected to LTA showed a statistically significant longer survival than those treated with TACE and PEI. CONCLUSIONS: LTA proves to be the most effective treatment, affording reduced invasiveness, a limited number of sessions, complete necrosis in almost all cases and better total survival in the treated patients. (C) 2006 Lippincott Williams & Wilkins.

Therapeutic outcomes of continuous hyperthermic peritoneal perfusion against advanced gastric cancer with peritoneal carcinomatosis
KUNISAKI C, SHIMADA H, AKIYAMA H, NOMURA M, MATSUDA G, OTSUKA Y, et al.
Hepatogastroenterology 2006;53(69): 473-8*

BACKGROUND/AIMS: To clarify the efficacy of therapeutic continuous hyperthermic peritoneal perfusion in peritoneal carcinomatosis of gastric cancer. METHODOLOGY: The subjects of this study were 73 advanced gastric cancer patients who underwent palliative surgery between 1992 and 1999. Therapeutic continuous hyperthermic peritoneal perfusion (T-CHPP) was performed in 21 patients, who had macroscopic peritoneal carcinomatosis or positive lavage cytology, were <65 years old, had no concomitant disease, and gave informed consent. Some 52 patients who did not meet the inclusion criteria formed the control group. After reconstruction of the alimentary tract, T-CHPP was carried out for 40 min with 300 mg of cisplatin, 30 mg of MMC, and 300 mg of etoposide in 5-6 l of physiological saline maintained at 42-43oC. RESULTS: The survival of patients who had CY1, P1, P2, P3 was not affected by T-CHPP. Univariate analysis revealed that the degree of peritoneal carcinomatosis and adjuvant chemotherapy were prognostic factors. Furthermore, ill-defined macroscopic appearance and P3 independently affected prognosis, according to multivariate analysis. Patients treated by T-CHPP had higher incidences of respiratory failure (76.2% vs. 17.3%; P <0.0001) and renal failure (14.3% vs. 0%; P <0.0054) than those undergoing T-CHPP. CONCLUSIONS: As T-CHPP had no efficacy, a new therapeutic strategy such as chemosensitivity assessment or a well-structured randomized controlled trial is necessary to obtain good therapeutic results with T-CHPP.

Chemotherapy with mitomycin-C, ifosfamide, and cisplatin for recurrent or persistent cervical cancer
SERKIES K, JASSEM J, DZIADZIUSZKO R
Int J Gynecol Cancer 2006;16(3): 1152-6*

The efficacy and toxicity of MMC, ifosfamide, and cisplatin in cervical cancer were evaluated. Between January 1997 and August 2003, 46 patients with locally recurrent, persistent, or disseminated cervical cancer were treated with MMC 6 mg/m2, ifosfamide 3 g/m2, and cisplatin 50 mg/m2 (MIC regimen) repeated every 3 weeks (maximum six cycles). In eight patients (17%), the tumor involved the pelvis alone, in 11 (24%) the pelvis and extrapelvic sites, and 27 (59%) had only distant lesions. A total of 213 MIC cycles were administered (median six cycles per patient). Of the 44 evaluable patients, the overall response rate was 34% (9% complete and 25% partial responses). Median progression-free interval was 6 months (95% CI, 4-7 months), and overall survival was 10 months (95% CI, 6-14 months). Objective response was obtained in two patients (11%) with pelvic relapse within previously irradiated area and in 13 (50%) of those with extrapelvic lesions (P = 0.01). Leukopenia was seen in 59% of patients (grade 3 in 9%). Nonhematologic side effects were mild and relatively infrequent. In conclusion, MIC regimen provides satisfactory efficacy with acceptable toxicity in advanced cervical cancer patients. Better response is seen in lesions outside of the previously irradiated area.

Phase II study of mitomycin-C, adriamycin, cisplatin (MAP) and bleomycin-CCNU in patients with advanced cancer of the anal canal: an Eastern Cooperative Oncology Group study E7282
JHAWER M, MANI S, LEFKOPOULOU M, HAHN RG, HARRIS J, CATALANO PJ, et al.
Invest New Drugs 2006;24(5): 447-54*

Metastatic anal cancer is a rare disease in the Western hemisphere and current treatment modalities are not effective. In this study, patients with advanced epithelial cancer of the anal canal received MAP followed by bleomycin and CCNU upon progression of disease. Twelve out of 20 (60%) eligible patients had a partial response (95% CI, 36-81%). No complete responses were observed. The median survival was 15 months (95% CI, 6-20 months). The median time to progression or death was 8 months (95% CI, 4-9 months). Toxicities were moderate and tolerable with routine supportive care; there were two cases of grade 3 vomiting, two cases of respiratory distress (one grade 1 and one grade 3), one case each of grade 3 leg cramps and cardiac arrhythmia. Of particular note were seven cases of grade 3 hematologic toxicity. Two patients had grade 4 leukopenia and thrombocytopenia, respectively, that resolved without sequelae. The combination therapy of MAP followed by bleomycin and CCNU for patients with advanced anal cancer, not amenable to radiotherapy or surgery, results in a moderate objective response but with moderate toxicities. This regimen and sequence is worthy of further study especially in combination with colony stimulating factors, however, its tolerability may be most applicable for patients who have had minimal prior therapy.

Acute myeloid leukemia following intraperitoneal hyperthermic mitomycin-C. [Letter]
MITCHELL J, KEUNG YK
Leuk Lymphoma 2006;47(5): 947-9*

Evidence-based management of hepatocellular carcinoma: an updated analysis of randomized controlled trials##
LOPEZ PM, VILLANUEVA A, LLOVET JM
Aliment Pharmacol Ther 2006;23(11): 1535-47

The treatment strategy of hepatocellular carcinoma applied following scientific guidelines is only supported by 77 randomized controlled trials (RCTs) published so far, a figure that clearly pinpoints hepatocellular carcinoma as an 'orphan' cancer in terms of clinical research when compared with other high-prevalent cancers worldwide. A systematic review analysing 61 RCTs (1978-2002) showed a modest survival benefit from chemoembolization in patients with intermediate tumours, and the lack of an effective first-line treatment option for patients with advanced disease. These conclusions have been endorsed by the European Association for the Study of the Liver and the American Association for the Study of Liver Diseases. The present updated evidence-based approach includes 16 RCTs published from 2002 to 2005 assessing percutaneous ablation (7), other loco-regional therapies (3) and systemic therapies (6). Eight showed high-quality methodological profiles. Four RCTs demonstrated a better local hepatocellular carcinoma control in tumours >2 cm treated by radiofrequency ablation compared with ethanol injection. No survival advantages were obtained from systemic treatments in patients with advanced hepatocellular carcinoma, an area that is an unmet need. Therefore, there is an urgent request to conduct well-designed phase III investigations in hepatocellular carcinoma patients. (C) 2006 Blackwell Publishing Ltd.

Fluoxetine and reversal of multidrug resistance. [Review]##
PEER D, MARGALIT R
Cancer Letters 2006;237(2): 180-7

This review centers on recent findings with respect to modulating cancer multidrug resistance (MDR) with the well-known antidepressant fluoxetine (Prozac). The MDR phenomena and mechanisms are discussed, including the roles of ABC transporters as MDR-pumps and the potential involvement of cancer stem cells. The three generations of MDR reversal agents (chemosensitizers) are reviewed, introducing the concept of single-pump and multi-pump agents. The current status of chemosensitization is summarized, pointing out the need for additional agents and outlining experimental criteria for testing novel candidates. Major in vitro and in vivo findings are summarized showing that fluoxetine is a chemosensitizer of the multi-pump type, and proposing it be considered a fourth-generation chemosensitizer. In concluding, we contemplate future prospects of modulating MDR in the clinic. (C) 2005 Elsevier Ireland Ltd. All rights reserved.

Advances in our understanding of postoperative adjuvant chemotherapy in resectable non-small cell lung cancer. [Review]##
HOTTA K, MATSUO K, KIURA K, UEOKA H, TANIMOTO M
Curr Opin Oncol 2006;18(2): 144-50

PURPOSE OF REVIEW: After publication in 1995 of a meta-analysis of adjuvant chemotherapy in the treatment of NSCLC, a number of randomized trials investigated adjuvant chemotherapy using more active chemotherapeutic regimens and larger numbers of accrued patients per trial. This review will focus on recent clinical trials for adjuvant chemotherapy, and will help to interpret the applicability of these results to daily clinical practice. RECENT FINDINGS: Four large-scale randomized trials that used platinum-based chemotherapy have reported positive results during the last 3 years. These trials included cisplatin-based chemotherapy (the International Adjuvant Lung Cancer [IALT] trial), cisplatin plus vinorelbine (the National Cancer Institute of Canada [NCIC] BR10 trial), and carboplatin plus paclitaxel (the Cancer and Leukemia Group B [CALGB] 9633 trial). More recently, another adjuvant trial (Adjuvant Navelbine International Trialist Association [ANITA]) was reported, which has added greatly to our understanding of the potential role of adjuvant treatment. Regarding adjuvant UFT (tegafur and uracil) chemotherapy, an individual patient data-based meta-analysis demonstrated its significant effect on survival in selected patients with completely resected non-small cell lung cancer. SUMMARY: Recent trials indicate a survival benefit of postoperative adjuvant chemotherapy. These findings are anticipated to change the clinical management of patients with completely resectable non-small cell lung cancer. (C) 2006 Lippincott Williams & Wilkins.

Carcinoid tumors. [Review]##
RAUT CP, KULKE MH, GLICKMAN JN, SWANSON RS, ASHLEY SW
Curr Probl Surg 2006;43(6): 391-450

Results of pulmonary resection following neoadjuvant therapy for locally advanced (IIIA-IIIB) lung cancer##
TAKEDA S, MAEDA H, OKADA T, YAMAGUCHI T, NAKAGAWA M, YOKOTA S, et al.
Eur J Cardiothorac Surg 2006;30(1): 184-9

OBJECTIVE: We performed this study to determine the role and prognostic factors of neoadjuvant therapy followed by surgery for locally advanced non-small cell cancer. METHODS: 100 patients with clinical stage III non-small cell lung cancer (79 IIIA, 21 IIIB; 78 males, 22 females; average age 60.5 years) received neoadjuvant therapy, of whom 84 received 2 cycles of platinum chemotherapy combined with an average radiation dose of 41.5 Gy, and 16 patients underwent chemotherapy alone. The mean follow-up duration was 80.9 months. Survival rate was estimated by the Kaplan-Meier method, and a Cox proportional hazards model was applied to determine the prognostic factors. RESULTS: The operative procedures included 74 lobectomies, 7 bi-lobectomies, and 19 pneumonectomies. Two patients died within 30 days due to adult respiratory distress syndrome and acute pulmonary embolism, respectively. The overall 5-year survival rate was 39.7% with a median survival time (MST) of 39.6 months. The 5-year survival rate for downstaged (pN1,2) patients was 53.5% while it was 16.3% for patients with residual N2. There was no difference in survival between lobectomy and pneumonectomy (MST 38 months vs. 42 months). Univariate and multivariate analyses revealed that nodal status and tumor size after neoadjuvant therapy were independent prognostic factors. CONCLUSIONS: Neoadjuvant therapy was shown to deliver the optimal effect for surgery for cIIIA/IIIB NSCLC with acceptable mortality. Re-staging to exclude the residual multiple nodal metastasis can lead to the proper patient selection. A pneumonectomy, as a last option, following neoadjuvant therapy did not affect the mortality. (C) 2006 Elsevier BV. All rights reserved.

Transcatheter arterial chemoembolization in patients with hepatocellular carcinoma and coexisting hepatic cavernous hemangioma##
CHEN RC, LII JM, CHEN WT, TU HY, CHIANG LC
Eur Radiol 2006;16(6): 1346-50*

We investigated the consequence of repeated transcatheter arterial chemoembolization (TACE) for coexisting small hepatic hemangioma in the treatment of patients with hepatocellular carcinomas and describe the imaging features of embolized hemangioma on the follow-up lipiodol CT and MR. Six of 431 patients with biopsy-confirmed hepatocellular carcinomas, who underwent TACE, also had seven small hepatic cavernous hemangiomas (0.8-2.3 cm) in the same area of embolization. All six patients underwent repeated TACE All lesions were evaluated with CT and/or MR for the post-treatment follow-up. The outcomes and imaging features of these embolized hemangiomas were reviewed for change of tumor size, lipiodol deposition, enhancing pattern as well as embolization complications. Six of the seven hemangiomas did not depict changes in the size or enhancement pattern without being ablated. One hemangioma showed a decrease in size, but still persisted after TACE. All of the hemangiomas showed lipiodol deposition for 2-15 months, in which five hemangiomas depicted irregular rim patterns. There is no complication caused by the procedures. The differentiation of small hepatic hemangiomas from viable HCC is important in the post-TACE follow-up to avoid unnecessary repeated embolization. (C) Springer-Verlag 2005.

Survival of patients with colorectal cancer liver metastases treated by regional chemotherapy##
MELICHAR B, VOBORIL Z, CERMAN J, MELICHAROVA K, MERGANCOVA J, VOBORIL R, et al.
Hepatogastroenterology 2006;53(69): 426-34*

BACKGROUND/AIMS: Liver is the most common site of metastatic disease in colorectal cancer. Superior response rate was demonstrated in trials comparing hepatic arterial administration of cytotoxic agents with systemic chemotherapy. METHODOLOGY: Records of 109 consecutive patients with colorectal carcinoma metastatic to the liver treated by regional chemotherapy, who underwent implantation of a port system into hepatic artery or portal vein tributaries between 1991 and 1999, were reviewed and survival was evaluated using the log-rank test and multivariate analysis (Cox's proportional hazard regression). RESULTS: The median survival from diagnosis was 24 months. Survival was significantly longer for patients treated by radical resection, and patients treated in 1997-1999. On multivariate analysis, treatment by ≥6 chemotherapy cycles, stage 1 liver metastases, treatment with irinotecan and radical resection were associated with better survival, while the presence of extrahepatic disease had an adverse effect on the risk of death. Extrahepatic spread was subsequently detected in almost half of the patients who had originally isolated liver metastases. CONCLUSIONS: Patients treated by liver resection had the best outcome, while patients with extrahepatic diseases had poor prognosis. The prognosis of patients treated by regional chemotherapy improved significantly with the advent of irinotecan and better selection.

Neoadjuvant chemoradiation in patients with pancreatic adenocarcinoma. [Review]##
KREMPIEN R, MUENTER MW, HARMS W, DEBUS J
HPB 2006;8(1): 22-8*

In spite of the high mortality in pancreatic cancer, significant progress is being made. This review discusses multimodality therapy for patients with pancreatic cancer. Surgical therapy currently offers the only potential monomodal cure for pancreatic adenocarcinoma. However, only 10-20% of patients present with tumors that are amenable to resection, and even after resection of localized cancers, long-term survival is rare. The addition of chemoradiation therapy significantly increases median survival. To achieve long-term success in treating this disease it is therefore increasingly important to identify effective neoadjuvant/adjuvant multimodality therapies. Preoperative chemoradiation for potentially resectable pancreatic cancer has the following advantages: (i) neoadjuvant treatment would eliminate the delay of adjuvant treatment due to postoperative complications; (ii) neoadjuvant treatment could avoid unnecessary surgery for patients with metastatic disease evident on restaging after neoadjuvant therapy; (iii) down-staging after neoadjuvant therapy may increase the likelihood of negative surgical margins; and (iv) neoadjuvant treatment could prevent peritoneal tumor cell implantation and dissemination caused during surgery. This review systematically summarizes the current status, controversies, and prospects of neoadjuvant treatment of pancreatic cancer. (C) 2006 Taylor & Francis.

Treatment results and prognostic factors in oral tongue cancer: analysis of 80 patients##
AKSU G, KARADENIZ A, SAYNAK M, FAYDA M, KADEHCI Z, KOCAELLI H
Int J Oral Maxillofac Surg 2006;35(6): 506-13

Treatment results and prognostic factors for 80 patients with oral tongue cancer admitted to Istanbul University Oncology Institute between 1987 and 2000 were retrospectively analysed. The patients were treated by surgery and postoperative or curative radiotherapy. Median age was 55 (22-93) out of which 41 patients (51%) were male and 39 (49%) were female. One patient (1%) had stage I disease, 28 patients (36%) stage II, 18 patients (23%) stage III and 32 patients (40%) stage IVA disease. A total of 19 patients (24%) were medically inoperable or refused surgical treatment, so were treated with curative radiotherapy to a total dose of 70 Gy (group A). The remaining 61 patients (76%) were treated with surgery and postoperative external beam radiotherapy (group B). The median follow-up time was 44 months. The 5-year overall and loco-regional disease-free survival rates were 42% and 46%, respectively. The 5-year overall survival rates were 16% in group A and 49% in group B (P = 0.0002). The 5-year disease-specific survival rate was 23% in group A while in group B it was 49%; the difference was statistically significant (P = 0.02). Combined treatment improves overall and disease-free survival in patients with stage II, III and IVA oral tongue cancer. In patients who are not candidates for surgery, the effect of radiotherapy may be increased with the use of brachytherapy.

Adjuvant therapy in patients with resected poor-risk head and neck cancer. [Review]##
BERNIER J, VERMORKEN JB, KOCH WM
J Clin Oncol 2006;24(17): 2629-35

In patients with locally or regionally advanced head and neck carcinomas, postoperative radiotherapy has historically been the adjuvant therapy applied for patients with prognostically worrisome pathologic features. Any improvement in therapeutic index achieved by adding cytotoxic agents to postoperative radiotherapy remained controversial. However, two recent randomized trials, conducted in parallel in Europe and the US, produced level I evidence regarding improved efficacy in this setting for the concurrent administration of chemotherapy and radiotherapy. High-dose cisplatin and irradiation can now be considered the standard therapeutic approach for resected poor-risk disease. The presence of positive margins and/or nodal extracapsular spread in the surgical specimens are the subgroups that appear to benefit in the most significant way from the addition of chemotherapy to radiation. Many questions regarding the optimization of adjuvant treatments still remain unanswered, especially with respect to improvement of patient compliance, integration of novel drugs targeting both locoregional and systemic control, and modulation of treatment intensity according to risk levels.

Median survival time of patients after transcatheter chemo-embolization for hepatocellular carcinoma##
HAIDER Z, UL HAQ T, MUNIR K, USMAN MU, AZEEMUDDIN M
J Coll Physicians Surg Pak 2006;16(4): 265-9

OBJECTIVE: To determine the effect on survival after transarterial chemoembolization (TACE) in patients with unresectable hepatocellular carcinoma (HCC). DESIGN: Longitudinal cohort study. PLACE & DURATION OF STUDY: Radiology department, the Aga Khan University Hospital, Karachi, from December 1997 to September 2005. PATIENTS & METHODS: Patients undergoing TACE procedure for HCC were prospectively followed. A total of 43 patients were enrolled in the study from December 1997 to March 2003 and subjected to chemoembolization therapy. Eight out of 43 patients, who were lost to follow-up, were excluded from the study. All the patients were followed till their death. Median and mean survival were calculated. RESULTS: The median survival of these 35 patients was 410 days (13.6 months); 95% CI, 236-536 days. Mean survival time was 603 days (20.1 months); 95% CI, 394-812 days. There was significant difference in mean survival time (in days) by Child-Pugh class (χ2 = 12.384; df = 2; P = 0.002). CONCLUSION: The study showed that TACE is an effective palliative treatment. TACE increases the median survival time.
Other applications

Ex vivo assessment of chemotherapy-induced apoptosis and associated molecular changes in patient tumor samples
PIRNIA F, FRESE S, GLOOR B, HOTZ MA, LUETHI A, GUGGER M, et al.
Anticancer Res 2006;26(3A): 1765-72

BACKGROUND: There are inherent conceptual problems in investigating the pharmacodynamics of cancer drugs in vivo. One of the few possible approaches is serial biopsies in patients. However, this type of research is severely limited by methodological and ethical constraints. MATERIALS & METHODS: A modified 3-dimensional tissue culture technique was used to culture human tumor samples, which had been collected during routine cancer operations. A total of 20 tumor samples of patients with non-small cell lung cancer (NSCLC) were cultured ex vivo, for 120 h and treated with MMC, taxotere and cisplatin. The cytotoxic activity of the anticancer agents was quantified by assessing the metabolic activity of treated tumor cultures and various assays of apoptosis and gene expression were performed. RESULTS: The proliferative activity of the tissue was maintained in culture as assessed by Ki-67 staining. MMC, cisplatin and taxotere reduced the metabolic activity of the tumor tissue cultures by 51%, 29% and 20%, respectively, at 120 h. The decrease in metabolic activity corresponded to the induction of apoptosis as demonstrated by the typical morphological changes, such as chromatin condensation and nuclear fragmentation. In addition, activated caspase-3 could be verified in apoptotic cells by immunohistochemistry. To verify functional aspects of apoptosis, the induction of chemotherapy-induced cell death was inhibited with the caspase inhibitor z-VAD.fmk. RNA was extracted from the tissue cultures after 120 h of ex vivo drug treatment and was of sufficient quality to allow quantitative PCR. CONCLUSION: The 3-dimensional ex vivo culture technique is a useful method to assess the molecular effects of pharmacological interventions in human cancer samples in vitro. This culture technique could become an important tool for drug development and for the prediction of in vivo drug efficacy.

Low dose mitomycin-C in severe vernal keratoconjunctivitis: a randomized prospective double blind study
JAIN A, SUKHIJA J
Indian J Ophthalmol 2006;54(2): 111-6

PURPOSE: To study the efficacy and safety of low dose topical MMC in severe vernal keratoconjunctivitis (VKC). DESIGN: Placebo-controlled double-masked randomized clinical trial. MATERIALS & METHODS: 28 patients with severe VKC were randomly assigned to receive either topical MMC (0.01%) (n = 17) or distilled water (n = 11) three times daily for a period of 2 weeks. Signs and symptoms were recorded on day of presentation and at the end of treatment period (2 weeks). Mann Whitney test was used to analyze the signs and symptoms in the two groups. RESULTS: No statistically significant difference was observed in terms of severity of symptoms at presentation. At 2 weeks patients in the MMC group showed significant decrease in tearing, foreign body sensation, discharge, hyperemia, punctate keratitis, limbal edema and trantas spots. No adverse effect of MMC was observed. CONCLUSION: Short-term low-dose topical MMC is an effective and safe drug to control acute exacerbations in patients of severe VKC refractory to conventional treatment.

Treatment strategy for iatrogenic nasal vestibular stenosis in young children
SMITH LP, ROY S
Int J Pediatr Otorhinolaryngol 2006;70(8): 1369-73

Iatrogenic nasal vestibular stenosis is an uncommon complication of supportive care in neonates. There is minimal literature describing this entity; previous treatment strategies focus on correction with local flaps or skin grafts. We describe symptomatic iatrogenic vestibular stenosis treated successfully with endoscopic lysis of synechiae and nasal stenting. Three children with nasal stenosis were identified from 2003 to 2004 at a large academic tertiary care medical center. All patients were born premature (25-34 weeks). Two developed vestibular stenosis after extended use of nasal CPAP; one developed unilateral nasal stenosis 4 years after use of a nasal feeding tube. Age at time of surgical repair was from 4 months to 5 years. Two patients (4 and 5 months) presented with nasal airway obstruction, and difficulty breathing during feeding. One patient (5 years) presented with right-sided nasal obstruction and nasal whistling. Endoscopic lysis of nasal synechiae and release of vestibular scarring was performed in all three cases without complication. Nasal stenting with a modified endotracheal tube was used for 4-6 weeks. Topical MMC was utilized in two patients. All patients had complete resolution of airway symptoms after stent removal and all three remain asymptomatic 1 year after repair with no recurrence of vestibular stenosis. Nasal vestibular stenosis is a rare complication following supportive care in premature infants, causing airway and feeding difficulties in the obligate nasal breather. This can be successfully corrected with endoscopic repair, nasal stenting and application of MMC. (C) 2006 Elsevier Ireland Ltd. All rights reserved.

Topical application of mitomycin-C in combination with dexamethasone: effective delay of myringotomy closure
KAFTAN H, HOSEMANN W
ORL J Otorhinolaryngol Relat Spec 2006;68(4): 185-8*

The object of this study was to investigate the efficacy of topical MMC in combination with subsequent topical dexamethasone to prolong the patency of myringotomies. Bilateral instrumental myringotomies were performed in 12 rats. On both sides, a solution of MMC (2 mg/ml) was applied to the intact tympanic membrane for ten minutes before myringotomy. Dexamethasone (4 mg/ml) was applied to one tympanic membrane of each animal at days 3, 6, 9 and 14. Tympanic membranes were observed weekly for a total of 9 weeks. The mean healing period was found to be 17.5 days (range: 4.5-45.5 days) in the group with MMC alone, and 32 days (range: 17.5-59.5 days) in the group MMC + dexamethasone. The difference was significant. A combination of topical MMC and subsequent dexamethasone did delay the healing rate of myringotomies in rat tympanic membranes longer than MMC alone. (C) 2006 S Karger AG, Basel.

Perioperative care for advanced rhinology procedures
ORLANDI RR, HWANG PH
Otolaryngol Clin North Am 2006;39(3): 463-73*

A superior postoperative outcome begins with meticulous intraoperative technique, leaving sinus cavities with minimal mucosal trauma and no bone and mucosal fragments. The goal of postoperative care is to preserve the surgical patency achieved at the conclusion of surgery. Normal wound healing processes can compromise this through scarring and inflammation. Attentive, thorough, and individualized postoperative care maximizes the patient's chance of a successful outcome. As understanding of sinus wound healing increases, and improved delivery devices and biomaterials are developed, the potential to further improve future outcomes will increase. (C) 2006 Elsevier Inc. All rights reserved.

The effects of intradermal and topical mitomycin-C on wound healing
PORTER GT, GADRE SA, CALHOUN KH
Otolaryngol Head Neck Surg 2006;135(1): 56-60

OBJECTIVE: To determine the effect of intradermal and topical MMC on skin wound healing. STUDY DESIGN/SETTING: A prospective, controlled study in a rat wound model performed in an academic medical center. RESULTS: Intradermal and topical MMC application decreased wound integrity when compared with saline-treated animals at 1 week, 2 weeks, 1 month, and 6 months. Skin necrosis occurred in animals that received intradermal MMC. Hemotoxylin and eosin and immunohistochemical staining showed no consistent difference between treatment arms. Fibrosis and collagen deposition were reduced in MMC-treated wounds on trichrome staining. CONCLUSIONS: MMC-treated wounds showed decreased wound strength compared with controls. Intradermal MMC can cause skin necrosis. Histologic findings did not always correspond with clinical data. SIGNIFICANCE: The data suggest cautious use of MMC in clinical situations when wound breaking strength is critical. (C) 2006 American Academy of Otolaryngology-Head and Neck Surgery Foundation.

Cell biological effects of hyperthermia alone or combined with radiation or drugs: a short introduction to newcomers in the field##
KAMPINGA HH
Int J Hyperthermia 2006;22(3): 191-6*

Hyperthermia results in protein unfolding that, if not properly chaperoned by Heat Shock Proteins (HSP), can lead to irreversible and toxic protein aggregates. Elevating HSP prior to heating makes cells thermotolerant. Hyperthermia also can enhance the sensitivity of cells to radiation and drugs. This sensitization to drugs or radiation is not directly related to altered HSP expression. However, altering HSP expression before heat and radiation or drug treatment will affect the extent of thermal sensitization because the HSP will attenuate the heat-induced protein damage that is responsible for radiation- or drug-sensitization. For thermal radiosensitization, nuclear protein damage is considered to be responsible for hyperthermic effects on DNA repair, in particular base excision repair. Hyperthermic drug sensitization can be seen for a number of anti-cancer drugs, especially of alkylating agents. Synergy between heat and drugs may arise from multiple events such as heat damage to ABC transporters (drug accumulation), intra-cellular drug detoxification pathways and repair of drug-induced DNA adducts. This may be why cells with acquired drug resistance (often multi-factorial) can be made responsive to drugs again by combining the drug treatment with heat. (C) 2006 Taylor & Francis.
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