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Analysis of progression and survival after 10 years of a randomized prospective study comparing mitomycin-C and bacillus Calmette-Guérin in patients with high-risk bladder cancer
GARDMARK T, JAHNSON S, WAHLQUIST R, WIJKSTROM H, MALMSTROM PU
BJU Int 2007;99(4): 817-20

OBJECTIVE: To report the 10-year follow-up of a study randomizing between instillations of bacillus Calmette-Guérin (BCG) and (MMC) for treating high-risk and not muscle-invasive urinary bladder cancer to assess progression, the need for more aggressive treatment and survival (cancer-specific and overall), as many of the published studies comparing different treatments for disease that is not muscle-invasive have a short follow-up. PATIENTS & METHODS: Between 1987 and 1992, 261 patients were included; they had frequently recurring Ta/T1G1-G2, T1G3 or primary Tis-dysplasia. The patients were randomized to treatment with either 40 mg of MMC or 120 mg of BCG (Danish strain 1331) given weekly for 6 weeks, then monthly up to a year and finally every third month for a further year. The 250 evaluable patients were followed using hospital files and national registers on causes of death. RESULTS: The median follow-up for survivors was 123 months. The disease progressed in 58 (23%) of the patients, 34 in the MMC group and 24 in the BCG group (P = 0.26). Of the 140 patients who died, 68 were in the BCG and 72 in the MMC group (log-rank P = 0.98); most (95, 68%) died from other causes. CONCLUSION: Based on the follow-up of the present patients it cannot be concluded that the drugs originally administered, MMC or BCG, differed in their effect on progression, need for subsequent treatment or survival.

Intravesical hyperthermia and mitomycin-C for (BCG refractory) carcinoma in situ of the urinary bladder. [Meeting Abstract]
WITJES JA, HENDRICKSEN K, GOFRIT O, RISI O, NATIV O
Eur Urol Suppl 2007;6(2): 60

INTRODUCTION & OBJECTIVES: Carcinoma in situ (CIS) is an aggressive form of non-invasive bladder cancer with a >50% 5-year progression rate and an even higher recurrence rate. Current standard therapy is at least two courses of intravesical BCG with a ca. 60-80% initial response rate. There are no real proven conservative alternatives for BCG. Although the combination of BCG and interferon-α 2b has been reported in BCG refractory CIS, results should be confirmed, and so far cystectomy remains the treatment of choice in these patients. We report on our results with the combination of intravesical hyperthermia and chemotherapy in patients with (BCG refractory) CIS of the urinary bladder. MATERIAL & METHODS: Patients with biopsy proven and histologically confirmed CIS, and complete resection of all visible papillary tumours (when possible) were eligible for inclusion. Treatment was done with the Synergo(R) system SB-TS 101. The hyperthermia range is between 41oC and 44oC. Treatment is given on an outpatient basis weekly for 6-8 weeks, followed by 4 to 6 monthly sessions. Treatment is done with two 30-minute cycles of MMC. The dose of MMC used was twice 20 mg (prophylactic schedule) or twice 40 mg (therapeutic schedule). RESULTS: In total, 57 patients were treated between 1997 and 2005, from 18 European centres. Mean age was 69.5 years. On average the patients had 2.9 previous TUR procedures, and 40 were previously treated with BCG. Twenty-nine patients had concomitant papillary tumors. The average total number of hyperthermia/MMC treatments was 8.9. In total, 48 patients were evaluable for response, of which 45 had a biopsy and cytology proven complete response. In two patients CIS disappeared, but they had persistence of papillary tumours. Follow-up of 38 complete responders shows recurrences in 12 patients after an average follow-up of 13.6 months: 9 x CIS, 1 x T1, 2 x T2. (Kaplan-Meier estimated 1 year recurrence rate of 30%). Side effects (pain during treatment and bladder irritation during and 1-2 days after treatment) were generally mild and transient. CONCLUSIONS: In patients with primary or even BCG refractory CIS, treatment with intravesical hyperthermia and MMC appears a safe and effective treatment. The initial CR rate is very high (94%), and after 1 year the recurrence rate still is low (30%). Additional studies to confirm the value of maintenance hyperthermia/MMC are currently done.

Long-term prophylaxis with mitomycin-C (MMC) significantly reduces tumor recurrence compared to short-term prophylaxis with MMC or Bacillus Calmette-Guérin (BCG) in non muscle-invasive bladder cancer (NMIBC). [Meeting Abstract]
FRIEDRICH M, PICHLMEIER U, SCHWAIBOLD H, CONRAD S, HULAND H
Eur Urol Suppl 2007;6(2): 170

INTRODUCTION & OBJECTIVES: Adjuvant intravesical therapy is a standard treatment in NMIBC. However, the optimal regimen (length of therapy and optimal drug) is still debated. We present a randomized, parallel-group, multicenter phase IV trial to compare short- and long-term chemoprophylaxis with MMC to short-term immunoprophylaxis with BCG after transurethral resection of the bladder (TURB) for NMIBC. MATERIAL & METHODS: Patients with low-risk NMIBC (Ta G1) were randomized to receive no adjuvant treatment (1) or 6 instillations with 20 mg MMC (2). Patients with intermediate- to high-risk NMIBC (Ta G2-3 and T1 G1-3) were randomized to BCG RIVM 2 x 10^8 CFU weekly for 6 weeks (3), MMC 20 mg weekly for 6 weeks (4), or MMC 20 mg weekly for 6 weeks followed by monthly instillations for 3 years (5). Adverse events were recorded during and after instillations. Control cystoscopies were scheduled every 3 months until a histologically confirmed tumor recurrence or until a maximum follow-up of 3 years. Patient recruitment was stopped in February 2002. Last patient left follow-up in September 2005. RESULTS: 627 patients were enrolled. With 63 patients in arm 1 and 72 patients in arm 2 the recruited number of low-risk patients was smaller than originally planned. Arm 3, 4, and 5 consisted of n = 163, 176, and 153 patients). Besides fever that was more frequent in BCG-treated patients, side effects did not differ between the regimens. Statistical evaluation was performed according to the intent-to-treat principle. In the subgroup of low-risk patients, Kaplan-Meier (KM) estimates of 2- and 3-year recurrence-free rates were 83% and 73% in patients receiving adjuvant treatment compared to 66% and 63% in the control group. In intermediate- and high-risk patients, 3 year recurrence-free rates were 65.8% (95% CI, 56.2-74.0%) for BCG, and 68.9% (60.9-76.8%) for MMC short term, whereas recurrence-free rates were increased to 86.1% (79.5%- 92.7%) in patients with MMC long-term prophylaxis. KM analysis revealed overall statistical significance (log-rank, P = 0.001), which was due to the relevant superiority of MMC long term to MMC short (P = 0.0007) and BCG (P = 0.0004). CONCLUSIONS: Patients with pTa G1 tumors who received adjuvant treatment had a considerably lower recurrence rate than controls. Long-term MMC significantly reduces the risk of tumor recurrence without enhanced toxicity compared to both short-term BCG and MMC in patients with intermediate- and high-risk NMIBC.

Combined mitomycin-C and hyperthermia (Synergo) for patients with superficial bladder cancer (SBC) after Bacillus Calmette-Guérin (BCG) failure
NATIV O, COLOMBO R, ENGELSTEIN D, GOFRIT ON, AKKAD T, HENDRIKSEN K, et al.
J Urol 2007;177(4): 519

Oncology

Phase II study of regional chemotherapy using the hypoxic abdominal perfusion technique in advanced abdominal carcinoma. 5-FU pharmacokinetics, complications and outcome
POHLEN U, RIEGER H, KUNICK-POHLEN S, BERGER G, BUHR HJ
Anticancer Res 2007;27(1B): 667-74

The aim of this study was to verify the rationale of a hypoxic abdominal perfusion (HAP) technique for the perfusion of 5-FU, MMC and cisplatin in patients with inoperable, recurrent abdominal cancer. PATIENTS & METHODS: In a phase II study, 59 patients with various non-resectable abdominal tumours were treated with 102 perfusions by the HAP technique. The HAP technique was performed by using double-balloon arterial-venous catheters that selectively isolated the abdominal vascular section and perfusion was provided by an extracorporeal pump for 20 min. Thirty-four patients with unresectable colorectal cancer, 11 with unresectable gastric cancer, eight with unresectable pancreatic cancer and six with cancer of the gall bladder were included. They were treated with a combination of 5-FU (1 g/m2), MMC (10 mg/m2) plus cisplatin (50 mg/m2) infused into the isolated abdominal compartment. The cytostatic concentration of 5-FU was determined intrainterventionally within the systemic and regional compartment. Toxicity- and procedure-related complications were documented. Tumour responses were assessed by computer tomography. RESULTS: 5-FU concentration was 16.3-fold higher within the regional compared to the systemic compartment at its maximum, and the area under the curve (AUC) was 7.9 times larger. During the procedure two major complications were experienced (1 x perforation of the A. iliaca, l x deep vein thrombosis), no deaths occurred during surgery or in the postoperative period. Minimal systemic and local toxicities were observed (WHO grade III-IV 1%, grade I-II 33%). No complete response but 22 partial responses were observed. Median survival was 15.5 months for colorectal cancer, 12. 5 months for gastric cancer, 12.7 months for pancreatic cancer and 7.8 months for gall bladder cancer. CONCLUSION: The hypoxic abdominal perfusion is a safe and effective palliative treatment for patients with unresectable advanced colorectal, gastric and pancreatic carcinoma. The HAP has not shown promising results for advanced gall bladder cancer. These encouraging clinical results require further evaluation.

Diagnosis and treatment of anal carcinoma. [German] [Review]
ZIMMERMANN F, ADAM M, TYMPNER C, STOLLFU J, NUSSLER V
Coloproctology 2007;29(1): 23-36*

Gemcitabine in advanced biliary tract cancers. [Review]
PASETTO LM, D'ANDREA MR, FALCI C, MONFARDINI S
Crit Rev Oncol Hematol 2007;61(3): 230-42

The annual incidence of hepatobiliary cancer has been steadily increasing in the US from 15 000 in 1993 to 22 200 in 2000. Despite this increase, it still continues to be a rare neoplasm. Surgical resection is the treatment of choice, but a high percentage of patients are unsuitable for resection. These patients have a very poor prognosis because of the lack of efficacious therapy options. Thus, overall survival in these patients ranges from 3-12 months, depending on the extent of disease and its site of origin. For some time, MMC, doxorubicin and 5-FU have been considered among the most active chemotherapeutic agents, with a response rate ranging from 10-20%. More recently, gemcitabine has become the reference agent for these neoplasias because of the histologically common origin of biliary cancer and exocrine pancreatic cancer. However, its role has yet to be well-defined. Here we examine clinical trials designed for locally advanced and metastatic biliary tract cancer and review the existing data supporting palliative therapy with gemcitabine alone or in association with other drugs.

Anal carcinoma of the elderly treated with radiotherapy alone or with concomitant radio-chemotherapy
FALLAI C, CERROTTA A, VALVO F, BADII D, OLMI P
Crit Rev Oncol Hematol 2007;61(3): 261-8

PURPOSE: To analyse the results achieved with radio-chemotherapy (RTCT) or radiotherapy alone (RT) in elderly patients (pts) affected with squamous cell anal cancer. METHODS & MATERIALS: From 1990 to 2002, 62 pts aged ≥70 years were treated with RT (14) or RTCT (48). There were 9 stage I, 29 stage II, 11 stage IIIa and 13 stage IIIb. MMC + 5-FU was given concomitantly with RT in an early period, later replaced by cisplatin (Cddp) + 5-FU. In the RTCT group, 36 Gy were delivered to pelvic + inguinal lymph nodes, with a tumor boost (18 Gy). RESULTS: Stage II fared significantly better than stage III in terms of locoregional control (LRC) but not overall survival (OS). Pts treated with RTCT had improved LRC, but not OS. LRC was 81% at 3 and 5 years for the RTCT group; the RT group had a LRC of 61% at 3 years. There were more locoregional relapses in the MMC group (29%) versus the Cddp group (19%) and in pts treated with a split (32%) versus no split (19%). No G3 acute toxicity was observed in the RT group; in the RTCT group 15 pts (31%) developed a G3+ acute toxicity. G3+ late damage occurred in 2 pts in the RT only group and in 3 pts in the RTCT group. CONCLUSIONS: Elderly people considered fit for RTCT should undergo the same schedules used for younger people. MMC or Cddp + 5-FU are feasible in the elderly, even without a planned split. (C) 2006 Elsevier Ireland Ltd. All rights reserved.

A case of carcinomatous cardiac tamponade due to breast cancer treated with OK-432 and mitomycin-C. [Japanese]
WAKIYAMA S, SHIRABE K, NAGAIE T
Gan To Kagaku Ryoho 2007;34(3): 439-41*

The patient was a 40-year-old woman who was admitted to our hospital because of severe cough and dyspnea due to multiple lung metastases from breast cancer, who had undergone Auchincloss operation for right breast cancer about five years earlier. While systemic chemotherapy (CAF) was started after admission, she presented with cardiac tamponade. A cardiac echogram revealed marked retention of pericardial effusion. Pericardiocentesis was carried out, and the cytology of the effusion showed class V, resulting in the diagnosis of carcinomatous cardiac tamponade due to breast cancer. She was treated with intrapericardial chemotherapy using OK-432 and MMC, and has not suffered from pericardial effusion after the intrapericardial chemotherapy. Intrapericardial chemotherapy using OK-432 and MMC may be very useful for malignant pericardial effusion.

Neoadjuvant and adjuvant treatments in pancreatic cancer. [French] [Review]
HAMMEL P
Gastroenterol Clin Biol 2007;31(2): 233-9*

Bronchial arterial chemoembolization with ADM-lipiodol mixture in the treatment of bronchogenic carcinoma. [Chinese]
ZHOU J, YUAN JH, YU WQ, HU TY
Jieru Fangshexue Zazhi 2007;16(1): 32-4*

OBJECTIVE: To investigate the feasibility and the clinical effect of bronchial arterial chemoembolization with ADM-lipiodol mixture in the treatment of bronchogenic carcinoma. METHODS: 33 cases of bronchogenic carcinoma undertaken bronchial arterial chemoembolization, including 20 cases of adenocarcinoma, 8 of squamous cell carcinoma, 1 of small cell carcinoma and 4 of undifferentiated carcinoma. The clinical staging consisted of 5 cases in II, 13 in IIIA, 11 in IIIB and 4 in IV. Using Seldinger's technique and selective bronchial arterial catheterization (5 cases of super-selective catheterization). After perfusion of 80-100 mg CDDP and 10 mg MMC, embolization with a mixture of 30 mg ADM and 2-10 mg lipiodol was performed. Another 3 cases underwent surgery within 1 week after bronchial arterial chemoembolization. RESULTS: The 33 cases of bronchial arterial chemoembolization showed 2 cases of complete response (CR), 21 of partial response (PR), 9 of stable (S) and 1 of processes (P). The pathology revealed massive necrosis of tumor cells after bronchial arterial chemoembolization. No severe complications such as spinal injury occurred. CONCLUSIONS: Bronchial arterial chemoembolization with ADM-lipiodol mixture for the treatment of bronchogenic carcinoma is good short-term effectiveness. The procedure should be carried out carefully on the basis of fine digital subtraction angiography.

A retrospective analysis of malignant pleural mesothelioma patients treated either with chemotherapy or best supportive care between 1990 and 2005: a single institution experience
METINTAS M, AK G, ERGINEL S, ALATAS F, YILDIRIM F, KURT E, et al.
Lung Cancer 2007;55(3): 379-87

The aim of this study was to investigate the efficacy and safety profile of chemotherapy (CT) compared to best supportive care (BSC) in patients with histopathologically confirmed diffuse malignant pleural mesothelioma (DMPM). A total of 161 patients between 1990 and 2004 treated either with CT (109 patients) or BSC (52 patients) depending on patients' choice were evaluated in this analysis. Chemotherapy protocols included a combination of cisplatin, MMC and recombinant interferon-α 2a, or cisplatin, MMC and ifosfamide, or cisplatin and gemcitabine. We found a significant difference in the median survivals of the patients with CT compared to BSC, 11.3 months versus 8.0. Objective response rate was 28/109 (25.7%) with 3.7% of complete response rate. Stable disease rate was 39/109 (35.8%). There was a significant difference between median survivals of patients with objective response (17 months) and median survivals of patients with progressive diseases (6 months) and also with stable diseases (16 months). There was a significant difference between the stable disease and the progressive disease. Stages 3 and 4 patients of epithelial cell type having received chemotherapy live longer than those not having received chemotherapy (12 months versus 4). There was no significant difference between the survivals of the different chemotherapy regimens. The toxicity with CT regimens was mild and well-tolerated. We conclude that CT prolongs survival compared to BSC in patients with DMPM. Survivals of patients with objective response prolong considerably with CT compared to BSC. We observed that stages 3 and 4 patients with epithelial cell type got benefit from CT. Especially, of epithelial cell type stages I and 2 should receive multimodal treatment. (C) 2006 Elsevier Ireland Ltd. All rights reserved.

Rare functioning pancreatic endocrine tumors. [Guideline]
O'TOOLE D, SALAZAR R, FALCONI M, KALTSAS G, COUVELARD A, DE HERDER WW, et al.
Neuroendocrinology 2006;84(3): 189-95*

Single center experience over a 5-year period with sequential transarterial chemoembolization (TACE) in the treatment of hepatocellular carcinoma (HCC)
HERBER SC, OTTO G, WOERNS M, MOENCH C, KANZLER S, JUNGINGER T, et al.
Rofo 2007;179(3): 289-99*

PURPOSE: To analyze the course of disease of patients treated with sequential TACE and to evaluate the dependent and independent prognostic factors for patient survival using the Cox Proportional Hazard Model. MATERIALS & METHODS: 94 patients palliatively treated with TACE. Patients were selected if they had been treated at least 3 times. The TACE procedure was carried out at 8-week intervals using a suspension consisting of a fixed dosage of MMC (10mg) and 10ml lipiodol. Follow-up investigations included contrast-enhanced multislice CT before and after TACE and assessment of the laboratory test results (i.e., blood count, liver enzymes, and coagulation). RESULTS: In 66.7% of the patients, multifocal tumors were found. In 16.0% of the patients, the tumor load represented more than 50% of the liver volume. In 23.4% of the cases, a portal vein thrombosis was found in the initial CT scan. The mean survival for the total cohort was 24.1 months (95% Cl, 20.1-28.2). During the investigation period, 72/94 of the patients died. The cumulative 1-year, 2-year, and 3-year survival rates are 71.6%, 33.9%, and 17.2%, respectively. A median of 6.0 ±3.1 (range: 14; n total = 612 TACE) was performed in each patient. A total of 62.5% patients died because of tumor progression whereas 18.1% died due to progressive liver failure. Patients in whom the tumor responded to the TACE treatment and who did not develop ascites or those with Okuda stage I or unifocal tumor growth showed a survival benefit whereas the presence of portal vein thrombosis was associated with a significantly poor outcome (P <0.05). The Child-Pugh stage was not statistically significant for the disease course; the occurrence of new tumor lesions had no influence with regard to 1-year and 2-year survival but had a significant influence on long-term survival (P <0.05). Independent prognostic factors are (multivariate analysis; P <0.05): number of TACE performed, tumor type (i.e., unifocal vs. multifocal), response to TACE (response vs. progression), and Okuda stage. CONCLUSION: Our results emphasize the value of TACE in the palliative treatment of HCC. Under sequential TACE therapy the course of disease in patients suffering from portal vein thrombosis was not significantly worse. Crucial prognostic factors for the course of the HCC are tumor type and extension, response to TACE, and liver function at the beginning of TACE.

Palliative treatment of primary lung tumors with transpulmonary chemoembolization (TPCE)
VOGL TJ, HERZOG C, ZANGOS S, LINDEMAYR S
Rofo 2007;179(3): 300-7*

PURPOSE: To evaluate transpulmonary chemoembolization (TPCE) as a symptomatic palliative method for treating inoperable primary lung tumors. MATERIALS & METHOD: From 2002 to 2005, 17 patients (14 males, 3 females; average age: 64.5 years) suffering from primary lung tumors were treated in 3.6 sessions (range: 2-8) using TPCE. The patients had the following primary tumors: adenocarcinoma (n = 6), pleural mesothelioma (n = 2), squamous cell carcinoma (n = 1), small cell carcinoma (n = 1), and non-small cell carcinoma (n = 7). After femoral vein puncture, tumor-supplying pulmonary arteries were selectively explored, and 5-10 mg MMC and 5-10 ml lipiodol and microsphere particles (Spherex) (20-70 μm in diameter) were applied with balloon protection. Diagnosis and follow-up were performed at 4-week intervals with unenhanced and contrast-enhanced computed tomography (CT). The mean follow-up was 11.3 months. RESULTS: Treatment was well tolerated by all patients with no major side effects or complications. The laboratory parameters were not significantly influenced. In total, 11.8% of the patients (n = 2) showed high or moderate lipiodol uptake, and 76.5% (n = 13) showed low lipiodol uptake. After evaluation of morphologic criteria, a mean volume regression of 12.1 ml (40.4%) of the embolized areas was achieved in four patients (23.5%), while a constant value was identified during follow-up for seven patients (41.2%). In six patients (35.3%), progression of the treated lung tumors was recorded. The tumor increased by a mean of 38.37 ml (165.38%). CONCLUSION: TPCE is a well-tolerated palliative treatment option for patients with primary lung tumors.

Clinical application of perioperative continuous hyperthermic peritoneal or pelvic perfusion chemotherapy for colorectal cancer. [Chinese]
WEI ZG, LI GX, ZHEN L, HUANG XC, QING SH, BA MC, et al.
Shi Jie Hua Ren Xiao Hua Za Zhi 2007;15(4): 416-20*

AIM: To evaluate the feasibility, safety, side effects, complications and short-term efficacy of perioperative (intraoperative and early postoperative) continuous hyperthermic peritoneal or pelvic perfusion chemotherapy (CHPPC) for colorectal cancer. METHODS: Radical or palliative resection was performed in 20 patients with advanced colorectal cancer. During the operation, macroscopic intraperitoneal metastases were demolished with electrosurgical unit (ESU). The patients with colon cancer underwent CHPPC once using 5-FU and mitomycin during the operation, and then received 5-FU CHPPC once per day from postoperative days 1-4. The hyperthermic perfusion lasted 60-90 minutes with a volume of 3000 ml at 43-44oC. The patients with rectal cancer were treated with intraoperative CHPPC (using 5-FU and mitomycin) once. RESULTS: The success rate of intraoperative and postoperative CHPPC was 100%, and the temperature during thermochemotherapy was maintained at 41-43oC for 60-90 minutes. There were no obvious changes in vital signs during perfusion except temporary fever, abdominal distension and pain. A small amount of hemorrhage in the pelvic cavity occurred in 1 case with rectal cancer and incision healing delay was found in another case. All the cases were followed up for 3-27 months, of which 2 cases suffered from postoperative peritoneal recurrence (15%) and 1 was observed with hepatic metastasis (5%). Two cases with colon cancer and rectal cancer, respectively, died of extensive metastasis on postoperative month 14 and 10. CONCLUSION: Perioperative CHPPC for colorectal cancer is safe and feasible, with fewer side effects and complications, and can be repeated without the restriction of therapeutic environment. Moreover, it may be beneficial to eliminating residual micro cancer and free cancer cells in patients following resection of colorectal tumors.

Adjuvant concurrent chemoradiation for node-positive adenocarcinoma of the duodenum##
SWARTZ MJ, HUGHES MA, FRASSICA DA, HERMAN J, YEO CJ, RIALL TS, et al.
Arch Surg 2007;142(3): 285-8

HYPOTHESIS: Adjuvant chemoradiation improves local control and survival in patients with node-positive duodenal adenocarcinoma treated with pancreaticoduodenectomy. DESIGN: A retrospective review of outcomes, with a planned comparison with historical controls. SETTING: A single, high-volume academic referral center. PATIENTS: All patients with periampullary carcinoma treated with pancreaticoduodenectomy and adjuvant chemoradiotherapy at The Johns Hopkins Hospital between 1994 and 2003. Fourteen cases of node-positive duodenal adenocarcinoma were identified. Median radiation dose was 5000 cGy (range: 4000-5760 cGy). Concurrent fluorouracil-based chemotherapy was given with radiation therapy, followed by maintenance chemotherapy. RESULTS: The median follow-up was 12 months for patients who died and 42 months for those who lived. Death occurred in 7 of 14 patients (50%) during the follow-up period. Median survival for all patients was 41 months, and the 5-year survival rate was 44%. Of the 7 patients who experienced disease recurrence, 6 experienced distant metastasis as first recurrence. One of these 7 patients experienced both local recurrence and distant metastasis. Local control for all patients in the study was 93%, which compares favorably with local control reported in a series of patients treated with surgery alone (67%). Compared with historical controls treated with surgery alone, patients who received adjuvant chemoradiation therapy had an improved median survival (21 months vs. 41 months, respectively). Overall 5-year survival, however, was not improved (44% vs. 43%, respectively). CONCLUSION: Adjuvant chemoradiation therapy after pancreaticoduodenectomy for node-positive duodenal adenocarcinoma may improve local control and median survival but does not impact 5-year overall survival. (C) 2007 American Medical Association. All rights reserved.

Development of a novel oligomannose-coated liposome-based anticancer drug-delivery system for intraperitoneal cancer. [Review]##
IKEHARA Y, KOJIMA N
Curr Opin Mol Ther 2007;9(1): 53-61*

Almost all patients with gastrointestinal or ovarian malignancy die as a result of progression and/or recurrence in the peritoneal cavity. Although palliative systemic chemotherapy may succeed in improving the survival of patients with a particular type of cancer, almost all patients with ovarian and gastric cancers die from involvement of the abdominal cavity. In order to successfully treat such cases, new therapeutic technologies must be based upon an understanding of the mechanisms involved in intraperitoneal metastasis. This review discusses a novel anticancer drug-delivery system to control intra-abdominal metastatic foci, which exploits our understanding of intraperitoneal metastasis by relying on an oligomannose-coated liposome carrier that preferentially targets extranodal lymphoid tissue in the omentum. (C) The Thomson Corporation.

Malignant melanoma of the conjunctiva with intraocular extension: a clinicopathological study of three cases##
SANDINHA T, RUSSELL H, KEMP E, ROBERTS F
Graefes Arch Clin Exp Ophthalmol 2007;245(3): 431-6*

BACKGROUND: Malignant melanoma of the conjunctiva is a rare tumour with an unpredictable behaviour, characterised by the high risk of local recurrence and metastatic spread. Intraocular extension of a conjunctival melanoma is rare. We present three cases of primary conjunctival melanoma with intraocular extension. METHODS: Three patients presented with primary conjunctival melanomas, which either arose at or later involved the limbus on a background of primary acquired melanosis. Despite adequate primary local excision and adjuvant chemotherapy, all three patients experienced several recurrences, requiring further surgery. Two of the patients had excision of the tumour that required superficial keratectomy. One of these patients then required two further procedures in which the anterior chamber was breached. RESULTS: All three patients ultimately required nucleation or exenteration to control local disease. All three specimens showed intraocular extension. CONCLUSIONS: The management of conjunctival melanoma can be difficult. In addition to local recurrence and metastases, limbal melanomas may rarely show intraocular extension, particularly if surgery to excise the tumour requires the removal of Bowman's membrane. Regular follow-up of these patients is mandatory. (C) Springer-Verlag 2006.

Adjuvant chemotherapy in non-small cell lung cancer. [Review]##
CHEONG KA, CHRYSTAL K, HARPER PG
Int J Clin Pract 2007;61(1): 143-6*

Adjuvant chemotherapy is considered a standard of care for many malignancies, the most well known being breast and colon cancer. Unfortunately, less than a third of patients with non-small cell lung cancer (NSCLC) present with resectable disease and despite resection outcomes are often poor with a median 5-year survival of 40-50%. Modern chemotherapy for NSCLC provides both a survival advantage and an improvement in quality of life in the palliative setting. Several large studies using modern platinum-based regimens have been presented since the 1995 meta-analysis. This demonstrated a nonsignificant benefit for older platinum-based regimens. These studies have consistently shown a survival benefit across all stages of resection with acceptable toxicity. The absolute magnitude of benefit is consistent with that achieved in other malignancies where adjuvant chemotherapy is offered as a standard of care. (C) 2007 The Authors.

Squamous cell carcinoma of the rectum in ulcerative colitis: case report and review of the literature##
PIKARSKY AJ, BELIN B, EFRON J, WOODHOUSE S, WEISS EG, WEXNER SD, et al.
Int J Colorectal Dis 2007;22(4): 445-7

The majority of colorectal carcinomas diagnosed are adenocarcinomas. Squamous cell carcinomas (SCC) of the rectum are rare tumors, and were reported as a rare complication of inflammatory bowel disease. Surgery is the most effective therapy; and adjuvant chemotherapy and radiotherapy should also be considered. We report two cases of ulcerative colitis-associated SCC of the rectum. The lesions were treated with chemoradiotherapy with complete response. (C) Springer-Verlag 2006.

Role of chemotherapy for palliation in the lung cancer patient##
STINNETT S, WILLIAMS L, JOHNSON DH
J Support Oncol 2007;5(1): 19-24*

Lung cancer is the leading cause of cancer-related deaths in the US and presents with a constellation of common, often persistent, and severe symptoms. Chemotherapy is well known to impart a survival benefit; however, the benefit of chemotherapy for relief of lung cancer symptoms has been slow to gain recognition. Tumor-related symptoms such as pain, cough, and dyspnea are improved, along with constitutional symptoms such as fatigue and overall quality of life, sometimes even after failure of previous regimens. The efficacy of chemotherapy for the relief of symptoms and improvement in quality of life makes these drugs a fundamental part of palliative care. (C) 2007 Elsevier Inc. All rights reserved.

Effectiveness of an aggressive antibiotic regimen for chemoembolization in patients with previous biliary intervention##
PATEL S, TUITE CM, MONDSCHEIN JI, SOULEN MC
J Vasc Interv Radiol 2006;17(12): 1931-4*

PURPOSE: Liver abscess occurs in most patients with biliary stents or bypass undergoing chemoembolization despite the use of standard prophylactic antibiotics. The present study was conducted to investigate the efficacy of an aggressive prophylactic regimen to prevent abscess in such patients. MATERIALS & METHODS: Between November 2002 and July 2005, 16 chemoembolization procedures were performed in seven patients who had undergone biliary intervention. Prophylaxis was initiated with levofloxacin 500 mg daily and metronidazole 500 mg twice daily 2 days before chemoembolization and continued for 2 weeks after discharge. A bowel preparation regimen was given with neomycin 1 g plus erythromycin base 1 g orally at 1 p.m., 2 p.m., and 11 p.m. the day before chemoembolization. With the Fisher exact test, the incidence of infectious complications was compared with previously reported data for patients with and without earlier biliary intervention who had received standard prophylaxis. RESULTS: Liver abscess occurred in two of seven patients after two of 16 procedures. Previously reported incidences were six of seven patients (P = 0.103) and six of 14 procedures (P = 0.101) among patients with previous biliary intervention receiving standard prophylaxis and one of 150 patients (P = 0.005) and one of 383 procedures (P = 0.004) among patients with no previous biliary intervention. CONCLUSIONS: There was a trend toward a lower rate of abscess formation among patients at high risk who received more aggressive antibiotic prophylaxis, but the difference did not reach statistical significance. The rate of infection remained significantly higher than among patients without previous biliary intervention. (C) 2006 Society of Cardiovascular & Interventional Radiology.

Anal and perianal disorders. [Review]##
GEORGE BD
Medicine (Abingdon) 2007;35(3): 147-52

The majority of anal diseases may be diagnosed by a careful history and examination. Management of haemorrhoids involves exclusion of more serious pathology, adequate explanation of the disorder, dietary and defecatory advice. Moderate haemorrhoids may be treated with out-patient procedures such as injection sclerotherapy or rubber-band ligation. Surgical haemorrhoidectomy is usually indicated in patients with persistently prolapsing haemorrhoids, haemorrhoids with a significant external component or haemorrhoids that have been thrombosed. Anal fissures are managed initially with bulking laxatives and non-constipating analgesics. Glyceryl trinitrate ointment 0.2-0.4%, topically twice daily for 6 weeks, is now the standard first-line specific pharmacological treatment. Botulinum injection is commonly used as second-line non-surgical treatment. Lateral internal sphincterotomy is indicated for patients with fissures that do not heal after pharmacological management, although it is associated with a small risk of impaired continence. Anal fistulae and abscesses represent extremes of a single disease spectrum. Perianal abscesses should be treated by prompt adequate surgical drainage. Fistulae should be thoroughly evaluated by ultrasound or magnetic resonance imaging to assess the relationship of the fistulae to the sphincter muscles. Low fistulae are treated by fistulotomy. High fistulae require more complex sphincter-preserving techniques. Patients with faecal incontinence should be investigated with anal physiological tests and endo-anal ultrasound. Conservative treatment includes dietary modification, constipating drugs, physiotherapy and biofeedback. Surgical treatment should correct specific abnormalities such as rectal prolapse or discrete sphincter defects. Sacral nerve stimulation represents a new, expensive but relatively non-invasive treatment option for patients with faecal incontinence after failure of first-line conservative therapy. (C) 2007 Elsevier Ltd. All rights reserved.

Gastric tumours. [Review]##
BARR H
Medicine (Abingdon) 2007;35(4): 216-9

Gastric tumours are mostly adenocarcinomas, although it is important to diagnose gastrointestinal stromal tumours (GISTs) and gastric lymphoma since novel therapeutic interventions have dramatically changed the survival of patients with these rarer tumours. The major aetiological factor worldwide remains chronic Helicobacter pylori infection which affects up to 80% of the population in the developing world and is acquired in childhood. The decreasing incidence of H. pylori may be the major factor for the declining incidence of gastric adenocarcinoma. There has also been a move from predominantly antral tumours to oesophagogastric junctional and cardia tumours. The mainstay of therapy remains radical surgical excision, now combined with neoadjuvant chemotherapy. The increasing detection of early gastric cancer has allowed the development of novel endoscopic techniques for local removal and control. The most important chemopreventative strategy is the eradication of Helicobacter infection. Gastric lymphoma is also strongly associated with H. pylori, and control of early disease may be possible following eradication. Gastrointestinal stromal tumours (GISTs) are highly responsive to c-kit tyrosine kinase inhibitors. They may present with massive disease and metastatic disease, but early diagnosis allows treatment and often a dramatic response with prolonged survival. (C) 2007.

Cardiovascular toxicities of oncologic therapies. [French]##
KALOU K, ZELEK L
Oncologie Paris 2006;8(10): 901-5*

Until recent years, cardiac toxicity mainly occurred during chemotherapy with anthracyclines or fluorouracil. Recent advances including protective agents or liposomal formulations contributed to circumvent drug-induced heart failure. Yet we are now faced with an expanding burden of unexpected toxicities due to the growing use of targeted therapies, mainly trastuzumab, but also, in a lesser extent, antiangiogenic therapies. (C) 2006 Springer-Verlag Paris.
Management of gastroesophageal tumors. [Review]##
GEE DW, RATTNER DW
Oncologist 2007;12(2): 175-85

The incidence of adenocarcinomas of the gastroesophageal junction has increased in recent years. These tumors possess distinct pathophysiologic characteristics. Although the consensus is that an R0 resection (complete microscopic and macroscopic resection) is the goal when operating for curative intent, much controversy remains regarding other aspects of patient management. There is lack of consensus regarding the type of surgery to perform, the role and extent of lymphadenectomy, and the role of neoadjuvant therapy. Utilizing an evidence-based approach, this review article provides an overview of the management of gastroesophageal junction carcinomas with particular emphasis on current areas of controversy. (C) AlphaMed Press.

Lung cancer management in limited resource settings: guidelines for appropriate good care##
MACBETH FR, ABRATT RP, CHO KH, STEPHENS RJ, JEREMIC B
Radiother Oncol 2007;82(2): 123-31

Lung cancer is a major cause of cancer death worldwide and is becoming an increasing problem in developing countries. It is important that, in countries where health care resources are limited, these resources are used most effectively and cost-effectively. The authors, with the support of the International Atomic Energy Agency, drew on existing evidence-based clinical guidelines, published systematic reviews and meta-analyses, as well as recent research publications, to summarise the current evidence and to make broad recommendations on the non-surgical treatment of patients with lung cancer. Tables were constructed which summarise the different treatment options for specific groups of patients, the increase in resource use for and the likely additional clinical benefit from each option. These tables can be used to assess the cost-effectiveness and appropriateness of different interventions in a particular health care system and to develop local clinical guidelines. (C) 2006 Elsevier Ireland Ltd. All rights reserved.

Pancreatic cancer. [Review]##
NUNES QM, LOBO DN
Surgery (Oxford) 2007;25(2): 87-94

Pancreatic cancer accounts for 3% of all cancers in the UK; 7000 new cases are diagnosed annually and a similar number die from the disease each year. It is usually diagnosed late and only about 10-20% of patients with pancreatic cancer are eligible for resection; after resection, the median survival is 11-20 months and the five-year survival is 7-25%. Patients with unresectable locally advanced disease have a median survival of 6-11 months, and those with metastatic disease have a median survival of 2-6 months. Accurate staging has a vital role in the management of pancreatic tumours now that non-surgical palliative options are available. CT is widely used in the preoperative staging of pancreatic neoplasms. With recent advances in MRI and endoscopic ultrasonography, it is now possible to improve the accuracy of preoperative staging, particularly with respect to local invasion and regional node involvement. Resection is the only treatment that offers the potential of cure; ideally, an R0 resection should be aimed for. Chemotherapy renders a survival advantage in the adjuvant setting, even in patients undergoing R1 resections. Palliative chemotherapy with gemcitabine can improve survival by 10-15% and other palliative therapies are aimed at relieving jaundice, controlling pain, treating malabsorption and reversing cancer cachexia. (C) 2007 Elsevier Ltd. All rights reserved.

Other applications

Mitomycin: clinical applications in ophthalmic practice. [Review]
ABRAHAM LM, SELVA D, CASSON R, LEIBOVITCH I
Drugs 2006;66(3): 321-40*

Mitomycin (MMC) is an antibiotic isolated from Streptomyces caespitosus. The drug is a bioreductive alkylating agent that undergoes metabolic reductive activation, and has various oxygen tension-dependent cytotoxic effects on cells, including the cross-linking of DNA. It is widely used systemically for the treatment of malignancies, and has gained popularity as topical adjunctive therapy in ocular and adnexal surgery over the past two decades. In ophthalmic medicine, it is principally used to inhibit the wound-healing response and reduce scarring of surgically fashioned ostia. Hence, it has been used as adjunctive therapy in various ocular surgeries, such as glaucoma filtering surgeries, dacryocystorhinostomy, corneal refractive surgery and surgeries for ocular cicatrisation. In addition, it has been used as an adjunct in the surgical management of pterygia, ocular surface squamous neoplasia, primary acquired melanosis with atypia and conjunctival melanoma. In many of these surgeries and ophthalmic pathologies, MMC showed a significant beneficial effect. (C) 2006 Adis Data Information BV. All rights reserved.

Hematogenous contact dermatitis after intravesicular instillation of mitomycin-C. [German]
PEITSCH WK, KLEMKE CD, MICHEL MS, GOERDT S, BAYERL C
Hautarzt 2007;58(3): 246-9*

MMC is an alkylating chemotherapeutic agent which is instilled intravesically to prevent recurrence of superficial bladder carcinomas. After several cycles of MMC, our patient developed a pruritic genital dermatitis and palmar desquamation. Following exclusion of a fungal infection, we performed patch tests using the standard series, the major basic ointment ingredients, disinfectants, and MMC in concentrations of 0.001 to 0.1%; the resulting diagnosis was allergic contact dermatitis due to delayed-type hypersensitivity to MMC. The skin rash rapidly resolved with application of topical steroids, and the intravesical chemotherapy was changed to doxorubicin. Eczematous skin reactions are quite common side effects after intravesical instillation of MMC. In the majority of cases, they are caused by delayed-type hypersensitivity reactions, presumably elicited by hematogenous spread of the allergen, and not by irritation. The sensitization most likely occurs via the bladder mucosa. In order to differentiate between allergic and toxic contact dermatitis, patch tests with the above-mentioned MMC concentrations are useful. In cases of mild allergic contact dermatitis the intravesical chemotherapy might be continued with concomitant topical steroids. (C) 2006 Springer Medizin Verlag.

Liposome-encapsulated mitomycin-C for the reduction of corneal healing rate and ocular toxicity
CHETONI P, BURGALASSI S, MONTI D, NAJARRO M, BOLDRINI E
J Drug Delivery Sci Technol 2007;17(1): 43-8*

MMC, a potent antibiotic-antineoplastic drug, has recently proven to be useful as additional treatment in ocular surgery (pterygium, glaucoma filtering, photorefractive laser keratectomy, etc.) when inhibiting the epithelial wound healing response and reducing surgical scarring is beneficial to surgical success. However, the therapeutic benefits of MMC are frequently offset by ocular toxicity and undesirable side effects (retinal toxicity, corneal edema, corneal perforation, cataract, secondary glaucoma, iritis, scleral calcification, pain, etc.). The purpose of this study was to evaluate if a liposomal preparation containing MMC was capable of reducing the corneal healing rate and drug toxicity of a corneal lesion in a rabbit model. To do this, a liposomal formulation containing 0.2 mg/ml of MMC was prepared and tested against aqueous solutions and viscous formulations based on tamarind seeds polysaccharide (TSP), which were used as references. In vitro release of MMC from the vehicles through a dialysis membrane was characterized by a fast diffusion of MMC from the aqueous solution, while a more gradual release from the TSP and the liposomal formulations was observed. To evaluate the intraocular penetration of MMC, the drug amount in the aqueous and vitreous humor of the animals was determined 60 min after treatment. MMC toxicity was analyzed by monitoring the proliferation and viability of a rabbit corneal epithelial cell line (RCE) in the different formulations under study. These results showed reduced cytotoxicity for MMC in TSP viscous vehicles; however, only the liposomal MMC vehicle appeared to produce both lower toxicity for a rabbit corneal epithelial cell line (RCE) culture and a substantial reduction of the corneal healing rate in vivo.

Congenital inferior turbinate hypertrophy: an unusual cause of neonatal nasal obstruction##
KWOK J, LEUNG MK, KOLTAI P
Int J Pediatr Otorhinolaryngol Extra 2007;2(1): 26-30*

Inferior turbinate hypertrophy (ITH) in the pediatric population is generally an acquired problem whose etiology includes septal deviation, allergic rhinitis, gastroesophageal reflux disease, and enlarged adenoids. Congenital ITH is rarely seen, but requires full evaluation since these babies can exhibit respiratory and feeding difficulties. A review of the English language citations in the PubMed database (1965-2006) failed to reveal any references that specifically address congenital ITH. We report a case of a newborn boy with ITH and resulting respiratory distress, obstructive sleep apnea, and altered external nasal development who failed medical management but was successfully treated by performing an endoscopic inferior turbinoplasty utilizing a microdebrider. (C) 2006 Elsevier Ireland Ltd. All rights reserved.

Exploitable mechanisms for combining drugs with radiation: concepts, achievements and future directions. [Review]##
BENTZEN SM, HARARI PM, BERNIER J
Nat Clin Pract Oncol 2007;4(3): 172-80*

Widening indications for combining radiation therapy with cytotoxic or molecular-targeted drugs have mainly been driven by pragmatic clinical trials. With a flurry of novel drugs in various stages of preclinical and clinical development there is a need to revise the framework that has traditionally been used for discussing possible drug-radiation interactions, especially because many of the new drugs are directed at a specific molecular target. Spatial cooperation, cytotoxic enhancement, biological cooperation, temporal modulation and normal tissue protection are proposed as five primary exploitable mechanisms for the rational combination of drugs with radiation for cancer therapy. These five mechanisms produce different clinical outcomes and, therefore, the optimum clinical end point for assessing therapeutic benefit will depend on the mechanism tested. The dependence of outcome on these mechanisms also affects the selection of preclinical models and the optimum scheduling of the two modalities, i.e. the timing and dosing of the drug relative to the radiation dose fractions. These considerations are discussed in some detail for each mechanism and illustrated with specific clinical examples. Multi-modality therapy for head and neck squamous-cell carcinoma is used to illustrate these concepts. Further clinical progress in this field will require hypothesis-driven trials to ensure efficient identification of treatments with the most favorable risk:benefit ratio.

Environmental, inhaled and ingested causes of pulmonary fibrosis. [Review]##
KHALIL N, CHURG A, MULLER N, O'CONNOR R
Toxicol Pathol 2007;35(1): 86-96*

Pulmonary fibrosis is a general term that refers to a collection of connective tissue around alveolar structures. There are over 200 disorders where the lungs may be involved in a fibrotic response. To determine the cause of pulmonary fibrosis requires an in-depth understanding of the pathogenesis of pulmonary fibrosis and breadth of knowledge of the causative agents and associated disorders that may lead to pulmonary fibrosis. A comprehensive evaluation of the patient is absolutely essential, starting with detailed history that includes an occupational and environmental history because fibrogenic exposures can occur in many settings. Equally important is a history of ingestion of pharmaceutical or nonpharmaceutical substances. A physical examination and judicious investigations are always a part of any comprehensive clinical assessment but they are not commonly helpful in elucidating the cause of most pulmonary fibrotic disorders. Although, a chest film is invariably done, a logical and strongly recommended next step is a high-resolution computed tomography (HRCT). HRCT provides a better assessment of the radiological pattern, may suggest a diagnosis as well as direct the site and type of lung biopsy. If the history and investigations do not lead to a diagnosis then a lung biopsy is required. Prevention or removal of the inciting agent is critical to the treatment of these disorders and in some instances corticosteroids may be of help. (C) The Society of Toxicologic Pathology.
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