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New frontiers in intravesical therapies and drug delivery. [Review]
GIANNANTONI A, DI STASI SM, CHANCELLOR MB, COSTANTINI E, PORENA M
Eur Urol 2006;50(6): 1183-93

OBJECTIVES: The intravesical route permits site-specific delivery of drugs with a reduced side-effect profile as compared to oral delivery systems, either by avoiding first-pass metabolism or by obtaining a local effect. We investigated mechanisms related to urothelium permeability and new physical and chemical developments in intravesical drug delivery that potentially permit successful treatment of several bladder dysfunctions. METHODS: A literature review. RESULTS: Pharmacologic agents increasing urothelial permeability and useful for clinical purposes have been described, such as dimethylsulfoxide, protamine sulphate, chitosan, and nystatin. Among physical approaches, electromotive drug administration appears to be more effective than intravesical passive diffusion in delivering drugs through the urothelium into deeper layers of the bladder. Experimental and clinical reports demonstrated that electric current significantly increases the transport of local anaesthetics, MMC, oxybutynin, resiniferatoxin, epinephrine, and dexamethasone. Among new chemical approaches, cell-penetrating peptides possess the ability to translocate macromolecular drugs across membranes of urothelial cells. The therapeutic benefits of sustained delivery afforded by thermosensitive hydrogel, which forms a depot for hydrophilic and hydrophobic drugs, have been demonstrated by delivering anti-inflammatory drugs. Liposomes improve the aqueous solubility of several hydrophobic drugs such as taxol, amphotericin, and capsaicin. CONCLUSIONS: Electromotive drug administration, new in situ delivery systems, and bioadhesive liposomes may make it possible to extend intravesical therapy and drug administration to many bladder diseases. Research to expand knowledge of the chemical and physical properties of the bladder and processes regulating drug transport across biologic membranes is needed to make this a reality. (C) 2006 European Association of Urology.

Contemporary intravesical treatment options for urothelial carcinoma of the bladder. [Review]
BRASSELL SA, KAMAT AM
J Natl Compr Canc Netw 2006;4(10): 1027-36*

To provide a comprehensive review of intravesical treatment options for non-muscle-invasive bladder cancer, we performed a search of the PubMed database for articles between 1980 and 2006 that reported on intravesical agents for treating this disease. Data were compiled and analyzed, emphasizing findings from large multicenter trials, studies providing reproducible results, data that could be confirmed by cross-referencing the literature, and phase I or II studies for pertinent novel agents. A critical analysis of evidence shows that: (i) treatment with Bacillus Calmette-Guérin (BCG), including a maintenance schedule (with or without interferon-α), is the most effective therapy for limiting recurrence, is the only therapy that reduces the incidence of progression, and overall is superior to chemotherapy; (ii) MMC, gemcitabine, anthracyclines, and thiotepa provide similar benefits for preventing recurrence in patients with minimal effect on progression; and (iii) using chemotherapeutic agents immediately after transurethral resection (when use of BCG is contraindicated because of the risk for systemic absorption) reduces the recurrence rate by up to 50% and seems to be the ideal method of chemotherapy. Although various clinical factors dictate which agent is most appropriate for an individual patient, the current literature supports a single perioperative dose of intravesical MMC followed, in appropriate cases, by induction and maintenance therapy with intravesical BCG. (C) Journal of the National Comprehensive Cancer Network.

Minimally invasive management of upper tract urothelial carcinoma. [Review]##
JOUDI FN, CRANE CN, O'DONNELL MA
Curr Urol Rep 2006;7(1): 23-30*

Recently published studies that evaluated minimally invasive treatments for upper tract urothelial cancer (UTUC) were reviewed, including adjuvant topical therapy. Ureteroscopic management remains the initial diagnostic and possibly therapeutic procedure of choice. Percutaneous management is used to treat bulky tumors or tumors that cannot be accessed ureteroscopically. Low-grade UTUC in appropriately selected patients can be safely and effectively treated endoscopically. High-grade disease tends to fail, regardless of treatment modality, and warrants aggressive therapy. Adjuvant therapy seems to be safe, although its efficacy is debatable. Immunotherapy appears to be most effective in patients with upper tract carcinoma in situ. (C) 2006 Current Science Inc.

Treatment options for BCG failures. [Review]##
O'DONNELL MA, BOEHLE A
World J Urol 2006;24(5): 481-7*

Oncology

A case of non-small cell lung cancer in which complete response was achieved with chemotherapy including cisplatin, vinorelbine, mitomycin-C, followed by additional cisplatin, etoposide and concurrent radiotherapy. [Japanese]
TAMURA M, DOBA S, FUNAKI K, SASAKI S, MICHIWA Y, KUROSAKA Y, et al.
Gan To Kagaku Ryoho 2006;33(11): 1611-4*

A 43-year-old man presented at our hospital with a complaint of cough and sputum. A plain chest X-ray and CT scan revealed a tumor shadow 8 cm in size in the right hilar and enlarged mediastinal lymph node. The tumor had invaded the superior vena cava. A tumor biopsy done under bronchoscopy revealed poorly-differentiated adenocarcinoma (cT4N2M0). He was given three courses of a combination therapy consisting of cisplatin (80 mg/m2), vinorelbine (25 mg/m2) and MMC (8 mg/m2). Additionally, concurrent chemoradiotherapy (cisplatin 80 mg/m2 + etoposide 100 mg/m2, and 45 Gy) was performed. Right pneumonectomy was performed, because the primary tumor and the enlarged lymph node were markedly reduced in size, and a histological examination of the resected specimen revealed no detectable cancer cells.

Intergroup RTOG 98-11: a phase III randomized study of 5-fluorouracil (5-FU), mitomycin, and radiotherapy versus 5-fluorouracil, cisplatin and radiotherapy in carcinoma of the anal canal
AJANI JA, WINTER KA, GUNDERSON LL, PEDERSEN J, BENSON AB, THOMAS C, et al.
J Clin Oncol (Meeting Abstracts) 2006;24(18 Suppl): Abstract no. 4009

BACKGROUND: A ca. 65% 5-year disease-free-survival (DFS) rate from 5-FU/mitomycin/radiation for anal carcinoma needs improvement. METHODS: A phase III randomized trial compared 5-FU (1000 mg/m2 days 1-4 and 29-32) plus mitomycin (10 mg/m2 days 1 and 29) and radiation (45 to 59 Gy) (Arm A) to 5-FU (1000 mg/m2 days 1-4, 29-32, 57-60 and 85-88) plus cisplatin (75 mg/m2 on days 1, 29, 57 and 85) and radiation (45 to 59 Gy; start day = 57) (Arm B) in anal carcinoma patients. Stratification included gender, clinical N status and tumor diameter. Primary endpoint was DFS. Statistical power was 80% with two-sided test to detect 10% DFS increase for Arm B. RESULTS: Of 682 patients accrued, 598 were analyzable. Most unanalyzed patients' data are early. Patient characteristics were balanced. Median age was 55 years, women predominated (69%), 27.5% had >5 cm tumor diameter and 26% had clinically N+ cancer. Preliminary 5-year estimated DFS was 56% for Arm A and 48% for Arm B (P = 0.28) and 5-year estimated overall survival was 69% for both arms (P = 0.24). Men (P = 0.04), clinically N+ cancer (P <0.0001) and tumor diameter >5 cm (P = 0.005) independently prognosticated DFS in a multivariate analysis. 5-year colostomy rate was 10% for Arm A and 20% for arm B (P = 0.12). Grade 3/4 toxicity rates: non-hematologic = 76% for Arm A and 75% for Arm B but hematologic = 67% for Arm A and 47% for Arm B (P = 0.0004). CONCLUSIONS: In Intergroup-98-11, induction 5-FU/cisplatin followed by 5-FU/cisplatin/radiation failed to improve DFS compared to the standard treatment, 5-FU/mitomycin/radiation. Supported by RTOG U10 CA21661, CCOP U10 CA37422, Stat U10 CA32115. No significant financial relationships to disclose.

Randomized phase III trial of docetaxel and cisplatin combination chemotherapy versus mitomycin, vindesine and cisplatin combination chemotherapy with concurrent thoracic radiation therapy for locally advanced non-small cell lung cancer: preliminary report
KIURA K, SEGAWA Y, TABATA M, TAKIGAWA N, KAMEI H, HARITA S, et al.
J Clin Oncol (Meeting Abstracts) 2006;24(18 Suppl): Abstract no. 7101

BACKGROUND: Standard treatment of locally advanced non-small cell lung cancer (NSCLC) is cisplatin-based chemotherapy with concurrent thoracic radiation therapy (TRT). Furuse et al. demonstrated a superiority of mitomycin, vindesine and cisplatin (MVP) chemotherapy with concurrent TRT over that with sequential TRT (JCO 17, 1999). We demonstrated that docetaxel plus cisplatin (DP) chemotherapy with concurrent TRT shows better response rate and survival (Kiura K et al. BJC 89, 2003). We conducted a randomized phase III trial that compared DP with MVP in locally advanced NSCLC patients when concurrently administered with TRT. METHODS: We randomly assigned patients with good performance status (PS)-stage IIIA/IIIB NSCLC to receive DP or MVP chemotherapy. Chemotherapy consisted of docetaxel 40 mg/m2 and cisplatin 40 mg/m2 on days 1, 8, 29, and 36 in the DP arm and mitomycin 8 mg/m2 on days 1 and 29, vindesine 3 mg/m2 on days 1, 8, 29, and 36, and cisplatin 80 mg/m2 on days 1 and 29 in the MVP arm. In both groups, TRT began on day 1 at a dose of 60 Gy (2 Gy per fraction and 5 fractions per week for a total of 30 fractions). RESULTS: 200 patients entered the trial between July 2000 and July 2005. Pretreatment characteristics were well balanced between the two treatment arms as follows: male/female 92/7, 88/13; median age (range) 65 (40-75), 64 (34-75); stage IIIA/IIIB 33/66, 33/68; and PS of 0/1 46/53, 50/51, for the DP arm and for the MVP arm, respectively. The response rates for the DP arm and the MVP arm were 78.8% and 70.3%, respectively. The 1- and 2-year survival rates were 81.8% and 59.9% for the DP arm, and were 68.8% and 49.1% for the MVP arm, respectively. Median follow-up time is 1.4 years in January 2006. Complete analysis will be fixed in July 2007. CONCLUSIONS: The DP arm is exactly reproducing the response rate and survival of the phase II trial we have previously reported. The MVP arm seems to reveal better results than that we expected. Radiation dose and schedule might explain the difference because Furuse et al. split 56 Gy of TRT in the MVP arm whereas we did not split 60 Gy of TRT. No significant financial relationships to disclose.

Phase II study of sequentially administered mitomycin (MMC) and irinotecan (CPT-11) in patients (pts) with metastatic breast cancer (MBC)
MROZEK E, KOLESAR J, ALLEN J, YOUNG D, ANGUS D, KENDRA K, et al.
J Clin Oncol (Meeting Abstracts) 2006;24(18 Suppl): Abstract no. 10542

BACKGROUND: MMC and CPT-11 are synergistic in preclinical studies, as MMC increases expression of topoisomerase I (Topo I), the target of CPT-11. Three out of 5 heavily pretreated MBC pts benefited from MMC and CPT-11 in a phase I trial. We designed a phase II trial of this combination in MBC pts and hypothesized that increased Topo I expression in peripheral blood mononuclear cells (PBMC) would correlate with longer time to progression (TTP). METHODS: Pt eligibility: ECOG PS ≤2; no more than 2 prior chemotherapy regimens for MBC; adequate organ function; measurable and non-measurable disease were permitted. Treatment: intravenous (IV) MMC 6 mg/m2 on day 1 and IV CPT-11 125 mg/m2 on days 2 and 8 every 28 days. Genotyping of NQ01 (enzyme that activates MMC) was evaluated by pyrosequencing; Topo I gene expression by reverse transcriptase-polymerase chain reaction (RT-PCR) was evaluated in PBMC pretreatment, 24 hrs, 48 hrs, and 8 days after MMC. RESULTS: 32 pts enrolled with the following characteristics: median age 50 years (range: 29-73); median PS 0 (range 0-2); postmenopausal 29 (91%) pts; estrogen receptor (ER) negative 14 (44%) pts; HER-2/neu 3+ by IHC 7 (22%) pts, and 10 (31%) pts were ER-, PR- and HER-2/neu-. Six (19%) pts had no prior chemotherapy; 7 (22%) had 1 prior regimen; and 19 (59%) had 2 prior regimens. Pts received a median of 4 cycles (range: 1-12). Four (12%) pts experienced grade 4 toxicity (1 neutropenia without fever, 1 abdominal pain, 1 pulmonary embolism, and 1 diarrhea). The most common grade 3 toxicities were neutropenia in 13 (41%) pts, nausea in 7 (22%) pts, diarrhea in 6 (19%) pts, fatigue in 5 (16%) pts, and thrombocytopenia in 2 (6%) pts. Median TTP was 4.7 months (95% CI, 4.0-5.4 months). For 10 triple negative pts the median TTP of 5.4 months was not different. Baseline and induced Topo I gene expression was greatest in NQ01 wild-type genotype, however, increased Topo I expression in PBMC was associated with shorter TTP. CONCLUSIONS: Sequential administration of MMC and CPT-11 had acceptable toxicities and antitumor activity. Our hypothesis that increased Topo I expression in PBMC correlates with longer TTP was incorrect. No significant financial relationships to disclose.

Intrahepatic mitomycin-C as treatment of breast cancer hepatic metastasis
DEMEY W, WILDIERS H, MALEUX G, CLEMENT P, HEYE S, DEBRUYNE P, et al.
J Clin Oncol (Meeting Abstracts) 2006;24(18 Suppl): Abstract no. 10690

BACKGROUND: Because of increasing survival due to improving systemic treatment, liver metastasis represents a major and increasing cause of death in women with metastatic breast cancer. Regional treatment is an attractive option in the treatment of liver metastases. We reviewed the tolerability and efficacy of intrahepatic administration of MMC performed in our institution. Patients with only or predominant liver metastasis were eligible, independent of previous chemotherapy for metastatic breast cancer. METHODS: In a unicentric protocol we reviewed retrospectively all patients (n = 11) who received intrahepatic MMC for liver metastasis of breast cancer between January 2000 and July 2005 in the University Hospital Leuven. MMC was administered as a bolus of 6 mg in 50 ml saline directly into the right and left hepatic arteries by transcatheter technique. The procedure was performed by an interventional radiologist. Patients were hospitalised for 24 hours. In patients with severe liver function disturbances or >6 administrations of MMC a dose reduction was applied. RESULTS: All treated patients were reviewed. The median age was 52 years (range: 36-61). Most patients were heavily pre-treated with a median of 4 systemic chemotherapy regimens (range: 1-5). Treatment was well tolerated, no grade 3 or 4 adverse events were reported. Only one patient had persistent thrombocytopenia for which interruption of treatment was required. One patient had fatigue. There were no procedure-related complications. Six patients received only 1 or 2 administrations because of rapid disease progression within the first two months. Among the remainder, 4 patients had 6 and 1 had 11 administrations. When evaluated by RECIST criteria one patient had a complete remission, two patients had a partial remission and 2 patients remained stable for at least 6 months. CONCLUSIONS: In this retrospective analysis intrahepatic administration of MMC was well tolerated and provided clinical benefit (response or at least disease stabilization for 6 months) in 45% of heavily pre-treated patients. This treatment represents a valid therapeutic option for patients with predominant liver metastases of breast cancer after failure of standard systemic treatment. No significant financial relationships to disclose.

Phase II study of mitomycin-C and cisplatin in heavily pretreated advanced breast cancer
HU X, GUO H, YANG X, ZHAO X, CAI Y, WANG Z, et al.
J Clin Oncol (Meeting Abstracts) 2006;24(18 Suppl): Abstract no. 10713

BACKGROUND: There was no standard chemotherapy regimen for patients with advanced breast cancer who had been exposed to anthracyclines, vinorelbine and taxanes. The MMC and cisplatin combination was investigated in this subgroup of patients. METHODS: Three-weekly regimen consisted of mitomycin, 6 mg/m2 administered intravenously on day 1, and cisplatin, 25 mg/m2 intravenously on days 1-3. RESULTS: 38 patients aged 25-75 years (median: 46 years) were treated with an overall response rate of 31.6%. The median time to progression (TTP) was 4.0 months. Median TTP for 12 patients with a complete or partial response was 9.0 months, while stable disease and progression of disease 4.0 months, P = 0.002. Grade 3/4 side effects of neutropenia, thrombocytopenia and nausea/vomiting were documented in 4 (10.5%), 4 (10.5%) and 3 (7.9%) patients, respectively. The median overall survival was 13+ months. CONCLUSIONS: The MMC/cisplatin doublet showed antitumor activity for anthracycline-, vinorelbine-, and taxane-resistant breast cancer comparable to other regimens. This well-tolerated regimen provides an affordable option for patients in China. No significant financial relationships to disclose.

Preoperative radiation in combination with uracil/tegafur (UFT) and mitomycin-C (MMC) in locally advanced rectal adenocarcinoma
GEMICI C, MAYADAGLI A, SALEPCI T, YAPRAK G, SESEOGULLARI OO, TUGRUL F
J Clin Oncol (Meeting Abstracts) 2006;24(18 Suppl): Abstract no. 13512

BACKGROUND: Preoperative chemoradiation has become the standard treatment approach not only for tumor downstaging, but also for adjuvant treatment of locally advanced rectal adenocarcinomas (Sauer et al. NEJM 2004). The most commonly used chemotherapeutic agent with preoperative radiation is either bolus or infusional 5-FU. These combinations produce pathologic complete responses in the range of 10-30%. Continuous infusion of 5-FU has proven to be superior to bolus 5-FU, when given during radiation. However, widespread use of continuous infusion 5-FU has been limited by the need for an indwelling venous catheter and portable infusion pump. UFT acting like infusional 5-FU, offers the advantage of oral administration. Response to preoperative chemoradiation is associated with higher sphincter preservation and survival rates. UFT, MMC (a hypoxic cell cytotoxin) combination during preoperative radiation may improve the response rates. The aim of this study is to assess the efficacy (pCR) and toxicity of this combination. METHODS: 26 patients with biopsy proven non-metastatic rectal adenocarcinoma were included. Clinical T and N stages, determined by pelvic MRI were; 10/26 cT3, 16/26 cT4, 10/26 cN0, and 16/26 cN+. Pelvic radiotherapy was administered with 6 or 15 MV photons to 46 Gy in 23 fractions over 5 weeks, with four field technique in prone position. During radiotherapy, patients received UFT, 300 mg/m2 divided in two daily doses, five days a week, from Monday to Friday, starting on the first day, ending on the last day of radiation, together with bolus injection of MMC, 10 mg/m2, once in the morning of the first day of radiation. Surgery was performed 6 or more weeks after the radiation treatment had ended. RESULTS: Acute grade III/IV toxicity was observed in 6 out of 26 patients. Diarrhea, 3 gr III, 1 gr IV. Neutropenia, 1 gr III. Dermatitis, 1 gr III. Tumor downstaging was observed in 16 patients out of 26 (62%). Nodal sterilization was obtained in 11 patients out of 16 (69%), with a pathologic complete response in 3 out of 26 patients (11%). CONCLUSIONS: Preoperative radiation concurrent with UFT and MMC has a good activity, with manageable acute toxicity. No significant financial relationships to disclose.

BECAM: a salvage protocol with bevacizumab, capecitabin, and mitomycin-C for patients with refractory metastatic colorectal cancer (CRC) or gastric cancer (GC)
PEINERT S, ARNOLD D, SIEWCZYNSKI R, KEGEL T, HEIDER C, NIETSCH H, et al.
J Clin Oncol (Meeting Abstracts) 2006;24(18 Suppl): Abstract no. 13554

BACKGROUND: Bevacizumab (Bev), a monoclonal antibody targeted against VEGF, has shown to improve efficacy in CRC when combined with chemotherapy. Combination schedules of fluoropyrimidines with MMC are active in both CRC and GC. This study was to explore the combination of Bev with a previously reported schedule of capecitabine (Cap) and MMC (BECAM) in heavily pretreated patients (pts) with GC or CRC. METHODS: Pts had to be refractory to at least 3 treatment lines, incl. 5-FU, oxaliplatin, irinotecan, and cetuximab in CRC; 2 lines with 5-FU, platinum, irinotecan or taxane in GC. A treatment cycle consisted of a 1-hour infusion of Bev 7.5 mg/kg d1, bolus MMC 7mg/m2 d1 and Cap 1000 mg/m2 bid d1-14, all qd 22. Toxicity was assessed every 3 weeks (wk) and tumor evaluation (CT/MRI) was done every 9 wk. RESULTS: 19 pts were included: m/f 8/11; GC 4, CRC 15, age 63 yrs (42-76), Karnofsky PS 80% (70-100). Median no. of preceding regimens was 3 (2-6). A total of 87 cycles were given. Median no. of cycles per pt. was 3 (2-15). In total, 18 pts were evaluable for toxicity (WHO scale) and efficacy: Grade 3/4 toxicities were thrombocytopenia (5/0), hypertension (1/0), and hemorrhage (0/1). The latter caused cessation of further administration of Bev. Gastrointestinal and other hematologic toxicities did not exceed grade 2. RESPONSE: PR was seen in 3 pts (16%; 1/4 GC, 2/14 CRC), stable disease for >9 wk in 5 pts (1 GC, 4 CRC), leading to a tumor control rate of 44%. Median progression free and overall survival were 3.0 (2-11) and 5.0 (2.5-13) months. However, duration of objective response was remarkable in lasting 7.4-10.0 months. CONCLUSIONS: BECAM shows considerable activity in this group of heavily pretreated pts with CRC or GC. Toxicity was generally mild except for MMC-induced thrombocytopenia and (probably) Bev-induced bleeding (gastric tumor site). Despite previous reports of limited activity with Bev/5-FU in refractory pts (NCI TRC trial), BECAM is able to induce long-lasting objective responses and therefore merits further investigation in both tumor types.

Activity and tolerability of mitomycin-C (MMC) and chronomodulated capecitabine (C) in advanced colorectal cancer (ACC) patients
CAMPANELLA C, VANNI B, GARUFI C, TORSELLO A, DI LAURO L, PELLICCIOTTA M, et al.
J Clin Oncol (Meeting Abstracts) 2006;24(18 Suppl): Abstract no. 13563

BACKGROUND: MMC plus continuous infusion (CI) 5-FU showed activity with acceptable toxicity profile in ACC patients (pts). Nocturnal infusion of 5-FU was shown to reduce hematological and gastrointestinal toxicity. Capecitabine (C) is an oral pro-drug converted to 5-FU which mimics 5-FU CI activity. C is effective as single drug and in combination, providing equivalent activity and efficacy. The aim of the study was to evaluate activity and tolerability of MMC plus C in ACC patients. METHODS: 51 pts received MMC 7 mg/m2 i.v. on day 1 followed by C 2000 mg/m2/die for 14 days out of 21 days; 20% of C dose was given at 8:00 while 80% was given at 20:00; each course (c) was repeated q 6 weeks. Pts data: M/F 33/18; median age: 64 (41-88); WHO PS0: 36, 1: 11, ≥2 :2; metastatic sites: liver (35), lung (17), lymph nodes (9), peritoneum (8), other (14); no measurable disease 1; site: colon/rectum 40/11; previous lines: 0 (17), 1 (18), ≥2 (16); 43% and 29% of patients had been previously treated by 5-FU with oxaliplatin or irinotecan. RESULTS: Toxicity was evaluated in 45 out of 51 pts and in 94 courses. Grade 2-3 neutropenia occurred in 5 pts/8 c (10/6%), G2-G3 thrombocytopenia in 4 pts/8 c (8/6%). One pt (2%) experienced G3 anemia. G2-3 nausea and vomiting occurred in 5 pts/5 (10/5%), G2-3 diarrhea in 8 pts/12 c (15/13%) and only 1 pt experienced G4 diarrhea. Mucositis of grade 2 was observed in 3 pts (6%). G2-3 hand foot syndrome and G2-3 asthenia both occurred in 5 pts (10%). No differences in toxicity were observed between pre-treated and untreated pts. At this time of the study 45 out of 51 pts were evaluated for response: stable disease was observed in 16 pts (31%), partial response in 5, untreated, patients (10%), progression in 23 (45%). Median time to progression (TTP) was 6.0 months (3.0-8.5 mo) for both groups. CONCLUSIONS: Chronomodulated administration of C plus MMC seems to have an excellent toxicity profile even in pre-treated population, with a TTP similar to more expensive treatments. No significant financial relationships to disclose.

5-fluorouracil (5-FU) plus cisplatin (CDDP) induction chemotherapy followed by combined external bean radiation therapy (XRT) and mitomycin-C (MMC) and 5-FU chemotherapy in locally advanced anal canal cancer (ACC)
RODRIGUEZ-RIAO JJ, FIGUEIRA D, ZARRAGA E, LION L, FUENTES MB, FERNANDEZ P, et al.
J Clin Oncol (Meeting Abstracts) 2006;24(18 Suppl): Abstract no. 14016

BACKGROUND: Definitive chemoradiation therapy is the standard of care for squamous or cloacogenic cell ACC. The chemotherapy regimen comprising 5-FU and MMC is the most commonly used among patients with ACC, nearly 70% of patients can get complete response (CR), with the benefit of sphincter preservation, but patients with a large tumors (T3/T4) or nodal metastases have a response of 50%. METHODS: To improve outcome, we conducted a phase II, study of 5-FU and CDDP followed by combined XRT plus 5-FU and MMC. Eligibility included patients with T3/T4 ACC with limited locoregional nodal involvement (N0/N1). TREATMENT: 5-FU 1000 mg/m2 days 1 to 5 in continuous i.v. infusion plus CDDP 100 mg/m2 i.v. day 1 q 21 d was administered for 2 cycles (weeks 1 and 4) followed by XRT (4.5 Gy) during 6 weeks (weeks 7 to12) with concurrent 5-FU 1000 mg/m2 days 1 to 4 in continuous i.v. infusion plus MMC 10 mg/m2 i.v. day 1 (weeks 9 and 17). RECIST criteria were used to assess tumor response. RESULTS: 59 patients were entered on this study from 8/2000 to 2/2005. Median age: 57 yrs (37-83), 49 F/10 M, median ECOG PS 0 (0-1), T3/T4 44/15, N0/N1 20/39. In total, 54 patients were evaluable for clinical response: induction chemotherapy led to 13 (24%) CR, 38 (70%) partial responses (PR) and 2 (6%) stable disease. After combined modality treatment, there were a total of 36 (67%) CR, 13 (24%) PR, 5 (9%) SD. Median follow-up was 21.6 months (5-52).The median time to progression is 20.5 months (3-52). Toxicity grade 3/4: neutropenia 20% (10/54), thrombocytopenia 13% (7/54), radiodermatitis 13% (7/54), nausea/vomiting 7% (4/54). Our previous experience with concurrent treatment without induction (n = 27) resulted in a CR 59%, PR 37%, and 4% progressive disease. CONCLUSIONS: We concluded that induction chemotherapy followed by combined XRT and chemotherapy could be an option in treatment of locally advanced ACC. No significant financial relationships to disclose.

Second-line chemotherapy with mitomycin-C and S-1 in patients with advanced gastric cancer
SHIN D, LEE S, PARK S, BANG S, CHO E, LEE J
J Clin Oncol (Meeting Abstracts) 2006;24(18 Suppl): Abstract no. 14083

BACKGROUND: S-1, a fourth generation oral fluoropyrimidine that mimics infusional 5-FU, has demonstrated activity against advanced gastric cancer. Based on a single agent activity and in vitro synergy between MMC and 5-FU, we conducted a phase II study to assess the efficacy and tolerability of the combination of S-1 and MMC as second-line chemotherapy for previously treated, advanced gastric cancer. METHODS: Patients with measurable gastric cancer, progressive after at least one prior chemotherapy for metastatic disease, were treated with MMC 7 mg/m2 on day 1 and S-1 40 mg/m2 twice daily as an intermittent regimen of 4 weeks of treatment followed by a 2-week rest. Treatment was repeated every 6 weeks, for up to 4 cycles. Objective response rate was the primary endpoint and was evaluated every 2 cycles of chemotherapy. With a single-stage phase II design, at least 25 patients were required. RESULTS: Of the 26 patients registered, 24 patients were evaluable for response and 26 for safety. Eighteen patients (69%) were previously treated with 5-FU-based chemotherapy, and 10 (39%) were treated with taxanes. The patients' median age was 55 years (range: 38-73) and 7 (27%) had an ECOG performance status of 2. A total of 64 chemotherapy cycles were delivered (median: 2; range: 1-4). In an intent-to-treat analysis, 6 patients (23%) achieved a partial response, which was maintained for 3.5 months. The median progression-free and overall survivals were 4.4 months (95% CI, 1.7-7.2) and 5.4 months (95% CI, 3.4-7.4), respectively. Major toxic effects included stomatitis, diarrhea and fatigue, but were generally mild and manageable. No patient developed hemolytic reaction. CONCLUSIONS: Second-line chemotherapy with MMC and S-1 is an effective regimen for advanced gastric cancer with an acceptable toxicity profile and a convenient administration schedule. No significant financial relationships to disclose.

Low dose mitomycin-C, capecitabine and radiation for HIV patients with anal squamous cell carcinoma
WADLEIGH R, DINH K, MANNING J, KUNTZ A, DORN R
J Clin Oncol (Meeting Abstracts) 2006;24(18 Suppl): Abstract no. 14148

BACKGROUND: Chemoradiotherapy has replaced radical surgery as the initial treatment of choice for anal squamous cell carcinoma (ASCC). Optimal chemotherapy regimen for ASCC in HIV-positive patients is not yet defined. The addition of MMC to 5-FU and radiotherapy in the past improves local control, colostomy-free, and even disease-free survival in large tumors. The concern is hematologic toxicity if used in HIV-positive patients. We report 2 cases safely using low dose MMC, capecitabine and concurrent XRT. One of these patients has ESRD, for which the use of cisplatin is not an option. METHODS: 2 HIV-positive patients, (CD4 range: 106-113, at diagnosis of ASCC) were treated with low dose of MMC on day 1 for 2 cycles (5 mg flat dose), day 1-7 capecitabine titrated up to 1.5 gm/m2 divided b.i.d, and concurrent XRT (total dose 5040 cGy). Prior to treatment, 1 patient was diagnosed with squamous cell carcinoma in situ and the other with stage 1 squamous cell carcinoma. 1 patient has end stage renal disease with SCr between 10 and 12 mg/dl at the time of treatment. RESULTS: Both patients completed treatment. No grade 3 or 4 hematologic or gastrointestinal toxicities were noted. No hand-foot syndrome was observed probably due to low dose of capecitabine. Both patients are still alive and remain in remission (16-18 months post treatment). CONCLUSIONS: Our 2 cases suggest that the use of low dose MMC in addition to capecitabine and XRT is well tolerated and is efficacious in HIV-positive patients with ASCC. No significant financial relationships to disclose.

Capecitabine and mitomycin-C may be an effective treatment option for third-line chemotherapy in advanced colorectal cancer
SCARTOZZI M, FALCONE A, PUCCI F, BRACONI C, PIERANTONI C, CAVANNA L, et al.
Tumori 2006;92(5): 384-8*

AIMS & BACKGROUND: We evaluated the activity in terms of time to progression (TTP) of MMC and capecitabine in patients with advanced colorectal cancer who progressed after 2 lines of chemotherapy. METHODS: Patients with advanced colorectal cancer undergoing third-line chemotherapy after failure of 5-FU with CPT-11 or oxaliplatin-based chemotherapy regimens were treated with capecitabine and MMC. RESULTS: 61 patients were enrolled in this study. The median age was 55 years (range: 26-78 years) and the male:female ratio 21:40. We observed partial remissions in 5 patients (8%), stable disease in 25 patients (40%) and progression of disease in 31 patients (52%). Median TTP was 3 months and median survival was 6 months. Global toxicity was mild and entirely acceptable. Grade 3-4 hematological toxicity occurred in 12 patients and grade 3-4 nonhematological toxicity in 5 patients. CONCLUSIONS: The combination of capecitabine and MMC could represent an effective and manageable treatment option for colorectal cancer patients failing previous chemotherapy regimens.

Clinical practice guideline on peritoneal carcinomatosis treatment using surgical cytoreduction and hyperthermic intraoperative intraperitoneal chemotherapy. [Review]##
KAVANAGH M, OUELLET JF
Bull Cancer 2006;93(9): 867-74*

In 2005, the Comité de l’évolution des pratiques en oncologie (CEPO) took it upon itself to develop a clinical practice guideline to determine the clinical value of surgical cytoreduction followed by hyperthermic intraoperative intraperitoneal chemotherapy (HIPEC) for treating peritoneal carcinomatosis stemming from colorectal cancer, cancers of the appendix and stomach, pseudomyxoma peritonei, and mesothelioma of the peritoneum. A review of the scientific literature was performed using the PubMed search engine. The period covered extended from January 1990 to January 2006, inclusively. The scientific literature search was limited to clinical trials (minimum phase II) and organizations elaborating clinical practice recommendations. In total, 26 studies were identified. Of these, only one was phase III, Although some of these studies have demonstrated a benefit from this treatment in terms of patient survival, HIPEC remains a complex procedure whose optimal use is uncertain. Given the morbidity and mortality associated with this treatment, this procedure requires a high level of expertise. Considering the evidence available, the CEPO recommends: (i) that complete cytoreduction followed by HIPEC be used in a clinical research context only, preferably in the presence of an isolated peritoneal carcinomatosis stemming from colorectal cancer, cancer of the appendix, peritoneal pseudomyxoma, or mesothelioma of the peritoneum; (ii) that studies be conducted only in specialized centers with the necessary expertise and technical resources.

Recent advances in the treatment of peritoneal dissemination of gastrointestinal cancers by nucleoside antimetabolites. [Review]##
YONEMURA Y, ENDO Y, OBATA T, SASAKI T
Cancer Sci 2007;98(1): 11-8

Peritoneal dissemination is the most common cause of metastasis from malignancies in the abdominal cavity. There are no standard treatments for peritoneal dissemination and the results are poor. The reasons for this are as follows: (i) no effective chemotherapeutic agents have been identified or developed; (ii) surgical cytoreduction has little effect on survival improvement; and (iii) the molecular mechanisms of peritoneal dissemination have not been clarified and no therapy against the target molecules has been developed. However, studies on the molecular mechanisms of peritoneal dissemination have elucidated some of the target molecules and the development of new multimodal therapies has also improved survival. Early postoperative intraperitoneal chemotherapy, hyperthermic intraperitoneal perfusion chemotherapy and neoadjuvant intraperitoneal-systemic chemotherapy have been newly developed, and a novel surgical therapy named peritonectomy has been proposed to perform complete cytoreduction of peritoneal dissemination. At present, these approaches appear to be effective therapeutic modalities for peritoneal dissemination. However, TS-1 and capecitabine have shown worthwhile results in recent clinical trials for patients with advanced gastric cancer. We recently found that newly developed antitumor cytosine nucleoside analogs show a survival advantage in peritoneal dissemination models using human cancer cells. These non-fluoropyrimidine nucleosides may potentially help to improve the poor prognosis observed in patients with advanced cancers involving peritoneal dissemination. (C) 2006 Japanese Cancer Association.

Chemotherapeutic agents for colorectal cancer with a defective mismatch repair system: the state of the art. [Review]##
VALENTINI AM, ARMENTANO R, PIRRELLI M, CARUSO ML
Cancer Treat Rev 2006;32(8): 607-18

Mismatch repair (MMR) proteins are capable of recognizing and processing not only single base-pair mismatches and insertion-deletion loops that occur during DNA replication, but also adducts in DNA resulting from treatment with cancer chemotherapy agents. MMR deficiency leads to microsatellite instability (MSI) and results in resistance to antimetabolites, alkylating and platinating agents, DNA minor groove binders, and inhibitors of topoisomerases. Therefore, anticancer agents that can be recommended for use in MMR deficient colorectal cancers are those that exert their cytotoxicity regardless of the MMR status. These include some alkylating drugs, brostacillin, gemcitabine, photodynamic therapy, taxanes. An approach that is currently receiving much attention is the use of agents such as 5-azacytidine, an inhibitor of the DNA methyltransferases, in combination with inhibitors of histone de-acetylation, to restore the MMR function. A strong anti-proliferative efficacy with a relatively low direct cytotoxicity, obtainable with oloumicine and roscovitine (selective cyclin-dependent kinases inhibitors) can represent a new expedient for the therapeutic treatment of MMR deficient colorectal cancers. The question of how MMR defects modulate the response to chemotherapeutics deserves further investigation, to enable a more aware choice of cancer treatment. (C) 2006 Elsevier Ltd. All rights reserved.

Locally advanced and metastatic sarcoma (adult type) including gastrointestinal stromal tumors. [Review]##
BAUER S, HARTMANN JT
Crit Rev Oncol Hematol 2006;60(2): 112-30

STS belong to the most challenging diseases in oncology that demand all resources of modern clinical oncology. With the improvement of surgical techniques and radiation therapy the majority of patients with localized disease can be cured. However, for patients with locally advanced or metastatic disease chemotherapeutic treatments have not greatly changed the poor outcome of the disease. The introduction of combined chemoradiotherapy as well as isolated limb-perfusion has improved the limb-salvage rate in locally advanced disease but the impact of systemic chemotherapy on overall survival remains a subject of dispute. For patients with metastatic sarcoma long-term survival can only be achieved in a small number of patients with mostly resectable disease. The list of effective drugs for palliative treatment in general still remains short and the duration of remissions usually does not exceed several months. The lack of alternative chemotherapeutic drugs imposes a considerable challenge in daily clinical practice with many young patients exhibiting a good performance status but progressive disease after standard treatment. A variety of new drugs or drug combinations seem to exhibit considerable activity in certain histological sarcoma subtypes, which may soon broaden the armamentarium of drugs for a subset of patients. However, with the vastly improved understanding of the biology and pathology of soft tissue sarcoma an era of opportunities seems to have begun and the recent success in the treatment of gastrointestinal stromal tumors impressively shows how fast a gain in the understanding of oncogenic mechanisms may translate into a highly efficient, clinically useful treatment. (C) 2006 Elsevier Ireland Ltd. All rights reserved.

Old and new perspectives in the management of high-risk, locally advanced or recurrent, and metastatic vulvar cancer. [Review]##
GADDUCCI A, CIONINI L, ROMANINI A, FANUCCHI A, GENAZZANI AR
Crit Rev Oncol Hematol 2006;60(3): 227-41

During the last decades there has been a continuing evolution in the surgical approach of squamous cell carcinoma of the vulva that has been traditionally treated with radical vulvectomy and bilateral inguinal-femoral lymphadenectomy. Patients with T1 tumour are usually treated with radical local excision, if the lesion is unifocal and the remainder of the vulva is normal. Patients with T1a disease have no risk of groin metastases and do not need lymphadenectomy, whereas those with T1b disease need ipsilateral inguinal-femoral lymphadenectomy if the lesion is lateral, and bilateral lymphadenectomy if the lesion is midline. Modifications of the surgical technique of deep femoral lymphadenectomy and the mapping of sentinel node can offer new interesting therapeutic perspectives. Postoperative adjuvant pelvic and groin irradiation is warranted for patients with two or more or macroscopically involved groin nodes. Locally advanced squamous cell carcinoma of the vulva has been long surgically treated with en-block radical vulvectomy and bilateral inguinal-femoral lymphadenectomy plus partial resection of urethra, vagina or anus, or by exenteration, with severe postsurgical complications, poor quality of life, and unsatisfactory survival rates. 5-FU or 5-FU- and cisplatin-based chemotherapy concurrent with irradiation followed by tailored surgery represents an attractive therapeutic option for advanced disease, planned to avoid such ultra-radical surgical procedures and, hopefully, to improve patient outcome. Chemotherapy has also been used in neoadjuvant setting, with contrasting and generally unsatisfactory results, and in palliative treatment of patients with distant metastases. Surgery is the primary treatment also for vulvar malignancies other than squamous cell carcinoma, whereas the clinical usefulness of adjuvant irradiation or chemotherapy is still to be defined. Primary chemoradiation can be also used for advanced carcinoma of the Bartholin gland or for advanced adenocarcinoma associated with extramammary Paget's disease. The drugs used for chemotherapy of metastatic melanomas or sarcomas of the vulva are the same employed for the melanomas or sarcomas developed in other sites. (C) 2006 Elsevier Ireland Ltd. All rights reserved.

Complete closure of cancer-related anovaginal and anoperineal fistulas in locally advanced anal canal carcinomas by upfront intra-arterial chemotherapy followed by combined radiochemotherapy: report of two cases##
ROSSET L, ALLAL AS, MOREL P, ROCHE B, ROTH AD
Dis Colon Rectum 2006;49(12): 1927-30

PURPOSE: Cancer-related fistulas are a major problem in locally advanced anal canal carcinoma, because conservative radiochemotherapy may not be recommended in this setting. Therefore, it is usually recommended to proceed to an abdominoperineal resection with definitive colostomy in the presence of such lesions. METHODS: Because chemotherapy can lead to closure of cancer-related fistulas and local intra-arterial chemotherapy is effective in locally advanced anal canal cancer, we treated two anal canal carcinoma patients presenting with cancer-related fistulas with upfront intra-arterial chemotherapy followed by radiochemotherapy, leading to complete closure of fistulas. RESULTS: Both patients are free of colostomy and in complete remission after more than four years of follow-up. CONCLUSIONS: This conservative approach combining local intra-arterial chemotherapy and standard radiochemotherapy is feasible and should be considered in the management of such locally advanced anal canal carcinoma.

Neoadjuvant chemotherapy for locally advanced carcinoma of the lower oesophagus and oesophago-gastric junction##
FORSHAW MJ, GOSSAGE JA, CHRYSTAL K, CHEONG K, ATKINSON S, BOTHA A, et al.
Eur J Surg Oncol 2006;32(10): 1114-8

AIMS: To evaluate a single unit's experience with neoadjuvant chemotherapy for treating locally advanced non-metastatic initially resectable and unresectable oesophago-gastric cancer. METHODS: The medical records of all patients with either locally advanced carcinoma of the lower oesophagus or cardia treated with neoadjuvant chemotherapy between August 1999 and January 2003 were reviewed. RESULTS: 64 patients with initially resectable tumours (T2-3 or N+) and 38 patients with initially unresectable tumours (T4 or M1a) received neoadjuvant chemotherapy (83% combination epirubicin, cisplatin and 5-FU). Symptomatic grade III/IV toxicity was observed in 33% of patients. Chemotherapy was not completed in 20 patients because of death (5.9%) and inadequate tumour response/toxicity (13.7%). A total of 43 patients (67.3%) with initially resectable tumours and 19 patients (50%) with initially unresectable tumours underwent surgery. CONCLUSIONS: Chemotherapy in this study was associated with appreciable toxicity. Patients with initially unresectable locally advanced disease can be downstaged with neoadjuvant chemotherapy. (C) 2006 Elsevier Ltd. All rights reserved.

Cytoreductive surgery and perioperative intraperitoneal chemotherapy for peritoneal carcinomatosis from colorectal carcinoma: non-mucinous tumour associated with an improved survival##
YAN TD, CHU F, LINKS M, KAM PC, GLENN D, MORRIS DL
Eur J Surg Oncol 2006;32(10): 1119-24

AIMS: Cytoreductive surgery combined with perioperative intraperitoneal chemotherapy has been reported as a treatment option for patients with peritoneal carcinomatosis from colorectal carcinoma. METHODS: 30 patients with colorectal peritoneal carcinomatosis underwent cytoreductive surgery and perioperative intraperitoneal chemotherapy. All appendiceal cancers were excluded. All patients were followed until January 2006 or death. Univariate analysis was performed to evaluate significant prognostic factors for overall survival, defined from the time of surgery. RESULTS: There were 13 male patients. The mean age at the time of surgery was 54 years. There was no hospital mortality. The mean duration of hospital stay was 27 days. The overall median survival was 29 months, with 1- and 2-year survival of 72% and 64%, respectively. In total, 21 patients had complete cytoreduction and their 1- and 2-year survival rates were 85% and 71%, respectively. Univariate analysis demonstrated that patients with non-mucinous colorectal adenocarcinoma, Peritoneal Cancer Index (PCI) ≤13, and complete cytoreduction were associated with an improved survival. CONCLUSIONS: This study reported on 30 patients who underwent cytoreductive surgery and perioperative intraperitoneal chemotherapy for colorectal peritoneal carcinomatosis. Patients with mucinous tumour had relatively more extensive intraperitoneal disease. Non-mucinous colorectal adenocarcinoma, PCI ≤13, and complete cytoreduction were associated with an improved survival. (C) 2006 Elsevier Ltd. All rights reserved.

Recent developments in the chemotherapeutic options for non-small cell lung cancer. [Review]##
IBRAHIM MN, ABDULLAH Z, MARTIN MJ
Expert Rev Anticancer Ther 2006;6(10): 1397-410*

Lung cancer is one of the leading causes of cancer deaths in the developed world. It is grossly divided into small cell and non-small cell types. Depending on the stage at diagnosis, the principal means of treating non-small cell lung cancer are surgery, chemotherapy and/or radiotherapy. However, even when it is diagnosed at an early stage, the progression-free and overall survival rates have been disappointing compared with other cancers. In recent years, there have been a number of developments in the chemotherapeutic options for non-small cell lung cancer. The aim of this review is to summarize these developments, in a stage-specific manner, with respect to both standard chemotherapy and also the newer targeted therapies. (C) 2006 Future Drugs Ltd.

Cancer of the anal canal (cancer of the anus)##
PEIFFERT D, BRUNET P, SALMON R, HANNOUN JM, GIOVANNINI M
Gastroenterol Clin Biol 2006;30(Spec No 2): S52-S6*

Cholangiocarcinoma: modern advances in understanding a deadly old disease. [Review]##
MALHI H, GORES GJ
J Hepatol 2006;45(6): 856-67

Cholangiocarcinomas are tumors that arise anywhere in the biliary tract, presumably of cholangiocyte origin. The global incidence of this rare disease is on the rise. Several known risk factors exist, and link chronic biliary inflammation to the pathogenesis of cholangiocarcinoma. Among these, amplification of the epidermal growth factor receptor, the interleukin-6 signaling pathway, inducible nitric oxide, erb-2, and cyclooxygenase-2 are well defined. Most patients present late, with a median survival of months. Although imaging studies and clinical context often indicate cholangiocarcinoma, pathologic and cytologic diagnosis is difficult to obtain. Advanced cytologic tests with fluorescence in situ hybridization or digital image analysis can increase diagnostic sensitivity. Surgical resection is the current therapy of choice for both intrahepatic and ductal cholangiocarcinomas. However, the 5-year survival is poor, with 60 to <90% recurrence rates. In a single center experience, liver transplantation with neoadjuvant chemoirradiation, for highly selected patients, has a 5-year disease free survival of <80%. Future targeted therapies will depend on a better understanding of the cellular and molecular biology of cholangiocarcinomas. (C) 2006 European Association for the Study of the Liver.

Adjuvant chemotherapy for non-small cell lung cancer: a New Zealand perspective##
SASIDHARAN R, GIBBS D, SULLIVAN R, SIMPSON A, PEREZ D, CHRISTMAS T, et al.
N Z Med J 2006;119(1245): U2310*

This article reviews recent developments with the use of adjuvant chemotherapy for resected early-stage non-small cell lung cancer (NSCLC) and the implications of these developments for healthcare in New Zealand (NZ). Non-small cell lung cancer is a major cause of mortality and morbidity in NZ, and is greatly over-represented among Maori and socioeconomically deprived populations. Early-stage NSCLC is potentially curable by surgery, but long-term outcome after surgical resection is limited by disease recurrence locally or at sites distant from the primary disease. Three recent large randomised controlled phase III trials using modern platinum-based combination chemotherapy protocols have shown significant survival benefits for the use of postoperative adjuvant chemotherapy after resection of early-stage NSCLC. Cisplatin plus vinorelbine was used as the adjuvant chemotherapy regimen in two of these trials resulting in improvements in 5-year survival of 51.2% versus 42.6% (P = 0.013) and 69% versus 54% (P = 0.03), respectively. In NZ, adjuvant chemotherapy for NSCLC is expected to prevent up to 15 lung cancer deaths each year for relatively low drug expenditure and has the potential to benefit Maori and the economically-deprived disproportionately more than other populations. In conclusion, it is the opinion of this group of NZ lung cancer specialists that adjuvant chemotherapy with cisplatin plus vinorelbine should now be adopted as a standard of care for patients with resected stage II and III NSCLC. For this to occur, current PHARMAC policies preventing its use for these eligible patients will need to be revised. (C) NZMA.

Treatment issues in clear cell carcinoma of the ovary: a different entity? [Review]##
PECTASIDES D, PECTASIDES E, PSYRRI A, ECONOMOPOULOS T
Oncologist 2006;11(10): 1089-94

BACKGROUND: Ovarian clear cell carcinoma (OCCC) is a distinct histopathologic subtype of epithelial ovarian cancer (EOC) with an incidence of <5% of all ovarian malignancies. Our goal was to review the clinical features and management of patients with OCCC. METHODS & RESULTS: We performed a PubMed search using the phrase 'clear cell ovarian cancer.' We reviewed 54 articles referring to OCCC. OCCC patients have a high incidence of stage I disease and frequently present with a large pelvic mass. Recurrences are more frequent with this entity than with other types of EOC. The clinical management of advanced EOC includes maximal cytoreduction and platinum plus paclitaxel-based chemotherapy. The survival rates of patients with advanced OCCC are lower than those of patients with advanced serous EOC (serous subtype). The poor response rate to platinum-based regimens may be related to the intrinsic chemoresistance of these tumors. Despite their aggressive clinical course, OCCCs are still treated similarly to the other EOCs at the present time, because the rarity of these tumors prevents the conduction of randomized studies. CONCLUSION: Novel treatment approaches should be adopted in OCCC. Molecular-targeted therapies and effective new agents without cross-resistance to platinum compounds should be evaluated in a prospective clinical trial in OCCC. (C) AlphaMed Press.

Stage IV non-small cell lung cancer. What is the best treatment for relapse? [French] [Review]##
SCULIER JP
Rev Mal Respir 2006;23(5 III): 16S78-16S83*

Medical treatment for relapse of advanced stage non-small cell bronchial carcinoma has become standard medical practice. This article reviews the subject, taking account of the author's personal experience, available clinical practice guidelines, published systematic reviews, randomised trials, implementation studies and targeted therapies. (C) 2006 SPLF.

Selected hypoxic stop-flow perfusions: indication and limits##
GUADAGNI S, KANAVOS E, SCHIETROMA M, FIORENTINI G, AMICUCCI G
Tumori 2006;92(5): 402-6*

AIMS & BACKGROUND: The treatment of unresectable cancers is still one of the main medical challenges. Stop-flow perfusion has been used as locoregional chemotherapy based on blood supply blockage of the tumor-bearing area. The aim of the present paper is to report our personal experience in the clinical use of hypoxic stop-flow perfusion and discuss future prospects for research. METHODS & STUDY DESIGN: Since December 1997 more than 500 stop-flow perfusions have been performed at the University of L'Aquila. Hypoxic perfusion was adopted for the following indications: recurrent rectal cancer, advanced pancreatic cancer, recurrent pelvic and limb melanoma, and recurrent limb melanoma. RESULTS: For recurrent rectal cancer median survival was 12.2 months, for advanced pancreatic cancer 9.6 months, for recurrent pelvic and limb melanoma 34.4 months, and for recurrent limb melanoma 23.8 months. CONCLUSIONS: Based on these encouraging results, stop-flow perfusion should be considered an effective treatment. Future fields of research include tailored chemotherapy and hyperthermia.

Colon carcinoma metastasis to the thyroid gland. [Case Report]##
CAVANNA L, ANSELMI E, PALLADINO M, PAGANI R
Tumori 2006;92(5): 467*

Management of pseudomyxoma peritonei. [Review]##
QU ZB, LIU LX
World J Gastroenterol 2006;12(38): 6124-7

Pseudomyxoma peritonei (PMP) is a rare disease. It refers to a progressive disease process within the peritoneum which originates from the appendix or ovaries and is characterised by the production of copious amounts of mucinous fluid resulting in a 'jelly belly'. If untreated the condition is fatal. The traditional approach to PMP is based on repeated surgical debulking procedures, often associated with intraperitoneal or systemic chemotherapy. The natural history of this disease has been drastically modified since the introduction of a new surgical approach defined as a peritonectomy procedure. This paper is to review the literature on this treatment strategy. (C) 2006 The WJG Press. All rights reserved.

Lessons learned from initial experience with peritonectomy and intra-peritoneal chemotherapy infusion##
TEO M, FOO KF, KOO WH, WONG LT, SOO KC
World J Surg 2006;30(12): 2132-5

INTRODUCTION: Patients diagnosed with peritoneal carcinomas usually survive for <6 months. Cytoreductive surgery allows relief of the obstruction and improvement in functional status, while intraperitoneal chemotherapy infusion provides high local concentrations of chemotherapeutic agents. Our institutional experience is reviewed to assess the selection criteria, peri-operative complications, and outcomes. MATERIALS & METHODS: We carried out a retrospective review of nine patients who had undergone aggressive cytoreductive surgery and hyperthermic intra- and early post-operative chemotherapy by a single surgeon between April 2000 and October 2004. The inclusion criteria were: (i) a demonstrated absence of extra-peritoneal and hepatic spread, (ii) fitness of the patient and ability to tolerate cytoreductive surgery and intra-operative chemotherapy, and (iii) the presence of a primary tumor originating form the gastro-intestinal tract (colonic, appendiceal, and gastric primaries). RESULTS: Seven women and two men, with a median age of 55 years, were treated. The median duration of the operation was 12 hours and 55 minutes. Seven of the nine patients required the insertion of at least one chest tube. All patients were monitored in the surgical intensive care unit (SICU) for a median of 1 day, started on feeds after a median of 6 days, and were hospitalized for a median of 16 days (range:11-18 days). There was no peri-operative mortality and only one major peri-operative complication (11.1%). At the time of analysis, the median follow-up was 16 months (range: 2-40 months), and the median disease-free survival was 8 months, with four of the nine patients showing no evidence of recurrence. To date, all of the patients are still alive. A 1-year survival rate of 100% is also documented. CONCLUSIONS: This article describes our initial experience with peritonectomy and intra-operative, intra-peritoneal chemotherapy infusion. Our initial problems included difficulty with leakage of the chemotherapeutic agents into the thoracic cavity that had to be overcome by the early insertion of chest tubes. With appropriate patient selection, cytoreductive surgery with the infusion of intra-operative chemotherapy can be considered to be a therapeutic option for some patients with diffuse peritoneal metastases, and good disease-free and overall survival can be achieved with minimal morbidity. (C) 2006 Société Internationale de Chirurgie.

Other applications

Mitomycin-C eye drops as alternative treatment for pyogenic granuloma in anophthalmic socket. [Portuguese]
DE MIRANDA SANTOS HD, FERNANDES TA, DINIZ CM, MONTENEGRO WT, FIGUEIREDO AR
Arq Bras Oftalmol 2006;69(5): 683-6

PURPOSE: To evaluate the efficacy of MMC eye drops 0.02% concentration (0.02% MMC) in pyogenic granuloma in anophthalmic socket. METHODS: Six patients who presented pyogenic granuloma were treated with 0.02% MMC four times a day in 15-day cycles with intervals of 15 days between each cycle. The patients were observed every week. RESULTS: Among the six studied patients, one presented a complete resolution of the pyogenic granuloma after a ten-day treatment with 0.02% MMC that is, before the end of the first cycle. In two patients, the treatment was successful after two weeks using 0.02% MMC (one complete cycle). In another two patients, the resolution of the lesion occurred after five weeks that is, at the beginning of the second cycle. 0.02% MMC was not successful in only one patient whose lesion persisted after two cycles of the treatment. None of the patients presented complications after the use of 0.02% MMC. CONCLUSION: The topical use of 0.02% MMC proved efficacy in the treatment of anophthalmic socket pyogenic granuloma. A small number of patients took part in this study, therefore another randomized and comparative research is necessary in order to compare the efficacy of 0.02% MMC with other drugs such as corticosteroids and antimetabolites.

Investigations on safety of hyperthermic intraoperative intraperitoneal chemotherapy (HIPEC) with mitomycin-C
SCHMID K, BOETTCHER MI, PELZ JO, MEYER T, KORINTH G, ANGERER J, et al.
Eur J Surg Oncol 2006;32(10): 1222-5

AIMS: Previous safety monitoring of hyperthermic intraoperative intraperitoneal chemotherapy (HIPEC) with MMC did not demonstrate any detectable safety hazard to the personnel. Nevertheless, those results have been discussed controversially because of the methodological problems employed in the evaluation of potential exposure. We re-evaluated possible safety hazards of HIPEC by applying different monitoring strategies. METHODS: We monitored air samples in the operation room during HIPEC. In addition, we measured MMC in plasma of the surgeon with a newly developed analytical method. All samples were analysed by HPLC-UV at 360 nm. The permeability of the gloves was tested using two in vitro techniques: diffusion cells and a glass cell chamber. In-use and worst-case exposure scenarios were imitated for in vitro experiments. RESULTS: The analysis of the air samples (n = 3) could not detect any MMC. We found no drug above the limit of detection (1 μg MMC/l) in the plasma samples of the surgeons (n = 5). A breakthrough of latex glove material was detected in only one (worst-case exposure scenario) of 40 diffusion cell experiments. CONCLUSIONS: Established methods of safety monitoring could not reveal any detectable risk on in-use exposure conditions. The wearing of doubled latex gloves should prevent the surgeon from dermal exposure to MMC during HIPEC. (C) 2006 Elsevier Ltd. All rights reserved.

Role of mitomycin-C in reducing adhesion formation following endoscopic sinus surgery
GUPTA M, MOTWANI G
J Laryngol Otol 2006;120(11): 921-3*

OBJECTIVE: To study the role of MMC in reducing adhesion formation following endoscopic sinus surgery. STUDY DESIGN: Prospective, randomized, controlled trial. SETTING: Tertiary care referral centre. PATIENTS: 30 patients were selected suffering long-term problems with bilateral chronic rhinosinusitis, with no relief obtained from medical therapy. Patients requiring revision sinus surgery or having acute upper respiratory tract infection were excluded. INTERVENTIONS: Diagnostic nasal endoscopies and non-contrast computerized tomography of nose and paranasal sinuses were undertaken and, following confirmation of the diagnosis, functional endoscopic sinus surgery (FESS) was carried out bilaterally using the Messerklinger technique. On completion of the surgery, a cotton wick soaked in MMC was placed in one or other side of the nose in the middle meatus. Follow-up was for three months and patients were assessed for subjective and objective improvement in their symptoms. RESULTS: Post-operatively, of the 11 (36.6%) patients complaining of persistent nasal obstruction, nine had complaints limited to the control side only (P = 0.005). Out of the nine (30%) patients complaining of recurrent nasal discharge, eight had complaints on the control side and only one reported discharge from both sides (P = 0.006). CONCLUSION: MMC may be topically applied in post-operative FESS cases to reduce adhesion formation and hence the need for revision surgery. (C) 2006 JLO (1984) Limited.
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