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Coordinated chemoradiation therapy with genital preservation for the treatment of primary invasive carcinoma of the male urethra
COHEN MS, TRIACA V, BILLMEYER B, HANLEY RS, GIRSHOVICH L, SHUSTER T, et al.
J Urol 2008;179(2): 536-41; discussion 41

PURPOSE: We evaluated the efficacy of a combined chemoradiation therapy protocol for the primary treatment of primary invasive carcinoma of the male urethra. MATERIALS & METHODS: From January 1991 to December 2006, 18 patients with invasive carcinoma of the male urethra referred to our institution were treated with a chemoradiation therapy protocol, consisting of two cycles of 5-FU (1000 mg/m2) on days 1 to 4 and days 29 to 32, and MMC (10 mg/m2) on days 1 and 29 with concurrent external beam radiation therapy (45 to 55 Gy in 25 fractions during five weeks) to the genitalia, perineum, and inguinal and external iliac lymph nodes. Kaplan-Meier curves were constructed to assess overall, disease-specific and disease-free survival. RESULTS: The stage and node distribution was T2N0 in two patients (11%), T3N0 in eight (44%), T4N0 in two (11%), TXN1 in one (6%) and TXN2 in five (28%). The most prevalent histology was moderately (7/18 patients or 39%) or poorly (10/18 or 56%) differentiated squamous cell carcinoma (17/18 or 95%). Overall 83% (15/18) of the patients had a complete response to the primary chemoradiation therapy protocol, and the five-year overall and disease-specific survival rates were 60% and 83%, respectively. Five-year disease-free survival rates after chemoradiation therapy and after chemoradiation therapy with salvage surgery were 54% and 72%, respectively. The three nonresponders died of disease after undergoing salvage surgery and five of the 15 complete responders (30%) had recurrence. Complex urethral reconstruction was required in three of ten patients (30%) who had prolonged disease-free survival. CONCLUSIONS: The chemoradiation therapy protocol is an alternative primary treatment modality for invasive urethral carcinoma. It enables an unprecedented potential for organ preservation.

Is radical radiotherapy effective in patients with pT1G3 NXM0 bladder cancer? [Commentary]
HERR HW

Nat Clin Pract Urol 2008;5(1): 22-3*

Retrospective analysis of transurethral resection, second-look resection, and long-term chemo-metaphylaxis for superficial bladder cancer: indications and efficacy of a differentiated approach##
SCHULZE M, STOTZ N, RASSWEILER J

J Endourol 2007;21(12): 1533-41*

BACKGROUND & PURPOSE: Because of controversy concerning risk factors for progression, recurrence, and persistence of bladder cancer, we reviewed the data of our patients with superficial bladder tumors. Based on a differentiated approach with second-look transurethral resection (TUR) and/or intravesical metaphylaxis, we wanted to answer the following questions: Was this approach efficient? What risk factors demand a second-look TUR? Is surveillance appropriate for patients at low risk? MATERIALS & METHODS: Retrospectively we analyzed the data of 251 patients with superficial bladder cancer with a mean follow-up time of 69 (range, 20-107) months. We focused on recurrence rates, tumor-persistence and progression, and types of adjuvant treatment. An early reintervention within 6-8 weeks after primary resection was defined as a second-look TUR. To judge the necessity of early reintervention and metaphylaxis, we performed a matched-pair analysis for the low-risk group. RESULTS: Tumor stages included T-a (170 patients, 68%); T-1 (72 patients, 29%); carcinoma in situ (CIS) (nine patients, 4%). Grades included grade 1 (58 patients, 23%); grade 2 (117 patients, 47%); and grade 3 (76 patients, 30%). Thirty-eight (15%) tumors were already classified as recurrent. A second-look TUR was performed on 222 (88%) patients, indicating a persistence rate of 25%. Persistence rates for low-risk tumors (T, grade 1/2) were 9%; rates for Ta grade 3 tumors were significantly higher. Risk factors for persistence were multilocularity and higher grade and stage. Matched-pair analysis for the low-risk group did not show any significant advantage for second-look TUR. After complete resection of T, grade 3 tumors, the risk of progression is similar to that for tumors of lower grade and stage. The overall recurrence rate was 25%, with a higher risk of upstaging in cases of higher stage or grade and multilocular and persisting tumors. CONCLUSION: The overall tumor recurrence rate of 25% reflects the efficacy of our differentiated approach with selective use of second-look TUR and intravesical metaphylaxis (intravesical chemotherapy). Second-look TUR is indicated for multifocal and recurrent tumors or in patients whose tumors put them at high risk. Patients with grade 2/3 tumors, multifocal grade I tumors, and all T, tumors received metaphylaxis; intravesical bacillus Calmette-Guérin was instilled in patients with CIS. With this regimen, even in T, grade 3 stages, organ preservation can be achieved.

Intravesical bacillus Calmette-Guérin therapy for T1 superficial bladder cancer##
DEMKOW T, ALTER A, WIECHNO P

Urol Int 2008;80(1): 74-9*

INTRODUCTION: The management of transitional bladder cancer, which invades the lamina propria (pT1) and has a marked propensity for recurrence and progression, is controversial. Without adjuvant treatment the recurrence rate can be up to 80% and progression up to 50%. We retrospectively analyzed the incidence of recurrence and progression of pT1 transitional bladder cancer (grade 1-3) after complete transurethral resection of a bladder tumor (TURBT) and adjuvant immunotherapy with bacillus Calmette-Guérin (BCG). MATERIALS & METHODS: 77 patients with stage pT1 transitional cell carcinoma underwent TURBT of all visible tumors and adjuvant BCG intravesical instillations. Before BCG therapy, 12 patients presented with stage pT1 G1 tumors, 50 presented with pT1, and 15 with pT1 G3 tumors. RESULTS: 51 patients (66.2%) were disease-free throughout the BCG instillation and follow-up period (median of 45 months); eight patients (10.4%) experienced recurrence during the BCG instillations, but were disease-free following the last instillation; 16 patients (20.8%) experienced recurrence at a median of 17 months, and two patients (2.6%) with pT1 G3 died because of progression. CONCLUSIONS: Adjuvant intravesical BCG therapy following TURBT appears to be an effective primary treatment for patients with pT1 transitional cell carcinoma. (C) 2008 S Karger AG.

Oncology

Peritoneal surface malignancy: cytoreductive surgery and intraperitoneal hyperthermic chemotherapy. [Review]
LEVINE EA, STEWART JH, SHEN P

Am J Hematol Oncol 2007;6(12): 706-10*

Topical interferon-α in the treatment of conjunctival melanoma and primary acquired melanosis complex
FINGER PT, SEDEEK RW, CHIN KJ

Am J Ophthalmol 2008;145(1): 124-9

PURPOSE: To report on topical interferon-α 2b for conjunctival malignant melanoma (CMM) and primary acquired melanosis with atypia (PAM). DESIGN: Retrospective, interventional case series. METHODS: Five eyes of five consecutive patients with biopsy-proven malignant melanoma were treated with topical interferon-α 2b as treatment for primary or recurrent disease. One drop of interferon-α 2b (1 million units/ml) was placed into the superior fornix four times daily for three months. Punctal plugs limited systemic absorption. The main outcome measure was tumor regression by clinical examination and comparative slit-lamp photography. RESULTS: Five consecutive patients with conjunctival melanoma (American Joint Committee on Cancer-International Union Against Cancer stages T2 [n = 3] and T3 [n = 2]) were included. Two patients had recurrent corneal tumors, eight and 13 months after local excision, cryotherapy, and topical MMC therapy. Two months after topical interferon-α 2b treatment, the lesions regressed without side effects. Two additional patients (who could not tolerate topical MMC) were switched to topical interferon-α 2b. They experienced transient chemical conjunctivitis and have no signs of recurrence (mean, 15 months of follow-up). The fifth had recurrent tumor despite multiple surgeries. This melanoma did not respond to topical interferon-α 2b nor did the patient tolerate treatment (keratoconjunctivitis). No systemic side effects were noted. CONCLUSIONS: We present evidence that conjunctival and corneal melanoma regresses after exposure to topical interferon-α 2b. A larger-scale longer-term study must evaluate the long-term efficacy and safety of this therapy.

Female sex and standardized mitomycin-C dose are associated with increased risk of neutropenia after hyperthermic intraperitoneal chemotherapy. [Meeting Abstract]
LAMBERT LA, ARMSTRONG TS, LEE JJ, SUYU L, KATZ MH, WOLFF RA, et al.
Ann Surg Oncol 2008;15(Suppl 2): 56*

BACKGROUND: Use of hyperthermic intraperitoneal chemotherapy (HIPEC) in the management of peritoneal-based malignancies is increasing. Depending on treatment regimen, neutropenia is a common and potentially life-threatening early postoperative complication of HIPEC. However, little is known about the incidence or risk factors associated with HIPEC-induced neutropenia. METHODS: From January 1993 to October 2006, 120 surgical cytoreduction and HIPEC with MMC procedures were performed in 117 patients with appendiceal neoplasm. Neutropenia was defined as an absolute neutrophil count of <1000 U/l. Variables assessed as potential risk factors for HIPEC-induced neutropenia included: age, sex, weight, BMI, BSA, splenectomy, dose of MMC (standardized for BSA and nonstandardized), percent of perfusate recovered, length of surgery, estimated blood loss, perioperative blood transfusion, and history of prior chemotherapy. RESULTS: Patients received between 37.25 and 65 mg MMC total perfusate dose. The overall incidence of neutropenia was 39.2%. Of the 47 patients who developed neutropenia, 34 were female (72%). Female sex, BMI, BSA, and the standardized dose of MMC were significantly associated with an increased risk of neutropenia by univariable logistic regression. Female sex and standardized dose of MMC remained statistically significant for an increased risk of neutropenia on multivariable logistic regression. The OR of neutropenia for females was 2.81 (95% CI, 1.08-7.29); the OR for a one unit increase in standardized MMC dose was 1.25 (95% CI, 1.01-1.53). No other variables were identified as independent predictors of increased or decreased risk of neutropenia. CONCLUSION: Neutropenia is a common complication after HIPEC with MMC. Female patients are at significantly increased risk for this complication. Risk of neutropenia also increases with MMC dose standardized for BSA. With increasing interest in the use of HIPEC for other peritoneal-based malignancies, understanding the risk factors for HIPEC-induced neutropenia may facilitate reducing the morbidity associated with this procedure.

Chemoradiotherapy for squamous cell carcinoma of the anus: the same histology but different story? [Editorial]
OHTSU A

Asia Pac J Clin Oncol 2007;3(4): 163-4*

Squamous cell carcinoma of the anal canal at The Queen Elizabeth Hospital: a local experience
KICHENADASSE G, ZAKARIA J, RODDA DJ, HEWETT PJ, RIEGER NA, STEPHENS JH, et al.
Asia Pac J Clin Oncol 2007;3(4): 214-8*

AIM: Concurrent chemoradiotherapy is the standard treatment for squamous cell carcinoma of anal canal. We describe our experience of treating such patients at our center. METHODS: Patients with anal squamous cell carcinoma were treated with a uniform sphincter-preserving protocol at The Queen Elizabeth Hospital, South Australia. Standard radiotherapy along with 5-FU (750 mg/m2 on days 1-5 and days 29-32) and MMC (12 mg/m2 on day 1 only) was given to eligible patients. RESULTS: Of the 34 patients included in this study, nearly 60% were women. Most (89.3%) had T1-2 disease. One-third had nodal involvement. Twenty-seven had chemoradiotherapy, six had local excision alone and one had radiotherapy alone. Among those who had chemoradiation, 71.5% had a complete response and remained colostomy free until the last follow-up. Most completed the treatment without major side effects. The three- and five-year disease-free survival rate was 62% and 53%, respectively. All patients who failed chemoradiation underwent salvage surgery with a median survival time of 32.5 months. CONCLUSION: Sphincter preservation is the goal for anal cancers. Chemoradiotherapy is an important modality to achieve this goal. (C) 2007 The Authors; Journal Compilation (C) Blackwell Publishing Asia Pty Ltd.

Induction chemotherapy with cisplatin, vinorelbine, and mitomycin-C followed by surgery for patients with pathologic N2 non-small-cell lung cancer
AKAMINE S, NAKAMURA Y, OKA T, SODA H, TANIGUCHI H, FUKUDA M, et al.
Clin Lung Cancer 2008;9(1): 44-50*

PURPOSE: The treatment strategy for patients with non-small-cell lung cancer (NSCLC) involving ipsilateral mediastinal lymph nodes is still controversial. We performed a phase II feasibility study of induction chemotherapy followed by surgery for patients with pathologic N2 NSCLC. PATIENTS & METHODS: Patients with mediastinoscopy-positive stage IIIA N2 NSCLC received two cycles of cisplatin 80 mg/m2, vinorelbine 25 mg/m2, and MMC 8 mg/m2. Patients without progressive disease underwent thoracotomy and lobectomy with lymph node dissections 2-4 weeks later. RESULTS: From January 2000 to July 2004, 24 eligible patients (15 men, nine women) were enrolled. Induction chemotherapy was completed as planned in 23 patients (95.8%). Hematological toxicity was the primary grade 3/4 toxicity. Twelve (50%) patients achieved a partial response. Twenty-three patients underwent surgical resection, and complete resection was achieved in 22 patients (95.7%). There were no surgery-related deaths. Pathologic complete response in metastatic lymph nodes was achieved in five patients. With a median follow-up of 5.4 years (range, 2.88-7.7 years), the estimated five-year survival was 51.8% (95% CI, 41.3-62.3) and progression-free survival was 46.6% (95% CI, 36-57.2). CONCLUSION: Induction chemotherapy followed by surgery for patients with pathologic N2 NSCLC was feasible and associated with high response to lymph node metastasis and good survival.

Practice parameters for anal squamous neoplasms
FLESHNER PR, CHALASANI S, CHANG GJ, LEVIEN DH, HYMAN NH, BUIE WD, et al.
Dis Colon Rectum 2008;51(1): 2-9

Invasive anal squamous-cell carcinoma in the HIV-positive patient: outcome in the era of highly active antiretroviral therapy
WEXLER A, BERSON AM, GOLDSTONE SE, WALTZMAN R, PENZER J, MAISONET OG, et al.
Dis Colon Rectum 2008;51(1): 73-81

INTRODUCTION: The incidence of invasive anal squamous-cell carcinoma in patients with HIV is increasing. We report the outcome after combined chemoradiotherapy for anal squamous-cell carcinoma in HIV-infected individuals. METHODS: 32 HIV-positive patients treated at the St Vincent's Cancer Care Center for anal squamous-cell carcinoma from 1997 through mid-2005 were reviewed retrospectively. All patients also received highly active antiretroviral therapy. Treatment consisted of radiotherapy concurrent with 5-FU and MMC in most patients. Overall survival, anal cancer-specific survival, local recurrence, and toxicity were assessed. RESULTS: Median time from completion of radiotherapy to last follow-up of surviving patients was 35 months. Five-year locoregional relapse, anal cancer-specific survival, and overall survival were 16%, 75%, and 65%, respectively. In multivariate analysis, locoregional recurrence, cancer-specific survival, and overall survival were all significantly associated with tumor size. Overall survival was independently associated with high viral load and low CD4 count. Acute toxicity included: grade 3 skin in 25% of patients, grade 3 diarrhea: 28%, and grade 3 or 4 hematologic toxicity in 21% and 48%, respectively. More than two-thirds of patients required radiotherapy interruption. There was no negative impact of chemoradiotherapy on viral load. CONCLUSIONS: Outcome after chemoradiotherapy for HIV-related anal squamous-cell carcinoma in the era of highly active antiretroviral therapy is comparable to outcome in patients without HIV. However, significant toxicity is seen with standard treatment regimens. Earlier diagnosis and risk-adapted therapy could lead to improved survival and decreased treatment-related morbidity. (C) 2007 The American Society of Colon and Rectal Surgeons.

Induction of dihydropyrimidine dehydrogenase expression by mitomycin-C in colorectal cancer. [Meeting Abstract]
YAMASHITA K, OKUMURA H, OKA Y, IKI K, MATSUMOTO H, URAKAMI A, et al.
Eur J Cancer Suppl 2007;5(4): 244

BACKGROUND: Since thymidine phosphorylase (TP) is an essential enzyme for the activation of capecitabine to 5-FU in tumors, TP upregulators should enhance the efficacy of capecitabine. Dihydropyrimidine dehydrogenase (DPD), on the other hand, is considered to be a key enzyme in the catabolism of 5-FU, and its high expression in a tumor is thought to reduce the efficacy of 5-FU against tumors. The aim of this study was to confirm whether or not MMC is a TP and/or DPD regulator. MATERIALS & METHODS: Biopsy specimens were obtained from 62 colorectal cancer patients preoperatively by colonoscopy. After a biopsy, 33 patients received neoadjuvant chemotherapy with MMC and underwent operations after 1−13 days. Using biopsy and operative specimens, TP and DPD levels in the tumors were examined. Patients were divided into three groups; an MMC(−) group (no MMC), a Short group (operation within four days after MMC) and a Long group (operation over six days after MMC). RESULTS: In the MMC(−) and Short groups, no significant differences in DPD levels before and after MMC were observed. In the Long group, on the other hand, DPD levels were elevated (P = 0.026). As for TP, MMC did not raise the levels of TP in the MMC(−) and Short groups, but it tended to do so in the Long group (P = 0.13). CONCLUSIONS: Although MMC appears to be a TP upregulator, it is also a DPD upregulator at appropriate intervals.

Laparoscopic hyperthermic intraperitoneal chemotherapy (HIPEC) for the treatment of malignant ascites secondary to unresectable peritoneal carcinomatosis from advanced gastric cancer
FACCHIANO E, SCARINGI S, KIANMANESH R, SABATE JM, CASTEL B, FLAMANT Y, et al.
Eur J Surg Oncol 2008;34(2): 154-8

AIMS: To review our experience of laparoscopic hyperthermic intraperitoneal chemotherapy (HIPEC) in the treatment of malignant ascites from advanced gastric cancer in order to discuss benefits, problems and possible indications. METHODS: From June 2000 to May 2003, laparoscopic approach was used to perform HIPEC on five patients affected by malignant ascites secondary to unresectable peritoneal carcinomatosis of gastric origin, in order to associate the benefits of a definitive palliation of ascites with a minimal invasiveness. All patients had ascites-related symptoms requiring iterative paracenteses. Intraperitoneal perfusion of MMC and cisplatin was delivered for 60-90 min with an inflow temperature of 45°C. RESULTS: Complete clinical regression of ascites and related symptoms was achieved in all the five patients treated. Intraoperative course was uneventful in all cases. Mean operative time was 181 min. No postoperative deaths, related to the procedure, occurred. Only a case of delayed gastric emptying was recorded as a minor postoperative complication. CONCLUSIONS: Laparoscopic HIPEC appears to be a safe and effective procedure to treat debilitating malignant ascites from unresectable peritoneal carcinomatosis.

Transarterial chemoembolization with irinotecan (CPT-11) and degradable starch microspheres (DSM) in patients with liver metastases from colorectal cancer. [Japanese]
TSUCHIYA M, WATANABE M, OTSUKA Y, YAMAZAKI K, TAMURA A, ISHII J, et al.
Gan To Kagaku Ryoho 2007;34(12): 2038-40*

We report 27 cases of liver metastases treated with transarterial chemoembolization (TACE) with CPT-11, DSM, and MMC (CPT-DSM therapy). In the 27 patients with liver metastases from colorectal cancer, CPT-DSM therapy was performed 47 times. All of these patients were a contra-indication of hepatectomy. We compared a tumor marker before and after the treatment, and measured a serum level of SN-38, which is an active substance of CPT-11 and resolved from CPT-11. Although the level of CPT-11 was wearing off after CPT-DSM therapy, the peak of SN-38 level delayed one hour after the infusion. The CEA and CA19-9 levels were decreased to 54.2% and to 45.1% of the level before the treatment, respectively. Nine of the partial response and stable disease patients underwent surgery. The response rate was 59%. A three-year survival rate was 20%. These results suggest that CPT-DSM therapy is one of the most effective anticancer agents. This TACE can be a feasible therapy for colorectal liver metastases as the first-line therapy.

A successful case of liver metastasis from gastric cancer treated with S-1 + induced hypertensive hepatic arterial infusion chemotherapy: a case report. [Japanese]
NISHIGORI T, IWASAKI Y, OHASHI M, NUNOBE S, IWANAGA T, IWAGAMI S, et al.
Gan To Kagaku Ryoho 2007;34(12): 2123-5*

We have experienced a successful case of liver metastasis from gastric cancer treated with S-1 plus induced hypertensive hepatic arterial infusion chemotherapy. A 50-year-old man had undergone distal gastrectomy with extended lymphadenectomy for advanced gastric cancer. Although he was given 100 mg/day of S-1 for postoperative adjuvant therapy, an abdominal CT scan showed a liver metastasis at the hepatic segment 6 after three courses of adjuvant chemotherapy. Then, intra-arterial hepatic cannulation connecting to a subcutaneously implanted port system was indwelt via left subclavial artery. MMC (10 mg) was injected throughout the induced hypertension with intravenously-administered angiotensin-II once a month. After he received three courses of this combination chemotherapy, the liver metastasis disappeared on CT scan and a complete response (CR) has been maintained.

Complete remission of a case of hepatocellular carcinoma with tumor invasion in inferior vena cava and with pulmonary metastasis successfully treated with repeated arterial infusion chemotherapy
KOGURE T, IWASAKI T, UENO Y, KANNO N, FUKUSHIMA K, YAMAGIWA Y, et al.
Hepatogastroenterology 2007;54(79): 2113-6*

We report the case of a patient having hepatocellular carcinoma with tumor invasion to the inferior vena cava and with multiple pulmonary metastases who was treated with repeated one-shot administration of epirubicin, cisplatin, and MMC by hepatic artery and bronchial artery, which led to complete remission. A 72-year-old woman was diagnosed with infiltrative hepatocellular carcinoma with Vv3, multiple intrahepatic metastases, and multiple pulmonary metastases associated with compensated liver cirrhosis. One-shot infusion of epirubicin, cisplatin, and MMC was performed through proper hepatic artery and bronchial artery for twice at eight weeks of intervals. Pulmonary metastases disappeared and intrahepatic lesions indicated marked shrinkage leaving a scar-like lesion with decreases in tumor markers. After six months and 20 months, tumor markers indicated increasing tendency but no evident recurrence was found by computed tomography or hepatic arteriography. One-shot infusion of the same regimens through proper hepatic artery was performed and tumor markers decreased to normal levels. After 14 months of the last therapy, no evidence of recurrence has been found on image analysis or in tumor markers. This arterial infusion therapy is well tolerated for patients with compensated liver cirrhosis and might be promising for the effective treatment of advanced hepatocellular carcinoma with pulmonary metastases. (C) HGE Update Medical Publishing SA.

Mitomycin-C and 5-fluorouracil containing chemotherapy with concurrent hyperfractionated accelerated radiotherapy (C-HART) of 70.6 Gy is more effective than dose escalated HART of 77.6 Gy alone: 10 year results of the German multicenter phase III randomized trial (ARO 95-06). [Meeting Abstract]
BUDACH VG, POETTGEN C, BAUMANN M, BUDACH W, GRABENBAUER G, MOSER L, et al.
Int J Radiat Oncol Biol Phys 2007;69(3): S11-S

PURPOSE/OBJECTIVE(S): Is accelerated hyperfractionated radiation therapy of 70.6 Gy with concurrent MMC/5-FU (C-HART) more effective than dose escalated HART with 77.6 Gy alone? The results of the German ARO 95-06 multicenter trial with ten participating centers are shown in terms of locoregional control (LRC), overall survival (OS), disease-free survival (DFS) and distant metastases-free survival (MFS). MATERIALS & METHODS: For C-HART the fractionation schedule was 2.0 Gy q.d. to 30 Gy followed by 1.4 Gy b.i.d. to a total dose of 70.6 Gy with concurrent MMC (10 mg/m2 days 5 and 35) and 5-FU (600 mg/m2 c.i. days 1–5). For HART the fractionation schedule was 2.0 Gy to 14 Gy followed by 1.4 Gy b.i.d. to an escalated total dose of 77.6 Gy. The overall treatment time of six weeks was kept constant in both treatment arms. Macroscopic tumor received 70.6 Gy (C-HART) or 77.6 Gy (HART), the lymphatic drainage with high or low risk of metastatic spread 60 Gy or 50 Gy, respectively. RESULTS: The median follow-up period was 120 months. 11/373 patients had to be excluded from the 'intent to treat' analysis due to ineligibility criteria. The mean age of the patients was 54.5 years; 84% of all patients were males, 14% females. 59.5% (n = 222) of all patients suffered from oropharyngeal, 32.3% (n = 120) from hypopharyngeal and 8.2% from oral cavity (n = 31) cancer. 93.8% of all cases (n = 350) had stage IV and 6.2% (n = 23) stage III cancer according to the UICC-1987 classification at diagnosis. All patients had squamous cell or undifferentiated histologies. The data were processed according the 'intent to treat' principle. The actuarial LRC-rates for C-HART vs. HART, respectively, were 49.6% vs. 36.7% at ten years (HR 0.62; 95% CI, 0.47-0.83; Plog-rank = 0.001) and OS-rates were 28.3% vs. 22.6% (HR 0.76; 95% CI, 0.60-0.97; Plog-rank = 0.027). The median LRC-period was 57 months vs. 15 months and 23 months vs. 16 months for OS, respectively. The actuarial DFS-rates (C-HART vs. HART), respectively, were 42.3% vs. 34.5% at ten years (HR 0.74; 95% CI, 0.56-0.99; Plog-rank = 0.036) and MFS-rates were 53.4% vs. 55.5% (HR 0.95; 95% CI, 0.67-1.34, Plog-rank = 0.425). The median DFS-period was 33 months vs. 22 months and not yet reached for the MFS-rates. Twelve documented parameters for late normal tissue reactions showed no significant difference between both treatment arms, in particular also not for L'hermitte's syndrome, plexopathia and osteoradionecrosis of the mandible. CONCLUSIONS: C-HART is more effective than HART with a mean follow-up of ten years in terms of LRC, DFS and OS despite a 10% lower total radiation dose. Since late normal tissue reactions were equivalent for both treatment arms this clearly indicates an improved therapeutic ratio. Distant MFS was equal for both treatment arms thus showing MMC and 5-FU not being effective in preventing overt metastatic disease. A subsequent multicenter trial (ARO 05-01) was launched in 2005 and meanwhile recruited >250 patients. The aim is a reduction of the distant metastases rates and thereby an improvement of OS. Likewise, C-HART is combined with once weekly DDP (30 mg/m2 × 6) vs. the classical C-HART arm. 

Involved-field, low-dose chemoradiotherapy for early-stage anal carcinoma
HATFIELD P, COOPER R, SEBAG-MONTEFIORE D

Int J Radiat Oncol Biol Phys 2008;70(2): 419-24

PURPOSE: To report the results of patients with early-stage anal cancer treated using a low-dose, reduced-volume, involved-field chemoradiotherapy protocol. METHODS & MATERIALS: Between June 2000 and June 2006, 21 patients were treated with external beam radiotherapy (30 Gy in 15 fractions within three weeks) and concurrent chemotherapy (bolus MMC 12 mg/m2 on day 1 to a maximum of 20 mg followed by infusion 5-FU 1000 mg/m2/24 h on days 1-4). Of the 21 patients, 18 underwent small-volume, involved-field radiotherapy and three were treated with anteroposterior-posteroanterior parallel-opposed pelvic fields. Of the 21 patients, 17 had had lesions that were excised with close (<1 mm) or involved margins, one had had microinvasive disease on biopsy, and three had had macroscopic tumor <2 cm in diameter (T1). All were considered to have Stage N0 disease radiologically. RESULTS: After a median follow-up of 42 months, only one patient (4.7%) had experienced local recurrence and has remained disease free after local excision. No distant recurrences or deaths occurred. Only one patient could not complete treatment (because of grade 3 gastrointestinal toxicity). Grade 3-4 hematologic toxicity occurred in only two patients (9.5%). No significant late toxicity was identified. CONCLUSION: The results of our study have shown that for patients with anal carcinoma who have residual microscopic or very-small-volume disease, a policy of low-dose, reduced-volume, involved-field chemoradiotherapy produces excellent local control and disease-free survival, with low rates of acute and late toxicity. (C) 2008 Elsevier Inc. All rights reserved.

Protective effects of American ginseng (Panax quinquefolium) against mitomycin-C induced micronuclei in mice
PAWAR AA, TRIPATHI DN, RAMARAO P, JENA G

Phytother Res 2007;21(12): 1221-7

MMC is a highly active anticancer drug commonly used alone and in combination with other chemotherapeutic agents for the treatment of different cancers. Its bioactivated form critically damages the DNA present in both rapidly dividing cancerous cells as well as in normal cells. Genotoxicity in the normal cells makes this drug highly toxic, thereby decreasing its therapeutic index for clinical use. The study investigated the chemoprotective potential of American ginseng root extract against MMC by using the micronuclei test in a mouse test system. Pre-treatment with ginseng at doses 50 mg/kg and 100 mg/kg, p.o. for three and seven days significantly decreased the frequency of micronucleated polychromatic erythrocytes (PCEs). Similar protective effects were also observed during co-treatment with ginseng at similar doses for three and seven days. The present results indicate that American ginseng extract is capable of suppressing the chromosomal aberration induced by MMC in mice. Thus, American ginseng may be a potent chemoprotective agent against the toxicity of the anticancer drug, MMC. (C) 2007 John Wiley & Sons, Ltd.

Cost-effectiveness of pemetrexed plus cisplatin: malignant pleural mesothelioma treatment in UK clinical practice
CORDONY A, LE REUN C, SMALA A, SYMANOWSKI JT, WATKINS J

Value Health 2008;11(1): 4-12*

OBJECTIVES: Findings from the largest randomized phase III trial in patients with unresectable malignant pleural mesothelioma (EMPHACIS study; n = 448) were used to examine the cost-effectiveness of pemetrexed plus cisplatin therapy versus cisplatin monotherapy in patients with the disease. The cost-effectiveness of pemetrexed/cisplatin versus alternative treatments was also examined. METHODS: Two cost-effectiveness analyses were designed to model best survival outcome over time for a number of patient cohorts. First, trial-based patient-level data were utilized and resource use was costed for the study arm and comparator. A second cost-effectiveness analysis then compared the mean costs and outcomes associated with pemetrexed/cisplatin with the most commonly used (unlicensed) regimens in the UK – MMC, vinblastine, and cisplatin (MVP); vinorelbine; and active symptom control – using trial-based data and data extrapolated from a review of the literature. RESULTS: The total pemetrexed/cisplatin cost per patient varied between £8779 and £9020 for all cohorts studied in model 1. Average life-years gained per patient were between 0.20 and 0.28. Quality-adjusted life-years, based on mean and median survival, ranged from 0.13 to 0.31. Incremental cost per life-year gained and quality-adjusted life-year ratios, using both mean and median survival, ranged from £20 475 to £68 598. The second cost-effectiveness analysis resulted in ratios ranging from £14 595 to £32 066. CONCLUSIONS: Pemetrexed/cisplatin demonstrated acceptable cost-effectiveness when compared with cisplatin monotherapy and alternative treatments commonly used in UK clinical practice. (C) 2007, International Society for Pharmacoeconomics and Outcomes Research (ISPOR).

Foreign body granuloma of activated charcoal##
KIM YK, PARK HS

Abdom Imaging 2008;33(1): 94-7*

We present foreign body granulomas induced by activated charcoal from intraperitoneal chemotherapy and mimicking peritoneal metastases in patients with gastric cancer. On CT, they manifested as a peritoneal mass or thickening with variable shapes, including oval, round, bizarre, linear and even a molded shape due to where they were lodged, such as the pelvis and paracolic gutter. All the lesions showed high attenuation relative to muscle on the precontrast CT and showed positive findings on PET/CT.

Functional MRI evaluation of tumor response in patients with neuroendocrine hepatic metastasis treated with transcatheter arterial chemoembolization##
LIAPI E, GESCHWIND JF, VOSSEN JA, BUIJS M, GEORGIADES CS, BLUEMKE DA, et al.
AJR Am J Roentgenol 2008;190(1): 67-73*

OBJECTIVE: The purpose of this study was to evaluate contrast-enhanced and diffusion-weighted MRI changes in neuroendocrine tumors treated with transcatheter arterial chemoembolization (TACE). MATERIALS & METHODS: 66 targeted lesions in 26 patients (18 men, eight women; mean age, 57 years) with hepatic metastasis of neuroendocrine tumors treated with TACE were retrospectively analyzed. MRI studies were performed before and after TACE. Imaging features included tumor size, percentage of enhancement in the arterial and portal venous phases, and diffusion-weighted imaging apparent diffusion coefficients (ADCs) of the tumor, liver, and spleen. Tumor response to treatment was recorded according to WHO criteria and Response Evaluation Criteria in Solid Tumors. Liver function tests were performed, and clinical performance was assessed before and after treatment. Statistical analysis included paired student's t tests and Kaplan-Meier survival curves. RESULTS: Mean tumor size and percentage enhancement in the arterial and portal venous phases decreased significantly after treatment (P <0.0001). The tumor ADC increased from 1.51 x 10-3 mm2/s before treatment to 1.79 x 10-3 mm2/s after treatment (P <0.0001), but the ADCs for the liver and spleen remained unchanged. Despite the change in tumor size, no patient in this cohort achieved complete response according to WHO criteria and Response Evaluation Criteria in Solid Tumors. Partial response was achieved in only 27% and 23% of the patients according to the respective criteria. Results of liver function tests and performance status also remained unchanged. The mean survival period for all patients was 78 months. CONCLUSION: Contrast-enhanced and diffusion-weighted imaging showed significant changes after TACE of neuroendocrine tumors and can be used to assess response of targeted tumors. (C) American Roentgen Ray Society.

Hepatic arterial chemoembolization for management of metastatic melanoma##
SHARMA KV, GOULD JE, HARBOUR JW, LINETTE GP, PILGRAM TK, DAYANI PN, et al.
AJR Am J Roentgenol 2008;190(1): 99-104*

OBJECTIVE: Hepatic arterial chemoembolization is an accepted therapy for stage 4 melanoma with liver-dominant metastasis. However, the reports of outcomes are limited. We present our outcomes with hepatic arterial chemoembolization for metastasis of stage 4 melanoma. MATERIALS & METHODS: 20 patients with liver-dominant metastasis of ocular or cutaneous melanoma were treated with hepatic arterial chemoembolization. Overall survival and progression-free survival rates were calculated from the first treatment. Patients with intrahepatic tumor progression were treated with additional hepatic arterial chemoembolization. Both overall survival and progression-free survival were analyzed with the Kaplan-Meier method. Tumor pattern on angiography was characterized as either nodular or infiltrative on the basis of angiographic appearance. RESULTS: The 20 patients underwent 46 hepatic arterial chemoembolization sessions (mean, 2.4 sessions; range, 1-5). The mean and median overall survival times were 334 +/-71 and 271 days, respectively. There were no deaths within 30 days of treatment. Thirteen of the 20 patients had progression of disease. The mean and median progression-free survival times for these patients were 231 +/-42 and 185 days, respectively. Patients with lesions that had a nodular angiographic appearance had longer progression-free survival than patients with lesions that had an infiltrative appearance (mean progression-free survival time, 249 vs. 63 days). Patients with lesions that had a nodular angiographic appearance also survived significantly longer than those with lesions that had an infiltrative angiographic pattern (mean overall survival time, 621 vs. 114 days; P = 0.0002). CONCLUSION: Hepatic arterial chemoembolization for liver-dominant metastasis of stage 4 melanoma is a safe treatment that results in longer survival than has occurred among historical controls. Patients with lesions that have a nodular tumor appearance on angiography survive significantly longer than patients with lesions that have an infiltrative appearance on angiography. (C) American Roentgen Ray Society.

Survival and health outcomes after cytoreductive surgery with intraperitoneal hyperthermic chemotherapy for disseminated peritoneal cancer of appendiceal origin##
MCQUELLON RP, RUSSELL GB, SHEN P, STEWART JH, SAUNDERS W, LEVINE EA

Ann Surg Oncol 2008;15(1): 125-33*

BACKGROUND: Cytoreductive surgery with intraperitoneal hyperthermic chemotherapy for peritoneal carcinomatosis of appendiceal origin can alleviate symptoms and prolong survival. This aggressive therapy may impair patient quality of life (QoL). The purpose of this study was to monitor health outcomes before and after treatment. METHODS: Patients underwent cytoreductive surgery and intraperitoneal hyperthermic chemotherapy for peritoneal cancer. Patients completed questionnaires consisting of demographic information and the Functional Assessment of Cancer Therapy, the SF-36 Medical Outcomes Study survey, the Center for Epidemiologic Studies-Depression Scale, and the ECOG Performance Status Rating before (T1) and after surgery at three (T2), six (T3), 12 (T4), and 24 (T5) months. Time trends were assessed with the mixed model (SAS PROC MIXED) to allow use of all the observed data as well as to account for missing data. RESULTS: 58 patients (50% female) with a mean age of 52.4 years (SD 12.6; range, 28-80) were assessed before surgery. Overall survival at one year was 78.7%. Emotional well-being improved over the study period, while physical well-being and physical functioning declined at T2 and then improved to near baseline levels at T3 and T4. Percentage of patients with depressive symptoms was as follows: T1 = 24%, T2 = 30%, T3 = 24%, and T4 = 33%. QoL scores improved over time. CONCLUSIONS: Although complications can affect short-term recovery, survival in appendix cancer patients with peritoneal cancer is good and for some can be achieved without major decrements in QoL at one year. Depressive symptoms and some physical limitations remain in surviving patients.

Management of malignant pleural mesothelioma. [Review]##
NOWAK AK, BYDDER S

Asia Pac J Clin Oncol 2007;3(4): 177-86*

Malignant mesothelioma is a highly fatal malignancy that may become more prevalent in the Asia-Pacific region over the next decades. We review clinical aspects of this disease, including presentation, diagnosis, staging and management. A small proportion of patients will be suitable for aggressive trimodality therapy (extra-pleural pneumonectomy, chemotherapy and radiotherapy) with the aim of cure or achieving prolonged palliation. However, most patients will present with advanced disease and so are only suitable for palliation. We review palliative therapy with an emphasis on the practical aspects of chemotherapy as well as palliative procedures such as pleurodesis. The future direction of clinical research in mesothelioma is discussed. (C) 2007 The Authors; Journal Compilation (C) Blackwell Publishing Asia Pty Ltd.

Immediate versus delayed chemotherapy in patients with asymptomatic incurable metastatic cancer. [Review]##
CARDEN CP, ROSENTHAL MA

Asia Pac J Clin Oncol 2007;3(4): 187-98*

AIM: To examine the evidence of benefit in initiating immediate chemotherapy in patients with newly diagnosed asymptomatic metastatic incurable cancer, compared with delaying chemotherapy until symptomatic progression. METHODS: Through an extensive review of published reports, we examined the biological, clinical, psychological and ethical background of the issue and reported on the available clinical trial evidence in a variety of tumor types. RESULTS: Only a limited number of clinical trials have directly examined the role of immediate versus delayed chemotherapy in patients with incurable asymptomatic metastatic cancer. Small studies in mesothelioma, colorectal cancer, breast cancer, myeloma, and low-grade lymphoma suggest no survival benefit for the immediate initiation of chemotherapy. However, there was no evidence in other tumor types. CONCLUSION: The appropriate timing of chemotherapy initiation in an asymptomatic patient with metastatic cancer remains a substantial question in oncology. Many factors are likely to impact on the decision. However, little if any evidence demonstrates a clear advantage in the immediate initiation of chemotherapy in this setting. (C) 2007 The Authors; Journal Compilation (C) Blackwell Publishing Asia Pty Ltd.

Multimodal treatment of gastric cancer. [Review]##
MOEHLER M, GALLE PR, GOCKEL I, JUNGINGER T, SCHMIDBERGER H

Best Pract Res Clin Gastroenterol 2007;21(6): 965-81

Although radical surgical R0 resections are the basis of cure for gastric cancer, surgery alone only provides long-term survival in 20-30% of patients with advanced-stage disease. Thus, in Western and European countries, advanced gastric cancer has a high risk of recurrence and metachronous metastases. Very recently, multimodal strategies combining different neoadjuvant and/or adjuvant protocols have improved the prognosis of gastric cancer when combined with surgery with curative intent. As used in palliative regimens, the combination of cisplatin with intravenous or oral fluoropyrimidines has been the integral component of such (neo)adjuvant strategies. However, the cytotoxic agents docetaxel, oxaliplatin and irinotecan and new targeted biologicals such as cetuximab, bevacizumab or panitumumab are currently under investigation, with or without irradiation, in multimodal treatment regimens. These studies may further increase R0 resection rates, and prolong disease-free and overall survival times in the treatment of advanced gastric cancer. This article reviews the most relevant literature on multimodal treatment of gastric cancer, and discusses future strategies to improve locoregional failures. (C) 2007 Elsevier Ltd. All rights reserved.

Expanding role of the medical oncologist in the management of head and neck cancer. [Review]##
CHOONG N, VOKES E

CA Cancer J Clin 2008;58(1): 32-53

The multidisciplinary approach to treating squamous cell carcinoma of the head and neck is complex and evolving. This article aims to review some recent developments in squamous cell carcinoma of the head and neck, in particular the expanding role of chemotherapy in its management. Surgery and radiotherapy have remained the mainstay of therapy. Chemotherapy is increasingly being incorporated into the treatment of squamous cell carcinoma of the head and neck. Previously, radiotherapy following surgery was the standard approach to the treatment of locoregionally advanced resectable disease. Data from randomized trials have confirmed the benefits of concurrent chemoradiotherapy in the adjuvant setting. Chemoradiotherapy is also the recommended approach for unresectable disease. Induction chemotherapy has been useful in resectable disease where organ preservation is desirable, but this approach was inferior for the goal of larynx preservation, while leading to similar survival when compared with concomitant chemoradiotherapy. There is recent evidence that taxanes added to induction chemotherapy with cisplatin and fluorouracil result in improved survival outcomes. Novel targeted agents, such as epidermal growth factor receptor antagonists, are showing promise in the treatment of patients with both locoregionally advanced and recurrent/metastatic squamous cell carcinoma of the head and neck. (C) 2008 American Cancer Society, Inc.

Comparison of seven staging systems for patients with hepatocellular carcinoma undergoing transarterial chemoembolization##
YUN KC, JIN WC, JAE KK, YONG SA, MI YK, YOON OP, et al.
Cancer 2008;112(2): 352-61

BACKGROUND: Many liver staging systems have been proposed for patients with hepatocellular carcinoma after locoregional therapy; however, controversies persist regarding which system is the best. In this study, the authors compared the performance of seven staging systems in a cohort of patients with hepatocellular carcinoma who underwent transarterial chemoembolization. METHODS: In total, 131 patients with hepatocellular carcinoma who underwent transarterial chemoembolization between August 1998 and February 2005 were included in the study. Demographic, laboratory, and tumor characteristics were determined at diagnosis and before therapy. At the time of censorship, 109 patients had died (83.2%). Predictors of survival were identified by using the Cox proportional hazards model. The likelihood-ratio χ-square statistic and the Akaike Information Criterion were calculated for seven prognostic systems to evaluate their discriminatory ability. Comparisons of the survival rate between each stage were performed to evaluate the monotonicity of the gradients using Kaplan-Meier estimation and the log-rank test. RESULTS: The five-year survival rate for the entire cohort was 13.6%. The independent predictors of survival were serum albumin level (≤3.4 g/dl), the presence of ascites, serum α-fetoprotein level (>60 ng/ml), and portal or hepatic vein tumor thrombosis (P = 0.001, P = 0.001, P = 0.004, and P = 0.000, respectively). The Cancer of the Liver Italian Program classification system was superior to the other six prognostic systems regarding discriminatory ability and the monotonicity of the gradients. CONCLUSIONS. In this comparison of many staging systems, the Cancer of Liver Italian Program system provided the best prognostic stratification for a cohort the patients with hepatocellular carcinoma who underwent transarterial chemoembolization. (C) 2007 American Cancer Society.

Novel cytotoxic drugs: old challenges, new solutions. [Review]##
ISMAEL GF, ROSA DD, MANO MS, AWADA A

Cancer Treat Rev 2008;34(1): 81-91

The discovery of cytotoxic agents was revolutionary for anticancer therapy in the last century, improving survival rates and the quality of life of patients with different types of tumours. However, the development of agents that combine efficacy, safety and convenience remains a great challenge, due to the narrow therapeutic index of some drugs, the fact that they may damage not only cancer cells, but also normal and healthy tissue and the occurrence of resistance, limiting anticancer efficacy. Novel cytotoxic agents have brought certain advantages over the conventional ones, such as shorter administration time, mechanisms to overcome drug resistance and lower incidence of adverse events. In this review we highlight the development of promising novel cytotoxic drugs that will hopefully offer not only gains in efficacy, but also in safety, tolerability and convenience in the treatment of patients with cancer. (C) 2007 Elsevier Ltd. All rights reserved.

Cytoreductive surgery and hyperthermic intraperitoneal chemotherapy in patients with colorectal cancer. [German] [Review]##
GLOCKZIN G, SCHLITT HJ, PISO P

Chirurgische Gastroenterologie Interdisziplinar 2007;23(4): 347-52*

More than 10% of the patients with colorectal cancer present with peritoneal carcinomatosis at initial surgery. The treatment of choice for these patients is systemic chemotherapy. With the introduction of cytoreductive surgery followed by (hyperthermic) intraperitoneal chemotherapy, there is a novel therapeutic option for patients with isolated peritoneal carcinomatosis. Numerous studies showed an improvement of survival rates in comparison to treatment with systemic chemotherapy only. In specialized centers, morbidity and mortality rates seem to be acceptable. Preoperative patient selection and accurate diagnostics play a pivotal role for postoperative patient outcome. The clinical performance status and co-morbidities of the patients have to be taken into account before surgery is performed. Under these conditions cytoreductive surgery in combination with intraperitoneal chemotherapy seems to be an efficient and promising treatment strategy for patients with peritoneal carcinomatosis. However, its value in the treatment of colorectal cancer patients has to be evaluated in future, prospective, randomized studies. (C) 2007 S Karger GmbH.

Multivisceral resection as part of a multimodal treatment concept in locally progressed or peritoneally metastasized gastric cancer. [German] [Review]##
GRETSCHEL S, SCHLAG PM

Chirurgische Gastroenterologie Interdisziplinar 2007;23(4): 353-9*

In the last years there has been a change in the treatment of locally advanced or metastasized gastric cancer. Remarkable tumor remission was achieved with new chemotherapy strategies, in part also including radiotherapy. These new results should lead to reconsideration of surgical resection as a salvage strategy in advanced gastric cancer. Multivisceral resection after neoadjuvant chemotherapy of a locally advanced cancer, not clearly R0 resectable, is intended to be curative because of the chance of tumor-free margins. A new interesting approach is the combination of surgical reduction of tumor burden with peritonectomy and hyperthermic intraperitoneal chemoperfusion in cases of localized peritoneal carcinomatosis (P1 and P2), which may increase disease-free and possible overall survival times. The evaluation of this new multimodal treatment concept requires carefully designed randomized clinical trials. Since there is no suitable non-surgical treatment alternative at this stage of disease with a very poor prognosis, extended cytoreductive surgical procedures combined with intraperitoneal/intravenous chemotherapy is a valuable new frontier in surgical oncology. (C) 2007 S Karger GmbH.

Cholangiocarcinoma. [Review]##
BLECHACZ BR, GORES GJ

Clin Liver Dis 2008;12(1): 131-50*

Cholangiocarcinoma is a primary hepatic malignancy originating from bile duct epithelium. It is the second most common primary hepatic neoplasia, and its incidence has increased within the last three decades. Although several risk factors have been identified, especially chronic biliary tract inflammation, most patients with cholangiocarcinoma have no identifiable risk factors. Recent developments in radiologic and molecular diagnostic methods have helped in the diagnosis of this disease. The only curative therapy is surgical resection or liver transplantation. For patients with advanced stage disease, survival remains limited. With growing understanding of the molecular and cellular etiology of this disease, new targeted therapies are being developed. (C) 2008 Elsevier Inc. All rights reserved.

Neoadjuvant treatment for pancreatic cancer: a review##
TSE RV, DAWSON LA, WEI A, MOORE M

Crit Rev Oncol Hematol 2008;65(3): 263-74

Pancreatic cancer is associated with a poor prognosis. While surgical resection is the only treatment that holds the potential of cure, a minority of patients are surgical candidates. Despite surgery, the overall survival rates remain low. Neoadjuvant treatment has been investigated both in the setting of resectable disease at diagnosis, or in an attempt to downstage locally advanced disease for resection. Single institution studies of neoadjuvant chemoradiation have demonstrated favourable outcomes, compared to similar series of patients treated with surgery with or without adjuvant therapy. For unresectable disease, partial or complete responses have been observed which have allowed some patients to subsequently undergo resection. The reports of neoadjuvant therapy for pancreatic cancer are heterogeneous with regard to patient population, treatment methods and modalities, making comparisons of different regimens inherently flawed. To date, no randomized controlled trials of neoadjuvant therapy have been conducted; however, given the positive outcomes of single institutional series of neoadjuvant therapy this approach is worthy of further study. (C) 2007.

Clinical outcomes of patients with liver cirrhosis who underwent curative surgery for gastric cancer: a retrospective multi-center study##
JANG HJ, KIM JH, SONG HH, WOO KH, KIM M, KAE SH, et al.
Dig Dis Sci 2008;53(2): 399-404*

We investigated early postoperative morbidity, mortality, and long-term outcomes in patients with liver cirrhosis (LC) who had undergone curative surgery for gastric cancer. The medical records of patients with LC who had undergone radical gastrectomy for gastric adenocarcinoma between January 1996 and September 2006 were retrospectively reviewed. A total of 57 patients were enrolled in this study. Forty-six patients (81%) were classified into Child's class A. In 22 patients (39%) postoperative complications developed, the most common being ascites (23%), followed by wound infection and hepatic encephalopathy. Postoperative ascites occurred more frequently in patients with Child's class B or C than in those with class A (63.6% vs. 13%; P = 0.001). Massive ascites developed in four patients, three of whom had Child's class B and underwent D2 lymph node (LN) dissection, and one of whom had Child's class C and a D1 LN dissection. Postoperative mortality occurred in five patients (9%), with a significantly higher mortality rate for patients with Child's class B or C than for those with class A (27.2% vs. 4.3%, P = 0.045). With a median follow-up of 32 months, the estimated five-year survival rate for all patients was 54%. Regardless of the tumor depth, overall survival was longer for patients with Child's class A than for those with Child's class B or C. These results demonstrated that radical gastrectomy with extended LN dissection is feasible in patients with compensated LC. For patients with moderate to severe hepatic dysfunction, however, D1 or less extensive LN dissection may be the more reasonable surgical procedure. (C) 2007 Springer Science+Business Media, LLC.

Expert opinion on management of gastric and gastro-oesophageal junction adenocarcinoma on behalf of the European Organisation for Research and Treatment of Cancer (EORTC)-Gastrointestinal Cancer Group##
VAN CUTSEM E, VAN DE VELDE C, ROTH A, LORDICK F, KOHNE CH, CASCINU S, et al.
Eur J Cancer 2008;44(2): 182-94

A multidisciplinary approach is mandatory for patients with gastric cancer. Patients should be managed by an experienced team of physicians. The outcome of patients is related to the experience of the multidisciplinary team. Surgery is the cornerstone of the management of patients with resectable gastric cancer. The standard recommendations for resectable gastric adenocarcinoma are free-margin surgery with at least D1 resection combined with removal of a minimum of 15 lymph nodes. It has been shown that the outcome of patients with resectable gastric cancer can be improved by a strategy of perioperative (pre- and postoperative) chemotherapy or by postoperative chemoradiotherapy. The evidence comes from large randomised phase 3 studies. In the treatment of unresectable, locally advanced or metastatic gastric or gastro-oesophageal junction adenocarcinoma, no chemotherapy combination was accepted as the gold standard. Cisplatin/5-FU (CF) and ECF (epirubicin plus CF) regimens have been investigated widely in clinical studies and were until recently presented as the reference regimens. Despite a relative chemosensitivity of gastric cancer, a low rate of complete response was obtained, the response duration was short and patients' outcomes remained poor. Recently, new options have been introduced in the management of advanced gastric cancer. It has been shown that capecitabine is at least as good as 5-FU and that oxaliplatin at least as good as cisplatin in these combinations. It has also been demonstrated that the addition of docetaxel to CF resulted in statistically significant improved efficacy endpoints (including patients' quality of life), but also in an increased toxicity. The DCF regimen (docetaxel, cisplatin and 5-FU) has become, therefore, a new active option in advanced gastric cancer in selected patients in good condition. Further randomised trials are therefore to be designed to further improve chemotherapy by modifying and optimising the chemotherapy regimens, and investigating novel treatment combinations. The addition of biological agents to the optimal chemotherapy regimen may achieve further improvements in efficacy. (C) 2007 Elsevier Ltd. All rights reserved.

Causes and mechanisms of acid-base and electrolyte abnormalities in cancer patients. [Review]##
MILTIADOUS G, CHRISTIDIS D, KALOGIROU M, ELISAF M

Eur J Intern Med 2008;19(1): 1-7

Patients with cancer frequently exhibit acid-base and electrolyte disturbances that complicate their management and prolong their hospitalization. The mechanisms encountered for these abnormalities are multifactorial in origin. Both the underlying disease and the therapeutic interventions can contribute to the development of these disturbances. An understanding of the mechanisms involved in their pathogenesis is of paramount importance for their prevention and treatment in cancer patients. This article briefly reviews the causes and the pathophysiology of acid-base and electrolyte abnormalities observed in cancer patients. (C) 2007 European Federation of Internal Medicine.

Electrochemotherapy in treatment of tumours. [Review]##
SERSA G, MIKLAVCIC D, CEMAZAR M, RUDOLF Z, PUCIHAR G, SNOJ M

Eur J Surg Oncol 2008;34(2): 232-40

AIM: Electrochemotherapy is a local drug delivery approach aimed at treatment with palliative intent of cutaneous and subcutaneous tumour nodules of different histologies. Electrochemotherapy, via cell membrane permeabilising electric pulses, potentiates the cytotoxicity of non-permeant or poorly permeant anticancer drugs with high intrinsic cytotoxicity, such as bleomycin or cisplatin, at the site of electric pulse application. METHODS: An overview of preclinical and clinical studies is presented, and the treatment procedure is further critically evaluated. RESULTS: In clinical studies electrochemotherapy has proved to be a highly efficient and safe approach for treating cutaneous and subcutaneous tumour nodules. The treatment response for various tumours (predominantly melanoma) was approximately 75% complete and 10% partial response of the treated nodules. CONCLUSIONS: Electrochemotherapy is a new, clinically acknowledged method for the treatment of cutaneous and subcutaneous tumours. Its advantages are high effectiveness on tumours with different histologies, simple application, minimal side effects and the possibility of effective repetitive treatment. (C) 2007 Elsevier Ltd. All rights reserved.

Role of platinum agents in the management of advanced pancreatic cancer. [Review]##
SAIF MW, KIM R

Expert Opin Pharmacother 2007;8(16): 2719-27*

Pancreatic cancer, one of the most common gastrointestinal tumors, has a five-year survival rate of <5%. Since 1997, when gemcitabine showed superior clinical benefit to single-agent 5-FU, it has remained the only standard chemotherapy approved by the US FDA for the treatment of advanced pancreatic cancer. Numerous new agents, both cytotoxic and targeted, have been tested against and in combination with this standard. Many combination therapy regimens showed encouraging results in phase II settings, which led to >12 randomized phase III trials in the last decade. Some trials showed improved response rates or progression-free survival, but there was no clear improvement in survival. Among these combinations, the combination of gemcitabine plus platinum agents showed improved progression-free survival or time-to-tumor progression, but failed to demonstrate a survival advantage over gemcitabine. This combination has regained attention after a recent pooled analysis and a meta-analysis suggested a survival benefit of gemcitabine-platinum doublets when compared with single agent gemcitabine. There are preclinical data showing synergism between gemcitabine and platinum agents. Hence, this review covers the role of platinum doublets in the treatment of metastatic pancreatic cancer. (C) 2007 Informa UK Ltd.

Capecitabine in advanced gastric cancer##
OKINES A, CHAU I, CUNNINGHAM D

Expert Opin Pharmacother 2007;8(16): 2851-61*

Since the routine introduction of chemotherapy for advanced gastric cancer in the early 1990s, median survival for gastric cancer has improved from three months, with best supportive care alone, to >11 months in recently reported phase III trials of triplet chemotherapy. Capecitabine is an orally-active fluoropyrimidine, which is selectively metabolised to fluorouracil in tumour cells. The combinations of platinum compounds and capecitabine have been evaluated in two recent, large, phase III trials demonstrating non-inferiority in efficacy compared with platinum plus continuous infusion fluorouracil. In view of the convenience and flexibility of patients in adjusting dosage when encountering toxicities, capecitabine is replacing continuous infusion fluorouracil as the backbone of combination chemotherapy in advanced gastric cancer patients. Future trials evaluating biologicals are now incorporating capecitabine combinations as control arms in both advanced disease and peri-operative settings in gastric cancer. (C) 2007 Informa UK Ltd.

Anasarca, a complication of chemotherapy with gemcitabine in two patients with pancreatic cancer. [French]##
DAHAN L, RESSIOT E, COURNEDE A, RIES P, DULUC M, LAQUIERE A, et al.
Gastroenterol Clin Biol 2007;31(12): 1143-5*

Pancreatic adenocarcinoma is the fifth most common cause of cancer-related mortality in the world. The nucleoside analogue gemcitabine is the established standard therapy for advanced disease. Rare cases of gemcitabine-associated systemic capillary leak syndrome have been reported. Here, we present two cases of capillary-leak syndrome in patients with pancreatic cancer treated with gemcitabine. (C) 2007. Elsevier Masson SAS.

Chemoresponse to docetaxel correlates with expression of the survivin splicing variants in patients with gastric cancer##
MENG H, TANIGAWA N, HAO CY, DAI DJ, LU CD, JI JF

Hepatogastroenterology 2007;54(79): 1934-40*

BACKGROUND/AIMS: Survivin, a potential predictive marker to chemotherapeutic drugs, reduces the susceptibility of tumor cells to proapoptotic stimuli, thereby promoting tumor cell survival during tumor treatment with anticancer agents. In the present study, we examined the correlation between drug response and expression of survivin in gastric cancer. METHODOLOGY: Drug response was performed by histoculture drug-response assay (HDRA) in 42 patients with advanced gastric cancer. Survivin variants were studied by real-time RT-PCR at mRNA levels. RESULTS: In our data, 21 (50%) were sensitive to at least one of drugs tested in the HDRA and 80% (16/20) were positively confirmed clinically, with 100% sensitivity and 83.3% specificity. The diagnostic efficacy of the HDRA was calculated as the area under the receiver operating characteristic (AUC-ROC) curve and showed a value of 0.917. More importantly, significant statistical differences (P = 0.012) in chemoresponse to docetaxel were revealed depending on the mRNA level of wild-type survivin. CONCLUSIONS: These clinical data demonstrated, for the first time, that wild-type survivin is useful for evaluating the docetaxel-response in patients with gastric cancer. Moreover, the HDRA is an excellent clinical useful drug-response assay for patients to individualize their chemotherapy. (C) HGE Update Medical Publishing SA.

Clinical efficacy of intra-arterial pharmacokinetic chemotherapy with 5-fluorouracil, CDDP, gemcitabine, and angiotensin-II in patients with advanced pancreatic cancer##
ISHIKAWA T, KAMIMURA H, TSUCHIYA A, TOGASHI T, WATANABE K, SEKI KI, et al.
Hepatogastroenterology 2007;54(80): 2378-82*

BACKGROUND/AIMS: To deliver anticancer drugs more selectively into cancer tissues and to improve survival time, we have developed a new method of intra-arterial chemotherapy for unresectable pancreatic cancer. METHODOLOGY: From April 2002 to June 2006, 20 patients with pancreatic cancer with liver metastases were given intra-arterial infusions consisting of gemcitabine, 5-FU, and cisplatin mixed with angiotensin-II with the intent of increasing the blood flow into the tumor tissue but decreasing that to the non-tumor tissues. Simultaneously, tegafur/uracil was administered. A tumor marker and computed tomography (CT) findings were used to evaluate the efficacy of this chemotherapy. RESULTS: The median survival was 365 days, and six-month and one-year survival rates were 80.0% and 44.7%, respectively. In 12 of 20 cases, the tumor marker level was decreased after this chemotherapy. In ten of 20 cases, CT showed a decrease in the tumor size. In six patients, back pain was the chief complaint and was reduced to a self-controlled level in 20 patients. No major complications were encountered. CONCLUSIONS: Compared with the previously reported data in traditional chemotherapies, our method of intra-arterial chemotherapy appears to be quite useful not only for prolonging patient survival but also for improving the quality of life. Intra-arterial regional chemotherapy including changes in distribution of blood flow induced by angiotensin-II appears to be an effective palliative treatment for advanced pancreatic cancer.

Capecitabine vs. continuous infusion 5-FU in neoadjuvant treatment of rectal cancer. A retrospective review##
SAIF MW, HASHMI S, ZELTERMAN D, ALMHANNA K, KIM R

Int J Colorectal Dis 2008;23(2): 139-45

BACKGROUND: Standard therapy for locally advanced rectal cancer (LARC) is concurrent neoadjuvant chemo-radiation using infusional 5-FU (CIV-5-FU). Capecitabine (CAP) offers a convenient oral replacement for CIV-5-FU. There is no randomized trial comparing infusional 5-FU to capecitabine. We retrospectively compared the safety and efficacy of CAP-based regimens with well-established CIV-5-FU-based regimens in LARC. MATERIALS & METHODS: We collected published data on 542 patients treated on either CIV-5-FU (197) or CAP (345) with concurrent radiation (external radiation treatment, XRT) for LARC. This included phase I or II studies published or available from PubMed. Safety was assessed by determining proportion of patients who experienced grade III/IV adverse effects. Efficacy was assessed by determining pathological complete response (pCR). χ-square tests were used to compare the two regimens. A P value less than 0.05 was considered statistically significant. Statistical tests were further corrected for multiplicity using the method of Benjamini and Yekutieli (Ann Stat, 29(4):1165-1188, 2001). RESULTS: pCR was significantly higher in patients getting CAP vs. CIV-5-FU (25 vs. 13%; P = 0.008, Padj = 0.034). Both regimens were generally well tolerated. There was no grade IV toxicity reported. Grade III hand-foot syndrome was more common in the CAP group, and grade III diarrhea was more common in the CIV group. CONCLUSIONS: CAP when compared to CIV seems to have superior efficacy with reasonable toxicities. It is reasonable to treat LARC with CAP+XRT. (C) Springer-Verlag 2007.

Surgery after induction chemoradiotherapy for non-small-cell lung cancer: when and why. [Review]##
KOLETSIS EN, PROKAKIS C, APOSTOLAKIS E, CHATZIMICHALIS A, DOUGENIS D

J BUON 2007;12(4): 453-61*

Stages I and II non-small-cell lung cancer (NSCLC) are primarily treated by anatomic pulmonary resection. Selected patients with stage IIIB disease are still candidates for surgical treatment. Unfortunately most patients with locally advanced NSCLC don't benefit by surgery alone or even by the combination of chemotherapy and radiotherapy. In order to achieve local and distant disease control, which seems to be the cause of failure of the above mentioned treatments, surgery after induction chemoradiotherapy has been proposed. This approach seems to be the state of the art of therapy for these patients improving survival but with eventual increased risks, especially pulmonary and septic complications. This review of previously published studies indicates the important role of this combined treatment in terms of survival and its risks related either to induction treatment or to surgery. (C) 2007 Zerbinis Medical Publications.

Multimodal treatment of thymic carcinoma: report of nine cases##
MAGOIS E, GUIGAY J, BLANCARD PS, MARGERY J, MILLERON B, LHER P, et al.
Lung Cancer 2008;59(1): 126-32

Thymic carcinoma (TC) is thymic epithelial tumor which differs from thymoma because of its rarity, aggressiveness and poor prognosis. We studied nine patients with TC according to the WHO criteria. Three of these nine patients had stage III disease and six patients had stage IV disease with the classification of Masaoka. Epidermoid TC was the most common subtype. Six patients received VIP chemotherapy comprising cisplatin, ifosfamide, uromitexan and etoposide. Five patients underwent surgical resection, preceded by neoadjuvant chemotherapy for four patients. After surgery, one patient received adjuvant radiotherapy and two patients received adjuvant radiochemotherapy. Six deaths were related to TC progression. The survival time ranged from one to 54 months with a median survival of 20 months for the group as a whole. Our descriptive study, based on nine stages III and IV TC, shows a documented efficacy of multimodal treatment (neoadjuvant chemotherapy, surgery and adjuvant treatment). VIP protocol was used for neoadjuvant chemotherapy. High-dose cisplatin (120 mg/m2 cycle), ifosfamide (6 g/m2 cycle) and etoposide (450 mg/m2 cycle) achieved better results than VIP (cisplatin 80 mg/m2 cycle), ifosfamide (4.8 g/m2 cycle) and etoposide (300 mg/m2 cycle). Surgical resection remains the main step in the treatment of TC and the modalities of adjuvant treatment must be defined in further studies. (C) 2007.

First-line treatment of non-small-cell lung cancer. [Review]##
TOSCHI L, FINOCCHIARO G, CAPPUZZO F

Minerva Pneumol 2007;46(4): 243-59*

Combination of two drugs including cisplatin represents the standard first-line treatment for fit patients with advanced non-small-cell lung cancer. This therapy has been shown to produce a modest but statistically significant increase in patient survival when compared with best supportive care alone. New cytotoxic agents have been introduced in clinical practice in the last decade. These drugs, including pemetrexed, gemcitabine, vinorelbine and taxanes, have produced further survival improvements over old-generation regimens. Comparison studies aimed at identifying the best cytotoxic regimen have shown similar activity between new drug combinations, with differences only in toxicity and costs. Two-drug regimens have been found to be more active than single-agent chemotherapy, while comparison studies with three-drug combinations have shown that the latter have the same efficacy but increased toxicity and costs, and therefore their use is not recommended in clinical practice. To reduce the risks associated with cisplatin administration new platinum analogues, as carboplatin, and new generation non-platinum-containing regimens have been assessed. These combinations produced comparable outcome in terms of survival with platinum-based regimens and can represent an alternative for those patients with major contraindications to cisplatin. Single-agent chemotherapy represents the standard first-line treatment for elderly patients with advanced disease, although platinum combinations can be considered in selected cases. Recent data indicate that specific targeted agents as bevacizumab or cetuximab can further improve outcome in clinically or biologically selected cohorts of patients when administered with chemotherapy over chemotherapy alone. Additional improvements can be obtained with pharmacogenomics. Customizing treatments based on biological tumor profiling will allow to identify and treat with a specific drug only patients with potential sensitivity features, optimizing tumor response and sparing useless adverse events to resistant subjects.

Hepatocellular carcinoma: the role of the North American GI Steering Committee Hepatobiliary Task Force and the advent of effective drug therapy. [Review]##
O'NEIL BH, VENOOK AP

Oncologist 2007;12(12): 1425-32

Hepatocellular carcinoma (HCC) is a disease that requires multidisciplinary management. There has been no widely accepted standard for systemic therapy for this disease until recently. This article briefly discusses the management of earlier stage HCC, then focuses on newer agents with promise, particularly sorafenib, a drug that appears to be the new standard of care for advanced disease. (C) AlphaMed Press.

Conjunctival melanoma in a six-year-old female##
POLAT A, YILDIRIM C, BALCI YI, INCE T, BIR F, DEMIRKAN N, et al.
Pediatr Blood Cancer 2008;50(2): 384-6

Conjunctival melanoma (CM) is a highly malignant tumor that derives from melanocytes and is rarely seen in children. This report describes a six-year-old female diagnosed with CM. (C) 2006 Wiley-Liss, Inc.

Colorectal carcinoma in children and adolescents: the experience of the Istituto Nazionale Tumori of Milan, Italy##
FERRARI A, ROGNONE A, CASANOVA M, ZAFFIGNANI E, PIVA L, COLLINI P, et al.
Pediatr Blood Cancer 2008;50(3): 588-93

BACKGROUND: Colorectal carcinoma (CRC) is one of the most common tumors in adults, but extremely rare in young age. This study retrospectively reports on a group of 27 patients <30 years of age, and particularly on seven cases <18 years old, treated at the Istituto Nazionale Tumori, Milan, Italy, between 1985 and 2005. PATIENTS & METHODS: Among the children/adolescents (age 9-18 years; median 12 years), 5/7 had unfavorable CRC histotypes (poorly differentiated or mucinous adenocarcinoma) and all but one had advanced disease at onset. Initial surgical resection was complete in 5/7 cases, and all patients received postoperative chemotherapy. RESULTS: In the subset of patients <18 years, 6/7 had tumor progression or relapse, and five died of their tumor: overall survival (OS) was 23% at five years. In the group of 19- to 29-year-olds (young adults), five-year OS was 72.6%. CONCLUSIONS: This study confirms the rarity and poor prognosis of CRC in children and adolescents: advanced stage and an aggressive biology are hallmarks of this tumor in pediatric age, while clinical findings and outcome in young adults seem more similar to those observed in adult series. Therapeutic recommendations should stay the same as for adults. Surgery remains the mainstay of treatment and early diagnosis is crucial: it is important for pediatricians to be aware that CRC does occur in children, in order to refer suspected cases to expert physicians professionally dedicated to the management of this cancer in adults. (C) 2007 Wiley-Liss, Inc.

The role of radio-chemotherapy in the treatment of patients with advanced vulvar cancer. [Polish]##
JONSKA-GMYREK J, GMYREK L, KRYNICKI R, LINDNER B, STANIASZEK J, DANSKA-BIDZINSKA A, et al.
Przeglad Menopauzalny 2007;6(6): 319-22*

Vulvar cancer is a rare neoplasm. It accounts for about 2.5-5% of all gynaecological malignancies. In Poland there are about 350 new cases diagnosed and over 200 deaths, noted per year, due to vulvar cancer. This malignancy affects most frequently postmenopausal women, aged over 60, very often burdened with other diseases, such as coronary disease, hypertension, and diabetes. The most important prognostic factors in squamous cell vulvar carcinoma are: regional lymph nodes status, and tumour volume. Vulvar cancer spreads through direct expansion into adjacent organs, such as the vulva, urethra or anus, or to the regional lymph nodes. The risk of dissemination within the circulatory system is insignificant. Because a significant number of vulvar cancer patients in Poland are diagnosed in an advanced stage of the disease, the optimal treatment modality, which would spare functionally important organs, such as the urethra, urinary bladder and anus, is very important. Because surgical treatment of the disease in this stage would require extensive resections, this treatment modality is not widely accepted. To devise the optimal treatment modality, sparing functionally important organs, radio-chemotherapy in advanced vulvar cancer is the subject of a great number of studies.

Hepatic angiosarcoma presenting as an acute intraabdominal hemorrhage treated with transarterial chemoembolization##
STAMBO GW, GUINEY MJ

Sarcoma 2007;2007: 90169

Primary malignant neoplasms of the liver are some of the most uncommon malignancies in many parts of the world. They include hepatocellular carcinoma and stromal tumors such as hepatic angiosarcoma. It is a lethal tumor with life expectancy of less than six months. Once discovered, it is often too late for surgical intervention. Like other vascular tumors of the liver and spleen, intraperitoneal hemorrhage is a well-documented finding of angiosarcoma which can be lethal if not diagnosed and treated immediately. As in our case, intraperitoneal hemorrhage from primary tumor rupture was the only clinical presentation of this neoplasm. Approximately 15% of patients present with acute hemoperitoneum from either tumor rupture or peritoneal metastasis. Although several therapeutic options are available, we describe a palliative therapy for hepatic angiosarcoma utilizing transcatheter arterial chemoembolization (TACE) techniques incorporating the newer embolization agent embospheres to locally target and treat this aggressive tumor. (C) 2007 G W Stambo and M J Guiney.

Treatment of peritoneal carcinomatosis from colorectal cancer with cytoreductive surgery and perioperative intraperitoneal chemotherapy: state of the art and future prospects. [Review]##
DI CARLO I, PULVIRENTI E, SPARATORE F, TORO A, CORDIO S

Surg Oncol 2007;16(Suppl 1): S145-8

Peritoneal carcinomatosis (PC), a malignancy limited to the peritoneal surface, has a severe prognosis, but a new therapeutic approach has resulted in cure in some cases. The treatment consists of complete cytoreductive surgery in combination with hyperthermic intraperitoneal chemotherapy or early postoperative intraperitoneal chemotherapy. At present, only about 25 centers in the US offer this treatment, and only a few have treated more than 100 cases. This approach may be the most promising new therapy for PC from colorectal cancer but requires collaboration among medical oncologists, colorectal surgeons, and peritoneal surface malignancy treatment centers. (C) 2007 Elsevier Ltd. All rights reserved.

Other applications

Surface ablation
LACAYO GO, RANDLEMAN JB

Int Ophthalmol Clin 2008;48(1): 17-28*

Exacerbation of granular corneal dystrophy type II (Avellino corneal dystrophy) after LASEK
LEE JH, STULTING RD, LEE DH, LEE CS, KIM WC, KIM EK

J Refract Surg 2008;24(1): 39-45*

PURPOSE: To report cases of granular corneal dystrophy type II (Avellino corneal dystrophy) that were exacerbated by uncomplicated laser epithelial keratomileusis (LASEK) for myopia. METHODS: Eight patients (15 eyes) with granular corneal dystrophy type II who underwent LASEK were examined by DNA sequencing, slit-lamp microscopy, and confocal microscopy. RESULTS: The number and density of the opacities increased after LASEK. Best spectacle-corrected visual acuity decreased after LASEK as the density of the opacities increased. In three patients, MMC was used intraoperatively, but corneal deposits also worsened in these patients. CONCLUSIONS: LASEK is contraindicated in patients with granular corneal dystrophy type II because vision may be reduced from an increase in the density of corneal opacities postoperatively.

Introduction to the proceedings of the Sixth International Congress on Advanced Surface Ablation and SBK. [Conference Paper]
KRUEGER RR, TRATTLER W, YEE R

J Refract Surg 2008;24(1): S55-S6*

Photorefractive keratectomy with 0.02% mitomycin-C for treatment of residual refractive errors after LASIK. [Conference Paper]
SRINIVASAN S, DRAKE A, HERZIG S

J Refract Surg 2008;24(1): S64-S7*

PURPOSE: To evaluate the efficacy and safety of prophylactic MMC during photorefractive keratectomy (PRK) over LASIK flaps for the treatment of residual refractive errors following LASIK. METHODS: In this single center, retrospective clinical study, 30 eyes of 33 patients (mean age 37.2 years) who had MMC (0.02%, 30-120 seconds) during PRK for the treatment of residual refractive errors following myopic LASIK were evaluated. The retreatment procedures were performed with a VISX S4 laser with iris registration. All patients underwent slit-lamp microscopy, manifest and cycloplegic refraction, corneal topography, pachymetry, pupillometry, and wavefront analysis pre- and postoperatively. All patients underwent follow-up at one day, one week, and one, three, and six months and thereafter as required. RESULTS: Mean time between LASIK and PRK retreatment was 67.3 months (range, 7-113 months). No intra- or postoperative complications occurred during primary LASIK or PRK retreatment. Mean spherical equivalent refraction of attempted correction with PRK was -0.94 diopters (D) (range, -2.38 to +0.75 D). At mean 7.1-month follow-up, the average uncorrected visual acuity (UCVA) improved from 20/50 (range, 20/30 to 20/200) to 20/28 (range, 20/15 to 20/70). Twenty-seven of 30 eyes showed improvement in UCVA. Two eyes had subjective improvement of glare symptoms (and objective improvement in higher order aberrations), and one eye lost one line of best spectacle-corrected visual acuity due to unrelated corneal abrasion in the postoperative period. None of the eyes in the cohort developed postoperative haze. CONCLUSIONS: Photorefractive keratectomy with prophylactic MMC (0.02%) is a safe and effective option for treating myopic regression following LASIK. A single intraoperative application of 0.02% MMC for as few as 30 seconds was effective in preventing postoperative haze formation.

Comparison of standard (0.02%) and low dose (0.002%) mitomycin-C in the prevention of corneal haze following surface ablation for myopia. [Conference Paper]
THORNTON I, XU M, KRUEGER RR

J Refract Surg 2008;24(1): S68-S76*

PURPOSE: To retrospectively compare the safety and efficacy of lower dose MMC (0.002%) to that of the standard dose (0.02%) in eyes treated with photorefractive keratectomy (PRK) for myopia. METHODS: The clinical efficacy of 95 eyes receiving myopic PRK with a standard concentration of MMC (0.02%) is sequentially compared to 126 eyes receiving low-dose MMC (0.002%). The topical exposure times for MMC varied between 30 seconds and two minutes in both groups, and direct contralateral eye comparison of these two exposure times was analyzed in a prospective subset of 39 patients from among the low-dose group. Patients were examined preoperatively and postoperatively at one, three, six to nine, and nine to twelve months. Haze, visual acuity, and efficacy ratio outcomes were analyzed. RESULTS: The preoperative findings were overall statistically similar, except for higher spherical equivalent refractive error (P = 0.007) and best spectacle-corrected visual acuity (P = 0.007) in the standard MMC group. Postoperatively, haze levels ranged from 0 to 4+. With multivariable analysis, significantly less haze was noted among the standard dose MMC eyes for high myopia and higher ablation depth at all postoperative time points. In contrast, the haze levels were statistically similar for moderate myopia and lower ablation depths at the latter postoperative time points. The subset of contralateral eyes randomly receiving low-dose MMC (0.002%) at either 30 seconds or two minutes exposure showed no significant difference in haze between these exposure times. CONCLUSIONS: The standard concentration of topical MMC (0.02%) is more effective than low dose MMC (0.002%) in preventing postoperative haze following surface ablation for myopia ≥-6.00 D and deeper ablation depth ≥75 μm. However, for moderate myopia and shallow depth, low dosing appears to be equally effective. The duration of MMC exposure appears to be less important than its concentration.

Use of photorefractive keratectomy in a patient with a corneal scar secondary to herpes zoster ophthalmicus##
KAUFMAN SC

Ophthalmology 2008;115(2 Suppl): S33-S4*

TOPIC: The use of LASIK surgery to correct vision in a patient with postzoster corneal scarring. CLINICAL RELEVANCE: The cornea is commonly involved in cases of herpes zoster ophthalmicus, and as a result, corneal scarring after a varicella-zoster virus corneal infection is common. Corneal scars can be treated by lamellar keratoplasty or keratectomy, which may be performed using a microkeratome or excimer laser phototherapeutic keratectomy (PTK). However, articles on studies concerning the treatment of postherpetic scars by PTK have been published, offering conflicting results. LASIK surgery may offer an additional therapeutic approach to corneal scarring. METHODS: A patient seeking corrective surgery to improve vision was found to have corneal scarring. RESULTS: The patient experienced successful vision correction. CONCLUSION: LASIK surgery can be conducted even in a patient with postzoster corneal scarring. No complications were apparent in this case. (C) 2008 American Academy of Ophthalmology.
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