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What matters – early start or duration of chemotherapy instillation regimens or patient characteristics? [Editorial]
KAASINEN E

Eur Urol 2008;53(5): 882-5

Reply from author re: Eero Kaasinen. What matters – early start or duration of chemotherapy instillation regimens or patient characteristics? Eur Urol 2008;53:882-5. [Editorial]
WITJES JA

Eur Urol 2008;53(5): 885-6

Two-hour exposure to sodium butyrate sensitizes bladder cancer to anticancer drugs
WANG DG, WANG ZP, TIAN BQ, LI XM, LI SG, TIAN YX

Int J Urol 2008;15(5): 435-41

OBJECTIVES: To investigate the inhibitory effect of sodium butyrate (NaB) on the proliferation of human bladder cancer cell lines and its synergetic effect with anticancer drugs in treating bladder cancer in vitro and in vivo. METHODS: The inhibitory effects of NaB on human bladder cancer cell lines in vitro and the synergetic effect of NaB with MMC, cisplatin (CDDP) and adriamycin were detected by the 3-(4, 5-dimethylthiazol-2-yl)-2, 5-diphenyltetrazolium bromide assay. Hoechst staining and electron microscopy were used to observe morphology for apoptotic cells after NaB treatment. Fas, bcl-2 and caspase-3 were determined with flow cytometry. In vivo synergetic effects were detected in N-methyl-N-nitrosourea induced bladder cancer model rats. RESULTS: NaB significantly inhibited the growth of bladder cancer cell lines in a concentration- and time-dependent manner. Better results of tumor inhibition have been achieved when NaB was combined with CDDP, MMC and adriamycin, rather than used alone. Furthermore, two-hour exposure to NaB can sensitize bladder cancer to chemotherapy agents. The Bcl-2 expression in bladder cancer cells is decreased and caspase-3 expression increased after NaB treatment. Intravesical application of NaB combined with CDDP can significantly inhibit tumor growth and progression. CONCLUSIONS: NaB has a direct anticancer effect and can markedly enhance the action of several chemotherapy agents. Two-hour exposure to NaB can also sensitize bladder cancer to anticancer drugs. NaB may be an excellent candidate agent for intravesical application in treating bladder cancer.

Transarterial nephrectomy: the current status of experimental and clinical studies
RASSWEILER J, PRAGER P, HAFERKAMP A, ALKEN P, KAUFFMANN GW, RICHTER G

J Endourol 2008;22(4): 767-81

INTRODUCTION: Open nephrectomy is associated with significant morbidity. For several years, minimally invasive alternatives have been developed such as laparoscopic nephrectomy or transarterial renal ablation. This paper focuses on the different principles of vaso-occlusion and further improvements of the technique such as capillary chemoembolization in experimental as well as clinical studies. MATERIALS & METHODS: Based on own in vitro studies, the principle of capillary embolization with occlusion of the entire arterial system up to the capillaries by a precipitating corn protein (Ethibloc (R)) has been developed in animal studies (i.e., rat and canine kidney model). The precipitation speed of Ethibloc can be prolonged by 40% glucose per injection. The organ-ablative efficacy was evaluated in models of unilateral hypertension and chemically induced renal tumors (i.e., dimethyl-nitrosamine). Further studies using the model of unilateral transarterial implantation of Yoshida sarcoma cells compared capillary chemoembolization using Ethibloc/MMC versus chemoperfusion and capillary embolization. Before starting clinical trials, the optimal mixture of Ethibloc and MMC was determined in vitro and in vivo. Prior to the vaso-occlusion, the volume of the arterial system of the kidney is determined by perfusion of the kidney with contrast dye via a blocked balloon catheter. Then 25% of the determined volume of 40% glucose is pre-injected followed by Ethibloc/MMC being injected with 1-cm3 syringes. Once the capillary bed and tumor sinusoids are reached, the balloon catheter is emptied by postinjection of 40% glucose. RESULTS: Capillary embolization proved to be significantly superior to a central (i.e., ligation of renal artery) or peripheral type of occlusion resulting in complete coagulation necrosis of the normal rat and canine kidney with reduction of the elevated blood pressure, similar to nephrectomy in the model of renal hypertension. In the model of chemically induced renal tumors, complete necrosis of T2 stages could be achieved in 83% using Ethibloc compared to only 63% with Gelfoam particles, and 17% after ligation. In T3/T4 stages, the response rate was only 60% versus 0% after central and peripheral occlusion. In the highly aggressive Yoshida sarcoma model, capillary chemoembolization yielded an 80% complete response rate compared to only 75% after capillary embolization and 70% after chemoperfusion. The optimal mixture of Ethibloc and MMC ranged between 1 and 2 mg of MMC to 1 cm3 of Ethibloc, therefore for clinical trials 10 mg MMC was added to the 7.5 cm3 syringe of Ethibloc. Clinical studies included 68 preoperatively as well as 62 palliatively embolized patients with renal cell carcinoma. The procedure was relatively well tolerated and usually associated with a mild postembolization syndrome. After an interval of up to 28 days, complete necrosis of the renal tumor could be achieved in tumors up to 9 cm in diameter. Hematuria ceased in all cases, and in selected cases long-lasting responses of very large tumors (i.e., vena cava involvement) could be achieved. DISCUSSION: Capillary chemoembolization represents an effective concept for ablation of malignant renal tumors. It offers control of tumor growth in case of temporary inoperability as well as cessation of hematuria in a palliative situation. Because of the local ablative efficiency, it may still represent a minimally invasive option in advanced stages of renal carcinoma (i.e., in combination with immunochemotherapy or targeted therapy).

Gemcitabine and mitomycin intravesical therapy in patients with recurrent bladder cancer refractory to BCG. [Meeting Abstract]
BREYER BN, WHITSON JM, CARROLL PR, KONETY BR

J Urol 2008;179(4 Suppl): 122
INTRODUCTION & OBJECTIVE: Currently, there are few options other than cystectomy for the management of BCG-refractory non-muscle-invasive bladder cancer. We report our experience with intravesical combination chemotherapy using gemcitabine and mitomycin in such patients. METHODS: The IRB-approved UCSF Urologic Oncology Database (UODB) was queried to identify patients with BCG-refractory, non-muscle-invasive bladder cancer who were treated with gemcitabine and mitomycin. Data was collected regarding patient demographics, and disease information such as previous intravesical therapy, previous cystoscopy, cytology results, time to recurrence and side-effect profile. Response was defined as normal cytology, cystoscopy and/or biopsy. Follow-up evaluations were performed at three monthly intervals following start of induction therapy. RESULTS: Seven patients who had failed intravesical BCG therapy at least x 2 and BCG + interferon-α2b were treated with a combination of intravesical gemcitabine (1000mg in 50 ml sterile water) followed sequentially by mitomycin (40mg in 20 ml sterile water) intravesically every week for six weeks (induction). One patient had previous history of G1 Ta without CIS, three patients had HG Ta with CIS and three patients had HGTI with CIS. Induction therapy was followed by a maintenance regimen using the same dose of gemcitabine and mitomycin once a month for 12 months. Two of seven (29%) patients did not respond to the therapy and had biopsy-proven tumor at the first follow-up cystoscopy six weeks after completion of induction. Five of seven (71%) patients demonstrated complete response and have maintained their response at a mean follow-up of 10.3 months (6.3 ±SD). The therapy was well tolerated. There were no major complications. Two of seven (29%) patients experienced irritative lower urinary tract symptoms which did not require cessation of therapy and one of seven (14%) experienced a maculopapillary rash that improved with benadryl. CONCLUSIONS: In patients with recurrent BCG-refractory bladder cancer, intravesical combination chemotherapy with gemcitabine and mitomycin appears to be well tolerated and yields a response in a significant number of patients. Longer follow-up is needed to determine overall efficacy in preventing recurrence and progression.

Instillation of mitomycin-C after transurethral resection of bladder cancer impairs wound healing: an animal model. [Meeting Abstract]
SHAPIRO O, WANG CY, NSOULI I, LANDAS S, HAAS GP

J Urol 2008;179(4 Suppl): 368-9

INTRODUCTION & OBJECTIVE: MMC is widely used in the immediate post-operative period to theoretically prevent tumor re-implantation. Literature describes adverse effects of postoperative MMC on patients, including bladder perforation. We devised an animal model to investigate the effects of intravesical MMC on wound healing. METHODS: Female Sprague Dawley rats, 250-300 g, were anesthetized and a cystotomy was made in the dome of the bladder. The bladder was everted through a cystotomy. Toothed forceps were used to pinch the mucosa of the posterior wall ten times and subsequently scratch it with closed forceps ten times. No animals exhibited immediate visible evidence of gross hemorrhage or ulceration. The bladder was closed with 6-0 monocryl sutures, and 0.2 ml of saline (control group l ) or 0.4 mg MMC mixed in 0.2 ml of saline were instilled into the bladder transurethrally. The urethra was tied off with 2-0 silk tie for two hours. Control group 2 was treated with MMC but without the posterior bladder wall injury. Six rats in each group were sacrificed 30 and 60 days after the treatment and the bladder was removed for histological examination. Slides were reviewed blindly and quantitative scores were assigned for fibrosis, edema, and chronic inflammation. RESULTS: MMC was responsible for histopathologic changes in bladders of rats with and without the posterior bladder wall injury. Mean fibrosis score was 2.8 (SD = 0.37) in animals with posterior bladder wall injury (sacrificed at 30 days) as compared to 2.2 (SD = 0.69) in the controls (P = 0.04). For the rats sacrificed at 60 days, mean fibrosis score was 2.2 (SD = 0.69) in the treatment group with posterior wall injury versus 1.4 (SD = 0.95) in the control group (P = 0.02). Edema mean scores were 1.5 (SD = 0.76) and 0.8 (0.49) in the treatment and control groups respectively at 60 days (P = 0.03). Bladders instilled with MMC but not previously injured did not show histological changes. The posterior wall histopathologic findings suggest an exaggerated phase of chronic inflammation, associated mural fibrosis and edema which do not subside even after 60 days. CONCLUSIONS: MMC has a potential to impede wound healing with subsequent chronic fibrosis. It appears that long after the immediate instillation of adjuvant MMC, there is a prolonged fibroinflammatory process which hinders wound healing and may make the bladder susceptible to complications.

Single immediate preoperative instillation of electromotive mitomycin-C plus transurethral resection versus transurethral resection alone versus transurethral resection plus immediate mitomycin-C for pTa bladder tumors: long-term results of a prospective randomized trial. [Meeting Abstract]
DI STASI SM, STORTI L, GIURIOLI A, BRAUSI M, CAPELLI G, ZAMPA G, et al.
J Urol 2008;179(4 Suppl): 585
INTRODUCTION & OBJECTIVE: To evaluate and compare the results of electromotive MMC instillation administered before transurethral resection (TUR) with TUR alone or TUR plus single immediate MMC instillation on recurrence rate and time to first recurrence in patients with pTa bladder tumors. METHODS: 167 patients with stage pTa and grade G1-G2 primary bladder tumors entered the study and were randomized to receive: TUR alone (Group 1; n = 57); TUR plus one single immediate MMC 40 mg passive diffusion instillation with a dwell time of 60 minutes (Group 2; n = 56) and one single immediate electromotive MMC 40 mg instillation with 20 mA electric current for 30 minutes before TUR soon after the induction of anesthesia (Group 3; n = 54). All the patients were followed with ultrasound, urinary cytology and cystoscopy. Clinical analyses were performed on an intent-to-treat basis. RESULTS: During a median follow-up of 84.7 months (IQR 56.6) there was recurrence in 88/167 patients (52.7%), including 38/57 (66.7%) in Group 1, 30/56 (53.6%) in Group 2 and 20/54 (37%) in Group 3 (P = 0.007). In 58 patients with grade G1 tumors, 11 (19.0%) had recurrence, 6/20 (30%) in Group 1, 4/24 (20%) in Group2 and 1/18 (5.6%) in Group 3 (P = 0.157). In 109 patients with grade G2 tumors, 77 (70.6%) had recurrence, 32/37 (86.5%) in Group 1, 26/36 (72.2%) in Group 2 and 19/36 (52.8%) in Group 3 (P = 0.007). In 71 patients with single tumors, 26 (36.6%) had recurrence, 12/24 (50%) in Group 1, 9/24 (37.5%) in Group 2 and 5/23 (21.7%) in Group 3 (P = 0.132). In 96 patients with multiple tumors 62 (64.6%) had recurrence, 26/33 (78.8%) in Group 1, 21/32 (65.6%) in Group 2 and 15/31 (48.4%) in Group 3 (P = 0.039). Median time to first recurrence was 12.8 months for Group 1, 14.7 months for Group 2 and 36.8 for Group 3 (P = 0.009). Irritative bladder symptoms were the most frequent side effects occurring in approximately 15% of patients in Group 2. CONCLUSIONS: In patients with single or multiple pTa bladder tumors one immediate preoperative intravesical instillation of electromotive MMC significantly decreases the risk of recurrence compared with TUR alone or with one immediate postoperative instillation of passive diffusion MMC.

Long-term follow-up analysis of a randomized prospective study comparing intravesical electromotive mitomycin-C, passive diffusion mitomycin-C and bacillus Calmette-Guérin in patients with carcinoma in situ of the bladder. [Meeting Abstract]
DI STASI SM, STORTI L, GIURIOLI A, LIBERATI E, DUTTO L, LORIO B, et al.
J Urol 2008;179(4 Suppl): 585-6

INTRODUCTION & OBJECTIVE: We report the long-term follow-up analysis of a randomized prospective study assessing the efficacy of intravesical passive diffusion MMC (PD/MMC), electromotive/MMC (EMDA/MMC) and bacillus Calmette-Guérin (BCG) in patients with carcinoma in situ (Tis) of the bladder. METHODS: Between 1994 and 2001, 108 patients with Tis of the bladder were randomly assigned to: 40 mg PD/MMC for 60 minutes (n = 36); 40 mg EMDA/MMC instillation with 20 mA electric current for 30 minutes (n = 36); or 81 mg BCG for 120 minutes (n=36). All patients were scheduled for six weekly treatments. Non-responders received another six weekly treatments while responders received ten monthly treatments. The primary endpoints were the complete response rates at three and six months. Analyses were done by intention to treat. RESULTS: The complete response rates at three months for the PD/MMC, EMDA/MMC and BCG groups were 28%, 53% and 56%, respectively (P = 0.0361). At six months the corresponding rates rose to 31%, 58% and 64% (P = 0.0123). After a median follow-up of 82.5 months (range, 17.8-148.8) 32/108 patients (29.6%) were disease-free. They included seven (19.4%) in the PD/MMC group, 12 (33.3%) in the EMDA/MMC group and 13 (36.1%) in the BCG group (P <0.0001). Median time to first recurrence was 9.1 months in the PD/MMC group, 15.0 months in the EMDA/MMC group and 17.8 months in the BCG group (P <0.0001). Progression to muscle-invasive disease was reported in 37/108 patients (34.2%). who included 16 (44.4%) in the PD/MMC group, 11 (30.6%) in the EMDA/MMC group and ten (27.8%) in the BCG group (P = 0.0612). Median time to progression was 21.5 months in the PD/MMC group, 26.9 months in the EMDA/MMC group and 27.8 months in the BCG group (P = 0.0612). The overall mortality rate was 50.9% (55/108). Death occurred in 19 patients (52.7%) in the PD/MMC group, 17 (47.2%) in the EMDA/MMC group and 19 (52.7%) in the BCG group (P = 0.4964). Twenty-seven deaths (25%) were due to bladder cancer with 11 patients (30.5%) dying in the PD/MMC group, eight (22.2%) in the EMDA/MMC and eight (22.2%) in the BCG group (P = 0.4941). CONCLUSIONS: Intravesical EMDA/MMC provides a better response rate and disease-free interval than passive MMC transport. As the response rates match those induced by BCG, EMDA/MMC may be an alternative or complementary therapy. However, after all approaches, the complete response rates and times to recurrence are unreliable predictors of outcome in these high-risk patients.

Urinary bladder cancer. [Hungarian]
RIESZ P, MAVROGENIS S, SZUCS M, ROMICS I

Orv Hetil 2008;149(13): 613-5

Paclitaxel and cisplatin as intravesical agents against non-muscle-invasive bladder cancer##
HADASCHIK BA, TER BORG MG, JACKSON J, SOWERY RD, SO AI, BURT HM, et al.
BJU Int 2008;101(11): 1347-55

OBJECTIVES To investigate the effects of cisplatin and paclitaxel against human bladder cancer cells in vitro, and to obtain both pharmacokinetic and pharmacodynamic data after intravesical administration in mice. MATERIALS & METHODS: Six bladder cancer cell lines (J82, KU7, RT4, SW780, T24, UMUC3) were treated with various combined doses of both drugs and cell proliferation was evaluated three days later. In vivo, solutions of cisplatin and micellar paclitaxel were instilled transurethrally in female mice and pharmacokinetic data were acquired using HPLC-mass spectrometry and atomic absorption. METHODS: To obtain efficacy data, mice with orthotopic KU7-luc tumours were administered cisplatin and/or micellar paclitaxel intravesically, and the tumour burden quantified using bioluminescence imaging. RESULTS: In vitro, both cisplatin and paclitaxel potently decreased the proliferation of all cell lines tested, and in combination had an additive but not a synergistic effect. After intravesical instillation, mouse serum concentrations of cisplatin and paclitaxel were in the low μg/ml range and bladder tissue concentrations achieved were 82 and 241 μg/g, respectively. Similar drug levels were reached using combined therapy. In vivo, all chemotherapeutic agents significantly inhibited bladder tumour growth, with the best results for combined therapy and micellar paclitaxel alone. However, there was toxicity in the combined treatment arm. CONCLUSIONS Both cisplatin and paclitaxel were absorbed at effective amounts into bladder tissues. As intravesical agents, paclitaxel had slightly stronger anticancer potency than cisplatin. Due to increased adverse events, caution should be exercised when combining both cisplatin and paclitaxel intravesically.

Bladder cancer. [Review]##
BAROCAS DA, CLARK PE

Curr Opin Oncol 2008;20(3): 307-14

PURPOSE OF REVIEW: To review the diagnosis and management of bladder cancer with an emphasis on studies and developments over the past year. RECENT FINDINGS: Cystoscopy remains the mainstay in the detection and surveillance of bladder cancer, though fluorescent light may enhance detection. Efforts continue in the development of urinary bladder cancer markers. Superficial bladder cancer is still managed with transurethral resection and perioperative instillation of chemotherapy for most patients. The data support the use of intravesical bacillus Calmette-Guérin (including a maintenance regimen) for those at high risk for progression. The gold standard for management of muscle-invasive disease is radical cystectomy. Research on the use of laparoscopy, the effect on patients' health-related quality of life, and the potential role for bladder preservation strategies is ongoing. The value of neoadjuvant versus adjuvant chemotherapy around the time of cystectomy is still debated. Methotrexate, vinblastine, doxorubicin, and cisplatin and gemcitabine and cisplatin remain the most commonly used chemotherapy regimens, but work is ongoing to develop new regimens, especially in patients who cannot take cisplatin. SUMMARY: We are encouraged by the progress in bladder cancer diagnosis and management, but considerably more work needs to be done to improve on the lives of our patients with this disease. (C) 2008 Lippincott Williams & Wilkins, Inc.

Prognostic factors in patients with non-muscle-invasive bladder cancer treated with bacillus Calmette-Guérin: multivariate analysis of data from four randomized CUETO trials##
FERNANDEZ-GOMEZ J, SOLSONA E, UNDA M, MARTINEZ-PINEIRO L, GONZALEZ M, HERNANDEZ R, et al.
Eur Urol 2008;53(5): 992-1002

OBJECTIVES: To evaluate the prognostic factors of recurrence and progression after intravesical adjuvant bacillus Calmette-Guérin (BCG) immunotherapy in patients with non-muscle-invasive bladder tumors. METHODS: From February 1990 to May 1999, the Spanish Club Urologico Espanol de Tratamiento Oncologico (CUETO) group has performed four randomized phase 3 studies comparing different intravesical treatments in patients with noninvasive bladder cancer. Data from 1062 evaluable patients treated only with BCG were analyzed. Most patients received BCG once weekly for six consecutive weeks and a short-term BCG maintenance (once every two weeks six times more). Associated tumor in situ (TIS) was found in 7.5% (n = 80) of cases. There were 22.1% (n = 235) patients with T1G3 tumors, 22.9% of whom (n = 54) were associated with TIS. Stepwise multivariate Cox regression models with stratification by study and dose were used to assess the independent effect of predictive factors and HRs were estimated from the Cox model. RESULTS: Multivariate analysis demonstrated that female gender (HR 1.71) compared to male gender, recurrent tumors (HR 1.9) compared to primary tumors, multiplicity, and presence of associated TIS (HR 1.54) increased the risk of recurrence. Recurrent tumors (HR 1.62) compared to primary tumors, high-grade tumors (HR 5.64) compared to G1 tumors, T1 tumors (HR 2.15) compared to Ta tumors, and recurrence at 3-month cystoscopy (HR 4.6) increased the risk of progression. CONCLUSION: Significant independent predictors for recurrence were female gender, history of recurrence, multiplicity, and presence of associated TIS. Age, history of recurrence, high grade, T1 stage, and recurrence at first cystoscopy were independent predictors of progression by multivariate Cox analysis. (C) 2007 European Association of Urology.

Potentiation of the photodynamic action of hypericin. [Review]##
SAW CL, HENG PW, OLIVO M

J Environ Pathol Toxicol Oncol 2008;27(1): 23-33

Hypericin (HY) is an interesting photosensitizer with dark activity and photodynamic therapy (PDT) effects via p53-independent pathway. In photodynamic diagnosis (PDD) of bladder cancer using HY, very high sensitivity and specificity were reported, in comparison with its counterpart, 5-aminolevulinic acid (5-ALA). HY was tested for the detection of human gastric cancer. It was also studied for treating some cancers and age-related macular degeneration and showed some promising findings. Several strategies to enhance the efficacy of HY-PDD and HY-PDT are reviewed. Using fractionated light dosing, fractionated drug dosing, hyperthermia, adjuvants such as oxygen carrier/antiangiogenesis, chemical modifications, and formulation approaches to enhance the PDT effects of HY are topics of this review. Despite cutting-edge technology approach such as preparing transferring-mediated targeting HY liposomes and nanoparticles of HY, such preparations did not always offer the desired enhanced treatment effects. It turns out that simple solutions of HY, especially those prepared without using plasma protein, were more successful in enhancing the delivery of HY for in vitro and in vivo systems. Thus, the HY-PDT with these formulations performed better. It is anticipated that HY-PDD and HY-PDT can be enhanced and optimized with the right combination of light dosimetry and drug dose in an effective formulation containing a suitable adjuvant. Hyperoxygenation and hyperthermia can also be used to further enhance the efficacy of HY-PDT. (C) 2008 Begell House, Inc.

The effect of intravesical instillation of antifibrinolytic agents on bacillus Calmette-Guérin treatment of superficial bladder cancer: a pilot study##
PAN CW, SHEN ZJ, DING GQ

J Urol 2008;179(4): 1307-12

PURPOSE: We determined whether intravesical instillation of antifibrinolytic agents could improve the antitumor effect of bacillus Calmette-Guérin (BCG). We also investigated the impact of these antifibrinolytic agents on the dose of BCG required for a therapeutic effect. MATERIALS & METHODS: In this randomized, prospective, double-blind, controlled pilot study 257 patients with superficial bladder cancer were randomized into groups A through E. They received 100 to 120 mg intravesical BCG plus 100 mg para-aminomethylbenzoic acid, 50 to 60 mg BCG plus 100 mg para-aminomethylbenzoic acid, 100 to 120 mg BCG plus 2.0 gm epsilon-aminocaproic acid, 50 to 60 mg BCG plus 2.0 gm epsilon aminocaproic acid and 100 to 120 mg BCG alone, respectively. Prothrombin time and activated partial thromboplastin time of each patient were determined at two hours after instillation, and adverse events were evaluated. Tumor recurrence was assessed every three months postoperatively by cystoscopy. Median follow-up was 26.0, 25.0, 24.5, 25.0 and 25.5 months, respectively. RESULTS: No significant change in prothrombin time or activated partial thromboplastin time was observed, and analysis showed no significant difference in prothrombin time or activated partial thromboplastin time among groups A through E (P = 0.693, 0.756). Recurrence rates at a minimum of median two years were 10.6%, 11.1%, 10.0%, 9.3% and 31.8% in groups A through E, respectively. The log-rank test showed that recurrence-free probability was statistically different comparing groups A, B, C and D with group E, respectively (P = 0.023, 0.037, 0.031 and 0.020), while pairwise comparisons among groups A, B, C and D showed no significant differences (each P >0.05). The rate of serious adverse events in groups A through E was 9.6%, 3.9%, 15.7%, 5.9% and 13.5%, respectively. However, the differences were not significant (P = 0.222). CONCLUSIONS: Intravesical instillation of para-aminomethylbenzoic acid or epsilon-aminocaproic acid is a more effective and safer method to improve the BCG antitumor effect, and can reduce the dose of BCG with the same effect as the full dose. (C) 2008 American Urological Association.
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Investigations on permeation of mitomycin-C through double layers of natural rubber gloves
KORINTH G, SCHMID K, MIDASCH O, BOETTCHER MI, ANGERER J, DREXLER H

Ann Occup Hyg 2007;51(7): 593-600

Treating peritoneal carcinomatosis by aggressive cytoreductive surgery with hyperthermic intraoperative intraperitoneal chemotherapy (HIPEC), surgeons expose their gloved hands for up to 90 minutes to a peritoneal dialysis solution (PDS) containing MMC. We investigated the permeation of MMC through the material of three different natural rubber gloves under conditions similar to the in-use during HIPEC as well as under worst-case exposure scenario. Two different methods, a two-chamber diffusion cell and a single-chamber glass chamber method, were used to demonstrate the permeation capability. The permeation of MMC dissolved in 0.9% NaCl solution and PDS through double natural rubber glove material was tested over two hours using four concentrations (c = 0.004, 0.008, 0.016 and 0.4 mg ml-1) and three receptor fluids (0.9% NaCl solution, PDS and a novel artificial sweat). In none of four glass chamber experiments and in only one of 40 diffusion cell experiments was permeation through glove material detected. The permeation occurred between 15 and 30 minutes under worst-case exposure scenario at an approximately 100-fold higher MMC concentration than under in-use conditions during HIPEC. The double-layer natural rubber gloves tested were effective to prevent a permeation of MMC in vitro under HIPEC-similar exposure. Our results support the glove-wearing procedure in our university hospital. However, occupational exposure to antineoplastic drugs should be minimized, since there is insufficient knowledge regarding harmful effects from a long-term exposure to low doses.

Hypoxic tumor cell radiosensitization: role of the iNOS/NO pathway. [Review]
DE RIDDER M, VAN ESCH G, ENGELS B, VEROVSKI V, STORME G

Bull Cancer 2008;95(3): 282-91

Hypoxia is a common feature of the tumor microenvironment and a major cause of clinical radioresistance. During the last decades, several strategies to improve tumor oxygenation were developed such as breathing high oxygen content gas under hyperbaric conditions (three atmospheres) and improving tumor perfusion by nicotinamide, in combination with carbogen breathing and accelerated radiotherapy to counteract tumor repopulation (ARCON). Other strategies to overcome hypoxia-induced radioresistance are the use of hypoxic cell radiosensitizers, which mimic oxygen and enhance thereby radiation damage (e.g. the nitroimidazoles) and bioreductive drugs, which undergo intracellular reduction to form active cytotoxic species under low oxygen tension (e.g. MMC and tirapazamine). A meta-analysis of all randomized trials in which some form of hypoxic modification was performed showed an improved local control and survival, especially in cervix and head-and-neck cancer. Nevertheless, none of the discussed strategies are used in clinical routine because of feasibility and toxicity issues. We developed an alternative strategy that takes advantage of the microenvironment of solid tumors for tumor-specific radiosensitization. The inducible isoform of nitric oxide synthase (iNOS) may be induced by bacterial LPS or its derivate lipid A, is expressed by a variety of solid tumors and generates NO at high rates inside tumor cells. This local production of NO results in efficient hypoxic tumor cell radiosensitization, at non-toxic extracellular concentrations of NO. In addition, iNOS is transcriptionally upregulated by hypoxia and proinflammatory cytokines such as interferon-γ. Hence, we proposed the proinflammatory tumor infiltrate as a new target for radiosensitizing strategies and identified two mechanisms: first, tumor-associated immune cells (macrophages, T/NK-cells) are a source of mediators that may induce the iNOS/NO pathway inside tumor cells. Second, tumor-associated macrophages can produce high levels of NO that may radiosensitize bystander tumor cells. Our ongoing research is focused on combining immunostimulatory and radiosensitizing strategies. (C) John Libbey Eurotext.

New bioactive clerodane diterpenoids from the roots of Casearia membranacea
CHEN CY, CHENG YB, CHEN SY, CHIEN CT, KUO YH, GUH JH, et al.
Chem Biodivers 2008;5(1): 162-7

Bioassay-guided fractionation of the acetone extract of the roots of Casearia membranacea furnished three new clerodane diterpenes, caseamembrins S-U (1-3) and the known caseamembrin Q (4). Their structures were established by extensive spectroscopic analyses, especially 2D-NMR. Compounds 1-4 were tested against human tumor cells, including HeLa (cervical epitheloid carcinoma), DLD-1 (colon carcinoma), Daoy (medulloblastoma), and KB (oral epidermoid carcinoma) cell lines. Caseamembrin T (2) exhibited the most potent activity against Daoy cells (ED50 = 10 ng/ml), superior to that of the standard drug mitomycin.

F-18 FDG PET-CT findings of intraperitoneal carbon particles-induced granulomas mimicking peritoneal carcinomatosis
LIM ST, JEONG HJ, KIM DW, YIM CY, SOHN MH

Clin Nucl Med 2008;33(5): 321-4

F-18 FDG PET-CT is a useful modality for monitoring residual or recurrent tumors after surgical resection. We report on three patients with intraperitoneal charcoal-induced granulomas mimicking peritoneal carcinomatosis on PET-CT images. Two of them underwent a radical gastrectomy because of advanced gastric cancer, and the other underwent a hemicolectomy because of sigmoid colon cancer. All three patients had a history of intraperitoneal chemotherapy using MMC bound to activated carbon particles during surgery. Follow-up PET-CT studies demonstrated increased FDG uptake mimicking peritoneal carcinomatosis on PET images alone. However, the accompanying noncontrast CT showed variously shaped hyperdense nodules in the dependent positions of the peritoneal cavity, including the paracolic gutter and rectovesical space, indicating charcoal-induced granulomas rather than peritoneal carcinomatosis.

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.
EJSO 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 minutes 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 minutes. 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. (C) 2007 Elsevier Ltd. All rights reserved.

Interstitial pneumonitis: an exceptional toxicity of hyperthermic intraperitoneal mitomycin-C
GONZALEZ-MORENO S, LAMBERT LA, MANSFIELD PF

EJSO 2008;34(4): 482-4
MMC has been used intravenously in the treatment of gastrointestinal, breast, cervical and lung malignancies. Although newer chemotherapeutic agents and regimens with improved efficacy and more favorable toxicity profiles have resulted in a significant decline in the use of intravenous MMC, MMC is currently one of the most extensively used chemotherapeutic agents for intraperitoneal administration. Current indications for intraperitoneal MMC include selected cases of pseudomyxoma peritonei (PMP), and peritoneal carcinomatosis of appendiceal or selected cases of colorectal origin in combination with cytoreductive surgery (CRS). Cases of MMC-induced interstitial pneumonitis after intravenous administration have been reported. If unrecognized or not properly treated with steroids, irreversible pulmonary fibrosis and life-threatening respiratory insufficiency can occur. This report documents a case of interstitial pneumonitis following hyperthermic intraperitoneal administration of MMC after CRS for PMP syndrome. Implications for the clinical management of patients receiving intraperitoneal MMC are discussed.
Heterogeneous activity of cytotoxic drugs in patient samples of peritoneal carcinomatosis
MAHTEME H, VON HEIDEMAN A, GRUNDMARK B, THOLANDER B, PAHLMAN L, GLIMELIUS B, et al.
Eur J Surg Oncol 2008;34(5): 547-52

AIMS: To investigate if the pattern of cytotoxic drug sensitivity in vitro in patient samples of peritoneal carcinomatosis (PC) is supportive to the current standardized approach for drug selection for perioperative intraperitoneal chemotherapy (IPC). METHODS: The cytotoxic effect of cisplatin, oxaliplatin, irinotecan, 5-FU, MMC, doxorubicin and melphalan was investigated in vitro on tumour cells from 223 patient tumour samples of different PC origins. RESULTS: Considerable differences in cytotoxic drug sensitivity between tumour types of the PC entity and within each tumour type were observed. Cisplatin showed high cross-resistance with oxaliplatin but low cross-resistance with doxorubicin and irinotecan. No cross-resistance was found between irinotecan and doxorubicin. The dose-response relationships for melphalan and irinotecan in individual samples showed great variability. CONCLUSIONS: The activity in vitro of cytotoxic drugs commonly used in IPC for PC is very heterogeneous. Efforts for individualizing drug selection for PC patients undergoing IPC seem justified. (C) 2007 Elsevier Ltd. All rights reserved.

Concurrent chemoradiotherapy for squamous cell carcinoma of the anal canal: report of four cases. [Japanese]
KINJO A, OGAWA K, IRAHA S, TAMAKI W, TOITA T, KAKINOHANA Y, et al.
Gan To Kagaku Ryoho 2008;35(3): 519-22

We have treated four Japanese patients with squamous cell carcinoma of the anal canal using concurrent chemoradiotherapy. The chemotherapy consisted of one or two cycles of MMC 10 mg/m2/day (intravenous bolus injection) on day 1, and 5-FU 700 or 1000 mg/m2/day (continuous intravenous infusion) on days 2-5 during radiotherapy. The total radiation dose was 40-54 Gy to the primary lesion. Acute grade 4 hematological toxicity was observed in one patient. These four patients have been alive and free of disease (follow-ups of 55, 14, 7 and 5 months, respectively), with excellent function of the anal sphincter after treatment. These results suggest that concurrent chemoradiotherapy is safe and effective for Japanese patients with squamous cell carcinoma of the anal canal.

Chemoprotective action of resveratrol and genistein from apoptosis induced in human peripheral blood lymphocytes
SUBBIAH U, RAGHUNATHAN M

J Biomol Struct Dyn 2008;25(4): 425-34

Extensive research is being carried out to analyse the importance of plant products such as resveratrol and genistein, which are known to exert a variety of pharmacological effects. This study aims at evaluating the protective role of these compounds against the apoptosis induced in normal cells by cytotoxic anticancer agents such as cisplatin and MMC during therapy. Despite the broad antineoplastic action of cisplatin and MMC, their genotoxicity in normal cells might lead to the induction of secondary malignancies. Therefore, the problem of identifying plant compounds which might exert protective action in normal cells gains lot of significance. We have analyzed the chemoprotective effect of plant compounds on peripheral blood human lymphocytes when exposed to cisplatin and MMC by pre-treating and post-treating them with resveratrol and genistein at 100 μM concentration. Biochemical alterations occurring in many cells during apoptosis include loss of plasma membrane phospholipid asymmetry, DNA fragmentation, and activation of caspase-3, et cetera, and have been assessed. Fluorescence microscopy, flow cytometric techniques have clearly demonstrated that resveratrol and genistein are efficient in protecting lymphocytes undergoing DNA damage when exposed to cisplatin and MMC and exerted their activity by reducing the caspase-3 expression. An interesting observation is that these compounds offered their protective effect by reducing their apoptotic potential on membrane and nucleic acids against cytotoxic agents, cisplatin, and MMC. These results suggest that resveratrol and genistein might be useful for risk assessments in advance of clinical trials and could be considered as a strong candidate in pharmacogenomics or nutriprotective arena.

Treatment of conjunctival squamous neoplasias with interferon-α2b
HUERVA V, MANGUES I

J Fr Ophtalmol 2008;31(3): 317-25

The classical approach to the treatment of squamous neoplasias of the ocular surface is based on surgical resection and cryotherapy. High rates of recurrence have been demonstrated if the margins are not free after the resection. Primary or adjuvant chemotherapy with MMC or 5-FU has been employed to treat these neoplasias, but severe side effects on the ocular surface have been described. Interferon-α2b is less toxic to the ocular surface. The experience in the treatment of conjunctiva-cornea intraepithelial neoplasia (CIN) with topical or intralesional interferon-α2b is based on isolated cases or very short series. In this report, we review the published studies and include our personal experience. The safety and effectiveness of interferon-α2b in the treatment of primary and recurrent cases of CIN are described. The absence of serious side effects after topical administration of interferon-α2b leads to the recommendation of this modality of therapy for primary and recurrent cases of CIN.

Fluorouracil, mitomycin, and radiotherapy vs. fluorouracil, cisplatin, and radiotherapy for carcinoma of the anal canal: a randomized controlled trial
AJANI JA, WINTER KA, GUNDERSON LL, PEDERSEN J, BENSON AB, THOMAS CR, et al.
JAMA 2008;299(16): 1914-21

CONTEXT: Chemoradiation as definitive therapy is the preferred primary therapy for patients with anal canal carcinoma; however, the five-year disease-free survival rate from concurrent fluorouracil/mitomycin and radiation is only approximately 65%. OBJECTIVE: To compare the efficacy of cisplatin-based (experimental) therapy vs. mitomycin-based (standard) therapy in treatment of anal canal carcinoma. DESIGN, SETTING, & PARTICIPANTS: US Gastrointestinal Intergroup trial RTOG 98-11, a multicenter, phase 3, randomized controlled trial comparing treatment with fluorouracil plus mitomycin and radiotherapy vs. treatment with fluorouracil plus cisplatin and radiotherapy in 682 patients with anal canal carcinoma enrolled between October 31, 1998, and June 27, 2005. Stratifications included sex, clinical nodal status, and tumor diameter. INTERVENTION: Participants were randomly assigned to one of two intervention groups: (i) the mitomycin-based group (n = 341), who received fluorouracil (1000 mg/m2 on days 1-4 and 29-32) plus mitomycin (10 mg/m2 on days 1 and 29) and radiotherapy (45-59 Gy) or (ii) the cisplatin-based group (n = 341), who received fluorouracil (1000 mg/m2 on days 1-4, 29-32, 57-60, and 85-88) plus cisplatin (75 mg/m2 on days 1, 29, 57, and 85) and radiotherapy (45-59 Gy; start day = day 57). MAIN OUTCOME MEASURES: The primary endpoint was five-year disease-free survival; secondary endpoints were overall survival and time to relapse. RESULTS: A total of 644 patients were assessable. The median follow-up for all patients was 2.51 years. Median age was 55 years, 69% were women, 27% had a tumor diameter >5 cm, and 26% had clinically positive nodes. The five-year disease-free survival rate was 60% (95% CI, 53-67%) in the mitomycin-based group and 54% (95% CI, 46-60%) in the cisplatin-based group (P = 0.17). The five-year overall survival rate was 75% (95% CI, 67-81%) in the mitomycin-based group and 70% (95% CI, 63-76%) in the cisplatin-based group (P = 0.10). The five-year local-regional recurrence and distant metastasis rates were 25% (95% CI, 20-30%) and 15% (95% CI, 10-20%), respectively, for mitomycin-based treatment and 33% (95% CI, 27-40%) and 19% (95% CI, 14-24%), respectively, for cisplatin-based treatment. The cumulative rate of colostomy was significantly better for mitomycin-based than cisplatin-based treatment (10% vs. 19%; P = 0.02). Severe hematologic toxicity was worse with mitomycin-based treatment (P <0.001). CONCLUSIONS: In this population of patients with anal canal carcinoma, cisplatin-based therapy failed to improve disease-free survival compared with mitomycin-based therapy, but cisplatin-based therapy resulted in a significantly worse colostomy rate. These findings do not support the use of cisplatin in place of mitomycin in combination with fluorouracil and radiotherapy in the treatment of anal canal carcinoma. TRIAL REGISTRATION: clinicaltrials.gov Identifier: NCT00003596.

Severe hyponatremia, hyperglycemia, and hyperlactatemia are associated with intraoperative hyperthermic intraperitoneal chemoperfusion with oxaliplatin
DE SOMER F, CEELEN W, DELANGHE J, DE SMET D, VANACKERE M, PATTYN P, et al.
Perit Dial Int 2008;28(1): 61-6

BACKGROUND: Since the introduction of surgical debulking in combination with intraoperative hyperthermic intraperitoneal chemoperfusion (HIPEC) with oxaliplatin in our institution, severe hyponatremia (sodium: 126.5 ±3.8 mmol/l), hyperglycemia (glucose: 22.37 ±4.89 mmol/l), and hyperlactatemia (lactate: 3.17 ±1.09 mmol/l) have been observed post HIPEC. This metabolic disorder was not observed in patients in whom cisplatin or MMC was used as a chemotherapeutic drug. METHODS: In order to understand the pathophysiology of this finding, an analysis of our data was made. In a first analysis, plasma sodium was corrected for hyperglycemia based on the formula of Hillier. In a second analysis, the influence of total exchangeable sodium, total exchangeable potassium, and total body water on plasma sodium concentration was modeled. RESULTS: Analysis of our data revealed a double mechanism for the observed metabolic disorder: hyperglycemia caused by dextrose 5%, which is used as a carrier for the oxaliplatin, and major loss of sodium into the dialysate (256.7 ±68.7 mmol). CONCLUSION: Better control of hyperglycemia and intravenous compensation of sodium loss into the dialysate can attenuate the reported biochemical disturbance. (C) 2008 International Society for Peritoneal Dialysis.

Chemotherapy of advanced non-small-cell lung cancer: effect on survival and symptoms affecting quality of life. [Polish]
ROLSKI J, ZEMELKA T, JASIOWKA M, CZYZEWICZ G, KOJS-PASINSKA E

Pneumonol Alergol Pol 2007;75(4): 343-8

INTRODUCTION: The study presents treatment results of 168 patients with non-small-cell lung cancer in stage IIIB and IV treated since year 2002 to 2006 in Oncological Center in Cracow. MATERIAL & METHODS: Four regimens of chemotherapy: EP (cisplatin, vepesid), MVP (MMC, vinblastine, cisplatin), PN (cisplatin, vinorelbine) and PG (cisplatin, gemcitabine) were used. RESULTS: Average survival time in group treated with MVP regimen was 7.8 months (median 4.3 months), PG 7.1 months (median 7.3 months), EP 10.2 months (median 7.5 months), PN 14.1 months (median 9.8 months). Differences in median survival time were not significant. Average time to progression in group treated with MVP regimen was 3.5 months (median 2.6 months), PG 5.2 months (median 5.8 months), EP 6.6 months (median 5.2 months), PN 6.7 months (median 5.6 months). Improvement in control of symptoms regarding dyspnea, pain and cough was reached in 60%, 38.7% and 60% of patients respectively. There were no significant differences between chemotherapy regimens regarding improvement in symptom control. CONCLUSIONS: Cisplatin + vinorelbine regimen can be recommended as standard method because of the best treatment results.

Mitomycin-C in recurrent or extensive ocular surface neoplasia
EGHTEDARI M, ROOZITALAB MH, KATBAB A, ASHRAF H

UHOD Uluslararasi Hematoloji-Onkoloji Dergisi 2008;18(1): 16-21

Role of MMC is searched in recurrent cases with squamous cell carcinoma (SCC), conjunctival-corneal intraepithelial neoplasia (CCIN) or in advanced cases of ocular surface neoplasm in which surgical excision was impossible due to extensive involvement of ocular surface. Seventeen cases of SCC, CCIN or PAM (primary acquired melanosis) with atypia were selected. They received three cycles of MMC (0.04%) eye drops four times a day for one week. Participants were followed for 4-36 months. There were seven females and ten males. Seven patients (41.1%) developed one time recurrence after first course of treatment but during follow-up, only three of them (17.6%) needed surgical management while four others responded to another course of treatment. Six out of 17 patients (35.2%) had another systemic disease and received either chemotherapy or radiation before. We conclude that even though the trend for use of chemotherapy as a sole drug or in adjunct with surgery in the treatment of ocular surface neoplasia is rising, surgical resection still remains the first-line procedure in the management of limited forms of CCIN or aggressive and invasive SCC while they are concise. Only in recurrent cases or extensive involvement of ocular surface, prescription of MMC may be reasonable.

Optimizing chemotherapy for transitional cell carcinoma by application of bcl-2 and bcl-xL antisense oligodeoxynucleotides
BOLENZ C, BECKER A, TROJAN L, SCHAAF A, CAO Y, WEISS C, et al.
Urol Oncol 2007;25(6): 476-82

OBJECTIVE: Therapy failure after intravesical and systemic chemotherapy for transitional cell carcinoma (TCC) is still high. Antiapoptotic proteins such as Bcl-2 and Bcl-xL have been reported to promote chemoresistance in TCC. Targeting bcl-2 and bcl-xL messenger ribonucleic acid with antisense oligodeoxynucleotides (AS-ODNs) may enhance the cytotoxic effects of chemotherapeutic agents. Therefore. we investigated the effects of bcl-2 and bcl-xL AS-ODNs in combined treatment with conventional and new chemotherapeutic agents to evaluate the cytotoxic effects in comparison to monotreatment. METHODS & MATERIALS: Western blot analysis or immunohistochemistry verified Bcl-2 and Bcl-xL expression in a panel of human TCC cell lines that had been monotreated with cisplatin, gemcitabine, MMC, and paclitaxel. In addition, bcl-2 or bcl-xL AS-ODNs were applied in combination with each chemotherapeutic agent. Cell viability was determined using a standard MTT assay and Neubauer hemocytometry. RESULTS: All cell lines responded to chemotherapeutic monotreatment in a dose-dependent manner. Maximum cell death rates after monotreatment were 47.4% (cisplatin), 39.0% (gemcitabine), 83.4% (MMC), and 54.8% (paclitaxel). After combined treatment with chemotherapy and bcl-2 or bcl-xL AS-ODNs, cell death rates were significantly higher (e.g., 30.3% vs. 87.2% in HT 1197 cells for monotreatment vs. the combination of paclitaxel and bcl-xL AS-ODNs). Three-way analysis of variance revealed that combined treatment had a significant effect on all cell lines. CONCLUSIONS: Our study confirms that the addition of bcl-2 and bcl-xL AS-ODNs enhances the cytotoxic potential of chemotherapeutic agents in TCC cell lines as a result of combined effects. Further trials in ex vivo and in vivo models have to be performed to promote clinical application in patients. (C) 2007 Elsevier Inc. All rights reserved.

Hepatotoxicity during anti-cancer chemotherapy. [Polish]
PIATKOWSKA M, POGORZALA M, DEBSKI R, STYCZYNSKI J

Wspolczesna Onkologia 2008;12(1): 16-9

BACKGROUND: Hepatotoxicity is defined as injury to the liver that is associated with impaired liver function caused by exposure to a drug or another noninfectious agent. It is one of the most frequent direct side effects of chemotherapy. Cytotoxic drugs which cause hepatotoxicity are: methotrexate, mercaptopurine, cytarabine, 5-FU, L-asparaginase, cyclophosphamide, busulfan, dacarbazine, mitomycin, thioguanine, mitramycin, etoposide, nitrosourea derivatives (carmustine, lomustine), cisplatin; while actinomycin, doxorubicin, vincristine and vinblastine cause liver injury less often. OBJECTIVE: Analysis of grade of hepatotoxicity in children treated for neoplastic diseases. MATERIAL & METHODS: The study group consisted of 237 patients with cancer. Concentration of total serum bilirubin, activity of glutamyl pyruvic transaminase (GPT, AIAT) and glutamyl oxaloacetic transaminase (GOT, AspAT) was analyzed. Common toxicity criteria for adverse events CTCAE v3.0 was used for grading the hepatotoxicity. RESULTS: Biochemical symptoms of hepatotoxicity were observed in 59.4% of children with cancer, including 24.9% of patients with grade III/IV of toxicity, which prevented continuation of chemotherapy. Hepatotoxicity of grade III/IV was most often observed in children treated for acute lymphoblastic leukaemia and non-Hodgkin's lymphoma, while it was not observed in patients with Hodgkin's disease, Langerhans cell histiocytosis or chronic myeloid leukaemia. CONCLUSIONS: Hepatotoxicity is a frequent adverse event of chemotherapy in children. Increased activity of glutamyl pyruvic transaminase (GPT, AIAT) is the main biochemical feature of direct liver injury.

Excess premature (3-month) mortality in advanced pancreatic cancer could be related to fatal vascular thromboembolic events. A hypothesis based on a systematic review of phase III chemotherapy studies in advanced pancreatic cancer. [Review]##
SGOUROS J, MARAVEYAS A

Acta Oncol 2008;47(3): 337-46

INTRODUCTION: An at least three-month expected survival is a common inclusion criterion in cancer treatment trials, including advanced pancreatic cancer phase III studies. Published survival curves for advanced pancreatic cancer however seem to reflect a substantial survival shortfall. We wanted to assess the strength of this observation and search for an explanation by reviewing the literature. METHODS: A Medline and EMBASE search was done for chemotherapy or chemotherapy-based phase III studies in advanced pancreatic cancer published since 1997. Similar search was done at the American Society of Clinical Oncology's website for abstracts presented since 2000. Three months mortality was based on the survival curves presented. RESULTS: 14 papers and five abstracts met our criteria and are included in our review. Six thousand two hundred and twelve patients participated in these trials and 1447 (23.3%) died in the first three-month period. Figures were worse in patients with metastases and poorer performance status. Assuming that most deaths during treatment happened during the first three months, cause of death was reported in only 40 cases (2.8%). Progressive cancer was reported as cause of death in 21 of these cases. Less frequent causes of death were reported to be infections, 'complications of cancer', thromboembolic events and renal failure. DISCUSSION: Overall treatment-related deaths represent a very small percentage of the deaths happening during the three-month period, and are unlikely to be under-reported given the Good Clinical Practice oversight of these trials. Progressive cancer is likely to be an important cause of early mortality but given the very select nature of the trial-related population this cannot explain the phenomenon of three-month early death burden of 23.3%. Our hypothesis, supported by multiple autopsy series, is that early death burden in advanced pancreatic cancer trial patients is likely to be due to under-reported vascular thromboembolic events. Thromboprophylaxis needs to be addressed in future trials. (C) 2008 Taylor & Francis.
Results of concomitant chemoradiation for cervical cancer using high-dose-rate intracavitary brachytherapy: Study of JROSG (Japan Radiation Oncology Study Group)##
SAKATA KI, SAKURAI H, SUZUKI Y, KATOH S, OHNO T, TOITA T, et al.
Acta Oncol 2008;47(3): 434-41

The purpose of this study was to clarify outcome for concurrent chemoradiation (CT-RT) in locally advanced cervix cancer in Japan. This is a non-randomized retrospective analysis of 226 patients treated with definitive CT-RT or radiotherapy alone (RT alone) in nine institutions between 2001 and 2003. External irradiation consisted of whole pelvic irradiation and pelvic side wall boost irradiation, using a central shield during the latter half of the treatment with the anteroposterior parallel opposing technique. The external beam irradiation was performed with 1.8 or 2 Gy per fraction. High-dose-rate intracavitary brachytherapy (HDR) was performed in all cases. In chemotherapy, platinum-based drugs were used alone or in combination with other drugs such as 5-FU. Grade of late complications was scaled retrospectively with CTC v2.0. Overall survival rate at 50 months of stage IB, II and III, IV was 82% and 66% in CR-RT and 81% and 43% in RT alone, respectively. Disease-free survival rate at 50 months of stage IB, II and III, IV was 74% and 59% in CR-RT and 76% and 52% in RT alone, respectively. There was no significant difference between CT-RT and RT for overall survival and disease-free survival. Univariate analysis suggested that locoregional control was better with CT-RT, but multivariate analysis could not confirm this finding. Compared to RT alone, CT-RT caused significantly more acute and late complications. Thus, late complication (grade 3-4) free survival rate at 50 months was 69% for CT-RT and 86% for RT alone (P <0.01). The therapeutic window with concomitant radiochemotherapy and HDR brachytherapy may be narrow, necessitating a close control of dose volume parameters and adherence to systems for dose prescription. (C) 2008 Taylor & Francis.

Drug-induced acute kidney injury. [Review]##
RAJAKARUNA GK, BUTT TF

Adverse Drug React Bull 2007(245): 939-42

Many drugs and substances are known to cause renal disease acutely through a variety of mechanisms. They are responsible for up to 20% of cases of acute renal failure and account for 8-60% cases of acute renal injury acquired by hospital patients, depending on the patient population and the definition of acute kidney injury. We review the various classes of drugs associated with acute renal dysfunction and, in particular, focus on the contribution of newer pharmacological agents, discussing in which possible, underlying mechanisms of injury. (C) 2007 Lippincott Williams & Wilkins.
Transarterial chemoembolization in patients not eligible for liver transplantation: single-center results##
HERBER SC, OTTO G, SCHNEIDER J, SCHUCHMANN M, DUBER C, PITTON MB, et al.
AJR Am J Roentgenol 2008;190(4): 1035-42

OBJECTIVE: The purpose of this study was to evaluate the effectiveness of transarterial chemoembolization in the care of patients not eligible for liver transplantation. CONCLUSIONS: Prognosis depends on local response, Okuda score, α-fetoprotein level, and tumor size and is independent of the presence of portal venous thrombosis.

Liver disease induced by radioembolization of liver tumors: description and possible risk factors##
SANGRO B, GIL-ALZUGARAY B, RODRIGUEZ J, SOLA I, MARTINEZ-CUESTA A, VIUDEZ A, et al.
Cancer 2008;112(7): 1538-46

BACKGROUND: To the authors' knowledge, liver damage after liver radioembolization with yttrium90-labeled microspheres has never been studied specifically. METHODS: Using a complete set of data recorded prospectively among all patients without previous chronic liver disease treated by radioembolization at the authors' institution from September 2003 to July 2006, patterns of liver damage were identified and possible risk factors were analyzed. RESULTS: In all, 20% of patients developed a distinct clinical picture that appeared four to eight weeks after treatment and was characterized by jaundice and ascites. Veno-occlusive disease was the histologic hallmark observed in the most severe cases. This form of sinusoidal obstruction syndrome was not observed among patients who never received chemotherapy or in those in whom a single hepatic lobe was treated. Relevant to treatment planning, a possible risk factor was a higher treatment dose in relation to the targeted liver volume. A transjugular intrahepatic stent shunt improved liver function in two patients with impending liver failure, although one of them eventually died from it. CONCLUSIONS. Radioembolization of liver tumors, particularly after antineoplastic chemotherapy, may result in an uncommon but potentially life-threatening form of hepatic sinusoidal obstruction syndrome that presents clinically with jaundice and ascites. (C) 2008 American Cancer Society.

Epidemiologic and socioeconomic burden of metastatic renal cell carcinoma (mRCC): a literature review. [Review]##
GUPTA K, MILLER JD, LI JZ, RUSSELL MW, CHARBONNEAU C

Cancer Treat Rev 2008;34(3): 193-205

Renal cell carcinoma (RCC), the most common form of kidney cancer, initially has an asymptomatic clinical course; 25-30% of patients present with metastatic disease at time of diagnosis. Worldwide incidence and mortality rates are rising at a rate of approximately 2-3% per decade. Metastatic RCC (mRCC) is one of the most treatment-resistant malignancies; outcomes are generally poor and median survival after diagnosis is less than one year. Surgery and chemotherapy have limited or no effect, leaving mRCC patients underserved in the realm of cancer treatment. As the world's population ages and the prevalence of risk factors (obesity, hypertension) increases, the burden of mRCC is predicted to increase significantly. With a shift in treatment of mRCC to novel therapies, such as molecularly targeted therapies (MTTs) (e.g., sorafenib and sunitinib), clinicians, payers, and other healthcare decision-makers must re-evaluate the optimal role for new treatments. Timely understanding of the burden of mRCC on individuals and society clearly is needed at this juncture. Using a comprehensive literature review, we assessed the epidemiologic, economic, and health-related quality of life burdens of mRCC. The annual incidence of mRCC in major European countries, the US, and Japan ranges from 1500-8600 cases. However, prevalence data were lacking. The estimated economic burden of mRCC is large: $107-$556 million (2006 USD) in the US and $446 million-$1.6 billion (2006 USD) collectively in select countries worldwide. MTTs have potential to reduce the burden of mRCC and provide substantial value beyond their clinical effectiveness. (C) 2007 Elsevier Ltd. All rights reserved.

Intravenous ondansetron plus intravenous dexamethasone with different ondansetron dosing schedules during multiple cycles of cisplatin-based chemotherapy##
CHEN PT, LIAW CC

Chang Gung Med J 2008;31(2): 167-74

BACKGROUND: This study examined whether different ondansetron dosing schedules plus dexamethasone influenced antiemetic efficacy during multiple cycles of cisplatin-based chemotherapy (CT). Antiemetic activities between previous CT and subsequent cycles were compared. METHODS: The cross-over study involved 424 patients. Arm A, three doses of 8 mg ondansetron given intravenously (IV) at four-hourly intervals plus dexamethasone 20 mg IV at the start of CT, followed by dexamethasone 5 mg IV every 12 hours. Arm B, as arm A but the three doses of 8 mg ondansetron were given at 24-hourly intervals. For those with complete protection from emesis in both arms, a single dose of 8 mg ondansetron (arm C) was tried during the following CT. Once complete protection of emesis could not be maintained, arm A regimens were administered in the subsequent cycles of CT. RESULTS: There were 384, 377 and 147 patients in arm A, arm B and arm C, respectively. Complete control of acute and delayed nausea/vomiting obtained in arm A were 91.4%/94.8% and 59.6%/70.1%, and in arm B were 90.4%/92.3% and 61.3%/72.7%. There was no significant difference in antiemetic efficacy between both arms. Decreased incidence of and delayed onset of nausea on day 2 were observed in arm B (P = 0.002). The emetic severity during previous CT correlated significantly with those of the subsequent CT. The complete control of nausea/vomiting was maintained in 81.6%/72.1% of arm C patients during the following third to sixth cycles of CT. CONCLUSION: No difference in antiemetic efficacy was shown when a triple 8 mg dose of ondansetron was given at four-hourly intervals or at 24-hourly intervals. However, the latter improved nausea on day 2. A single 8 mg dose of ondansetron can maintain antiemetic efficacy in the majority of complete responders in arm A and arm B.

A multidisciplinary approach to squamous cell carcinomas of the head and neck: an update. [Review]##
BERNIER J

Curr Opin Oncol 2008;20(3): 249-55

PURPOSE OF REVIEW: The treatment of locally advanced squamous cell carcinoma of the head and neck has improved with the addition of chemotherapy to radiotherapy. Other approaches are being investigated to improve the clinical benefit at an acceptable level of toxicity. RECENT FINDINGS: The present review summarizes recently published data on the treatment of locally advanced squamous cell carcinoma of the head and neck. Altered radiation fractionation regimens have been shown to increase efficacy, and induction chemotherapy may offer clinical benefits. One of the most important advances in this setting has been the demonstration that addition of the epidermal growth factor receptor-targeted monoclonal antibody, cetuximab, to radiotherapy improves locoregional control and overall survival compared with radiotherapy alone. The survival benefit of this combination appears to be of at least the same magnitude as that seen with chemoradiotherapy, but the combination is not associated with the high level of toxicity that characterizes chemoradiotherapy. The use of more sensitive instruments for adverse event recording may provide a better picture of the toxicity burden. SUMMARY: Although the further modification of radiotherapy and chemotherapy within chemoradiotherapy regimens is unlikely to offer major clinical benefits, it is likely that any significant advances will be made with the incorporation of novel agents into treatment regimens. The combination of cetuximab and radiotherapy forms a new standard for the treatment of locally advanced squamous cell carcinoma of the head and neck. (C) 2008 Lippincott Williams & Wilkins, Inc.
Pharmacology of intraperitoneal chemotherapy for gastrointestinal cancer and diffuse malignant peritoneal mesothelioma. [Review]##
YAN TD, STUART OA, YOO D, SUGARBAKER PH

Curr Top Pharmacol 2006;10(2): 41-53

Perioperative intraperitoneal chemotherapy in combination with cytoreductive surgery has been shown to be of benefit for treating selected patients with peritoneal surface malignancy. It has become a new standard of care in the management of diffuse malignant peritoneal mesothelioma and peritoneal dissemination of appendiceal malignancy. Numerous recent publications on carcinomatosis from colorectal cancer and gastric cancer identify groups of patients that would benefit from this local-regional approach for prevention and treatment of carcinomatosis. This review focuses on the pharmacological information regarding intraperitoneal chemotherapeutic agents commonly used by the gastrointestinal oncology service at the Washington Cancer Institute.

Therapeutic approaches to hepatocellular carcinoma. [Review]##
BORGIA B, NERI D

Drugs Future 2008;33(1): 75-83

Hepatocellular carcinoma (HCC) is still an incurable disease and one of the most common malignant cancers worldwide, often associated with an extremely poor prognosis. Many staging systems have been proposed in order to stratify patients according to prognostic factors and to guide therapeutic strategies, but none has yet received universal acceptance. Therapeutic options for HCC are limited and mainly fall into two broad categories: surgical and nonsurgical treatments. Surgical ablation therapies (liver transplantation and resection) are the only potentially curative treatments, but are only applicable to a limited number of patients with early HCC. Among nonsurgical therapies, percutaneous ablation approaches and transcatheter arterial embolization are the most widely performed and have provided good results in selected groups of patients, but are unable to achieve outcomes comparable to those for surgical treatments. Drugs either alone or in combination have shown minimal or no efficacy for the treatment of HCC. However, recent data suggest that the broad-spectrum tyrosine kinase inhibitor sorafenib may prolong survival time in HCC patients. Antibody-based therapy has provided some interesting results, particularly in the radioimmunotherapy setting, and further investigation is needed in order to establish the therapeutic potential of this new group of promising biopharmaceuticals. (C) 2008 Prous Science, SAU or its licensors. All rights reserved.

Adjuvant chemotherapy after complete resection of non-small-cell lung cancer. [German] [Review]##
LAACK E, BOKEMEYER C, HOSSFELD DK

Dtsch Arztebl 2008;105(14): 249-54

INTRODUCTION: In non-small-cell lung cancer (NSCLC) surgical resection is the treatment of choice in stages I and II of the disease; but even of this selected group of patients, almost half suffer recurrence following complete resection, usually in the form of distant metastases. The role of adjuvant systemic chemotherapy has been investigated extensively in the last two decades. METHODS: Selective literature review of randomized phase III trials. RESULTS & DISCUSSION: There is currently no indication for adjuvant chemotherapy in patients with stage IA disease, whereas the role of adjuvant chemotherapy for stage IB disease remains controversial. To treat a patient with stage IB disease should be an individualized decision depending on age, tumor size, vascular invasion, and patient preference. Adjuvant chemotherapy is now the standard of care after complete resection of stage II-IIIA NSCLC. Patients considered for adjuvant chemotherapy should be under 75 years of age, have no contraindications to cisplatin-based chemotherapy, and should be in a good performance status after surgery. Currently the standard adjuvant chemotherapy regimen is a combination containing cisplatin and vinorelbine.

Emerging drugs in the treatment of advanced gastric cancer. [Review]##
TETZLAFF ED, CEN P, AJANI JA

Expert Opin Emerg Drugs 2008;13(1): 135-44

BACKGROUND: Gastroesophageal cancer is one of the most common cancers worldwide. If detected early, curative treatment is possible. Often, gastroesophageal cancer is detected at an advanced stage when therapy is palliative. OBJECTIVES: To provide a critical evaluation of historic and recently developed chemotherapy regimens for the treatment of advanced gastroesophageal cancer (AGC). METHODS: Published clinical trials in AGC as well as selected abstracts presented at international oncology meetings were selected. RESULTS/CONCLUSION: Chemotherapy has demonstrated a benefit over best supportive care alone by improving the quality and quantity of life for patients with advanced disease. Recent phase III trials investigating cytotoxic chemotherapy and phase II trials incorporating biotherapy for the treatment of AGC show promise for the future. (C) 2008 Informa UK Ltd.

Development and controversies of adjuvant therapy for pancreatic cancer. [Review]##
LAU WY, LAI EC

Hepatobiliary Pancreat Dis Int 2008;7(2): 121-5

BACKGROUND: Pancreatic cancer is an aggressive malignancy with a dismal prognosis. Radical surgery provides the only chance for a cure with a five-year survival rate of 7-25%. An effective adjuvant therapy is urgently needed to improve the surgical outcome. This review describes the current status of adjuvant therapy for pancreatic cancer, and highlights its controversies. Data sources: a Medline database search was performed to identify relevant articles using the keywords 'pancreatic neoplasm', and 'adjuvant therapy'. Additional papers were identified by a manual search of the references from the key articles. RESULTS: Eight prospective randomized controlled trials (RCTs) on the use of adjuvant chemotherapy and chemoradiation for pancreatic cancer could be identified. The results for adjuvant regimens based on systemic 5-FU with or without external radiotherapy were conflicting. The recent two RCTs on gemcitabine-based regimen gave promising results. CONCLUSIONS: Based on the available data, no standard adjuvant therapy for pancreatic cancer can be established yet. The best adjuvant regimen remains to be determined in large-scale RCTs. Future trials should use a gemcitabine-based regimen. (C) 2008 Hepatobiliary Pancreat Dis Int. All rights reserved.

Phase II study of hepatic arterial infusion of a fine-powder formulation of cisplatin for advanced hepatocellular carcinoma##
YOSHIKAWA M, ONO N, YODONO H, ICHIDA T, NAKAMURA H

Hepatol Res 2008;38(5): 474-83

AIM: Intra-arterial cisplatin appears to have high therapeutic efficacy, but this has not been studied in detail. Accordingly, we developed a fine-powder cisplatin formulation and tested it in advanced hepatocellular carcinoma (HCC) patients in an open-label, uncontrolled study in which 27 institutions participated. METHODS: The patients in this study had inoperable advanced HCC without extrahepatic metastases. All received two infusions of high-concentration cisplatin (1.43 mg/ml) via the hepatic artery at a dose of 65 mg/m2, with an intervening four- to six-week interval. RESULTS: Cisplatin efficacy and safety were assessed in 80 patients. We found partial responses in 27 cases, no change in 37, and progressive disease in 11 (five were not evaluated). The overall response rate was 33.8%. The one-year survival rate was 67.5% and the two-year survival rate was 50.8%. Severe adverse effects (≥grade 3) included anorexia in 22.5%, vomiting in 6.3%, abdominal pain in 1.3%, thrombocytopenia in 25%, neutropenia in 13%, leukopenia in 1.3%, hypochromia in 1.3%, elevated serum aspartate aminotransferase in 32.5%, elevated serum alanine aminotransferase in 11.3%, elevated serum bilirubin in 3.8%, decreased serum albumin in 1.3%, elevated serum alkaline phosphatase in 1.3%, elevated γ-glutamyltranspeptidase in 3.8%, and elevated serum creatinine in 2.5%. Death from myocardial infarction occurred as an incidental event in one case, and no other life-threatening adverse events were observed. CONCLUSION: Although intra-arterial cisplatin has substantial local and systemic toxicity, high therapeutic efficacy suggests the potential usefulness of this agent in the treatment of advanced HCC. (C) 2008 The Japan Society of Hepatology.

The role of hyperthermia in optimizing tumor response to regional therapy. [Review]##
MOYER HR, DELMAN KA

Int J Hyperthermia 2008;24(3): 251-61

PURPOSE: To discuss the role of hyperthermia in optimizing the response to regional therapy for cancer. METHODS: A review of the current literature discussing mechanism of action, experimental models and prospective, randomized trials was performed. RESULTS: The mechanism of action of hyperthermia in combination with radiation and cytotoxic chemotherapy at the cellular and tissue levels is described. Data supporting the benefit of hyperthermia in conjunction with both regional, infusional chemotherapy, and locoregional radiation therapy is demonstrated. Several different histologic tumor types are covered, all with prospective evidence supporting the benefit of hyperthermia. CONCLUSIONS: Although delivery methods for hyperthermia can be complex and difficult to implement, the data support its benefit and further endeavors to include hyperthermia as a component of regional therapy should be encouraged.

Toxicities associated with hyperthermic isolated limb perfusion and isolated limb infusion in the treatment of melanoma and sarcoma##
MULLER MG, LEWIS JM, DESSUREAULT S, ZAGER JS

Int J Hyperthermia 2008;24(3): 275-89

Hyperthermic isolated limb perfusion (HILP) and isolated limb infusion (ILI) may play a significant role in the treatment of patients with recurrent or in transit extremity melanoma or sarcoma that is unresectable. These procedures may be indicated when patients are otherwise faced with the possibility of a debilitating amputation. Not entirely benign treatment modalities, HILP and ILI can be associated with regional and systemic toxicities. A literature search of published studies using HILP and ILI for the treatment of extremity sarcomas and melanomas, and associated toxicities, was performed. The regional toxicities of HILP and ILI are similar. The most common toxicities reported are mild to moderate. However, when severe regional toxicity occurs, albeit infrequently (<5%), fasciotomies or even amputation may be necessary. Some studies have showed a relationship between acute regional toxicities and long term regional morbidity. Systemic toxicity appears to be more frequent when TNF-α is used in combination with other drugs during HILP, however the use of TNF-α in the US is limited to trials. Although regional toxicities are similar, systemic toxicity of ILI is minimal compared to HILP. ILI is easier to repeat, technically less complex, and may be more acceptable in infirm patients. Long-term morbidity and outcomes for ILI are still being evaluated. Both of these techniques may be suitable options in patients with unresectable advanced or recurrent or in transit extremity melanoma or sarcoma.
Association between bone marrow dosimetric parameters and acute hematologic toxicity in anal cancer patients treated with concurrent chemotherapy and intensity-modulated radiotherapy##
MELL LK, SCHOMAS DA, SALAMA JK, DEVISETTY K, AYDOGAN B, MILLER RC, et al.
Int J Radiat Oncol Biol Phys 2008;70(5): 1431-7

PURPOSE: To test the hypothesis that the volume of pelvic bone marrow (PBM) receiving 10 and 20 Gy or more (PBM-V10 and PBM-V20) is associated with acute hematologic toxicity (HT) in anal cancer patients treated with concurrent chemoradiotherapy. METHODS & MATERIALS: We analyzed 48 consecutive anal cancer patients treated with concurrent chemotherapy and intensity-modulated radiation therapy. The median radiation dose to gross tumor and regional lymph nodes was 50.4 and 45 Gy, respectively. Pelvic bone marrow was defined as the region extending from the iliac crests to the ischial tuberosities, including the os coxae, lumbosacral spine, and proximal femora. Endpoints included the white blood cell count (WBC), absolute neutrophil count (ANC), hemoglobin, and platelet count nadirs. Regression models with multiple independent predictors were used to test associations between dosimetric parameters and HT. RESULTS: 20 patients (42%) had stage T3-4 disease; 15 patients (31%) were node positive. Overall, 27 (56%), 24 (50%), four (8%), and 13 (27%) experienced acute grade 3-4 leukopenia, neutropenia, anemia, and thrombocytopenia, respectively. On multiple regression analysis, increased PBM-V5, V10, V15, and V20 were significantly associated with decreased WBC and ANC nadirs, as were female gender, decreased body mass index, and increased lumbosacral bone marrow V10, V15, and V20 (P <0.05 for each association). Lymph node positivity was significantly associated with a decreased WBC nadir on multiple regression analysis (P <0.05). CONCLUSION: This analysis supports the hypothesis that increased low-dose radiation to PBM is associated with acute HT during chemoradiotherapy for anal cancer. Techniques to limit bone marrow irradiation may reduce HT in anal cancer patients. (C) 2008 Elsevier Inc. All rights reserved.

Chemotherapy and cerebrovascular disease. [Review]##
SAYNAK M, COSAR-ALAS R, YURUT-CALOGLU V, CALOGLU M, KOCAK Z, UZAL C

J BUON 2008;13(1): 31-6

Cerebrovascular disease is common in cancer patients. Some tumors are at high risk for cerebrovascular complications. The development of cerebrovascular disease may be provoked by cancer treatment. No well-planned prospective studies about other causes of thrombosis are available, although various case reports about thrombosis related to chemotherapy have been published. L-asparaginase, cisplatin, 5-FU and methotrexate are anticancer agents which are reported to relate to stroke. The mechanisms by which antineoplastic agents may lead to stroke include endothelium toxicity and abnormalities of coagulation factors. Also, brain hemorrhages that could result from chemotherapy effects on the hemostatic system were reported. Besides, it is difficult to determine whether stroke is caused by chemotherapy or cancer itself. Clinicians deal not only with problems originating from cancer itself, but also with the complications resulting from its treatment. Treatment-induced cerebrovascular disorders affect quality of life and survival in cancer patients. For this reason, cancer treatment should be planned by taking into consideration the possibility of cerebrovascular complications. (C) 2008 Zerbinis Medical Publications.
The impact of chemotherapy on overall survival and quality of life of patients with metastatic colorectal cancer: a review of phase III trials. [Review]##
FUNAIOLI C, LONGOBARDI C, MARTONI AA

J Chemother 2008;20(1): 14-27

The treatment aims for advanced colorectal cancer (ACRC) patients are to prolong overall survival and to improve or maintain quality of life. Phase III studies published between 1997 and 2006 comparing different first or subsequent lines of treatment regimens were collected in order to evaluate the impact of these regimens on the overall survival and quality of life of ACRC patients. Our review shows that a first-line polychemotherapy regimen including oxaliplatin or irinotecan, in comparison with monochemotherapy, can improve overall survival. Second-line therapy and/or a cross-over between the first-line treatment arms can further modify the disease course. Hence, from the very beginning the treatment of ACRC patients must embrace a strategic approach taking into account all new agents available. Quality of life (QoL) was assessed in 52.3% of the first-line studies, while this was done in the whole group of studies evaluating pre-treated patients. QoL appears to be unrelated to the toxicity profile. (C) ESIFT Srl Firenze.

Analysis of interventional therapy for progressing stage gastric cancer. [Chinese]##
ZHU MD, ZHANG ZJ, JI HS, HAO G, GE CL, WEI KP, et al.
J Interv Radiol 2008;17(2): 136-9

OBJECTIVE: To investigate the interventional therapy and its curative effect for progressing stage gastric cancer. METHODS: 212 patients with progressing stage gastric cancer were treated with arterial perfusion and arterial embolization. Gastric cardia cancer was treated through the left gastric artery and the left inferior phrenic artery or splenic artery. Cancers of lesser and greater gastric curvature were treated either through the left and right gastric arteries or common hepatic artery or through gastroduodenal artery, right gastro-omental artery or splenic artery. Gastric antrum cancers were perfused through gastroduodenal artery or after the middle segmental embolization of right gastro-omental artery. RESULTS: 193 cases undergoing interventional management were followed up. The CR + PR of gastric cardia cancer was 53.13%; gastric body cancer 44.44%; gastric antrum cancer 10%; recurrent cancer and remnant gastric cancer 0. There was no significant difference in outcome between gastric cardia cancer and gastric body cancer (P >0.05)but significant differences were shown both between gastric cardia cancer and gastric antrum cancer, and between gastric body cancer and gastric antrum cancer(P <0.05), with one-year and two-year survival rates of 81% and 56% respectively. CONCLUSION: The interventional therapeutic effect of progressing stage gastric cancers is different due to the different sites of the lesions in the gastric tissue. The curative effect of gastric cardia cancer and gastric body cancer is better than that of gastric antrum cancer, recurrent cancer and remnant gastric cancer.
Non-small-cell lung cancer. [Review]##
ETTINGER DS, AKERLEY W, BEPLER G, CHANG A, CHENEY RT, CHIRIEAC LR, et al.
J Natl Compr Canc Netw 2008;6(3): 228-69

Lung cancer is the leading cause of cancer-related death in both men and women in the US. An estimated 213 380 new cases (114 760 men and 98 620 women) of lung and bronchus cancer will be diagnosed in 2007, and 160 390 deaths (89 510 in men, 70 880 in women) are estimated to occur because of the disease. Non-small-cell lung cancer (NSCLC) accounts for 80-85% of all lung cancer cases and includes three major types: (i) adenocarcinoma; (ii) squamous cell (epidermoid) carcinoma; and (iii) large-cell carcinoma. Adenocarcinoma is the most common type of lung cancer seen in the US and is also the most frequently occurring cell type in nonsmokers. Important updates to the 2008 guidelines on NSCLC include the addition of tables on drugs and dosing information on chemotherapy regimens for adjuvant therapy. (C) 2008 Journal of the National Comprehensive Cancer Network.

Adjuvant chemotherapy for lung cancer: cisplatin doublets only? [Review]##
MORGENSZTERN D, GOVINDAN R

J Natl Compr Canc Netw 2008;6(3): 277-84

Lung cancer is the leading cause of cancer-related mortality worldwide. Despite adequate resection, more than half of patients die of recurrent disease, usually at distant sites. Adjuvant systemic chemotherapy is mainly used to eradicate micrometastatic disease. Since the seminal 1995 meta-analysis from earlier studies showed a trend toward improved survival with the use of cisplatin-based adjuvant chemotherapy, several randomized prospective adjuvant trials have addressed this question and eventually established the role for platinum-based adjuvant chemotherapy in patients with stage II or IIIA non-small-cell lung cancer who have undergone complete resection. The role of adjuvant chemotherapy in patients with stage I disease remains controversial. Although no clinical or molecular predictors of recurrent disease after surgical resection are reliable, encouraging preliminary data on gene expression studies suggest that identifying, and perhaps treating, only patients at high risk for relapse might be possible in the near future. Furthermore, molecular predictors of resistance may guide the selection of chemotherapy in this setting. (C) 2008 Journal of the National Comprehensive Cancer Network.
Neoadjuvant chemotherapy in stage III NSCLC. [Review]##
ALLEN J, JAHANZEB M

J Natl Compr Canc Netw 2008;6(3): 285-93

Non-small-cell lung cancer (NSCLC) continues to be the leading cause of cancer-related mortality in the US. Current standard care for treating NSCLC is surgical resection, when feasible, followed by adjuvant chemotherapy in stages II and III. Neoadjuvant or induction chemotherapy may have several potential advantages compared with adjuvant chemotherapy and has been evaluated in randomized and nonrandomized clinical trials in NSCLC. This article reviews the data for neoadjuvant chemotherapy in NSCLC with a particular focus on regionally advanced disease (stage III) that is still amenable to surgical resection. (C) 2008 Journal of the National Comprehensive Cancer Network.

Systemic therapy for biliary tract cancers. [Review]##
HEZEL AF, ZHU AX

Oncologist 2008;13(4): 415-23

Biliary tract cancers (BTCs) are invasive carcinomas that arise from the epithelial lining of the gallbladder and bile ducts. These include intrahepatic, perihilar, and distal biliary tree cancers as well as carcinoma arising from the gallbladder. Complete surgical resection offers the only chance for cure; however, only 10% of patients present with early-stage disease and are considered surgical candidates. Among those patients who do undergo 'curative' resection, recurrence rates are high; thus, for the majority of BTC patients, systemic chemotherapy is the mainstay of their treatment plan. Patients with unresectable or metastatic BTC have a poor prognosis, with a median overall survival time of less than one year. Despite a paucity of randomized phase III data, a consensus on first-line systemic therapy is emerging. In this review, we discuss the clinical experience with systemic treatment of BTC, focusing on the rationale for a first-line regimen as well as future directions in the field.
Systemic therapy of pancreatic cancer: publications review. [Polish] [Review]##
STEMPCZYNSKA J, CZYZYKOWSKI R, POTEMSKI P

Onkol Pol 2008;11(1): 19-25

Pancreatic cancer is an important oncological problem due to continuous increase of incidence over the past several decades. Approximately 80% of patients present with unresectable disease because of local extension or presence of metastases. The only chance to cure the disease is radical excision. There are plenty of centers where trials with treatment that could improve curability rate and improve overall survival in inoperable tumours are made. These trials involve chemotherapy, chemoradiation or targeted therapy of pancreatic cancer using drugs that were put into practice in other neoplasms and some new agents. Due to high chemoopportunity of the tumour and disseminated disease in most cases, the better part of the trials do not bring optimistic results. Establishing standard procedures in pancreatic cancer is still controversial. (C) 2008 Almamedia.

Preoperative chemotherapy in non-small-cell lung cancer: advantages, disadvantages, level of evidence. [French] [Review]##
DEPIERRE A, WESTEEL V

Rev Mal Respir 2007;24(8 C2): 6S59-6S63

The combination of chemotherapy and surgery is a standard of care for non-small-cell lung cancer, as shown by the recently published 'Standards, Options et Recommandations' (SOR) by the Fédération des Centres de Lutte Contre le Cancer. This document was approved by the INCa, the SPLF, the Ligue contre le Cancer, the IFCT. However, the respective position of chemotherapy and surgery remains debated. Most trials of preoperative chemotherapy were closed when the positive studies of adjuvant chemotherapy were published. Therefore, the trials of preoperative chemotherapy lack strength to conclude on the validity of the concept. Confirmation will come from meta-analyses. Two meta-analyses based on published data have been yet published, and are positive. (C) 2007 SPLF. Edite par Elsevier Masson SAS.

Postoperative chemotherapy in non-small-cell lung cancer. [French] [Review]##
MILLERON B, GOUNANT V, GIROUX-LEPRIEUR E, LAVOLE A

Rev Mal Respir 2007;24(8 C2): 6S64-6S68

Since 2000, seven prospective randomized studies were published or reported comparing surgery and surgery with post-operative chemotherapy for the treatment of non-small-cell lung cancer. Four trials (IALT, UFT, JBR10 and ANITA) are positive and have proved the benefit obtained with post-operative chemotherapy for stages II and IIIA. For stage IB, this survival increase is also probable, especially for tumors higher than 4 cm. Several biologic markers are under investigation as predictors of the benefit of the chemotherapy. (C) 2007 SPLF. Edite par Elsevier Masson SAS.

Stage IV non-small-cell bronchial carcinoma: first-line therapy in 2007. [French] [Review]##
LEMARIE E

Rev Mal Respir 2007;24(8 C2): 6S101-6S107

Lung cancer is the leading cause of cancer-related deaths throughout the world, with a five-year survival rate of 15%. However, significant improvements in median survival times and one- and two-year survival rates have been achieved in the last decade. This progress has been accomplished by the use of platinum-based regimens with newer chemotherapeutic agents and, more recently, targeted therapy. For advanced stage non-small-cell lung cancer chemotherapy prolongs survival and improves quality of life in patients with good performance status. Platinum-based doublet chemotherapy regimes are now the standard care for patients with advanced stage NSCLC and non-platinum-based combination therapies are reasonable alternatives for certain groups of patients. The combination of chemotherapy with vascular endothelial growth factor inhibitors has been proven to prolong survival. (C) 2007 SPLF. Edite par Elsevier Masson SAS.

Epidemiology, molecular biology, diagnostic and therapeutic strategy of malignant pleural mesothelioma in 2007: an update. [French] [Review]##
PORRET E, MADELAINE J, GALATEAU-SALLE F, BERGOT E, ZALCMAN G

Rev Mal Respir 2007;24(8 C2): 6S157-6S164

Malignant pleural mesothelioma (MPM) is a rare tumour due to occupational asbestos exposure. The incidence of MPM will continue to increase until 2020-2030. The incidence reaches 100 cases/million/year in occupationally exposed populations as opposed to one case/million/year in the general population, leading to 800-1000 cases per year in France. The molecular carcinogenesis of MPM is incompletely understood but alterations to genes NF2, c-met, WT1 RASSF and p16 have been described. These genes are involved in cell invasion and motility, cell division and apoptosis control. Histological diagnosis remains difficult and depends on immunohistochemical analysis as described by the French Mesopath group. Clinical diagnosis relies on thoracoscopy and large pleural biopsies, with increasing use of CT-PET for the evaluation of disease extent. Therapeutic strategy includes prophylactic irradiation following drainage or thoracoscopy to prevent tumour nodule development along drainage channels and puncture sites. In selected patients, extensive extra-pleural pneumonectomy can be performed with curative intent. First-line chemotherapy is based on a combination of pemetrexed and cisplatin that has demonstrated an improvement in overall survival and quality of life in phase 3 trials. Antiangiogenic agents such as bevacizumab (Avastatin) may be of interest but need to be tested in phase 3 trials. The Mesothelioma Avastatin Pemetrexed Study (MAPS) is ongoing, coordinated by the French Thoracic Cancer Intergroup (IFCT). (C) 2007 SPLF. Edite par Elsevier Masson SAS.

Head and neck tumors: standards of care and new approaches. [French] [Review]##
COUCKE PA, PIRET P, WERENNE X, DEMEZ P, SAUTOIS B, MOREAU P

Rev Med Liege 2008;63(3): 141-8

We intend to review the general value of radiotherapy in the management of head and neck cancer. Our aim is to define a treatment protocol which is evidence-based and therefore of use in daily clinical practice. There is general agreement on the efficacy of the concomitant schedules combining radiotherapy and chemotherapy, both in the adjuvant setting as well as in the exclusive non-surgical approach. This however does not preclude further research aiming at optimizing the therapeutic index. As far as neoadjuvant chemotherapy is concerned, applied prior to radical local treatment, there are no conclusive data available which allows us to implement this treatment option in routine clinical practice. This approach deserves further investigations and patients should be entered in well-designed prospective randomized trials.

Diagnosis and management of peritoneal carcinomatosis arising from adenocarcinoma of the colon and rectum##
ROYAL RE, PINGPANK JF

Semin Oncol 2008;35(2): 183-91

Peritoneal carcinomatosis (the implantation of tumor cells throughout the peritoneal cavity) occurs in as many as 50% of patients with colorectal cancer and in up to 25% is the only site of recurrence. There is increasing evidence that aggressive debulking of peritoneal only disease followed by intraperitoneal chemotherapy can have significant impact on the patient's quality and sometimes quantity of life. This chapter will provide an overview of the biologic basis of pathogenesis and the treatment of peritoneal metastases from colorectal cancer. (C) 2008 Elsevier Inc. All rights reserved.

A review of topotecan in combination chemotherapy for advanced cervical cancer. [Review]##
ROBATI M, HOLTZ D, DUNTON CJ

Ther Clin Risk Manag 2008;4(1): 213-8

Treatment of advanced, recurrent or persistent cervical cancer includes radiotherapy and chemotherapy. Radiation has been the primary treatment modality for locoregionally advanced cervical cancer. Concomitant systemic cisplatin chemotherapy and radiation have shown high response rates with improvements in durable remissions and overall survival. Cisplatin has been the standard medication for the treatment of advanced cervical cancer. Combinations with other chemotherapeutic agents have been the subject of clinical trials with varying results. The toxicity of combination chemotherapy and tolerability of patients are other factors that should be considered in the management of patients with advanced disease. Recently topotecan, in combination with cisplatin, achieved increased response and overall survival rates without further compromising the patients' quality of life. This review focuses on the mechanism of action and toxicities of topotecan, as well as its role as a radiosensitizer and chemotherapeutic agent in the management of advanced, recurrent, or persistent cervical cancer. Other combination modalities and dosages are also discussed. (C) 2008 Dove Medical Press Limited. All rights reserved.

A pilot study on combination of cryosurgery and 125iodine seed implantation for treatment of locally advanced pancreatic cancer##
XU KC, NIU LZ, HU YZ, HE WB, HE YS, LI YF, et al.
World J Gastroenterol 2008;14(10): 1603-11

AIM: To study the therapeutic value of combination of cryosurgery and 125iodine seed implantation for locally advanced pancreatic cancer. METHODS: 49 patients with locally advanced pancreatic cancer (males 36, females 13), with a median age of 59 years, were enrolled in the study. Twelve patients had liver metastases. In all cases the tumors were considered unresectable after a comprehensive evaluation. Patients were treated with cryosurgery, which was performed intraoperatively or percutaneously under guidance of ultrasound and/or computed tomography (CT), and 125iodine seed implantation, which was performed during cryosurgery or post-cryosurgery under guidance of ultrasound and/or CT. A few patients received regional celiac artery chemotherapy. RESULTS: 13 patients received intraoperative cryosurgery and 36 received percutaneous cryosurgery. Some patients underwent repeat cryosurgery. 125Iodine seed implantation was performed during freezing procedure in 35 patients and three to nine days after cryosurgery in 14 cases. Twenty patients, ten of whom had hepatic metastases, received regional chemotherapy. At three months after therapy, CT was repeated to estimate tumor response to therapy. Most patients showed varying degrees of tumor necrosis. Complete response (CR) of tumor was seen in 20.4% patients, partial response (PR), in 38.8%, stable disease (SD), in 30.6%, and progressive disease (PD), in 10.2%. Adverse effects associated with cryosurgery included upper abdomen pain and increased serum amylase. Acute pancreatitis was seen in six patients, one of whom developed severe pancreatitis. All adverse effects were controlled by medical management with no poor outcome. There was no therapy-related mortality. During a median follow-up of 18 months (range, 5-40 months), the median survival was 16.2 months, with 26 patients (53.1%) surviving for 12 months or more. Overall, the six-, 12-, 24- and 36-month survival rates were 94.9%, 63.1%, 22.8% and 9.5%, respectively. Eight patients had survival of 24 months or more. The patient with the longest survival (40 months) is still living without evidence of tumor recurrence. CONCLUSION: Cryosurgery, which is far less invasive than conventional pancreatic resection, and is associated with a low rate of adverse effects, should be the treatment of choice for patients with locally advanced pancreatic cancer. 125Iodine seed implantation can destroy the residual surviving cancer cells after cryosurgery. Hence, a combination of both modalities has a complementary effect. (C) 2008 WJG. All rights reserved.

The procedures in case of ascites in patients with an advanced stage of gastric cancer. [Polish]##
WRONSKI K, PLUZANSKI A, JAKUBIK J, KACZMAREK M, JEZIORSKI A

Wspotczesna Onkologia 2007;11(6): 312-7

INTRODUCTION: Gastric cancer is one of the most common neoplasms in Poland. Most patients come to see the doctor in the III and IV stage of the development of the disease. One of the symptoms of the advanced stage of gastric cancer is ascites. The occurrence of ascites symptoms causes not only a considerable worsening of the quality of life but difficult psychological and physiological problems as well. OBJECTIVE: The objective of this research was to establish an effective method of treating an advanced gastric cancer. MATERIAL & METHODS: The research was conducted on a group of 25 patients with an inoperable gastric cancer and ascites, all of whom were being treated in the Department of Surgical Oncology of the Medical University of Lodz in the years 2000-2006. In this research the analyses of individual cases were based on interviews and patients' histories were used. RESULTS: All the patients with an operable gastric cancer and ascites were admitted to hospital in not a good condition, prostrated, with symptoms of elevated pressure in the abdominal cavity and marked discomfort caused by ascites. All the patients had metastases to the peritoneum and six of them metastases to the liver. The area affected by a gastric cancer spread over the entire wall of the stomach with an infiltration to the neighbouring organs. On opening the abdominal cavity the volume of liquid ranged from I l to 15 l. Once the liquid was removed the patients revealed a considerable sense of comfort as well as a lower pressure. CONCLUSIONS: Results of this study show that ascites in gastric cancer is observed in an advanced stage of neoplasm disease and is correlated with unfavorable prognosis for patient. Palliative character of doctors' treatment should be mainly concentrated to improve quality of life and decrease suffering from pain caused by liquid in the abdominal cavity. The best and one of the safer methods of treatment in ascites caused by a gastric cancer is the puncture of the peritoneum.

Study of treatment of lung cancer in chemotherapy transfusion aided by CT angiography. [Chinese]##
LIU CJ, ZHANG YM, ZHUANG HF, FEI HJ, HAN BL, LI JC

Zhong Liu Fang Zhi Za Zhi 2008;15(1): 47-9

OBJECTIVE: To evaluate the clinical value of treatment of inoperable lung cancer in chemotherapy transfusion in the artery aided by CT angiography. METHODS: 30 patients with inoperable lung cancer were entered into the study, The pathological types of lung cancer were as follows: squamous cell carcinoma in 19 cases, small cell lung carcinoma in seven cases and others in four cases. There were 22 cases of central lung cancer and eight cases of peripheral lung carcinoma. A total of 68 times of chemotherapy transfusion in the artery were put into practice in 30 cases at the time from 21 to 28 days. To find the artery of the lung cancer, each patient was scanned by CT angiography (CTA) before the chemotherapy transfusion. RESULTS: Among the 30 cases, four showed obvious effect, 20 showed medium effect, three showed unobvious effect and three showed no effect in images of CT after 20 days of transfusion chemotherapy later. No complication was found in 30 cases. CONCLUSIONS: Chemotherapy transfusion aided by CT angiography has significant clinical value in the treatment of inoperable lung cancer. It is a kind of advanced and safe method with a minute injury for inoperable lung cancer.

Effects of MVP regimen on operation and cancer tissues of lung cancer patients. [Chinese]##
SHENTU Y, ZHENG M, CHEN G, DING Z, ZHOU Y

Zhongguo Fei Ai Za Zhi 2008;11(1): 120-5

BACKGROUND & OBJECTIVE: Preoperative chemotherapy increases the difficulty and risk of patients' operation. The aim of this study is to analyze the change of thoracic tissue, study the influence of chemotherapy to operation, discuss the special aspects of surgical management and observe the pathological change of focus after chemotherapy. METHODS: 100 patients were chosen and randomly divided into two groups (operation first group, 50 cases; chemotherapy first group, 50 cases). Some patients' pathological sections were observed to investigate focus morphological influence of preoperative chemotherapy and the clinical response rate were compared with pathological response rate. RESULTS: It was shown that preoperative chemotherapy conduced different degree thoracic tissue fibrosis. Data statistics demonstrated that there were no significant differences in the operation time, blood loss during operation and drainage volume in first day after operation between two groups. The preoperative chemotherapy increased the difficulty of operation because of tissue fibrosis and scarification, but the risk could be avoided by skillful operation. In first operation group, there were various pathological changes in tumor tissue and the pathological response rate was not completely in accordance with the clinical response rate. The focus pathological response rate of two cycles of chemotherapy was higher than that of one cycle chemotherapy. CONCLUSION: Chemotherapy increases the risks of operation. Surgeons' carefulness and better skills during operation are the key points to avoid the hazards of surgery. Two preoperative chemotherapy cycles are more suitable for the patients.

Other applications

Stability of laser epithelial keratomileusis with and without mitomycin-C performed to correct myopia in thin corneas: a 15-month follow-up
DE BENITO-LLOPIS L, TEUS MA, SANCHEZ-PINA JM, FUENTES I

Am J Ophthalmol 2008;145(5): 807-12

PURPOSE: To study the stability of the refraction 15 months after myopic laser epithelial keratomileusis (LASEK) performed in thin corneas with and without adjuvant MMC. DESIGN: Retrospective review. METHODS: 136 consecutive eyes that had undergone LASEK to correct their myopia and that had a preoperative central corneal thickness (CCT) of <500 μm at Vissum Madrid, Spain, were included. Intraoperative MMC was applied when the ablation depth exceeded 50 μm (49 eyes). We compared the residual refraction between the three- and 15-month examinations to detect a possible myopic change that would suggest secondary corneal ectasia. RESULTS: Mean preoperative CCT ±SD was 484.4 ±11.8 μm (range, 440-499 μm). Mean CCT ±SD three months after surgery was 417.9 ±32.1 μm (range, 339-473 μm). Mean preoperative spherical refraction ±SD was -3.49 ±2.10 diopters (D). Mean preoperative cylinder ±SD was -0.87 ±1.20 D. The mean residual sphere ±SD was 0.15 ±0.40 D three months after surgery and 0.11 ±0.60 D 15 months after surgery (P = 0.45). The mean cylinder ±SD was -0.13 ±0.30 D and -0.25 ±0.50 D, respectively (P = 0.06). Both the uncorrected visual acuity (UCVA) and the best-spectacle corrected visual acuity (BSCVA) showed statistically significant improvement on the 15-month examination (P = 0.01 and P = 0.0001, respectively). When analyzed separately, the subgroup treated with intraoperative MMC also showed stability of the refraction and a statistically significant improvement both in UCVA and in BSCVA. Topography showed no signs of ectasia in any case. CONCLUSIONS: Myopic LASEK performed on thin corneas, regardless of the use of intraoperative MMC, seems to obtain stable refractive results, with no sign of ectasia during a 15-month follow-up.

Mitomycin-C in photorefractive keratectomy: effect on epithelialization and predictability
LECCISOTTI A

Cornea 2008;27(3): 288-91

PURPOSE: To evaluate the effect of topical MMC after myopic photorefractive keratectomy (PRK) on epithelialization and predictability. METHODS: Prospective, randomized, double-masked, same-day, paired eye study. Inclusion criteria: bilateral spherical equivalent (SE) between -6.5 and -10 D, difference of SE between the two eyes of ≤0.75 D, central pachymetry >520 μm, with a difference between the two eyes of <20 μm, follow-up 12 months. Planned optical zone was equal in the two eyes. After manual deepithelialization and excimer ablation, a Merocel sponge soaked either with MMC 0.2 mg/ml or with balanced salt solution was placed on the stromal bed of either eye for 45 seconds in a randomized fashion. A bandage contact lens was used until epithelialization; fluorometholone 0.1% eyedrops were symmetrically used and tapered in the two eyes. RESULTS: 52 patients (23 men; mean age, 33 years) completed the study. Preoperative mean SE was -8.07 ±0.92 D in the MMC eyes and -7.96 ±0.81 D in the control eyes (not statistically significant). Mean epithelialization time was 3.0 ±0.69 days in the MMC eyes and 3.0 ±0.71 days in the control eyes (not statistically significant). At 12 months, mean SE was 0.47 ±0.43 D in the MMC eyes and 0.17 ±0.49 D in the control eyes (P <0.05). Mean haze in the MMC eyes was 0.02 ±0.07 and in the control eyes was 0.19 ±0.17 (P < 0.05). CONCLUSIONS: MMC did not delay epithelialization and did not induce adverse effects at 12 months. MMC induced a mean 0.47-D overcorrection (5.8% of attempted correction). All eyes treated with MMC had a haze grade ≤0.25.

Photorefractive keratectomy with mitomycin-C versus LASIK in custom surgeries for myopia: a bilateral prospective randomized clinical trial
WALLAU AD, CAMPOS M

J Refract Surg 2008;24(4): 326-36

PURPOSE: To compare photorefractive keratectomy (PRK) with prophylactic use of MMC and LASIK in custom surgeries for myopic astigmatism. METHODS: 88 eyes of 44 patients with a minimum estimated ablation depth of 50 μm were randomized to receive PRK with MMC 0.002% for one minute in one eye and LASIK in the fellow eye. Uncorrected visual acuity (UCVA), best spectacle-corrected visual acuity (BSCVA), cycloplegic refraction, slit-lamp microscopy, contrast sensitivity, specular microscopy, aberrometry, and a subjective questionnaire were evaluated. Forty-two patients completed six-month follow-up. RESULTS: Mean spherical equivalent refraction error before surgery and mean ablation depth were -3.99 ±1.20 diopters (D) and 73.09 ±14.55 μm in LASIK eyes, and -3.85 ±1.12 D and 70.7 ±14.07 μm in PRK with MMC eyes, respectively. Uncorrected visual acuity was significantly better in PRK with MMC eyes three months (P = 0.04) and six months (P = 0.01) after surgery. Best spectacle-corrected visual acuity and spherical equivalent refraction did not differ significantly in the groups during follow-up (P >0.05). Significant haze was not observed in any PRK with MMC eye. Mean higher order aberration was lower in PRK with MMC eyes post-operatively compared with LASlK eyes (P = 0.01). Better contrast sensitivity was observed in PRK with MMC eyes than LASIK eyes (P <0.05). The endothelial cell count did not differ significantly between groups (P = 0.65). In terms of visual satisfaction, PRK with MMC eyes were better rated. CONCLUSIONS: Photorefractive keratectomy with MMC appears to be more effective than LASIK in custom surgery for moderate myopia. During six-month follow-up, no toxic effects of MMC were evident. Long-term follow-up is necessary to attest its safety.

Management of irregular astigmatism following rotationally disoriented free cap after LASIK
UTZ VM, KRUEGER RR

J Refract Surg 2008;24(4): 383-91

PURPOSE: To illustrate the challenges associated with a misaligned free flap (cap) and to report the outcome of applying wavefront-guided customized photorefractive keratectomy (PRK) followed by conventional PRK ablation to correct residual refractive error and aberrations after LASIK free cap complications. METHODS: The clinical course and surgical interventions of two patients with free cap complications from LASIK surgery were reviewed. The first patient underwent a total of six interventions after the initial LASIK procedure, and the second patient underwent a total of five interventions. Interventions included cap lift, cap rotation, custom PRK, and conventional PRK enhancement with prophylactic topical MMC. RESULTS: Customized PRK treatment and subsequent enhancements with prophylactic topical MMC led to the recovery of best spectacle-corrected visual acuity (BSCVA), neutralization of higher and lower order aberrations, and astigmatic neutrality. Symptoms related to higher order aberrations resolved in both patients. CONCLUSIONS: Wavefront-guided custom PRK for higher order aberrations followed by conventional PRK enhancement for residual lower order aberrations, both with topical MMC application, represents an efficacious strategy for treating patients with loss of BSCVA and visual symptoms due to LASIK free cap complications.

Bronchoscopic approach to COPD. [Review]##
SAHI H, KARNAK D, MELI YM, MACHUZAK M, GILDEA TR, MEHTA AC

COPD 2008;5(2): 125-31

Chronic obstructive pulmonary disease (COPD) is a highly prevalent condition that has frequent morbidity and mortality, with associated costs of US $2.5 billion annually and nearly 14 000 deaths each year. In the most advanced stages it causes debilitating breathlessness which is not improved despite maximal medical therapy including smoking cessation, bronchodilators, steroids and supplemental oxygen. Limitations of medical therapy led to the development of several surgical techniques to improve quality of life. However, surgical techniques still carry substantial morbidity even if the mortality is low at centers with larger experience; hence investigators are vigorously pursuing research into innovative, alternative methods for achieving lung volume reduction (LVR), in recent years. Endoscopic techniques for LVR are proposed, based on two main approaches, either closing of anatomical airway passages into destroyed lobe/segment of the lung to affect a collapse and reduction in volume or opening extra-anatomical airway passages, aimed at improving expiratory collateral flow from hyper-inflated areas bypassing the flow limited segments of the emphysematous airways. This article reviews the available endoscopic devices and the evidence supporting their use in the treatment of COPD. (C) 2008 Informa Healthcare USA, Inc.
Systemic contact dermatitis. [Review]##
JACOB SE, ZAPOLANSKI T

Dermatitis 2008;19(1): 9-15

Systemic exposure to allergens resulting in a cutaneous eruption is known as systemic contact dermatitis (SCD). Once sensitization occurs, varying exposures to antigens via multiple routes (including transepidermal routes, intravenous or intramuscular routes, inhalation, and ingestion) can result in systemic flare. This article highlights the different categories of common contactants, metals, medications, and plants, exposure to which leads to SCD. A comprehensive approach that takes into account all possible routes of exposure is essential in diagnosing SCD and in helping patients successfully avoid their allergens.

Suppressive dendritic cells as a tool for controlling allograft rejection in organ transplantation: promises and difficulties##
EHSER S, CHUANG JJ, KLEIST C, SANDRA-PETRESCU F, IANCU M, WANG D, et al.
Hum Immunol 2008;69(3): 165-73

The most important antigen-presenting cells are dendritic cells (DCs), which play a central role in the initiation of immunity and tolerance. Their immunoregulatory properties offer the potential of donor-specific control of graft rejection after organ transplantation. It has not been clarified which DC subpopulations mediate tolerance, and the use of natural DCs for therapeutic applications is therefore problematic. Suppressive DCs can be generated in vitro by treating the cells with biologic, pharmacologic, or genetic agents. Here we discuss approaches for generating inhibitory DCs and present DC-based animal models for control of allograft rejection. A prerequisite of suppressive DCs for therapeutic application in clinical transplantation is a reproducible method for their generation as well as the induction of irreversible suppressive function. Based on lessons learned from the use of DCs as tools in clinical vaccine trials in cancer, we discuss the unknown aspects and risks of DC therapy in transplantation. (C) 2008 American Society for Histocompatibility and Immunogenetics. Published by Elsevier Inc. All rights reserved.
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