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Urology

Interview with Dr Richard Sylvester: transition cell carcinoma of the bladder
MCKILLOP C
Eur Urol 2007;51(6): 1748-50

Re: The effect of repeat transurethral resection on recurrence and progression rates in patients with T1 tumors of the bladder who received intravesical mitomycin: a prospective, randomized clinical trial. Divrik RT, Yildirim U, Zorlu F, Ozen H. J Urol 2006;175:1641–4. [Commentary]

MALMSTROM P
Eur Urol 2007;51(6): 1753

The influence of thermo-chemotherapy on bladder tumours: an immunohistochemical analysis
VAN DER HEIJDEN AG, HULSBERGEN-VAN DE KAA CA, WITJES JA
World J Urol 2007;25(3): 303-8*

To study the influence of microwave-induced thermo-chemotherapy on high-grade urothelial cell carcinomas. Five groups of three patients each were formed, from whom initial biopsies and cystectomy samples were collected. Patients were treated two days prior to cystectomy with MMC (group 1), hyperthermia (group 2) or thermo-chemotherapy (group 3). Group 4 patients had been treated with a cycle of six thermo-chemotherapy treatments prior to cystectomy and group 5 patients served as control (no treatment). Tumour samples were stained with haematoxylin and eosin, monoclonal antibody Ki-67 and the monoclonal antibody p53. In six out of the nine patients treated with hyperthermia a decrease in proliferation activity in the tumour was found. Seven out of nine patients treated with hyperthermia showed a decrease in p53 activity. A decrease in proliferation activity and p53 activity illustrate the potential role of thermo-chemotherapy as a promising intravesical treatment.

Oncology

UFT/leucovorin and mitomycin-C as salvage treatment in patients with advanced colorectal cancer: a retrospective analysis
VORMITTAG L, KORNEK GV, GRUHSMANN B, LENAUER A, FOGER A, DEPISCH D, et al.
Anticancer Drugs 2007;18(6): 709-12*

Active anticancer drugs and/or combination regimens for the treatment of patients failing oxaliplatin, irinotecan and 5-FU are desperately needed. In this analysis we describe the safety and efficacy of the combination of MMC, LIFT and leucovorin in such an extensively pretreated patient population. Between January 2002 and June 2004, a total of 41 patients were treated with MMC (8 mg/m2 on day 1) and UFT (350 mg/m2) + leucovorin (90 mg) both divided into three daily doses from day 1 to day 14 every four weeks. All patients had failed prior first-line and second-line treatment with oxaliplatin, irinotecan and 5-FU. The aim of this retrospective analysis was to evaluate the efficacy and safety data of this potential salvage therapy regimen. Thirty-nine patients were evaluable for the response. The overall response rate (intent-to-treat) was 7.3% (95% CI, 2.5-19.4%) and disease stabilization was achieved in 29.3%. Median time to progression was 2.5 months (range, 1.5-13.5) and median overall survival was six months (range, 1.5-26). Myelosuppression was the most frequent side effect. Grade 3 hematotoxicity, however, was observed in only three patients. The most common nonhematological toxicities consisted of mild and reversible nausea, emesis and diarrhea; again, severe symptoms were only occasionally seen. These data show that the combination of MMC/UFT/leucovorin is safe and active in about one-third of patients in terms of abrogation of progression in extensively pretreated metastatic colorectal cancer.

Bioreductive drugs: from concept to clinic. [Review]
MCKEOWN SR, COWEN RL, WILLIAMS KJ
Clin Oncol (R Coll Radiol) 2007;19(6): 427-42

One of the key issues for radiobiologists is the importance of hypoxia to the radiotherapy response. This review addresses the reasons for this and primarily focuses on one aspect, the development of bioreductive drugs that are specifically designed to target hypoxic tumour cells. Four classes of compound have been developed since this concept was first proposed: quinones, nitroaromatics, aliphatic and heteroaromatic N-oxides. All share two characteristics: (i) they require hypoxia for activation and (ii) this activation is dependent on the presence of specific reductases. The most effective compounds have shown the ability to enhance the anti-tumour efficacy of agents that kill better-oxygenated cells, i.e. radiation and standard cytotoxic chemotherapy agents such as cisplatin and cyclophosphamide. Tirapazamine (TPZ) is the most widely studied of the lead compounds. After successful pre-clinical in vivo combination studies it entered clinical trial; over 20 trials have now been reported. Although TPZ has enhanced some standard regimens, the results are variable and in some combinations toxicity was enhanced. Banoxantrone (AQ4N) is another agent that is showing promise in early phase I/II clinical trials; the drug is well tolerated, is known to locate in the tumour and can be given in high doses without major toxicities. MMC, which shows some bioreductive activation in vitro, has been tested in combination trials. However, it is difficult to assign the enhancement of its effects to targeting of the hypoxic cells because of the significant level of its hypoxia-independent toxicity. More specific analogues of MMC, e.g. porfiromycin and apaziquone (EO9), have had variable success in the clinic. Other new drugs that have good pre-clinical profiles are PR 104 and NLCQ-1; data on their clinical safety/efficacy are not yet available. This paper reviews the pre-clinical data and discusses the clinical studies that have been reported. (C) 2007 The Royal College of Radiologists.

Interventional management of gastroduodenal lesions complicating intra-arterial hepatic chemotherapy
PROIETTI S, DE BAERE T, BESSOUD B, DOENZ F, QANADLI SD, SCHNYDER P, et al.
Eur Radiol 2007;17(8): 2160-5*

Herein we report the efficacy of embolization of small patent gastric or duodenal vessels for treating gastroduodenal complications after hepatic arterial infusion therapy (HAIC). Catheter ports were implanted percutaneously from a femoral approach in three cases or surgically in the gastroduodenal artery in two cases. Acute abdominal pain developed on average after four HAIC courses of 5-FU-oxaliplatin, mitomycin, oxaliplatin or fotemustine. Esophago-gastroduodenoscopy showed gastroduodenal lesions (gastroduodenitis with or without ulcerations) in all cases. Despite the interruption of the HAIC, symptoms persisted and led to selective hepatic arteriography showing a patent right gastric artery (n = 4) or a recanalized gastroduodenal artery (n = 1) responsible for gastroduodenal misperfusion. Successful embolizations of the arteries responsible for gastroduodenal misperfusion (right gastric artery in four cases and gastroduodenal artery in one case) using 0.018 platinum coils relieved the patients' symptoms and allowed the HAIC to continue. In gastroduodenal complications of HAIC, a selective hepatic arteriography should be performed to search any artery responsible for the misperfusion of the toxic agent in the gastroduodenal area. Embolization of these arteries allowed the HAIC to be restored. (C) Springer-Verlag 2007.

A case of unresectable advanced gallbladder cancer treated by systemic chemotherapy combined with hepatic arterial infusion. [Japanese]
ISHIGURO A, MUNAKATA M, SHITARA K, SUZUKI K, TAKAHATA T, ITOH J, et al.
Gan To Kagaku Ryoho 2007;34(7): 1127-30*

A 53-year-old woman was revealed to have gallbladder cancer with liver metastases (H1). Since a curative operation is impossible in this case, we started systemic chemotherapy employing S-1 combined with hepatic arterial infusion using epirubicin hydrochloride and MMC. After three months, the primary lesion was reduced in size. The patient has been receiving systemic chemotherapy using S-1 only as an outpatient for 16 months. Although there is not enough evidence to support standard treatment, systemic chemotherapy combined with hepatic arterial infusion would improve the survival time without deterioration of quality of life in patients with advanced gallbladder cancer. This combined therapy should be considered one of the promising strategies for advanced gallbladder cancer.

A patient with 43 synchronous early gastric carcinomas with a Krukenberg tumor and pericardial metastasis
BABA Y, ISHIKAWA S, IKEDA K, HONDA S, MIYANARI N, IYAMA K, et al.
Gastric Cancer 2007;10(2): 135-9*

A 53-year-old Japanese woman with bilateral ovarian tumors consulted our department. Gastroendoscopy disclosed 16 superficial depressed gastric lesions, and the histo-pathological diagnosis of the biopsy specimens was poorly differentiated adenocarcinoma and signet-ring cell carcinoma. Computed tomography (CT), ultrasonography (US), and positron emission tomography (PET) examinations revealed no other metastasis except for that observed in the ovaries. We performed a total gastrectomy with radical lymph node dissection and bilateral ovarian resection. A postoperative histological examination revealed 43 isolated gastric lesions which were scattered over the entire resected stomach; they were all confined to the mucosa. Cancer cell invasion in the lymphatics was detected only in the submucosal region beneath the main tumor. Both ovarian tumors were diagnosed as metastasis of signet-ring cell carcinoma (Krukenberg tumor). Adjuvant chemotherapy with irinotecan (CPT-11) and low-dose cisplatin (CDDP) was given on an outpatient basis, but one year after the surgery, carcinomatous pericarditis occurred. Administration of MMC into the pericardial space was performed twice; however, unfortunately, the patient died 13 months after surgery.

Locally advanced intrahepatic cholangiocarcinoma successfully resected after transcatheter arterial chemoembolization with degradable starch microspheres: report of a case
WU Y, SAIURA A, YAMAMOTO J, KOGA R, ASAHARA S, KAMEI A, et al.
Hepatogastroenterology 2007;54(77): 1345-7*

We describe a case of initially unresectable locally advanced intrahepatic cholangiocarcinoma that showed remarkable regression after transcatheter arterial chemoembolization with degradable starch microspheres, allowing for subsequent successful curative resection. A 75-year-old female was referred to our hospital with a large hepatic mass. Computerized tomography examination showed a huge mass in the right liver extended partially to the left liver. Intrahepatic cholangiocarcinoma was strongly suspected, but surgical resection was abandoned due to the local spread in the liver. Three courses of transcatheter arterial chemoembolization with degradable starch microspheres were performed. The anticancer agents, MMC and epirubicin, combined with degradable starch microspheres were injected from the catheter for chemoembolization. After three courses of transcatheter arterial chemoembolization, the tumor size decreased from 10 cm to 5.5 cm in diameter. Then right trisegmentectomy together with extra-hepatic bile duct excision was performed. At 25 months after the first therapy and 21 months after operation, the patient remains healthy without recurrence. Transcatheter arterial chemotherapy with degradable starch microspheres may be a treatment of choice with locally advanced intrahepatic cholangiocarcinoma. (C) HGE Update Medical Publishing SA.

A comparative study of damage to liver function after TACE with use of low-dose versus conventional-dose of anticancer drugs in hepatocellular carcinoma
LU W, LI YH, YU ZJ, HE XF, CHEN Y, ZHAO JB, et al.
Hepatogastroenterology 2007;54(77): 1499-502*

BACKGROUND/AIMS: To study liver function damage after transcatheter arterial chemo-embolization (TACE) with use of low-dose versus conventional-dose anticancer drugs in patients with hepatocellular carcinoma (HCC). METHODOLOGY: 112 patients with unresectable HCC were randomly divided into two groups to receive superselective TACE. Patients in group A (n = 52) received low-dose anticancer drugs: MMC 2-8 mg, epirubicin (EPI) 5-10 mg and carboplatin (CBP) 100 mg were used. Patients in group B (n = 60) were given conventional-dose of anticancer drugs (MMC 10 mg, EPI 40 mg, CBP 300 mg). Lipiodol-anticancer drugs emulsion was injected into the feeding arteries of tumors followed by gelatin sponge (GS) or polyvinyl alcohol (PVA) particles embolization. Liver function was evaluated with Child-Pugh scores, total bilirubin (TBIL), albumin (ALB) and alanine aminotransferase (ALT) before TACE, three days, one week (wk) and four wk after procedures. RESULTS: In both groups, TBIL, ALT, and Child-Pugh scores increased

(P <0.001 or P <0.05) and ALB decreased (P <0.001 or P <0.01) three days and one wk after TACE. The difference between the parameters obtained four wk after the procedure and baseline parameters was not significant in group A (P >0.05). In group B, however, significant difference (P <0.05) was found in all parameters except ALT. CONCLUSIONS: Superselective TACE with use of low-dose anticancer drugs induces transient impairment in liver function, but use of conventional-dose anticancer drugs can cause lasting, more serious worsening of liver function. (C) HGE Update Medical Publishing SA.

Possible role of edotecarin, a novel topoisomerase I inhibitor, in therapy-related myelodysplastic syndrome. [Letter]
CARVAJAL RD, ILSON DH, NOY A
Leuk Lymphoma 2007;48(1): 192-4*

Hyperfractionated-accelerated vs. conventionally fractionated radiotherapy and simultaneous chemotherapy with mitomycin-C and 5-FU in locally advanced head-neck tumours: monoinstitutional results of 299 patients. [German] [Meeting Abstract]
WELZ H, POTTGEN C, ABU JAWAD J, WIERLEMANN A, WITTIG A, STUBEN G, et al.
Strahlenther Onkol 2007;183(Suppl 1): 94-5*

Predictors of outcome in patients with unresectable hepatocellular carcinoma receiving transcatheter arterial chemoembolization##
SHEN H, AGARWAL D, QI R, CHALASANI N, LIANGPUNSAKUL S, LUMENG L, et al.
Aliment Pharmacol Ther 2007;26(3): 393-400

BACKGROUND: Transcatheter arterial chemoembolization (TACE) has been shown to improve survival in patients with unresectable hepatocellular carcinoma (HCC). AIM: To identify pretreatment factors that predict increased mortality in HCC patients receiving TACE. METHODS: Retrospective review of all patients who underwent TACE for HCC from January 1999 to November 2004. Patient demographics, aetiology of liver disease, laboratory and imaging data regarding tumour characteristics were obtained. RESULTS: 88 patients (57 ±1 years of age) received 1-4 sessions of TACE (1.4 ±0.1). Tumour size was 3.3 ±0.2 cm (range, 1-13 cm; median, 3 cm) with mean number of lesions 1.9 ±0.1 (range, 1-7). Mean model for the end-stage liver disease score: 11 ±0.4; cancer of the liver Italian program score: 1.3 ±0.1. Survival post-TACE (excluding those who underwent orthotopic liver transplantation) was 12 ±0.3 months. By multivariate analysis, tumour size (HR 1.37; 95% CI, 1.11-1.68; P = 0.003), hypovascularity (HR 12.62; 95% CI, 1.79-88.92; P = 0.01) and elevated international normalized ratio (HR 1.46; 95% CI, 1.10-1.92; P = 0.008) are shown to be significant risk factors for increased mortality. CONCLUSION: TACE therapy leads to a mean survival of 12 months in patients not receiving orthotopic liver transplantation. Tumour size, hypovascularity on imaging, and elevated international normalized ratio are predictors of increased mortality after TACE therapy for HCC. (C) 2007 The Authors.

A systematic review on the efficacy of cytoreductive surgery combined with perioperative intraperitoneal chemotherapy for diffuse malignancy peritoneal mesothelioma. [Review]##
YAN TD, WELCH L, BLACK D, SUGARBAKER PH
Ann Oncol 2007;18(5): 827-34

BACKGROUND: In the past, diffuse malignant peritoneal mesothelioma (DMPM) was regarded as a preterminal condition. The length of survival was dependent upon the aggressive versus indolent biologic behavior of the neoplasm. The overall median survival was ca. one year after systemic chemotherapy. Cytoreductive surgery (CRS) combined with perioperative intraperitoneal chemotherapy (PIC) has been used as a treatment alternative, but the efficacy of this combined treatment remains to be established. PATIENTS & METHODS: Searches for relevant studies published in peer-reviewed medical journals on CRS and PIC for DMPM before May 2006 were carried out on six databases. The reference lists of all retrieved articles were reviewed for further identification of potentially relevant studies. Expert academic surgeons in Washington, DC, USA were asked whether they knew about any important unpublished data. Two investigators independently evaluated each study according to predefined criteria. The quality of each study was assessed. Clinical effectiveness was synthesized through a narrative review with full tabulation of results of all included studies. RESULTS: Seven prospective observational studies from six tertiary institutions were available, allowing 240 DMPM patients for assessment. The median survival ranged from 34-92 months. The one-, three- and five-year survival varied from 60-88%, 43-65% and 29-59%, respectively. The perioperative morbidity varied from 25-40% and mortality ranged from 0-8%. CONCLUSIONS: This systematic review evaluated the current evidence for CRS and PIC for DMPM. Seven observational studies were available for assessment, which demonstrated an improved overall survival, as compared to historical controls, using systemic chemotherapy and palliative surgery. (C) 2006 European Society for Medical Oncology.

Management of anthracycline extravasation injuries. [Review]##
REEVES D
Ann Pharmacother 2007;41(7): 1238-42

OBJECTIVE: To review the evidence for the management of anthracycline extravasation and determine the optimal treatment of such injuries. DATA SOURCES: A search of MEDLINE (1966-February 2007) and International Pharmaceutical Abstracts (1970-February 2007) was performed using the search terms anthracyclines and extravasation. DATA SYNTHESIS: Extravasation of anthracyclines can have devastating effects. After infiltration of these drugs into the interstitial tissue, damage may range from mild erythema and pain to severe tissue necrosis. Many agents have been studied in the management of these injuries; however, few have demonstrated efficacy and treatment remains controversial. Nonpharmacologic modalities shown to limit extravasation injuries include local tissue cooling and elevation of the affected area. Corticosteroids, sodium bicarbonate, hyaluronidase, hyperbaric oxygen, heparin fractions, α-tocopherol. N-acetylcysteine, and granulocyte macrophage-colony stimulating factor have all either been shown to be ineffective or have limited data supporting their use. Topical dimethyl sulfoxide (DMSO) has been shown in prospective studies to limit the course of extravasation injuries. Dexrazoxane has been shown in animal models and case reports to be useful in the management of anthracycline extravasation. Two recent prospective clinical trials examining intravenous dexrazoxane 1000 mg/m2 within six hours of extravasation, 1000 mg/m2 24 hours after extravasation, and 500 mg/m2 48 hours after extravasation injuries add to the data supporting the use of this agent in such injuries. Of the 54 patients enrolled, surgery-requiring necrosis was avoided in 98.2%. CONCLUSIONS: The optimal treatment of anthracycline extravasation includes local tissue cooling, elevation of the afflicted extremity, dexrazoxane administration, and possibly topical DMSO. Many other drugs have been investigated; however, due to a lack of data, they cannot be recommended for the management of anthracycline extravasation.

Selection of patients with colorectal peritoneal carcinomatosis for cytoreductive surgery and perioperative intraperitoneal chemotherapy. [Review]##
YAN TD, SIM J, MORRIS DL
Ann Surg Oncol 2007;14(6): 1807-17*

BACKGROUND: Cytoreductive surgery combined with perioperative intraperitoneal chemotherapy has been suggested as a treatment option for patients with colorectal peritoneal carcinomatosis. However, the survival benefit is achieved at the expense of moderate to high perioperative morbidity and mortality. METHODS: This review summarized the important prognostic factors for survival; outlined the patient selection process from major peritonectomy centers, paying particular attention to preoperative evaluation; and identified areas for potential improvement. Emphasis was placed on a strict patient selection process to avoid futile aggressive treatments. RESULTS: Currently, contrast-enhanced computed tomography, magnetic resonance imaging, positron emission tomography, and laparoscopy have been utilized in the preoperative evaluation process to identify potential surgical candidates. Patients with good performance status, low volume of peritoneal disease, and absence of extra-abdominal metastases are more likely to benefit from the combined treatment. CONCLUSIONS: Quantitative assessment of the extent of disease is possible and should be performed at the time of primary cancer operation. Careful selection of patients to identify surgical candidates with favorable prognostic indicators is important.

Optimization of hyperthermic intraperitoneal chemotherapy with oxaliplatin plus irinotecan at 43oC after compete cytoreductive surgery: mortality and morbidity in 106 consecutive patients##
ELIAS D, GOERE D, BLOT F, BILLARD V, POCARD M, KOHNEH-SHAHRI N, et al.
Ann Surg Oncol 2007;14(6): 1818-24*

BACKGROUND: Peritoneal carcinomatosis (PC), which has hitherto been regarded as a lethal entity, can now be cured with surgery (treating macroscopic tumor seeding) combined with hyperthermic intraperitoneal chemotherapy (HIPEC) (treating residual microscopic disease). The purpose of this study was to analyze the morbidity and mortality of a particular approach associating optimal (R0-R1) cytoreduction, optimal HIPEC combining oxaliplatin and irinotecan, and an optimal homogeneous intraperitoneal temperature of 43oC. METHODS: 106 consecutive patients were included in this prospective phase II study. After complete resection of the PC, HIPEC was performed by the Coliseum technique with oxaliplatin (360 mg/m2) combined with irinotecan (360 mg/m2) in 2 l/m2 of 5% dextrose, over 30 minutes at a real intraperitoneal temperature of 43oC. During the hour preceding HIPEC, patients received 5-FU (400 mg/m2) and leucovorin (20 mg/m2) intravenously, resulting in tritherapy. RESULTS: Postoperative mortality and morbidity rates were 4% and 66%, respectively. The most frequent complications were digestive fistula (24%), lung infection (16%), and severe hematological toxicity (11%). Statistical correlation was evidenced between morbidity and the carcinomatosis score (P = 0.0008), the number of resected organs (P = 0.0001), the duration of surgery (P = 0.0001), and blood loss (P = 0.0001). CONCLUSIONS: This new approach, optimized in three respects (complete cytoreduction, combination oxaliplatin with irinotecan, and high temperature) has resulted in a relatively high but acceptable incidence of adverse events considering the expected advantage for survival.

Repetitive short-course hepatic arterial infusion chemotherapy with high-dose 5-fluorouracil and cisplatin in patients with advanced hepatocellular carcinoma##
PARK JY, AHN SH, YOON YJ, KIM JK, LEE HW, LEE DY, et al.
Cancer 2007;110(1): 129-37

BACKGROUND: Hepatic arterial infusion chemotherapy (HAIC) has often been selected as a therapeutic option for patients with advanced hepatocellular carcinoma (HCC). The objective of the current study was to evaluate the efficacy and safety of repetitive HAIC with high-dose 5-FU and cisplatin given for three days in patients with advanced HCC. METHODS: Between January 2001 and December 2004, 41 patients with unresectable advanced HCC were enrolled. The patients underwent HAIC via the implantable port system with 5-FU (at a dose of 500 mg/m2 on days 1-3) and cisplatin (at a dose of 60 mg/m2 on day 2) every four weeks. Tumor response was assessed at the end of every three cycles. RESULTS: The median age of the patients was 53 years and 34 patients (82.9%) had evidence of portal vein thrombosis. In total, 230 cycles of HAIC were administered to the 41 patients, with a median of six cycles given (range, 1-14 cycles). Nine patients (22.0%) achieved a partial response and 14 patients (34.1%) had stable disease. The median time to disease progression and overall survival were 7.0 months and 12.0 months, respectively. The overall survival was found to be significantly longer in the successful disease control group (patients with a complete response, partial response, and stable disease) than in the disease progression group (median of 14.0 months vs. 6.0 months; P <0.001). Adverse reactions were tolerable and successfully managed with conservative treatment. CONCLUSIONS: HAIC with high-dose 5-FU and cisplatin given for three days achieved effective and safe results in patients with advanced HCC. Therefore, repetitive short-course HAIC with high-dose 5-FU and cisplatin may be useful as an alternative therapeutic option for patients with advanced HCC.

Adjuvant chemotherapy for non-small-cell lung cancer. [Review]##
SOLOMON B, BUNN PA
Cancer Invest 2007;25(4): 217-25

Nearly half of all patients who undergo surgical resection of localized non-small-cell lung cancer (NSCLC) will develop and ultimately die of recurrent disease. The postoperative radiotherapy (PORT) meta-analysis showed adjuvant thoracic radiotherapy to have a detrimental effect on survival in this patient population. A meta-analysis of early trials of adjuvant chemotherapy by the Non-Small-Cell Lung Cancer Collaborative Group showed that while chemotherapy with alkylating agents was also detrimental, chemotherapy with cisplatin-based adjuvant chemotherapy was associated with an improved HR for death (HR 0.87), equating to a 5% survival benefit at five years. However, the result was not statistically significant (P = 0.08). Recently, results have been reported for several large phase III trials of adjuvant chemotherapy which differed with respect to the stage of resected disease included, the type of chemotherapy used and the use of post-operative radiotherapy. Three trials (IALT, JBR 10, and ANITA) that utilized cisplatin-based doublets showed a significantly positive survival benefit of adjuvant chemotherapy in patients with stage II-IIIA NSCLC. The magnitude of this benefit, which was suggested to be 4-5% at five years in the meta-analysis and by the IALT study, may be as large as 8-15% as indicated by more recent studies with modern platinum-based doublet chemotherapy. These data indicate that medically fit patients with resected stage II-IIIA NSCLC should be offered adjuvant chemotherapy with a modern cisplatin-based doublet. (C) Informa Healthcare.

Excision repair cross complementation group 1 immunohistochemical expression predicts objective response and cancer-specific survival in patients treated by cisplatin-based induction chemotherapy for locally advanced head and neck squamous cell carcinoma##
HANDRA-LUCA A, HERNANDEZ J, MOUNTZIOS G, TARANCHON E, LACAU-ST-GUILY J, SORIA JC, et al.
Clin Cancer Res 2007;13(13): 3855-9*

PURPOSE: To assess the correlation of excision repair cross complementation group 1 (ERCC1) immunohistochemical expression with objective tumor response and cancer-specific survival in patients with locally advanced head and neck squamous cell carcinoma treated with cisplatin-based induction chemotherapy. EXPERIMENTAL DESIGN: The initial cohort was composed of 107 patients who were treated from 1992 to 1996 by an induction chemotherapy regimen for locally advanced head and neck squamous cell carcinoma. p53 mutations had previously been studied. Pretherapeutic biopsy samples from 96 patients with a known tumor response were available. Two independent observers blinded to clinical annotations evaluated ERCC1 immunohistochemical expression. RESULTS: Of 96 patients, 68 (71%; 95% CI, 61-79%) had tumors that expressed ERCC1 intensively and diffusely. Using the logistic regression method, the 28 (29%) patients with tumors expressing ERCC1 at lower levels had a 4-fold greater odds of benefiting from an objective response to chemotherapy (OR 4.3; 95% CI, 1.4-13.4; P = 0.01) compared with the group of 68 patients with high ERCC1 expression. ERCC1 and p53 status, but not their interaction, were independent predictors of tumor response. In a Cox proportional hazard model adjusted on age, TNM stage, tumor differentiation, and tumor localization, ERCC1 low expression was associated with a lower risk of cancer death (risk ratio, 0.42; 95% CI, 0.20-0.90; P = 0.04) whereas p53 status had no prognostic value. CONCLUSION: Our results suggest that those patients characterized by low ERCC1 expression are more likely to benefit from cisplatin induction chemotherapy compared with patients with high ERCC1 expression. (C) 2007 American Association for Cancer Research.

Endolaryngeal cordectomy using cold instruments for treatment of T1 glottic cancers##
KASAPOGLU F, ERISEN L, COSKUN H, BASUT O
Eur Arch Otorhinolaryngol 2007;264(9): 1065-70*

In the treatment of early-stage glottic cancers, radiotherapy and surgery have similar success rates. In our department, we have been using cold instruments coupled with surgical microscope and/or telescopes for several years in treatment of early stage glottic cancers. Our aims were, to present our experience with endolaryngeal resection of T1 glottic cancers with cold instruments coupled with surgical microscope and telescopes, to present our oncological results, to discuss the advantages of endolaryngeal cordectomy over open cordectomy or RT and to discuss whether laser is obligatory for this approach or not. Our study includes retrospective analysis of 38 patients with T1 glottic cancer, who have been treated with endolaryngeal surgery as the primary treatment. The median follow-up was 24 months. The most commonly performed procedure was type-II cordectomy (38.5%). Overall survival rate was 94.7%, while the disease-specific survival rate was 100%. Local recurrences occurred in two patients at 8th and 11th months, postoperatively. In the first patient, type-Vc cordectomy and in the second type-Va cordectomy had been performed. Both patients with recurrences could be salvaged by fronto-lateral laryngectomy, and are still alive in their 38th and 6th months following salvage surgery. Therefore, the local control rate and larynx preservation rate with endolaryngeal cordectomy were 94.7 and 100%, respectively, in this study group. All patients had a voice quality sufficient for communicating easily over telephone. We believe that lasers are not obligatory to perform endolaryngeal cordectomy for treatment of T1 glottic cancers, as the same oncological and similar functional outcomes may be achieved with the traditional cold instruments. (C) 2007 Springer-Verlag.

Medical treatment for stage III non-small-cell lung cancer (NSCLC). [Japanese]##
OKAMOTO H, WATANABE K
Gan To Kagaku Ryoho 2007;34(6): 841-8*

Stage III non-small-cell lung cancer (NSCLC) comprises a heterogeneous group of diseases with varying prognoses. In addition, the definitions of 'resectable' or 'unresectable' differ among countries and investigators. Therefore, no clear-cut consensus regarding the management of this disease has been established worldwide as of yet. Single-modality treatments such as chemotherapy, radiotherapy or surgery alone show disappointing results, and therefore combined-modality treatments have been investigated for this disease. Platinum-based combination chemotherapy plus concurrent radiotherapy is one of the standard treatments for good-risk patients with inoperable stage III NSCLC. However, when including new agents for chemoradiotherapy, no optimal treatment has been established. A full dose of chemotherapy including new agents plus concurrent radiotherapy is considered impossible due to excessive toxicity. Consequently, split or reduced doses of chemotherapy are preferred in this setting. On the other hand, postoperative adjuvant chemotherapy, especially platinum-based combination chemotherapy, prolongs survival in patients with completely resected stage III NSCLC. However, the role of the addition of surgery to chemoradiotherapy and the role of molecular-target drugs are still controversial in the management of stage III NSCLC. In the future, many more well-designed clinical trials are warranted to improve the treatment outcome for stage III NSCLC.

ACR appropriateness criteria on treatment of anal cancer. [Practice Guideline]##
POGGI MM, SUH WW, SALTZ L, KONSKI AA, MOHIUDDIN M, HERMAN J, et al.
J Am Coll Radiol 2007;4(7): 448-56*

Anal cancer is a relatively rare neoplasm, accounting for roughly 4500 cases per year. The evolution of the definitive treatment of anal cancer from a surgical to a nonsurgical approach, however, has been viewed as a model disease site in a larger paradigm shift in medicine. Organ preservation, in this case a functional anal sphincter, and durable cure are obtainable goals. To this end, anal cancer is a disease best treated primarily with chemoradiation. Although appropriate treatment can produce acceptable results, further investigation and improvement in therapy are still needed.

Multimodality therapy for locally advanced cervical carcinoma: state of the art and future directions. [Review]##
MONK BJ, TEWARI KS, KOH WJ
J Clin Oncol 2007;25(20): 2952-65

Globally, cervical cancer is the second most common cause of cancer-related mortality among women causing ca. 234 000 deaths annually among developing countries and killing 40 000 in developed nations. Most of these deaths occur in women with bulky or locally advanced cervical cancer, International Federation of Gynecology and Obstetrics (FIGO) stages IIB through IVA, when lesions are not amenable to high cure rates with surgery or radiation (RT). The standard prescription for RT used to treat locally advanced cervical cancer has been dictated by common practice and patterns of care studies. In contrast, the addition of concomitant chemotherapy to RT has been studied in a number of randomized prospective trials, which are discussed in detail. When added to RT, cisplatin reduces the relative risk of death from cervical carcinoma by ca. 50% by decreasing local/pelvic failure and distant metastases. In 1999, weekly intravenous cisplatin at 40 mg/m2 for six weeks in combination with RT was established as a new standard for the treatment of locally advanced cervical carcinoma. More recently, this recommendation has been expanded to include women with FIGO stage IB2 lesions as well as those with bulky stage IIA cancers. This monograph reviews the state of the art in treating locally advanced cervical cancer with combined chemotherapy and RT and discusses clinical and pathologic prognostic factors that impact cure. Quality of life during and after multimodality therapy is considered as well as ongoing clinical trials and future directions. (C) 2007 American Society of Clinical Oncology.

Management of metastatic cervical cancer: review of the literature. [Review]##
LONG HJ
J Clin Oncol 2007;25(20): 2966-74

This article reviews the English-language literature concerning chemotherapy for advanced, recurrent, or metastatic cervix carcinoma. Specifically, it reviews the available literature for active single agents, doublets, triplets, and multiple drug combination chemotherapy. Until recently, single-agent cisplatin was the drug of choice in metastatic cervix cancer. Various doublets, triplets, and quartets have been reported to have higher objective response rates than single-agent cisplatin when compared in phase III clinical trials. Some have demonstrated improvements in progression-free survival, but only topotecan plus cisplatin has demonstrated an improvement in overall survival. This benefit is most apparent in patients who have a long disease-free interval from primary therapy and who have not received prior cisplatin as a radiosensitizer. (C) 2007 American Society of Clinical Oncology.

Cisplatin-versus carboplatin-based chemotherapy in first-line treatment of advanced non-small-cell lung cancer: an individual patient data meta-analysis##
ARDIZZONI A, BONI L, TISEO M, FOSSELLA FV, SCHILLER JH, PAESMANS M, et al.
J Natl Cancer Inst 2007;99(11): 847-57*

BACKGROUND: Because the efficacy of carboplatin and cisplatin in the treatment of advanced non-small-cell lung cancer (NSCLC) has not been proven to be equivalent, an individual patient data meta-analysis comparing the two treatments was performed. METHODS: Randomized trials comparing carboplatin to cisplatin in first-line treatment of advanced NSCLC were identified and their electronic databases obtained. A general variance-based method was used to estimate the summary HRs, ORs, and their 95% Cls for mortality, objective response, and toxicity. Cochran's χ-square test (Q test) was used to test for heterogeneity among trials, and the I-2 index, which expresses the proportion of variability of the results due to heterogeneity, was calculated. A random-effects model that takes into account interstudy variation was also applied. All statistical tests were two-sided. RESULTS: Nine trials that included a total of 2968 patients were analyzed; overall median follow-up was 1021 days. The objective response rate was higher for patients treated with cisplatin than for patients treated with carboplatin (30% vs. 24%, respectively; OR 1.37; 95% CI, 1.16-1.61; P <0.001). Carboplatin treatment was associated with a non-statistically significant increase in the hazard of mortality relative to treatment with cisplatin (HR 1.07; 95% CI, 0.99-1.15; P = 0.100). In patients with nonsquamous tumors and those treated with third-generation chemotherapy, carboplatin-based chemotherapy was associated with a statistically significant increase in mortality (HR 1.12; 95% CI, 1.01-1.23 and HR 1.11; 95% CI, 1.01-1.21, respectively). Cisplatin-based chemotherapy was associated with more severe nausea and vomiting and nephrotoxicity; severe thrombocytopenia was more frequent during carboplatin-based chemotherapy. CONCLUSIONS: Our individual patient data meta-analysis suggests that cisplatin-based chemotherapy is slightly superior to carboplatin-based chemotherapy in terms of response rate and, in certain subgroups, in prolonging survival without being associated with an increase in severe toxic effects. Therefore, cisplatin-based third-generation regimens should remain the standard reference for the treatment of selected patients with advanced-stage NSCLC and of those with earlier-stage disease.

Favorable indications for hepatectomy in patients with liver metastasis from gastric cancer##
SAKAMOTO Y, SANO T, SHIMADA K, ESAKI M, SAKA M, FUKAGAWA T, et al.
J Surg Oncol 2007;95(7): 534-9

BACKGROUND: The prognosis of patients with liver metastasis from gastric cancer (LMGC) is dismal. The purpose of this study was to review our recent outcomes of hepatectomy for LMGC and to determine suitable candidates for surgery. STUDY DESIGN: The outcomes of 37 patients with LMGC who underwent hepatectomy between 1990 and 2005 were assessed. No extrahepatic distant metastasis and feasibility of macroscopic curative resection were requisite indications for surgery. The prognostic values of clinicopathological factors were assessed by univariate and multivariate analyses. RESULTS: There was no in-hospital mortality. The median survival time and overall five-year survival rate after hepatectomy of the patients with LMGC were 31 months and 11%, respectively. Intrahepatic recurrence following hepatectomy was found in 23 patients (62%). Variables independently associated with poor survival were bilobar metastasis (P = 0.002; CI, 1.9-16.3) and a maximum tumor diameter of ≥4 cm (P = 0.006; CI, 1.4-7.7). The depth of the primary tumor and the timing of metastasis were not associated with survival. CONCLUSIONS: Surgical resection for LMGC may be indicated in patients with unilobar metastasis and/or tumors less than 4 cm in diameter. Synchronous metastasis is not a contraindication for hepatectomy. (C) 2007 Wiley-Liss, Inc.

The case for routine use of adjuvant therapy in pancreatic cancer. [Review]##
KENNEDY EP, YEO CJ
J Surg Oncol 2007;95(7): 597-603

Pancreatic cancer is a devastating disease with a poor prognosis for most patients. Surgical resection remains the cornerstone of treatment, providing the only realistic hope of long-term survival. Even with optimal surgical management, five-year survival averages 15-20% for resectable disease. Progress is being made, however. Currently, the benefits of postoperative therapy for resected pancreatic ductal adenocarcinoma appear clear, and recommendations for such therapy appear to us to be well justified. Additional benefit to patients awaits the development of new agents, molecular targeted drugs, and novel approaches such as immunotherapy. (C) 2007 Wiley-Liss, Inc.

The apoptosis and proliferative responses of preoperative intra-arterial chemotherapy for advanced gastric carcinoma. [Chinese]##
XU SD, GAO B, WEN G, LI H, ZHANG YD, LI JS, et al.
Jieru Fangshexue Zazhi 2007;16(5): 353-6*

OBJECTIVE: To evaluate the apoptosis and proliferative response of preoperative intra-arterial chemotherapy for advanced gastric carcinoma. METHODS: 56 patients with advanced gastric cancer and local metastatic lymph nodes were determined whether to have apoptosis and proliferation by TUNEL and immunochemical technology, including 38 cases treated by preoperative intra-arterial chemotherapy and 18 cases used as controls. RESULTS: The rates of apoptosis of gastric cancer and local metastatic lymph nodes in the control group and the preoperatively treated group were 4.4% ±1.5% and 6.4% ±3.5%; 10.6% ±4.5% and 16.6% ±5.5%, respectively. The difference between the two groups had statistical significance (P <0.05). The positive rates of PCNA for the control group and the preoperative treated group were 77.8% (14/18) and 47.4% (18/38), respectively. CONCLUSION: Preoperative intra-arterial chemotherapy can promote apoptosis of advanced gastric carcinoma and local metastatic lymph nodes and restrain their proliferation, serving as an important useful adjunct for advanced gastric cancers.

The role of the outpatient clinic in chemotherapy for patients with unresectable or recurrent gastric cancer##
YAMAZAKI K, BOKU N, SHIBAMOTO K, YASUI H, FUKUTOMI A, YOSHINO T, et al.
Jpn J Clin Oncol 2007;37(2): 96-101*

BACKGROUND: Recently, outpatient chemotherapy centers have become popular in Japan. To clarify the actual conditions of outpatient clinics, we surveyed entire clinical courses of chemotherapy in patients with unresectable or recurrent gastric cancer. METHODS: From the medical records of 64 patients with unresectable or recurrent gastric cancer with no prior chemotherapy, we obtained data on overall survival, non-hospitalized survival, the number of and reasons for attendance at the outpatient clinic and hospitalization, and medical conditions at discharge. RESULTS: The median follow-up time was 520 days, the median survival time was 353 days, and the median non-hospitalized survival time was 282 days. Patients attended the outpatient clinic 1917 times in total; 145 (8%) of these were unplanned visits for accidental disease, disease progression, or toxicity. Patients were hospitalized 291 times in total: 110 (38%) of hospitalizations were unplanned or emergencies because of disease progression or toxicity. Patients were discharged 290 times in total; in 56 of these discharges (19%) unresolved medical problems remained, such as toxicity, total parenteral nutrition, or symptoms related to cancer. Three patients (5%) died from treatment-related leucopenia and thrombocytopenia. CONCLUSIONS: Patients with unresectable and recurrent gastric cancer were treated at outpatient clinics for periods up to 80% longer than the entire clinical course of chemotherapy. However, there were some unplanned or emergency hospitalizations and some patients still experienced medical problems at discharge. The role of the outpatient clinic is very important to chemotherapy for patients with unresectable or recurrent gastric cancer. (C) 2007 Foundation for Promotion of Cancer Research.

Significance of biological markers for predicting prognosis and selecting chemotherapy regimens of advanced gastric cancer patients between continuous infusion of 5-FU and a combination of 5-FU and cisplatin##
BOKU N, OHTSU A, YOSHIDA S, SHIRAO K, SHIMADA Y, HYODO I, et al.
Jpn J Clin Oncol 2007;37(4): 275-81*

BACKGROUND: Our previous phase II study of 5-FU and cisplatin (FP) for treatment of advanced gastric cancer showed that strong immunoreactivity for vascular endothelial growth factor (VEGF) is associated with chemoresponse. Patients with four or five of the favorable phenotypes, p53 (-), bcl-2 (-), glutathione S-transferase π (-), thymidylate synthase (-), and VEGF (+), survived longer than those with three or less of these phenotypes. The purpose of this study is to confirm our previous results and to compare the significance of those markers between continuous infusion of 5-FU (5-FUci) and FP. METHODS: Pretreatment biopsies from 131 of 210 advanced gastric cancer patients enrolled to JCOG9205 were analyzed immunohistochemically for the presence of the five markers. RESULTS: Median survival times of patients treated with 5-FUci (n = 65) or FP (n = 66) were 216 and 253 days, respectively (P = 0.6953). After FP treatment, patients with four or five favorable phenotypes (n = 20) survived longer than those with three or less favorable phenotypes (n = 46) (334 days and 243 days, respectively; P = 0.0463), and the survival times of 34 and 32 patients with VEGF (-) and (+) were similar (269 days and 253 days, respectively; P = 0.6317). After 5-FUci, 30 patients with VEGF (+) survived for a shorter time than 35 patients with VEGF (-) (142 days and 302 days, respectively; P = 0.0043). CONCLUSION: The number of favorable phenotypes is prognostic for gastric cancer patients treated with FP, and VEGF has a different impact on survival between treatment with 5-FUci and FP. (C) 2007 Foundation for Promotion of Cancer Research.

Different strategies of sequential and combination chemotherapy for patients with poor prognosis advanced colorectal cancer (MRC FOCUS): a randomised controlled trial##
SEYMOUR MT, MAUGHAN TS, LEDERMANN JA, TOPHAM C, JAMES R, GWYTHER SJ, et al.
Lancet 2007;370(9582): 143-52

BACKGROUND: In the non-curative setting, the sequence in which anticancer agents are used, singly or in combination, may be important if patients are to receive the maximum period of disease control with the minimum of adverse effects. We compared sequential and combination chemotherapy strategies in patients with unpretreated advanced or metastatic colorectal cancer, who were regarded as not potentially curable irrespective of response. METHODS: We studied patients with advanced colorectal cancer, starting treatment with non-curative intent. A total of 2135 unpretreated patients were randomly assigned to three treatment strategies in the ratio 1:1:1. Strategy A (control group) was single-agent fluorouracil (given with levofolinate over 48 h every two weeks) until failure, then single-agent irinotecan. Strategy B was fluorouracil until failure, then combination chemotherapy. Strategy C was combination chemotherapy from the outset. Within strategies B and C, patients were randomly assigned to receive, as the combination regimen, fluorouracil plus irinotecan (groups B-ir and C-ir) or fluorouracil plus oxaliplatin (groups B-ox and C-ox). The primary endpoint was overall survival, analysed by intention to treat. This study is registered as an International Standard Randomised Controlled Trial, number ISRCTN 79877428. RESULTS: Median survival of patients allocated to control strategy A was 13.9 months. Median survival of each of the other groups was longer (B-ir 15.0, B-ox 15.2, C-ir 167, and C-ox 15.4 months). However, log-rank comparison of each group against control showed that only C-ir – the first-line combination strategy including irinotecan – satisfied the statistical test for superiority (P = 0.01). Overall comparison of strategy B with strategy C was within the predetermined non-inferiority boundary of HR = 1.18 or less (HR 1.06; 90% CI, 0.97-1.17). INTERPRETATION: Our data challenge the assumption that, in this non-curative setting, maximum tolerable treatment must necessarily be used first-line. The staged approach of initial single-agent treatment upgraded to combination when required is not worse than first-line combination, and is an alternative option for discussion with patients. (C) 2007 Elsevier Ltd. All rights reserved.

Non-small-cell lung cancer: adjuvant and neoadjuvant chemotherapy. [Review]##
BRAHMER JR, ETTINGER DS
Respirology 2007;12(3): 320-5*

Of all cancers, non-small-cell lung cancer is one of the most commonly diagnosed and is the deadliest. With a dismissal survival rate even in the early stages of disease, investigations of adjuvant and neoadjuvant therapy have not had much impact until the 21st century. Starting in 2004, several randomized trials have shown significant improvements in survival treating patients with stage II and III disease. Adjuvant chemotherapy remains controversial in patients with stage I disease, in which most trials have not demonstrated a survival advantage. Investigators are studying molecular and genetic factors, which may predict who might benefit most from adjuvant therapy. While adjuvant therapy is now standard, neoadjuvant therapy either with chemotherapy alone or with concurrent chemotherapy and radiation has shown promise, but has yet to become a clear standard of care. Data are presented to support the standard use of adjuvant therapy in patients with stage II and III disease, as well as data supporting the use of neoadjuvant therapy in selected patients with non-small cell lung cancer. (C) 2007 Asian Pacific Society of Respirology.

Chemoradiation in esophageal cancer. [Spanish] [Review]##
MARTINEZ FJ, ROLDAN S, TORMO MICO A, DIAZ R
Revis Cancer 2007;21(2): 90-101*

Esophageal cancer has a 20% five-year overall survival. To achieve a correct treatment management, both accurate initial staging and re-evaluation after neoadjuvant therapy are required. The combination of CT scan, echoendoscope and CT-PET seems to be the best approach, with 73-91% of accuracy. The results do not offer any conclusions to define the standard treatment. However, combination of previous concomitant CT + RT followed by surgery is still the most accepted treatment, even though randomized studies are not conclusive, because there is a more favorable response in the combining treatment than with surgery alone. Nowadays, the alternative would be the use of CT + RT with or without CT of induction. This treatment obtains similar results to surgery alone, without differences in survival when compared to the triple treatment, but with worst results in the local control, 36 vs. 58% Stahl. It is of major interest to find out which patients will have a better upcoming with the addition of surgery to the CT + RT treatment, because in 20-60% of surgeries considered as clinical complete responses, residual disease is observed. Enhancement in RT doses escalation, new CT drugs and new biological agents may improve the local control and survival of esophageal cancer patients. (C) 2007 Aran Ediciones, SL.

Chemotherapy for the treatment of esophageal cancer. [Spanish] [Review]##
CERVANTES A, RODRIGUEZ BRAUN E, PEREZ FIDALGO A, CHIRIVELLA I
Revis Cancer 2007;21(2): 102-12*

Chemotherapy has a relevant role in the treatment of esophageal cancer as preoperative therapy for patients with locoregional disease as well as palliative therapy to control dysphagia and other symptoms that patients with advanced or metastatic disease may suffer. The number of active drugs has increased in the last few years adding taxanes such as paclitaxel and docetaxel, oxaliplatin, irinotecan and oral fluoropyrimidines such as capecitabine, among others. Recent trials have proved the significant effect that preoperative chemotherapy may have on survival of patients with localized esophageal cancer. This paper reviews the most relevant and interesting trials to establish the basis on which to recommend standard clinical practice. (C) 2007 Aran Ediciones, SL.

The position of neoadjuvant chemotherapy in the treatment of non-small-cell lung carcinoma. [Czech] [Review]##
SPASOVA I
Vnitr Lek 2007;53(6): 715-23*

Surgical treatment of patients with non-small-cell lung carcinoma (NSCLC) offers greatest chances for long-term survival. However, the treatment is applicable only to patients diagnosed at an early stage of the disease, i.e. at stage I or II. The five-year survival rate of patients operated on at stage IIIA is as low as 23%. Hence there is a great need for improving survival results, especially in the sphere of systemic chemotherapy, as most tumour relapses involve the formation of metastases. Even though neoadjuvant chemotherapy in the operable stages of NSCLC still appeared very promising as a method of treatment a couple of years ago, recently published results have shown that its role has not yet been fully clarified and is still a subject of research. Additional results from randomised studies are necessary before neoadjuvant therapy may become a treatment standard. The dilemma as to whether or not to apply adjuvant, neoadjuvant or both types of chemotherapy in patients operated on for NSCLC therefore remains unsolved. On the whole, the positive role of neoadjuvant chemotherapy does not appear to be proven in the treatment of operable stage I and II NSCLS. In contrast, results of randomised studies first published in 2004 were in favour of post-surgical adjuvant chemotherapy as opposed to surgical treatment alone in NSCLC stage IB, II and IIIA. The question of whether it is better to apply chemotherapy prior to or after surgery can only be answered by the extensive randomised studies under way. The role of neoadjuvant chemotherapy in patients with NSCLC at clinical stage IIIA remains uncertain. The most rational approach to such patients appears to be neoadjuvant chemotherapy or chemotherapy with subsequent surgery.

Other applications

Repositioning of free cap four days after LASIK
CHENG AC, WONG VW, RAO SK, LAM DS
J Refract Surg 2007;23(6): 625-7*

PURPOSE: To report management and outcome of late repositioning of flap dislodgement after LASIK. METHODS: A 27-year-old man underwent LASIK in the right eye for correction of myopia, which was complicated by free cap. The flap was repositioned, but dislodged two days later. The dislodged flap was stored in balanced salt solution for 48 hours and repositioned four days after initial surgery. RESULTS: Postoperatively, the flap remained apposed, but diffuse lamellar keratitis and epithelial ingrowth developed, which was managed with topical steroids and topical MMC. Stromal haze gradually decreased by 16 months postoperatively, resulting in best spectacle-corrected visual acuity of 20/20. CONCLUSIONS: Flap dislodgement >48 hours postoperatively can be repositioned with good visual outcome. The flap should be preserved in the event of such complication.

Keloids: pathophysiology and management. [Review]##
ROBLES DT, MOORE E, DRAZNIN M, BERG D
Dermatol Online J 2007;13(3): 9

Keloid formation occurs as a result of abnormal wound healing. Despite the high prevalence of keloids in the general population, they remain one of the more challenging dermatologic conditions to manage. More than a cosmetic nuisance, they are often symptomatic and can have a significant psychosocial burden for the patient. Although multiple treatment modalities exist, no single treatment has proven widely effective. In fact, recurrence following treatment is generally the norm. Combination therapy is likely the optimal strategy. In this review, we highlight the clinical features, pathophysiology and management of keloids. (C) 2007 Dermatology Online Journal.

Endophthalmitis: a review of current evaluation and management. [Review]##
LEMLEY CA, HAN DP
Retina 2007;27(6): 662-80*

PURPOSE: To review the current state of evaluation and management of various forms of endophthalmitis. METHODS: A review of the literature is included, encompassing endophthalmitis occurring after ocular surgeries, intravitreal injection, trauma, and systemic infection. Based on this review, current principles and techniques for evaluating and treating these forms of endophthalmitis are discussed. RESULTS: Postoperative endophthalmitis after cataract surgery is the most common presentation. Conclusions from the Endophthalmitis Vitrectomy Study (EVS) remain a foundation for management of postcataract surgery endophthalmitis, notably prompt intravitreal antibiotic administration after vitreous sampling, with consideration for pars plana vitrectomy in severe cases. The potential impact of advances since the EVS, such as oral fourth generation fluoroquinolones and new vitrectomy techniques, are also discussed. The management of postcataract endophthalmitis is compared and contrasted to endophthalmitis occurring after other ocular surgeries, intravitreal injection, trauma, and systemic infection. Although some principles remain common, treatment rationales differ with other forms of endophthalmitis based on differing clinical circumstances, such as the virulence of organisms that are frequently encountered. CONCLUSIONS: Endophthalmitis is a serious, potentially vision threatening condition which can present in various settings. Prompt recognition and treatment are key in maximizing outcomes. (C) The Ophthalmic Communications Society, Inc.
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