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Is management with lamivudine

 

Dear Editor, We read with interest the article by Yi-Fu H. et al. [START_REF] Yi-Fu | The effectiveness of lamivudine in preventing hepatitis B viral reactivation in rituximab-containing regimen for lymphoma[END_REF] about the effectiveness of Lamivudine (LAM) prophylaxis in preventing hepatitis B viral (HBV) reactivation in Rituximab containing regimens (so called immunochemotheraphy, ICT) for lymphoma and would like to make a contribution to this emerging topic. All patients diagnosed with Non-Hodgkin Lymphoma (NHL) from January 2005 to March 2008, at our Institution, were screened for HBV serology: HBsAg, anti-HBs, anti-HBc, HBeAg, anti-HBe. Patients were also tested for HCV antibodies (HIV-positive patients were not included): 18 out of 159 patients (11.3%) had serological signs of HBV exposure. 12 out of 159 (8.1%) patients were HCV-infected. Seven out of 18 HBV carriers were coinfected with HCV (38.8%). In 11 out of 18 patients (61%), HBsAg were negative [START_REF] Raimondo | Occult hepatitis B virus in liver tissue of individuals without hepatic disease[END_REF], anti-HBc (nine patients), anti-HBs (one patient, no history of previous vaccination), anti-HBc/anti-HBe/anti-HBs (one patient) being the only positive markers of previous HBV exposure.

Three patients were known to be affected by mild HBV chronic active hepatitis at the time of lymphoma diagnosis and were treated with LAM to contain the disease process before and after ICT. The remaining four inactive HBsAg carriers and the 11 HBsAg-negative/antiHBc-positive patients were started on LAM as a preemptive treatment to prevent possible disease reactivation [START_REF] Marzano | Italian association for the study of the liver. Prophylaxis and treatment of hepatitis B in immunocompromised patients[END_REF].

Patients began treatment with LAM 100 mg/day po on average 3-4 weeks before embarking on chemotherapy, after signing informed consent. All 159 patients were given R-CHOP or R-CHOP-like regimens [START_REF] Coiffier | CHOP chemotherapy plus rituximab compared with CHOP alone in elderly patients with diffuse large-B-cell lymphoma[END_REF]. LAM treatment was extended to 18 months after that the new indications from the dedicated commission of the Italian Study of the Liver became widely available in 2007 [START_REF] Marzano | Italian association for the study of the liver. Prophylaxis and treatment of hepatitis B in immunocompromised patients[END_REF]. During and after ICT discontinuation, patients were tested every 2 months for HBsAg, quantitative-HBV-DNA, ALT, and AST. Median follow-up time was 7 months (range 3-43). Five of the seven HBsAg-positive patients (71.4%) became HBV-DNA positive during follow-up at 25, 18, 18, 10, and 7 months after commencing LAM. In two patients, emergence of HBV-DNA positivity was associated with an increase of serum transaminases (up to five times the upper normal limit). In these five patients, Adefovir-Dipivoxyl, 10 mg/day po, was combined with LAM, resulting in a disappearance of HBV-DNA and regression of the biochemical signs of hepatitis. None of these patients had to discontinue ICT because of HBV reactivation. No liver-related deaths occurred. None of the HBcAbpositive, anti-HBs-positive/HBsAg-negative patients (potential silent carriers) developed HBV reactivation during the period of observation. No side effect related either to LAM or ADV was registered. Four out of seven of these patients are now undergoing new treatments because of lymphoma progression.

The prevalence of HBV infection is high among patients diagnosed with NHL as compared to less than 2% of the Italian adult population [START_REF] Villa | Impact of hepatitis B vaccination in a higly endemic area of south Italy and long-term duration of anti-HBs ancibody in two cohorts of vaccinated individuals[END_REF]. Reactivation of HBV infection can present a serious threat to these patients and to the completion of their chemotherapeutic protocol. Thus, before proceeding to ICT, it is widely accepted that HBsAg active carriers should be treated, and preventative measures should be given to the silent carriers. In addition, HBsAgnegative or anti-HBc+patients (potential occult carriers) with onco-hematological malignancies can also develop severe hepatitis flare when treated with immunosuppressive regimens such as ICT. We, therefore, following the suggestions of the consensus conference [START_REF] Marzano | Italian association for the study of the liver. Prophylaxis and treatment of hepatitis B in immunocompromised patients[END_REF], also administered LAM to our HBV-occult carriers. In our series, the incidence of reactivation in the HBsAg-positive cases (both active and inactive carriers) was high (71.4%). Yu-FE et al. described a very low incidence of reactivation in HBsAgpositive, possibly due to the fact that in their series, patients were monitored by transaminase screening and as a result, the true incidence of virus reactivation might have been underestimated. Nevertheless, existing data on the effectiveness of LAM prophylaxis for patients treated with ICT can vary widely depending on the sample size.

In addition, we believe that it has to be taken into account that a substantial proportion of lymphoma patients will unfortunately suffer a relapse and will, therefore, require additional cycles of chemotherapy, prolonging their state of immunodepression. On the basis of our observations, we suggest LAM as a preemptive treatment in onco-hematologic HBsAg-positive patients with a high probability of cure after first line treatment and as a preventative measure in HBV occult carriers undergoing ICT. While new drugs, such as Entecavir [START_REF] Lai | Globe Study Group (2007) Telbivudine versus lamivudine in patients with chronic hepatitis B[END_REF], are more powerful and faster acting, they might be more useful when longer lasting or repeated treatments are required as they provide protection against the development of drug resistance. Whichever antiviral drug is administered, an extended follow-up term, for HBV reactivation, is recommended after ICT discontinuation. What is remarkable in our series is that 38.8% of HBV carriers were co-infected with HCV. Since HCV and HBV carriers are supposed to be more prone to the development of lymphoproliferative diseases [START_REF] Gaeta | Epidemiological and clinical burden of chronic hepatitis B virus/hepatitis C virus infection. A multicenter Italian study[END_REF], it should not be ruled out that a double viral infection determines an even greater risk of lymphoma occurrence [START_REF] Chen | High prevalence of occult hepatitis B virus infection in patients with B-cell non-Hodgkin's lymphoma[END_REF].