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研究計畫摘要

ㄧ、試驗主題：

探討貝樂克(entecavir)與干安能(lamivudine)使用於慢性B型肝炎且已併發肝機能代償不全的病人，療效與安全性的比較

二、研究背景：

肝臟機能衰竭是慢性B型肝炎患者主要死亡原因之一，可能經由肝硬化逐漸惡化或嚴重急性發作(severe acute exacerbation)所導致，由於失償的病人短期死亡率很高，因此及早診斷與治療便相當重要。目前國內外學會皆建議使用口服類核苷藥物來治療肝機能代償不全的病人，由於干安能是第一個被核准使用於慢性B型肝炎治療的藥物，因此有最廣泛的使用經驗，以往的研究也顯示干安能使用於這類病人可以降低B肝病毒量，減少肝臟發炎，甚至改善肝臟機能使得部分患者無須換肝，然而干安能相較於新一代的口服抗病毒藥物卻很容易產生抗藥性。貝樂克是較新的類核苷藥物，比起干安能更能抑制病毒複製，也較不會產生抗藥性，可是貝樂克用於代償不全病人的療效與安全性仍未確定，以往相關研究的結論並不一致。
三、研究目的：欲達成之主要目的與次要目的

主要目的:

比較貝樂克與干安能在肝機能代償不全的慢性B型肝炎病人，治療一年後的療效與安全性

次要目的:

探討使用貝樂克或干安能治療的慢性B型肝炎患者且已併發肝機能代償不全，預測一年內死亡的獨立危險因子

關鍵詞: 慢性B型肝炎，肝機能代償不全，貝樂克(entecavir)，干安能(lamivudine)

研究計畫目的及背景說明
   Chronic infection with hepatitis B virus (HBV) is a global disease, affecting approximately 350 million people worldwide (1). The morbidity and mortality associated with chronic hepatitis B (CHB) is substantial in that 15 ~ 40 % of the infected patients develop serious sequels including hepatic failure, liver cirrhosis, and hepatocellular carcinoma (HCC) during their lifetime (2, 3). Hepatic failure is a leading cause of death in CHB patients and may result from either progressive functional loss of liver cirrhosis or extensive hepatic necrosis following severe acute exacerbations (SAE). Prompt recognition and early institution of multidisciplinary management are mandatory in decompensated patients since short-term mortality remains very high.  

    Oral nucleos(t)ide analogues (NUCs) are direct inhibitors of HBV polymerase that potently suppress viral replication and efficaciously reduce hepatic necro-inflammation.(ref) In contrast to interferon which may aggravate hepatitis and therefore is usually contraindicated in those with decompensated liver disease, NUC is the only antiviral therapy recommended in CHB patients with hepatic decompensation.(4-6) Being the first NUC approved for the treatment of CHB, lamivudine has been widely used in decompensated patients with cirrhosis as well as SAE, and may be effective in these vulnerable patients in terms of improving liver function, stabilizing disease progression, and even obviating indications for transplantation.(7-11) However, lamivudine is becoming less favoured as a first-line antiviral agent because of its lower genetic barrier to the development of drug resistance. (12) More potent NUCs with higher genetic barrier to resistance are generally preferred over lamivudine,(5, 6) but research regarding these newer agents in the treatment of decompensated CHB patients remains strikingly sparse.

    Entecavir is a newer NUC with significantly stronger antiviral efficacy as compared with lamivudine.(13-15) Moreover, the cumulative resistance rate to entecavir after 5 years of therapy was reported to be as low as 1.2% in NUC-naïve patients.(16) It appears that, at least theoretically, entecavir should be a better choice than lamivudine in patients with hepatic decompensation. Nevertheless, clinical data is inconsistent to support its effectiveness and safety in this clinical setting.(17-20) Entecavir has been associated with reversible but potentially fatal lactate acidosis in severely decompensated cirrhotic patients.(17) In a study investigating icteric CHB patients with SAE, entecavir as compared with lamivudine was independently associated with 48-week mortality.(19) 
研究方法及步驟：

(一)受試者選擇標準（Patient eligibility）
Study setting and population:

    This retrospective observational research was conducted in E-Da Hospital, a regional teaching hospital in southern Taiwan. All adult (age > 20 years) patients with CHB infection who received NUCs from 2004 November to 2010 February were screened for eligibility. The inclusion criteria included chronic infection with HBV defined as serum hepatitis B surface antigen (HBsAg) positivity for more than 6 months, hyperbilirubinemia defined as serum total bilirubin level higher than two times the upper limit of normal (ULN), coagulopathy defined as prolongation of prothrombin time greater than 3 seconds, and antiviral mono-therapy with either entecavir or lamivudine for a minimum of one-week duration. The exclusion criteria were suspected or confirmed liver diseases from etiologies other than HBV (such as alcohol, toxin, drug, shock, acute viral hepatitis A or E), co-infection with human immunodeficiency virus, hepatitis C virus or hepatitis delta virus, prior antiviral treatment with NUCs or interferon, and recent immunosuppressive therapy (including chemotherapy and systemic corticosteroid). Since percutaneous liver biopsy mighty carry higher risk in patients with coagulopathy, the diagnosis of cirrhosis was based principally by clinical and sonographic assessments.(22) Patients with SAE were defined as having elevated serum alanine aminotransferase (ALT) more than 10 times ULN and more than twice the baseline value.(6)
(二)試驗設計與流程：

Antiviral therapy and laboratory measurement 

    All eligible patients managed in this hospital prior to 2008 August received lamivudine 100mg once daily since entecavir was not reimbursed in Taiwan until then. Afterward, the vast majority of the enrolled patients received entecavir with daily dosage of 0.5mg. Both lamivudine and entecavir were administered for more than one year. Serum biochemistry including aminotransferase was measured using commercialized automated techniques. Model for end-stage liver disease (MELD) scores were calculated at baseline and after one-year of therapy.(23) Serological (HBsAg, anti-HBs, HBeAg, anti-HBe, anti-HCV, and anti-HIV) were determined by commercially available enzyme-linked immunoassay. Serum HBV DNA was measured by quantitative polymerase chain reaction method, with a detection range of. 

Definitions of end points

    Primary outcome was one-year mortality rate defined as death from all causes within one year of starting antiviral therapy. Secondary outcomes included normalization of serum ALT (< ULN), normalization of hyperbilirubinemia (< 2 times ULN), normalization of coagulopathy (prolongation of prothrombin time < 3 seconds), un-detectability of HBV DNA, emergence of drug resistance, HBsAg loss, HBeAg loss in HBeAg-positive patients, and change of MELD scores after one year of therapy.  

（三）資料之蒐集處理評估及統計分析方法:
Data Analysis

    All statistical analysis was performed by commercial software (Stata, version 9.0; Stata Corp, College Station, TX, USA). Continuous variables were expressed with median and interquartile range (IQR) because most variables were not normally distributed. Mann-Whitney test was used to compare sets of continuous variables between groups. Chi-square test was used for univariate analysis of proportions, and Fisher’s exact test was applied in the case of expectant value below 10. Kaplan-Meier survival curves of the two treatment groups were plotted and compared by the log-rank test. Independent risk factors associated with mortality within one year were identified by the Cox-proportional hazard model. All statistical tests were two-sided with significance level set at p value <0.05
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