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Θεραπευτική Αντιμετώπιση Χρόνιας 
Ηπατίτιδας Β και Χρόνιας Ηπατίτιδας C  



Χρόνια Ιογενής Ηπατίτιδα (HBV,HCV) 
 
 
Συνήθως  ασυμπτωματική νόσος  
  
Είναι αναγκαία η θεραπεία ?  
 
Πότε πρέπει να γίνει η θεραπεία? 
 
Ο ασθενής είναι κατάλληλος για θεραπεία τώρα ή 
στο μέλλον? 
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Presentation Notes
The next section will review how to assess patients for treatment candidacy.
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Θεραπεία Χρόνιας Ηπατίτιδας C 

  

Presenter
Presentation Notes
Welcome to this program entitled “On the Front Lines: Battling Chronic Hepatitis C Today and in the Future.” 




 

 

 
 

 

Θεραπεία της Χρόνιας Ηπατίτιδας C  
2001-2011 
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Θεραπεία: Τύποι (Ιολογικής) 
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Presentation Notes
So let’s begin with the patterns of virologic response during therapy with peginterferon and ribavirin. On the Y axis in this graph are the log HCV RNA levels. On the X axis is time, and initially it’s prior to initiating therapy, and then therapy with peginterferon and ribavirin is initiated. So in the blue bar, we have the optimal response, and this is what we want to see in all patients, and it’s now apparent that when you add direct-acting antiviral agents, we see a much greater pattern here where patients undergo a rapid virologic response. That is, after the fourth week of introduction of the therapy you clear virus and you go on to an early virologic response by Week 12, end-of-treatment response, and sustained response. And with genotype 1 hepatitis C peginterferon and ribavirin, you have an opportunity for SVR of about 40%. There are also those that are later responders. You can see here those that fail to undergo a rapid virologic response but do clear virus by Week 12. And these individuals can go on to sustained response but, as you can see here in the yellow bar, the pattern of relapse may occur also, and relapsers in general clear virus a little bit later than those that go on to sustained response. Partial responders, that is, with partial peginterferon and ribavirin responsiveness are those who have greater than a 2-log reduction by Week 12 but fail to clear virus. And null responders, the most problematic individuals with hepatitis C in our practice, are those who have no response; that is, by Week 12 there’s no 2-log reduction, and this is shown here in the orange bar.



Θεραπεία της Χρόνιας Ηπατίτιδας C 

 Σκοπός θεραπείας HCV λοίμωξης 

– Πρόληψη επιπλοκών και του θανάτου από την HCV λοίμωξη 

 Ανταπόκριση στη θεραπεία: (παράμετροι) 

– Βιοχημικές (φυσιολογικά επίπεδα ALT )  

– Ιολογικές  (μη προσδιοριζόμενο HCV RNA με PCR,SVR 
μακροχρόνια ιολογική ανταπόκριση) 

– Ιστολογικές (> 2 σημεία βελτίωσης της νεκροφλεγμονώδους  
σταδιοποίησης  και μη επιδείνωση της ίνωσης )  

Ghany MG, et al. Hepatology. 2009;49:1335-1374.  

Presenter
Presentation Notes
ALT, alanine aminotransferase; HCV, hepatitis C virus; PCR, polymerase chain reaction.
 
The goal of therapy is to prevent the complications, morbidity, and deaths resulting from HCV infection. Currently, treatment responses are defined by short‑term surrogate parameters, as outlined in the guidelines, rather than the more distal clinical endpoints. These include biochemical endpoints (namely, normalization of serum alanine aminotransferase values) and, more important, virologic endpoints (sustained undetectable serum HCV RNA by sensitive assays) and histologic endpoints, defined in most registration trials as a 2‑point improvement of necroinflammatory score with no worsening of hepatic fibrosis score.
 




SVR αποτελεί δείκτη εκρίζωσης του ιού   

1. Swain MG, et al. Gastroenterology. 2010;139:1593-1601. 2. Giannini EG, et al. Aliment Pharmacol Ther. 2010;31:502-508. 3. Maylin S, et al. 
Gastroenterology. 2008;135:821-829. 4. George SL, et al. Hepatology. 2009;49:729-738. 
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 Nearly 100% of patients who achieve SVR remain undetectable during long-term follow-up[1-4] 



Κατάλληλοι Ασθενείς για θεραπεία:   

 Ηλικία 18 και άνω 
Θετικό HCV RNA  

Βιοψία ήπατος: χρόνια ηπατίτιδα με σημαντική ίνωση (γεφυροποιός νέκρωση) 
Επιθυμία για θεραπεία και συμμόρφωση σε αυτή  
Καλά αντιρροπούμενη νόσος :λευκώματα ορού>3.4, Χολερυθρίνη <1,5 g/dl, 
INR<1.3  PLT >75000/mm3, απουσία εγκεφαλοπάθειας, ασκίτη  
 
Αιματολογικοί και βιοχημικοί δέκτες:  αιμοσφαιρίνη: άνδρες  > 13 g/dL      
γυναίκες > 12 g/dL ουδετερόφιλα  > 1500/mm3 , κρεατινίνη ορού< 1.5 mg/dL 
 
 Απουσία αντενδείξεων  
  

*  
Ghany MG, et al. Hepatology. 2009;49:1335-1374. 
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Presentation Notes
INR, international normalized ratio.
 
What about the characteristics of people for whom therapy is widely accepted? As outlined in the guidelines, characteristics generally include being 18 years of age or older and detectable serum HCV RNA, a liver biopsy that shows chronic hepatitis with significant fibrosis (bridging fibrosis or higher), compensated liver disease, and acceptable hematological and biochemical indices. This means an adequate hemoglobin level; no evidence of hepatic synthesis function problems such as low albumin, high bilirubin, or low platelet count; and no markers of decompensation. In addition, patients must be willing to undergo therapy and adhere to the treatment requirements, which are extensive. Finally, there should be no contraindications to therapy.




Ειδικές ομάδες ασθενών  

Αποτυχία σε προηγούμενη θεραπεία –μη ανταποκριθέντες,  
υποτροπιάζοντες  (προ 2011) 
Χρήστες ουσιών ή αλκοόλ που συμμετέχουν ή θα συμμετάσχουν σε 
προγράμματα απεξάρτησης μεθαδόνης ή απεξάρτησης από το αλκοόλ 
Βιοψία ήπατος με ελάχιστες αλλοιώσεις  ή με ήπια ίνωση  
Οξεία Ηπατίτιδα C  
Ηλικία < 18 , Παιδιά  
Συνλοίμωξη με HIV, HBV 
Χρόνια Νεφρική Νόσος  Αιμοκάθαρση  
Μη αντιρροπούμενη Ηπατική Νόσος  
Λήπτες Ηπατικού Μοσχεύματος 

Ghany MG, et al. Hepatology. 2009;49:1335-1374.   
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HCV, hepatitis C virus; IFN, interferon; pegIFN, peginterferon; RBV, ribavirin.
 
Patients for whom therapy can be individualized are also outlined in the guidelines. These include patients who have failed previous suboptimal treatment (nonresponders or relapsers) using either conventional interferon alfa with or without ribavirin or peginterferon alfa monotherapy. Current users of illicit drugs or alcohol who are willing to participate in substance-abuse support programs are considered on an individual basis. Individualized therapy is also indicated for patients who are younger than 18 years of age, have evidence of either mild or no liver fibrosis, have acute HCV infection, are coinfected with HIV, have chronic renal disease (requiring or not requiring dialysis), have decompensated cirrhosis, or have received a liver transplant and have recurrent virologic or histologic liver disease. In all of these cases, as set forth in the guidelines, therapy should be individualized in an appropriate clinical setting where resources are available to look after and treat patients properly to offer them the best chance of a favorable outcome.




Αντενδείξεις θεραπείας HCV λοίμωξης  

 Μη ελεγχόμενη κατάθλιψη, επιληψία , ψύχωση 

 Αναιμία (Ηb < 12 g/dL) 

 Μεταμόσχευση νεφρών, καρδιάς, πνευμόνων 

 Αυτοάνοση ηπατίτιδα ή άλλα αυτοάνοσα νοσήματα (υποτροπή 
μετά από αγωγή με pegIFN και  RBV) 

 Νόσοι θυρεοειδούς χωρίς θεραπεία 

 Κύηση ή αδυναμία λήψης επαρκών μέτρων αντισύλληψης  (και 
από τον/την ερωτικό σύντροφο)  

 Γνωστή ευαισθησία στα φάρμακα,  pegIFN και  RBV 

Ghany MG, et al. Hepatology. 2009;49:1335-1374. EASL Clinical Practice Guidelines: Management of hepatitis C virus infection. June 2011. 
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HCV, hepatitis C virus; pegIFN, peginterferon; RBV, ribavirin.
 
There are also very clear contraindications to HCV therapy:
Uncontrolled depressive illness, psychosis, or epilepsy
Untreated anemia with a hemoglobin < 12 g/dL
Renal, heart, or lung transplantation
Autoimmune hepatitis or other autoimmune conditions known to be exacerbated by peginterferon and ribavirin 
Untreated thyroid disease
Pregnancy or unwillingness to comply with adequate contraception
Any severe concurrent medical disease
Known hypersensitivity to drugs used to treat HCV




 

Αυξανόμενο ποσοστό ασθενών μη 
ανταποκριθέντων  

*Περίπου 40-50%  των ασθενών δεν  επιτυγχάνουν SVR 
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SOC, standard of care; SVR, sustained virologic response.
 
With the current standard of care, only 40% to 50% of genotype 1–infected patients achieve a sustained virologic response (SVR), which leads to a steadily increasing pool of patients termed “nonresponders” who have limited retreatment options and low SVR rates to current standard-of-care treatment options. These patients will contribute to the increase in mortality and morbidity associated with chronic HCV infection as their disease remains uncontrolled, which will need to be considered in the future.




 
 

Αναμενόμενη αύξηση των επιπλοκών που 
σχετίζονται με την HCV λοίμωξη 
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HCC, hepatocellular carcinoma; HCV, hepatitis C virus, ♀, female; ♂, male.
 
Various studies have estimated increases of HCV‑associated complications in the future based on current standard-of-care response rates. One of the earliest studies, performed in the United States in the late 1990s, estimated that the number of patients with liver cirrhosis/hepatocellular carcinoma will rise substantially with associated increases in mortality. Similar findings from other groups in various other countries around the world have been reported. 



Σοβαρής μορφής ηπατική νόσος σε ασθενείς με HCV-
λοίμωξη, ΗΠΑ  2009-2028 

  *4-Χ  των βαρέως πασχόντων από ηπατική νόσο 

The Milliman Report. Consequences of Hepatitis C Virus (HCV): May 2009.  

* Απουσία αλλαγής της υπάρχουσας αγωγής  
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HCV, hepatitis C virus; SOC, standard of care; VA, Veterans Administration. 
 
The recently published 2008 Milliman Report examined the future burden in the United States and estimated that during the next 20 years, there will be an increase from 30,000-40,000 to 120,000-130,000 cases of advanced liver disease related to HCV infection. Compared with current numbers, this represents an increase of at least 400%. The estimate for hepatocellular carcinoma did not find a significant increase, which is likely related to the high rates of associated mortality. In addition, the demand for liver transplantation is anticipated to increase during the next 20 years, and this will be accompanied by a major lag of appropriate donors in most countries.




Ετήσιο κόστος ιατρικής φροντίδας της 
Χρόνιας HCV λοίμωξης από 2009-2028  

 Total medical costs for patients with HCV infection are expected to more than double, from $30 billion to more than 
$85 billion USD over the next 20 yrs 

The Milliman Report. Consequences of Hepatitis C Virus (HCV): May 2009. Full report available at: 
http://www.milliman.com/expertise/healthcare/publications/rr/pdfs/consequences-hepatitis-c-virus-RR05-18-09.pdf. 
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HCV, hepatitis C virus; USD, United States dollars; SOC, standard of care; VA, Veterans Administration.
 
In addition, the annual US medical costs—probably reflecting the situation in most countries—are expected to increase dramatically for patients with chronic HCV infection within the next 20 years. This slide shows how the burden will increase for various forms of insurance in the United States, again assuming no changes in the current standard of care.




Νεώτερες στρατηγικές περιορισμού της επιδημίας 
και βελτίωσης της θεραπείας  HCV   

 Ανάπτυξη φαρμάκων με αποτέλεσμα επίτευξης υψηλής SVR σε όλους τους 
ασθενείς 

– Βραχύτερης διάρκειας αγωγής  

– Υπερκάλυψη των αρνητικών προγνωστικών παραγόντων του ξενιστή 

 Αύξηση της συχνότητας διάγνωσης και θεραπείας της HCV λοίμωξης 

– Αυξημένο screening 

– Ευκαιρίες θεραπείας  



 

 

 
 

 

 

Θεραπεία της Χρόνιας Ηπατίτιδας C 2011 
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PegIFN alfa-2b 1.5 µg/kg/wk +  
RBV 800 mg/day for 48 Wks[1] 

PegIFN alfa-2a 180 µg/wk +  
Weight-Based RBV (1000 or  
1200 mg/day) for 48 Wks[2] 

1. Manns MP, et al. Lancet. 2001;358:958-965. 2. Fried MW, et al. N Engl J Med. 2002;347:975-982.  
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Θεραπευτικοί αλγόριθμοι γονότυποι 2/3:   
PegIFN/RBV   

1. Ghany MG, et al. Hepatology. 2009;49:1335-1374.  
2. Craxi A, et al. J Hepatol. 2011;[Epub ahead of print]. 

AASLD 2009[1]: γονότυποι 2/3 PegIFN alfa-2a PegIFN alfa-2b 
PegIFN δοσολογία /εβδομάδα  180 µg 1.5 µg/kg 
RBV δοσολογία/ ημέρα 800 mg 800 mg 
Διάρκεια θεραπείας 24 εβδομάδες 24 εβδομάδες 

EASL 2011[2]: γονότυποι 2/3 PegIFN alfa-2a PegIFN alfa-2b 
PegIFN δοσολογία /εβδομάδα  180 µg 1.5 µg/kg 
RBV δοσολογία/ ημέρα 800 mg 800 mg 
Διάρκεια θεραπείας* 24 εβδομάδες  24 εβδομάδες 

*12-16 wks can be considered in patients who achieve RVR. 



EASL: 2011 ενδείξεις θεραπείας  
 «’Όλοι οι πρωτοδιαγνωσθέντες ασθενείς με Χρόνια Ηπατίτιδα C καλά 

αντιρροπούμενη νόσο είναι υποψήφιοι προς θεραπεία»(A2) 

 «Η θεραπεία θα πρέπει να αρχίζει άμεσα στους ασθενείς με προχωρημένη 
ίνωση (METAVIR score F3-F4)) όπως επίσης και σε ασθενείς  με σημαντική 
ίνωση (METAVIR score F2) (B2)» 

 «Ασθενείς με ηπιότερης μορφή νόσο η θεραπεία πρέπει να εξατομικεύεται 
(C2)» 

EASL Clinical Practice Guidelines: Management of hepatitis C virus infection. June 2011. 

Presenter
Presentation Notes
EASL, European Association for the Study of the Liver; HCV, hepatitis C virus.
 
The 2011 guidelines from the European Association for the Study of the Liver recommend that HCV therapy be considered for all treatment-naive patients with compensated liver disease due to HCV with an evidence grade of A2. Treatment should be initiated promptly in patients with advanced fibrosis (METAVIR F3-F4) and strongly considered in patients with moderate fibrosis (METAVIR F2). In patients with less severe disease, the indication for treatment is based on individual factors.




Νεώτερες επιλογές θεραπείας HCV λοίμωξης 
 Προ 2011 

– PegIFN/RBV  αποτελούσε standard of care όλων των ασθενών με 
HCV λοίμωξη (όλοι οι γονότυποι έως το 2011) 

– Γονότυποι 1 και 4: θεραπεία 48 εβδομάδων  

– Γονότυποι 2 και 3: θεραπεία 24 εβδομάδων   

 2011 

– Οι ασθενείς με γονότυπο 2 και 3 συνεχίζουν να λαμβάνουν αγωγή με 
pegIFN/RBV  

– Οι ασθενείς με γονότυπο 1 έχουν την δυνατότητα αγωγής με δυο νέα 
φάρμακα –αναστολείς των πρωτεασών : telaprevir και boceprevir 

– Κάθε αναστολέας χορηγείται με τον συνδυασμό  pegIFN/RBV  (τριπλή 
θεραπεία) 

Presenter
Presentation Notes
FDA, US Food and Drug Administration; HCV, hepatitis C virus; pegIFN, peginterferon; RBV, ribavirin.
 
Before 2011, peginterferon and ribavirin combination therapy was considered the standard of care for all patients infected with major HCV genotypes. In patients with genotypes 1 and 4 HCV, 48 weeks of treatment was recommended with peginterferon and weight-based ribavirin dosing. For patients with genotypes 2 and 3 HCV, 24 weeks of therapy with peginterferon and a ribavirin dose of 800 mg/day were recommended. 
 
Following recent approval by the US Food and Drug Administration, patients infected with genotype 1 HCV now have new options in the protease inhibitors telaprevir and boceprevir. Each of these new agents is used in combination with peginterferon and ribavirin. At the present time, there are no new treatment options for any other HCV genotypes. 




Προετοιμασία ασθενούς προ της HCV 
θεραπείας   
 Επαρκή μέτρα αντισύλληψης   (ασθενούς, ερωτικού συντρόφου) 

 Πρόγνωση νόσου  

 Θεραπευτικές επιλογές   

 Προγνωστικοί δείκτες ανταπόκρισης στη θεραπεία /πιθανότητες 
ανταπόκρισης στη θεραπεία  

 Αντιμετώπιση παρενεργειών θεραπείας 

 Επαγγελματικές υποχρεώσεις   

 Η σημασία της συμμόρφωσης, συχνές επισκέψεις, συχνές 
εργαστηριακές εξετάσεις  

 Αποφυγή αλκοόλ, δυνητικών  ηπατοτοξικών ουσιών  

 Ενεργός συμμετοχή ασθενούς στη θεραπεία 

Presenter
Presentation Notes
HCV, hepatitis C virus.
 
To fully prepare patients for the challenges of HCV therapy, it is important to review and discuss the following topics:
Need for effective contraception
Prognosis based on fibrosis stage 
Treatment options, including combination therapy with peginterferon and ribavirin or the new triple therapy
Predictors of response to therapy, including baseline factors, and an assessment of the likelihood that they will respond to treatment; on-treatment factors, such as HCV RNA level at Weeks 4 and 12 of therapy, are also useful in predicting likelihood of sustained virologic response (SVR) to therapy
Adverse event management, including the potential that additional drugs may be needed to treat anemia
Job-related issues 
The importance of adherence to medication and the need for frequent visits for clinical and laboratory monitoring
 
It is also critical to educate patients about the avoidance of alcohol and other potential hepatotoxins, including drugs such as marijuana. Providers should encourage the patient’s active participation in treatment decisions and stress that they ask questions about anything that is unclear.




n = 

Αρχικά επίπεδα HCV RNA και SVR με  
PegIFN/RBV 

Hadziyannis SJ, et al. Ann Intern Med. 2004;140:346-355.  
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Presenter
Presentation Notes
HCV, hepatitis C virus; pegIFN, peginterferon; RBV, ribavirin; SVR, sustained virologic response.
 
The case patient presented with a low HCV RNA level, and this slide depicts data showing the impact of baseline HCV RNA level on SVR to peginterferon/ribavirin therapy. In patients with genotype 1 HCV infection, baseline HCV RNA has a considerable impact on SVR rates, with 47% of patients with high baseline HCV RNA achieving SVR vs 65% of patients with low baseline HCV RNA levels. However, baseline HCV RNA level has little, if any, role in patients infected with genotypes 2 and 3 HCV: SVR rates are 84% among patients with high baseline HCV RNA levels vs 85% among those with low baseline levels. 
 
For more information, go online to: http://clinicaloptions.com/Hepatitis/Journal%20Options/Articles/Hadziyannis-AIM-2004-03/Capsule.aspx 




SPRINT-2: SVR με Boceprevir και στάδιο  
ίνωσης/κίρρωσης  
 Phase III: genotype 1, treatment naive 

– Odds ratio for SVR with no cirrhosis vs cirrhosis: 2.5 (P = .003)[1]  

BOC/PR48 

BOC/PR RGT 

PR48 

1. Poordad F, et al. N Engl J Med. 2011;364:1195-1206. 2. Bruno S, et al. EASL 2011. Abstract 7. 
Graphics used with permission. 
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 Recommended regimen  
for all cirrhotic patients 

Presenter
Presentation Notes
BOC, boceprevir; PR, peginterferon and ribavirin; RGT, response-guided therapy; SVR, sustained virologic response.
 
In a subanalysis of data from the SPRINT-2 trial, patients without advanced fibrosis who received 48-week, fixed-duration boceprevir-based therapy (the recommended regimen for patients with cirrhosis) achieved a 67% SVR rate as compared with a 52% rate among patients with advanced fibrosis receiving the same treatment. The SVR rate was 38% in patients receiving peginterferon/ribavirin alone, regardless of fibrosis stage. 
 
For more information, go online to: http://clinicaloptions.com/Hepatitis/Conference%20Coverage/Berlin%202011/Tracks/From%20Podium%20to%20Practice/Capsules/7.aspx 




ADVANCE: SVR με Telaprevir και στάδιο  
ίνωσης/κίρρωσης  

 Phase III: genotype 1, treatment naive 

T12PR 

T8PR 

PR48 

Jacobson IM, et al. AASLD 2010. Abstract 211. Graphics used with permission.  
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288 279 n =    290 73 85 73 

Presenter
Presentation Notes
PR, peginterferon and ribavirin; RGT, response-guided therapy; SVR, sustained virologic response; T, telaprevir.
 
In a similar analysis of the ADVANCE telaprevir trial, patients in the 12-week telaprevir-based arm with no, minimal, or portal fibrosis achieved a 78% SVR rate as compared with a 62% SVR rate among patients in the same treatment arm but who had bridging fibrosis or cirrhosis. However, in this study the SVR rate among patients treated with peginterferon/ribavirin alone also differed according to fibrosis level: the SVR rate was 47% with no, minimal, or portal fibrosis vs 33% with bridging fibrosis or cirrhosis. 
 
The results from both of these analyses indicate that the addition of boceprevir or telaprevir is also beneficial in patients with advanced fibrosis.
 
For more information, go online to: http://clinicaloptions.com/Hepatitis/Conference%20Coverage/AASLD%202010/Tracks/HCV%20Treatment/Capsules/211.aspx 




RESPOND-2: SVR με Boceprevir- και 
στάδιο ίνωσης/κίρρωσης 

 

BOC/PR48 

BOC/PR RGT 

PR48 

F0/1/2 

  

 

 

 

 

100 

80 

60 

40 

20 

0 

S
V

R
 (%

) 

F3/4 

23 

66 68 

13 

44 

68 

61 117 n =    119 15 32 31 

 Phase III: genotype 1, previous relapse or partial response to 
pegIFN/RBV 

Bruno S, et al. EASL 2011. Abstract 7. Graphics used with permission. 

 

 
  Recommended regimen 

for all cirrhotic patients 
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Presentation Notes
BOC, boceprevir; pegIFN, peginterferon; PR, peginterferon and ribavirin; RBV, ribavirin; RGT, response-guided therapy; SVR, sustained virologic response.
 
The addition of boceprevir or telaprevir to peginterferon/ribavirin also was demonstrated to be beneficial in patients with advanced liver disease who failed previous peginterferon/ribavirin therapy. 
 
This slide shows data from the RESPOND-2 trial investigating boceprevir-based therapy in patients with previous relapse or partial response to peginterferon/ribavirin. This study did not include null responders to previous peginterferon/ribavirin. Among patients who received 48-week, fixed-duration boceprevir-based therapy (the recommended regimen for patients with cirrhosis), the SVR rate was 68%, irrespective of fibrosis stage. By contrast, patients treated with peginterferon/ribavirin alone experienced SVR rates of 23% in the absence of advanced fibrosis and 13% with advanced fibrosis.
 
For more information, go online to: http://clinicaloptions.com/Hepatitis/Conference%20Coverage/Berlin%202011/Tracks/From%20Podium%20to%20Practice/Capsules/7.aspx




 Randomized, placebo-controlled trial 

Φάση  III ADVANCE: Telaprevir + PegIFN/RBV 
πρωτοθεραπευόμενους HCV GT 1  ασθενείς 

Treatment-naive 
patients with 

 genotype 1 HCV 
 

(N = 1088) 

Wk 12 

TVR + PR* 

(n = 364) 

TVR + PR* 

(n = 363) 

PR* 

(n = 361) 

eRVR†: PR* 

Wk 72 Wk 48 Wk 8 

Follow-up 

Follow-up 

Follow-up 

*TVR 750 mg q8h; pegIFN alfa-2a 180 µg/wk; weight-based RBV 1000-1200 mg/day. 
 †eRVR = undetectable HCV RNA at Wks 4 and 12. 

Jacobson IM, et al. N Engl J Med. 2011;364:2405-2416. 

Wk 24 

No eRVR: PR* 

eRVR†: PR* 

No eRVR: PR* 

Follow-up 

Follow-up 



Wk 12 

TVR + PR* 

(n = 364) 

TVR + PR* 

(n = 363) 

PR* 

(n = 361) 

eRVR†: PR* 

Wk 72 Wk 48 Wk 8 

Follow-up 

Follow-up 

Follow-up 

Wk 24 

No eRVR: PR* 

eRVR†: PR* 

No eRVR: PR* 

Follow-up 

Follow-up 

Φάση  III ADVANCE: Telaprevir + PegIFN/RBV 
πρωτοθεραπευόμενους HCV GT 1  ασθενείς 

*TVR 750 mg q8h; pegIFN alfa-2a 180 µg/wk; weight-based RBV 1000-1200 mg/day. 
 †eRVR = undetectable HCV RNA at Wks 4 and 12. 

Jacobson IM, et al. N Engl J Med. 2011;364:2405-2416. 

 

SVR: 

83% 

50% 

89% 

54% 

 

44% 

 

 Randomized, placebo-controlled trial 

Treatment-naive 
patients with 

 genotype 1 HCV 
 

(N = 1088) 
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Presentation Notes
Sustained virologic response rates are shown here. For patients with a rapid virologic response who received 8 weeks of telaprevir with peginterferon and ribavirin, the sustained response rate was 83%. For those patients with a rapid virologic response who received 12 weeks of telaprevir with peginterferon and ribavirin, the sustained response rate was 89%. This clearly demonstrates that 1 month longer duration of telaprevir, 12 weeks vs 8 weeks, pushes sustained virologic response slightly higher, and this led to the FDA approval of telaprevir, peginterferon, and ribavirin for 12 weeks plus an additional 12 weeks of peginterferon and ribavirin. However, if the patient is developing significant side effects from telaprevir, as we’ll discuss later, you do not lose very much with truncating therapy: 83% sustained response rate with just 8 weeks. Keep this in mind as we discuss side-effect management later in this program. For patients who did not achieve an extended rapid response and then received a total of 48 weeks of treatment, sustained virologic response rates in either arm were in the 50% to 54% range, still much better than with peginterferon, ribavirin in the control arm.



Φάση ΙΙΙ SPRINT-2: Boceprevir + PegIFN/RBV 
πρωτοθεραπευόμενοι HCV GT 1  ασθενείς  

 Randomized, placebo-controlled trial 

Treatment-naive 
patients with 
genotype 1 

HCV 
 

(2 cohorts:  
N = 938  

nonblack and 
159 black) 

PR* 

(n = 316, 
 52) 

PR* 

(n = 311 nonblack, 52 black) 

Wk 72 Wk 48 

Follow-up 

Follow-up 

Wk 28 

Follow-up 

Wk 4 

BOC + PR* 

(n = 316 nonblack,  
52 black) 

BOC + PR* 

(n = 311 nonblack, 55 black) 
PR* 

(n = 311, 
55) 

PR* 

*BOC 800 mg q8h; pegIFN alfa-2b 1.5 µg/kg/wk; weight-based RBV 600-1400 mg/day. 
 †Undetectable HCV RNA at Wk 4 of BOC treatment (ie, at Wk 8) and at all subsequent assays. 
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Poordad F, et al. N Eng J Med. 2011;364:1195-1206. 



Phase III SPRINT-2: Boceprevir + 
PegIFN/RBV in GT 1 Tx-Naive Patients 
 Randomized, placebo-controlled trial 

Treatment-naive 
patients with 
genotype 1 

HCV 
 

(2 cohorts:  
N = 938  

nonblack and 
159 black) 

PR* 

(n = 316, 
 52) 

PR* 

(n = 311 nonblack, 52 black) 

Wk 72 Wk 48 

Follow-up 

Follow-up 

Wk 28 

Follow-up 

Wk 4 

BOC + PR* 

(n = 316 nonblack,  
52 black) 

BOC + PR* 

(n = 311 nonblack, 55 black) 
PR* 

(n = 311, 
55) 

PR* 

*BOC 800 mg q8h; pegIFN alfa-2b 1.5 µg/kg/wk; weight-based RBV 600-1400 mg/day. 
 †Undetectable HCV RNA at Wk 4 of BOC treatment (ie, at Wk 8) and at all subsequent assays. 

Follow-up R
V

R
† 

N
o 

R
V

R
 

Poordad F, et al. N Eng J Med. 2011;364:1195-1206. 

SVR: 

96% 

36% 

68% 

  

40% 

Presenter
Presentation Notes
This shows the sustained virologic response rates. For patients who achieved a rapid virologic response and were HCV RNA undetectable 4 weeks after the addition of boceprevir and received the shorter duration of therapy, the sustained virologic response rate was 96%. Those patients who did not achieve rapid virologic response and were not HCV RNA undetectable 4 weeks after the addition of boceprevir had a lower SVR rate, 36%. So, overall the response-guided therapy arm achieved a sustained virologic response rate of 67%. This compares to 68% when treating all patients for 44 weeks with boceprevir and peginterferon and ribavirin, so the response-guided therapy paradigm gives us an identical sustained response rate as continuous therapy for 48 weeks. Both of these approaches were significantly better than peginterferon/ribavirin control.




Προσθήκη TVR ή BOC στο διπλό σχήμα 
PegIFN/RBV και SVR στο γονότυπο 1  (Μάιος 2011) 

 HCV NS3/4A protease inhibitors BOC and TVR approved by FDA, May 2011[1,2] 

– Indicated in combination with pegIFN/RBV for treatment of genotype 1 HCV–infected patients 
who are previously untreated or who have failed previous therapy 

1. Boceprevir [package insert]. May 2011.  
2. Telaprevir [package insert]. May 2011.  

3.  Poordad F, et al. N Engl J Med. 2011;364:1195-1206. 
4. Jacobson IM, et al. N Engl J Med. 2011;364:2405-2416.  
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Presentation Notes
The addition of telaprevir (shown here as TVR) or boceprevir (which is BOC) to peginterferon and ribavirin improves sustained response in genotype 1 patients. Now, both of these new compounds which were approved in May are NS34A protease inhibitors, and they are approved when combined with peginterferon and ribavirin for the treatment of genotype 1–infected individuals. These are those individuals who were previously untreated as well as those who have failed therapy. 
 
This slide just summarizes the phase III trials, showing that in boceprevir- or telaprevir-treated individuals, sustained response rates in genotype 1–naive patients improved from a peg/ribavirin control of 38% to 44% and increased up to 63% to 75%. Substantial improvements were also seen in relapsers, and these individuals are already peg/ribavirin responsive with SVR rates going from 24% to 29%, and when you add boceprevir and telaprevir it goes from up to 69% to over 80%. Partial responders also derive substantial benefit. When we treated with peg/ribavirin, as you can see here in blue, 7% to 15% sustained response; when you add boceprevir or telaprevir to peginterferon and ribavirin, what you see here are improvement in SVR rates from 40% to 59%. You still see an improvement with null responders, but as you can see here, this is the group which is going to be most problematic. 




Κανόνες διακοπής θεραπείας  

Χρόνος  Κριτήρια Κανόνες διακοπής θεραπείας  

Telaprevir 

4 ή 12 εβδομάδα   HCV RNA > 1000 IU/mL Διακοπή αγωγής  

24 εβδομάδα Ανιχνεύσιμο HCV RNA Διακοπή pegIFN/RBV 

Οποιαδήποτε 
στιγμή  Σε κάθε περίπτωση διακοπής pegIFN/RBV  Διακοπή και της TVR  

Boceprevir 

12 εβδομάδα HCV RNA ≥ 100 IU/mL  Διακοπή αγωγής  

24 εβδομάδα Ανιχνεύσιμο HCV RNA Διακοπή αγωγής  

Οποιαδήποτε 
στιγμή  Σε κάθε περίπτωση διακοπής pegIFN/RBV  Διακοπή και της BOC 

   

Presenter
Presentation Notes
The next slide illustrates the stopping rules. Stopping rules are very, very important when treating patients with protease inhibitors because if we don’t adhere to stopping rules and the patient remains virus positive, they have a high likelihood of developing resistance.
 
For telaprevir we measure HCV RNA at Week 4 and 12, and the patient must be HCV RNA under 1000 units in order to continue therapy. Therefore, any patient that has an HCV RNA level of greater than 1000 international units at Week 4 or 12 is not responding to the protease inhibitor, is at high risk of developing resistance and treatment needs to be stopped. 
 
Patients must be HCV RNA undetectable at Week 24 and if they are, we continue with therapy. However, if the patient is not HCV RNA undetectable at Week 24, we should discontinue treatment with peginterferon and ribavirin. 
 
Remember: Any time we have to discontinue peginterferon and ribavirin within the first 12 weeks that telaprevir is utilized, we must also discontinue telaprevir.
 
For boceprevir, we measure HCV RNA at Week 12 and HCV RNA must be under 100 international units. If HCV RNA is over 100 international units at Week 12, we should discontinue all therapy; the patient is not responding and is at high risk of developing resistance.
 
For patients who have HCV RNA under 100 international units at W eek 12, we continue treatment, we remeasure at Week 24, and HCV RNA should be undetectable. If it is not, we should discontinue treatment as the likelihood of sustained virologic response is extremely low, virtually zero.
 
Again during the course of treatment, if at any time we must discontinue peginterferon and ribavirin during the time that boceprevir is being utilized, we must also discontinue boceprevir because neither boceprevir nor telaprevir can be utilized without peginterferon and ribavirin. 




Κλινικές παρενέργειες της θεραπείας 
PegIFN/RBV  

 Όλοι οι ασθενείς θα παρουσιάσουν τουλάχιστον μία ή 
περισσότερες παρενέργειες κατά την διάρκεια της αγωγής [1] 

 Η σημαντικότερη αιτία μείωσης ή διακοπής της θεραπείας[1] 

 Συχνότητα 10-14% αιτία διακοπής της αγωγής σε μελέτες 
καταγραφής [2,3] 

 Κυριότερες παρενέργειες 
– > 50% Γριππώδης συνδρομή  (καταβολή, κεφαλαλγία, πυρετός 

ρίγος) 

– 22-31% ψυχιατρικές καταστάσεις όπως κατάθλιψη, ευερεθιστότητα, 
διαταραχές ύπνου 

 Ghany MG, et al. Hepatology. 2009;49:1335-1374 
 Manns MP, et al. Lancet. 2001;358:958-965.  

Fried MW, et al. N Engl J Med. 2002;347:975-982. 

Presenter
Presentation Notes
AE, adverse event; pegIFN, peginterferon; RBV, ribavirin
 
Clinical adverse events associated with interferon alfa and ribavirin are common, and most people experience at least 1 adverse event during therapy. Adverse events, which accounted for 10% to 14% of discontinuations in large-registration clinical trials, are a major reason why many patients either stop therapy or do not want to be treated in the first place. 
 
Most clinical adverse events are related to the flulike symptoms associated with interferon, which occur in > 50% of treated patients, and interferon-related psychiatric symptoms. An estimated one fifth to one third of patients or more will experience some degree of depression, irritability, and insomnia.




Εργαστηριακές διαταραχές -παρενέργειες της 
θεραπείας PegIFN/RBV  

 Ουδετεροπενία  < 1500/mm3 από 18 έως 20%[1,2]  

– Σοβαρής μορφής  < 500/mm3       4% 

– Πολύ σπάνιες σοβαρής μορφής λοιμώξεις  ή ανάγκη χρήσης 
παράγοντα G-CSF[3] 

 Αναιμία  (Hb < 12 g/dL): ~ 30%[1,2] 

– Συνήθως κατά την 6 έως την 8 εβδομάδα  

– Σοβαρής μορφής αναιμία  (Hb < 10 g/dL): 9-15%  

 Οι εργαστηριακές διαταραχές αποτελούν την συχνότερη 
αιτία μείωσης της  ή και διακοπής αυτής  

Manns MP, et al. Lancet. 2001;358:958-965.  
Fried MW, et al. N Engl J Med. 2002;347:975-982.  

3.Soza A, et al. Hepatology. 2002;36:1273-1279. 

  

Presenter
Presentation Notes
ANC, absolute neutrophil count; G-CSF ; granulocyte colony stimulating factor ; Hb, hemoglobin; HCV, hepatitis C virus; pegIFN, peginterferon; RBV, ribavirin.
 
Laboratory abnormalities are the most common reason for HCV therapy dose reductions. Neutropenia occurs to some degree in approximately 1 in 5 patients treated for HCV. Fortunately, however, fewer than 4% develop severe neutropenia. In most studies, a neutrophil count that drops below 500/mm3 and serious infections have been shown to be uncommon, and granulocyte colony-stimulating factor is seldom necessary. Approximately one third of patients treated for HCV develop hemoglobin reductions due to ribavirin and interferon. These usually occur within the first 6-8 weeks after starting therapy and then stabilize throughout the remainder of therapy. Severe anemia—defined as a hemoglobin level of less than 10 g/dL—occurs in 9% to 15% of treated patients. 



Κυριότερες παρενέργειες Boceprevir 

Παρενέργειες ( % ) Πρωτοθεραπευόμενοι  Προηγούμενη θεραπεία  
Boceprevir Ομάδα 

ελέγχου 
Boceprevir Ομάδα 

ελέγχου  
Αναιμία  
 Hb < 10 g/dL 
 Hb < 8.5 g/dL 

 
49 
6 

 
29 
3 

 
49 
10 

 
25 
1 

Δυσγευσία    35 16 44 11 

  



Κυριότερες παρενέργειες Telaprevir 

 . 

Παρενέργειες ( % ) Telaprevir Ομάδα ελέγχου 
Αναιμία  
 Hb ≤ 10 g/dL 
 Hb < 8.5 g/dL 

 
36 
14 

 
17 
5 

Εξάνθημα  
 Σοβαρής μορφής  

56 
4 

34 
< 1 

Ορθοπρωκτικές 
διατραχές 

11 3 

Διάρροια  26 17 
Κνησμός  47 28 
Ναυτία  39 28 
Έμετοι  13 8 
Δυσγευσία    10 3 



Αντιμετώπιση παρενεργειών: Αναιμία 

 Αρχικά αντιμετωπίζεται με την μείωση της δόσης της ριπαβιρίνης[1] 

 Η μείωση της δόσης της RBV επιτρέπεται  

 Δεν επιτρέπεται η μείωση της δόσης των DAA  

 Δεν διακόπτεται ο συνδυασμός pegIFN/RBV και χορηγείται μονοθεραπεία με   
DAA 

 DAA δεν διακόπτονται και επανεισάγονται στη αγωγή 

 Συχνή παρακολούθηση της πτώσης της Hb ( < 10 g/dL) 

 Η ερυθροποιητίνη δεν έχει εγκριθεί για την θεραπεία της HCV αναιμίας 

1. Ghany MG, et al. Hepatology. 2011;54:1433-1444.  



Ήπιο  Μέτριο  Σοβαρό   
(> 50% BSA) 

FDA Antiviral Drug Advisory Committee. 

Εξάνθημα από Telaprevir   



Εξάνθημα από Telaprevir: πρακτικές οδηγίες  

 Συνήθης εμφάνιση σοβαρής μορφής δερματικού 
εξανθήματος: 1-4 εβδομάδα θεραπείας 

 Γενικές προφυλάξεις:  

– Ενυδατικές κρέμες   

– Αποφυγή ξηρότητας δέρματος  

– Κατανάλωση μεγάλης ποσότητας υγρών  

– Περιορισμένη έκθεση στο ήλιο 

– Αντιισταμινικά φάρμακα   

– Τοπικές κρέμες κορτικοστεροειδών   

Presenter
Presentation Notes
Rash is common in patients treated with telaprevir. As you remember from the adverse event table, approximately 50% of patients treated with telaprevir develop a rash. Fortunately, this rash is only mild or moderate in the vast majority of patients, and severe rash is uncommon. Rash emerges most commonly within the first 4 weeks of treatment, and it’s important to educate patients about the rash and how to manage it. It’s best to use moisturizing lotions, avoid agents that can dry the skin, drink plenty of fluids, limit sun exposure, use antihistamines particularly at bed time to eliminate scratching, and use  topical steroid ointments. 
 




Εξάνθημα από Telaprevir: πρακτικές 
οδηγίες  

Telaprevir package insert. May 2011. 

Εκδήλωση  Αντιμετώπιση  
Σοβαρής μορφή 
δερματική αντίδραση 

 Διακοπή όλων των φαρμάκων  
 Επείγουσα αντιμετώπιση 

Ήπιο προς μέτριο 
δερματικό εξάνθημα 

 Παρακολούθηση πιθανής επέκτασης 
 Αντιισταμινικά per os/ τοπικά στεροειδή  
 Αποφυγή χρήσης iv στεροειδών  

Μέτριο προς 
εξελισσόμενο 
εξάνθημα 

 Μόνιμη διακοπή (όχι μείωση δόσης) telaprevir 
 Δυνατότητα χρήσης peginterferon/ribavirin, διακοπή 

μετά 7 ημέρες σε περίπτωση μη βελτίωσης 
 Συνεχής παρακολούθηση έως την λύση του 

εξανθήματος  

Presenter
Presentation Notes
This slide summarizes the rash management strategy for patients receiving telaprevir. For serious skin reactions, all components of treatment should be discontinued. For mild to moderate rash, they can be followed for progression utilizing oral antihistamines or topical steroids. It’s recommended not to use systemic steroids as this could blunt the interferon effect and affect sustained virologic response. For mild to moderate rash that progresses, we should discontinue telaprevir, and do not restart. However, as we mentioned in our previous case, we can continue peginterferon and ribavirin, especially if the patient has already achieved a virologic response. Finally, if the patient develops a rash, you want to continue to see them frequently and make sure it resolves after the discontinuation of telaprevir.




Ορθοπρωκτικές διαταραχές 

 Τοπικά στεροειδή 

 Τοπικά αναισθητικά 

 Αντιισταμινικά προ βραδινού ύπνου προς αποφυγή του 
περιπρωκτικού κνησμού 

 Αντιμετώπιση διάρροιας με loperamide  



Αλληλεπιδράσεις φαρμάκων και  
Αναστολείς των πρωτεασών 

 Boceprevir και telaprevir μεταβολίζονται στο ήπαρ από το  CYP3A4 

 Φάρμακα τα οποία επάγουν CYP3A4 μειώνουν σημαντικά τα επίπεδα των 
δύο φαρμάκων στο ορό με συνέπεια την μειωμένη αποτελεσματικότητα της 
HCV θεραπείας 

 Τα επίπεδα κάθε φαρμάκου που μεταβολίζονται από το  CYP3A4, 
επηρεάζονται από τους αναστολείς των πρωτεασών, που μπορεί να 
οδηγήσουν σε τοξικότητα 

– Περίπου το ήμισυ των φαρμάκων μεταβολίζονται από το CYP3A4 

 Θα πρέπει να διακόπτεται η χρήση αυτών των φαρμάκων προ της έναρξη της 
θεραπείας με telaprevir ή boceprevir 



Αντενδείξεις χρήσης BOC και TVR 
(κατάλογος υπό κατασκευή)  

1. Boceprevir [package insert]. May 2011. 
 2. Telaprevir [package insert]. May 2011. 

Κατηγορία φαρμάκου Αντένδειξη με BOC[1] Αντένδειξη με TVR[2] 
Alpha 1-adrenoreceptor 
antagonist 

Alfuzosin Alfuzosin 

Anticonvulsants Carbamazepine, phenobarbital, 
phenytoin 

N/A 

Antimycobacterials Rifampin Rifampin 
Ergot derivatives Dihydroergotamine, ergonovine, 

ergotamine, methylergonovine 
Dihydroergotamine, ergonovine, 
ergotamine, methylergonovine 

GI motility agents Cisapride Cisapride 
Herbal products Hypericum perforatum (St John’s wort) Hypericum perforatum 
HMG CoA reductase 
inhibitors 

Lovastatin, simvastatin Atorvastatin, lovastatin, simvastatin 

Oral contraceptives Drospirenone  N/A 
Neuroleptic Pimozide Pimozide 
PDE5 inhibitor Sildenafil or tadalafil when used for tx 

of pulmonary arterial HTN 
Sildenafil or tadalafil when used for tx 
of pulmonary arterial HTN 

Sedatives/hypnotics Triazolam; orally administered 
midazolam  

Orally administered midazolam, 
triazolam 



Αλληλεπιδράσεις φαρμάκων  



Συμμόρφωση  

 Triple therapy presents challenges 
with already busy schedules[143] 

– TID dosing 

– Food requirements 

 Data show pegIFN/RBV 
adherence decreases over time[5] 

– Addition of PIs may exacerbate 
this trend 

1. Telaprevir [package insert]. May 2011.  
2. Boceprevir [package insert]. May 2011.  
3. EMA. Boceprevir [package insert] 2011. 
4. EMA. Telaprevir [package insert] 2011.  
5. Lo Re V 3rd, et al. Ann Intern Med. 2011;155:353-360. 

6:00 AM

7:00 AM

8:00 AM

9:00 AM

10:00 AM

11:00 AM

12:00 PM

1:00 PM

2:00 PM
TVR/BOC 

(with food)
TVR/BOC 

(with food)
TVR/BOC (with 

food)

3:00 PM

4:00 PM

5:00 PM

6:00 PM Dinner RBV RBV RBV

7:00 PM

8:00 PM

9:00 PM

10:00 PM

Dinner

Dentist Appt

Travel to and 
Meet With 

Clients

Patient 
Appointments

Study Group

Chemistry Lab

Biology

English Composition

Lunch

TVR/BOC (with food) + RBV

Monday

Work

Monday

TVR/BOC (with food) + RBV

Lunch

TVR/BOC (with food)

Daily Team Conference Call

Typical Student Busy Sales Professional
Mother With Small Children 

and Full-time Nurse
Monday

TVR/BOC (with food) + RBV
Wake, feed, and dress children 

for school
School and daycare drop-off, 

commute to work

Patient Appointments

Lunch

TVR/BOC (with food)

Travel to and Meet With 
Client

Calls to Clients

Running Club

Researching Trade Articles

Dinner

TVR/BOC (with food)

Dinner cleanup, make lunches 
for next day

Pick up kids, commute home

Get children ready for and in to 
bed

 



Στρατηγικές μείωσης της θεραπευτικής 
αποτυχίας  και εμφάνισης ιικής αντοχής 

 Οι κανόνες διακοπής της θεραπείας πρέπει να τηρούνται αυστηρά  

 Boceprevir και telaprevir δεν χορηγούνται ως μονοθεραπεία 

– Εάν διακοπεί ο συνδυασμός pegIFN/RBV πρέπει να διακοπόύν και PI 

 Boceprevir – telaprevir δεν μειώνεται η δοσολογία τους όυτε όταν διακοπούν 
δύνανται να επαναχορηγηθούν 

 Συμμόρφωση  

 Δεν υπάρχουν στοιχεία που να επιτρέπουν την αλλαγή του ενός φάρμακου με 
το άλλο    



Ειδικές κατηγορίες ασθενών και 
αναστολείς πρωτεασών  

 Η ασφάλεια και η αποτελεσματικότητα δεν έχουν διευκρινισθεί:  

– Μεταμοσχευθέντες ασθενείς 

– Ασθενείς με τελικού σταδίου ηπατική νόσο 

– Ασθενείς με συνλοιμώξεις HIV και/ή HBV  

– Παιδιά 

 Οι αναστολείς πρωτεασών δεν συστήνονται σε ασθενείς με μη αντιρροπούμενη 
κίρρωση ή σημαντικού βαθμού ηπατική βλάβη  

Boceprevir [package insert]. May 2011.  
Telaprevir [package insert]. 2011. 



Ποια είναι η ιδανική θεραπεία της ΧΗV   

Μεγάλη αποτελεσματικότητα  
Αυξημένη αποτελεσματικότητα 

σε ειδικές πληθυσμιακές  ομάδες  
(κίρρωση, μη ανταποκριθέντες) 

Ασφαλής και ανεκτή- με 
ηπιότερες παρενέργειες 

Όλα από του στόματος 
Ιδία θεραπεία για όλους 

τους γονοτύπους  

Απλή δοσολογία 
Βραχείας διάρκειας  

Απλοί κανόνες διακοπής 
θεραπείας  

Εύκολη δοσολογία, Μια 
φορά/Η, Ελάχιστος 

αριθμός δισκίων 



Πότε πρέπει να αρχίσει η θεραπεία της 
Χρόνιας Ηπατίτιδας Β ? 

Πλεονεκτήματα  Μειονεκτήματα  

Ηλικία ασθενούς 
Προτιμήσεις 
Κόστος  

Πιθανότητα   
 Δυσμενούς έκβασης   

χωρίς αγωγή 
 Μακροχρόνια 
    ανταπόκριση  
  

Φαρμ. Παρενέργειες  
Φαρμ. Αντοχή  
 

Εκτίμηση: 
Πιθανότητα  δυσμενούς έκβασης χωρίς αγωγή 
Δραστηριότητα νόσου και στάδιο ηπατικής νόσου κατά την αρχική διάγνωση 
Κίνδυνος εμφάνισης κίρρωσης και ηπατοκυτταρικού καρκίνου τα επόμενα 10-20 χρόνια  
Πιθανότητα ευμενούς μακροχρόνιας έκβασης με αγωγή 

Presenter
Presentation Notes
HBV, hepatitis B virus; HCC, hepatocellular carcinoma.
 
The determination of whether to initiate HBV therapy requires weighing the benefits against the risks. The key risks include the potential for adverse effects of the drug and development of drug resistance. By contrast, immediate benefits of the antiviral treatment would be suppression of HBV DNA and, hopefully, normalization of ALT and liver function. Long-term benefits could include prevention of liver cirrhosis from this chronic infection and possibly the prevention of hepatoma. So, we have to really consider the likelihood of adverse outcome without treatments and the potential for treatment to prevent them. Individually, we must consider the risk of cirrhosis and HCC in the patient in the next 10-20 years. 




Φυσική ιστορία της HBV λοίμωξης   

 

Νεογνά - Παιδιά 

Ενήλικες  

Φάση ανοσολογικής ανοχής 

HBeAg+ CHB 

Ανενεργός φορέας  HBeAg- CHB 

Κίρρωση -ΗΚΚ  

< 5% 

> 95% 

Chen DS, et al. J Gastroenterol Hepatol. 1993;8:470-475. Seeff L, et al. N Engl J Med. 1987;316:965-970. Fattovich G, et al. J Hepatol. 2008;48:335-352. 

5ετης επίπτωση  
Κίρρωση: 8% -38%      
ΗΚΚ: 10% -17% των 
κιρρωτικών ασθενών 

Presenter
Presentation Notes
CHB, chronic hepatitis B; HBeAg, hepatitis B e antigen; HBV, hepatitis B virus; HCC, hepatocellular carcinoma.
 
This slide provides a summary of the natural history of HBV infection, which must be considered when discussing the potential for treatment. If an individual is infected as a child, for example, by vertical transmission, most patients will become chronic carriers. By contrast, if infected as an adult, only a very small percentage will become chronic carriers.
 
Individuals who become chronic carriers will go through the immune-tolerance phase where they are HBsAg positive. Over time, some patients will move to the inactive carrier state. These individuals can develop HBeAg‑negative chronic hepatitis B, meaning that they will lose HBeAg, and develop HBe antibody; this state is still a chronic active hepatitis. From here, individuals can over time develop liver cirrhosis. Note the dynamic interplay among HBeAg-positive chronic hepatitis B, HBeAg-negative chronic hepatitis B, and the inactive carrier state.
 
In the bottom-left corner of the slide, you see the 5-year incidence rates of cirrhosis and HCC. Among chronically infected individuals, the 5-year incidence rate of cirrhosis ranges from 8% to 38%. Among individuals with cirrhosis, the 5-year incidence rate of HCC ranges from 10% to 17%. This is a very serious disease indeed.




Φάση  Ανοσολογικής 
ανοχής 

Ανοσολογικής 
κάθαρσης  

Φάση 
Ανενεργού 

φορέα 

Αναπαραγωγική 
Φάση   

Ήπαρ  
Ελάχιστη 

φλεγμονή και 
ίνωση 

Χρόνια ενεργός 
φλεγμονή 

Ήπια 
ηπατίτιδα και 

ελάχιστη 
ίνωση  

Ενεργός 
φλεγμονή  

Ιδανική περίοδος θεραπείας  

Anti-HBe 

HBV DNA 

ALT  

Οι 4 φάσεις της  HBV λοίμωξης  

HBeAg 

Yim HJ, et al. Natural history of chronic hepatitis B virus infection: what we knew in 1981 and what we know in 2005. Hepatology. 2006;43:S173-S181.  
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ALT, alanine aminotransferase; HBeAg, hepatitis B e antigen; HBV, hepatitis B virus.
 
This slide reviews the different phases of HBV infection. Of course, not all HBV carriers will move through these 4 phases uniformly. The first phase of infection is the immune-tolerance phase where the level of HBV DNA is very high because it is the phase when the virus replicates very rapidly and significantly, although the alanine aminotransferase (ALT) is quite normal. Typically, these patients will not complain of any symptoms and will have normal liver function tests.
 
This can be followed by an immune-clearance phase. In this phase of the infection, the virus and the host immune system are at odds, resulting in the ALT fluctuating up and down or remaining high, and the HBV DNA can also fluctuate, but at a fairly high level. 
 
This can be followed by an inactive carrier state in which both HBV DNA levels and ALT levels come down to near-normal levels. If a liver biopsy were performed, in this phase, the liver could either be normal or there may be minimal inflammation and fibrosis. These individuals can then experience HBV reactivation, when the HBV DNA and ALT levels again rise, and the patient can be quite symptomatic. 
 
The ideal times for treatment or intervention with antiviral drugs are during the phases of high HBV DNA and ALT levels when active inflammation is occurring. 
 




Στόχοι και οφέλη της θεραπείας της ΧΗΒ   

 
 Διαρκής καταστολή του HBV DNA  

 Πρόληψη των μακροχρόνιων αρνητικών κλινικών 
εξελίξεων συνήθως μιας ασυμπτωματικής νόσου  

– Κίρρωση ήπατος 

– Μεταμόσχευση ήπατος 

–  Ηπατοκυτταρικός Καρκίνος 

–  Θάνατος 

 

Presenter
Presentation Notes
ALT, alanine aminotransferase; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; HCC, hepatocellular carcinoma.
 
The goal of hepatitis B treatment is to suppress HBV DNA and thereby prevent long-term negative clinical outcomes such as cirrhosis, HCC, and death. Thus, the primary clinical endpoint is a sustained reduction in serum HBV DNA to undetectable levels. In turn, this can lead to decreased or normalized ALT and improved liver histology. Among HBeAg-positive patients, an additional goal is HBeAg loss or seroconversion. The ideal outcome would be conversion of HBsAg to anti-HBs; however, this is a very rare event. 
 
Thus, HBV treatment is often long-term and is lifelong for many individuals, particularly for HBeAg-negative individuals. This is because HBeAg-negative individuals have no endpoint toward which they are driving with therapy, except continuous or long-term durable suppression of HBV DNA level, which cannot be sustained long-term without ongoing treatment. It is important to be straightforward with patients so they understand this element of HBV treatment.
 




Στόχοι και οφέλη της θεραπείας της 
Χρόνιας ηπατίτιδας Β   

 

 Κυριότερος στόχος θεραπείας 

– Συνεχής διατήρηση σε χαμηλά μη ανιχνεύσιμα επίπεδα του HBV DNA   

 Δευτερεύοντες στόχοι  θεραπείας  

– Μείωση ή ομαλοποίηση επιπέδων ALT  

– Βελτίωση ηπατικής ιστολογίας  

– Απώλεια  HBeAg ή ορομετατροπή σε HBeAb  στη HBeAg-θετική  ΧΗΒ  

– Απώλεια  HBsAg ή ορομετατροπή (εμφάνιση HBsAb) 

 Η θεραπεία είναι μακροχρόνια ή εφόρου ζωής ειδικότερα στους ασθενείς με  
HBeAg-αρνητική ΧΗΒ   
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Presentation Notes
ALT, alanine aminotransferase; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; HCC, hepatocellular carcinoma.
 
The goal of hepatitis B treatment is to suppress HBV DNA and thereby prevent long-term negative clinical outcomes such as cirrhosis, HCC, and death. Thus, the primary clinical endpoint is a sustained reduction in serum HBV DNA to undetectable levels. In turn, this can lead to decreased or normalized ALT and improved liver histology. Among HBeAg-positive patients, an additional goal is HBeAg loss or seroconversion. The ideal outcome would be conversion of HBsAg to anti-HBs; however, this is a very rare event. 
 
Thus, HBV treatment is often long-term and is lifelong for many individuals, particularly for HBeAg-negative individuals. This is because HBeAg-negative individuals have no endpoint toward which they are driving with therapy, except continuous or long-term durable suppression of HBV DNA level, which cannot be sustained long-term without ongoing treatment. It is important to be straightforward with patients so they understand this element of HBV treatment.
 




Πως καθορίζουμε ποιοι ασθενείς θα 
πάρουν θεραπεία ? 
 Μέτρηση δυο σημαντικών παραμέτρων: 

– HBV DNA 

– ALT 

 Άλλοι παράγοντες –εξατομίκευση  
– HBV DNA και ALT  

– Οικογενειακό ιστορικό HCC 

– Βιοψία ήπατος ή απεικονιστικά  

    στοιχεία αυξημένης ίνωσης  

– Συνλοίμωξη HCV, HDV, 
HIV  

– Κατάχρηση αλκοόλ 

– Μεταβολικό σύνδρομο 

– α1-FP 

Presenter
Presentation Notes
In summary, tests for determining treatment candidacy for hepatitis B—most importantly, DNA and ALT. That’s your 2-step evaluation process. However, there are a number of other important tests and parameters when you’re thinking of a composite assessment of your patient, including looking for coinfection, alcohol, metabolic syndrome, alpha-fetoprotein, core, precore, family history, and liver biopsy. I much more am interested in moving to this composite analysis looking across at least 6 or 7 different parameters before deciding whether to treat or placing a patient into long-term observation.




Αξιολόγηση προ της θεραπείας  

 HBeAg 
 ALT 
 HBV DNA 
 Ιστολογία ήπατος  
 Οικογενειακό ιστορικό 

Presenter
Presentation Notes
ALT, alanine aminotransferase; HBeAg, hepatitis B e antigen; HBV hepatitis B virus.
 
What are the key pieces of information needed to determine HBV treatment candidacy? These include HBeAg status, ALT level, HBV DNA level, and liver histology. Family history is not easily quantifiable but is also of interest. Collectively, these are the factors that we have to learn about in detail before we counsel the patient on their need for treatment. We can review each of these individually.




Keeffe EB, et al. Clin Gastroenterol Hepatol. 2004;2:87-106. 
Chu CJ, et al. Gastroenterology. 2003;125:444-451. 

Χρόνια Ηπατίτιδα Β: τύποι  
 HBeAg θετική Χρόνια Ηπατίτιδα Β  

– Γνωστή  και ως “wild type” 

– Αντισώματα έναντι HBeAg  αρνητικά  

– HBV DNA > 20,000 IU/mL (> 105 copies/mL) 

 HBeAg αρνητική Χρόνια Ηπατίτιδα Β 

– Γνωστή και ως “precore mutant” 

– Αντισώματα έναντι  HBeAb θετικά  

– HBV DNA > 2000 IU/mL (> 104 copies/mL) 

Presenter
Presentation Notes
HBeAg, hepatitis B e antigen; HBV, hepatitis B virus.
 
Hepatitis B e antigen–positive hepatitis is also known as wild-type hepatitis B. In these individuals, antibody to HBeAg is negative. These individuals are characterized by very high HBV DNA levels, typically far greater than 20,000 IU/mL. 
 
By contrast, HBeAg‑negative disease (often described as the “precore mutant”) is characterized by presence of HBe antibody and a relatively lower level of HBV DNA.
 




Αυξημένα επίπεδα ALT, ποιες είναι οι 
φυσιολογικές τιμές ? 

 Reference ranges for ALT vary between 2 most widely 
used commercial laboratories 

– Men: 4-60 IU/L; women: 6-40 IU/L 

– Men: 0-55 IU/L; women: 0-40 IU/L 

 Both AASLD and US treatment algorithms recommend 
lower ULN levels for ALT when making treatment-initiation 
decisions 

– Άνδρες: 30 IU/L  

– Γυναίκες:19 IU/L  

Keeffe EB, et al. Clin Gastroenterol Hepatol. 2008;6:1315-1341.  
Prati D, et al. Ann Intern Med. 2002;137:1-10. Lok AS, et al. Hepatology. 2009;50:661-662. 
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Presentation Notes
AASLD, American Association for the Study of Liver Diseases; ALT, alanine aminotransferase; ULN, upper limit of normal.
 
What is an elevated ALT level? The 2 commercially available laboratories have varying ranges of ALT that they consider to be normal, with an upper limit of 40 IU/mL in women and 55-60 IU/mL in men. However, more recent data have shown us that these levels are actually quite high. Instead, the upper limit of normal for men should be considered to be 30 IU/mL and 19-20 IU/mL for women. 




Ιστολογία  
 Βιοψία ήπατος  

– Αρχική σταδιοποίηση της νόσου προ της έναρξη αγωγής   

– Αποκλεισμός άλλων αίτιων ηπατικής νόσου (αυτοάνοση 
ηπατίτιδα, ΝΑΣΗ. Αλκοολική ηπατίτιδα)  

– Περισσότερο ευαίσθητη και ακριβής έναντι των επιπέδων  
ALT 

– Ασθενείς που δεν έχουν  τα κριτήρια διάγνωσης της χρόνιας 
ηπατίτιδας  

– Περιορισμοί:   

– Επεμβατική μέθοδος   

– Πιθανότητα λάθους  

– Υποκειμενικότητα  εκτίμησης  

Presenter
Presentation Notes
ALT, alanine aminotransferase.
 
Liver biopsy is considered the gold standard for evaluating histology; it can establish disease baseline before initiation of therapy and is more sensitive and specific than ALT at accomplishing this. Biopsy results can also be used to help exclude other causes of liver disease. Biopsy may be considered in patients who meet the criteria for chronic hepatitis. However, it has limitations, including the invasive nature, the potential for sampling errors, and some intraobserver variability.




Iloeje UH et al. Gastroenterology. 2006;130:678-686. 

Μελέτη REVEAL: επίπεδα HBV DNA και 
κίνδυνος κίρρωσης  

 Long-term (mean follow-up: 11.4 yrs) cohort study to determine risk of 
cirrhosis and HCC among untreated HBsAg-positive individuals in Taiwan 
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Presentation Notes
The REVEAL study highlights the correlation between HBV DNA levels and the hazard ratio or risk of cirrhosis. 




Chen CJ, et al. JAMA. 2006;295:65-73. 

Μελέτη REVEAL: επίπεδα HBV DNA και 
κίνδυνος HCC 
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The REVEAL study in this slide correlates HBV DNA levels and risk of HCC, again looking at a multivariate adjusted hazard ratio. 



Μελέτη REVEAL: κίνδυνος HCC, κίρρωσης 
και αρχικά επίπεδα HBV DNA 

HBV DNA, copies/mL 
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1. Chen CJ, et al. JAMA. 2006;295:65-73.  

2. Iloeje UH, et al. Gastroenterology. 2006;130:678-686. 
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More data from the REVEAL study: risk of HCC and cirrhosis according to baseline HBV DNA. We’re talking about cirrhosis and cancer as a percent per year risk.



Έλεγχος HBV DNA 
 Ένδειξη χρονιότητας εφόσον παραμένει θετικό μετά πάροδο 6 

μηνών από την διάγνωση «οξείας» HBV  λοίμωξης   

– Διαφοροποιεί τον χρόνιο, «ανενεργό» φορέα (< 2000 IU/mL)  από 
την αποκατασταθείσα  λοίμωξη  (μη ανιχνεύσιμο  HBV DNA) 

 Παρακολούθηση  πορείας θεραπείας -Αλλαγές των επιπέδων 
HBV DNA   

 Αυξημένα επίπεδα HBV DNA κατά την διάρκεια της θεραπείας 
σηματοδοτούν την εμφάνιση ανθεκτικών στελεχών ή μη  
συμμόρφωση  

 Τα επίπεδα HBV DNA συσχετίζονται άμεσα με την εξέλιξη της 
ηπατικής νόσου    

 Τα επίπεδα HBV DNA καταμετρώνται σε  IU/mL ή  copies/mL 

– Για την μετατροπή: 1 IU/mL = ~ 5 copies/mL 

Keeffe EB, et al. Clin Gastroenterol Hepatol. 2004;2:87-106.  
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Presentation Notes
HBV, hepatitis B virus.
 
HBV DNA indicates chronic hepatitis when the individual is still HBV DNA positive 6 months after diagnosis of acute infection and can help to differentiate the various phases of HBV infection. 
 
HBV DNA is the key tool for monitoring response to therapy. An increase in HBV DNA during treatment to which a patient is adherent indicates emergence of resistant variants. 
 
The standard measure of HBV DNA is international units per mL (IU/mL), but copies per mL is often cited, and an approximate conversion factor of 1 IU/mL to 5 copies/mL can be used.
 




Αλγόριθμος  HBeAg θετική ΧΗΒ  HBeAg αρνητική ΧΗΒ  
HBV DNA, 

IU/mL 
ALT HBV DNA, 

IU/mL 
ALT 

AASLD 2009[1] > 20,000 > 2 x ULN ή 
θετική βιοψία* ≥ 20,000 ≥ 2 x ULN ή 

θετική βιοψία* 

EASL 2009[2] > 2000 > ULN > 2000 > ULN 

APASL 2008[3] ≥ 20,000 > 2 x ULN ≥ 2000 > 2 x ULN 

NIH Consensus 
Conference 2009[4] > 20,000 > 2 x ULN ή 

θετική βιοψία* ≥ 20,000 ≥ 2 x ULN ή 
θετική βιοψία* 

1. Lok AS, et al. Hepatology. 2009;50:661-662.  
2. . EASL. J Hepatol. 2009;50:227-242.  

3. . Liaw YF, et al. Hepatol Int. 2008;3:263-283. 
4. Degerekin B, et al. Hepatology. 2009;S129-S137. 

5.  Keeffe EB, et al. Clin Gastroenterol Hepatol. 2008;6:1315-1341.  
6. Tong MJ, et al. Dig Dis Sci. 2011;56:3143-3162.  

Καθορισμός υποψηφίων προς θεραπεία: 
θεραπευτικοί αλγόριθμοι  

*μέτρια/σοβαρή φλεγμονή ή σημαντική ίνωση   
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AASLD; American Association for the Study of Liver Diseases; ALT, alanine aminotransferase; APASL, Asian Pacific Association for the Study of the Liver; EASL, European Association for the Study of the Liver; HBeAg, hepatitis B e antigen; HBV, hepatitis B virus; NIH, National Institutes of Health; ULN, upper limit of normal.
 
We will now discuss how to use these tools to determine treatment candidacy. Several guidelines are available to help guide this decision. The American Association for the Study of Liver Diseases (AASLD) guidelines are used commonly in the United States, but many clinicians also look to the European Association for the Study of the Liver guidelines, the Asian Pacific Association for the Study of the Liver guidelines, or the statement from the National Institutes of Health. Each guideline uses similar principles to determine candidacy, with some slight differences, as shown in this table.
 
For simplicity, we will focus on the AASLD guidelines. This table is split into HBeAg-positive and HBeAg-negative disease. Among HBeAg-positive individuals, the key cutoffs for determining treatment candidacy are an HBV DNA level of 20,000 IU/mL and an ALT of more than 2 times the upper limit of normal or moderate to severe inflammation or significant fibrosis by biopsy. 
 
Among HBeAg-negative individuals, the factors for determining treatment candidacy are essentially the same when the AASLD guidelines are used. 
 




ALT   3-6 μήνες 
HBeAg  6-12 μήνες  

ALT  3 μήνες  
HBeAg 6 μήνες  

Βιοψία ήπατος εάν    ALT 
 ή ηλικία >40 χρόνων 

Θεραπεία  ανά περίπτωση 

 ALT 1-3 μήνες , HBeAg  
Θεραπεία επί παραμονής   

Βιοψία προαιρετική  
Άμεση θεραπεία σε ίκτερο ή 

μη αντιρρόπηση  
 

HBeAg θετικό  

HBsAg θετικό 

Lok AS, et al. Hepatology. 2009;50:661-662.  

2009 AASLD Guidelines: θεραπεία  HBeAg-
θετικών ασθενών  

ALT < 1 x ULN 
HBV DNA < 20,000 IU/mL 

ALT 1-2 x ULN 
HBV DNA > 20,000 IU/mL 

ALT > 2 x ULN 
HBV DNA > 20,000 IU/mL 
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Presentation Notes
AASLD; American Association for the Study of Liver Diseases; ALT, alanine aminotransferase; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; q, every; ULN, upper limit of normal.
 
This slide breaks down further the management strategy for patients with HBeAg-positive disease. Individuals with HBeAg-positive disease, normal ALT levels, and HBV DNA < 20,000 IU/mL should undergo monitoring for changes in ALT every 3-6 months and for the potential of HBeAg clearance every 6-12 months. 
 
Most HBeAg-positive patients fall into the 2 categories on the middle and right-hand side of this slide, where they have very high HBV DNA levels and either moderately elevated or elevated ALT levels. The individuals with high HBV DNA and elevated ALT are candidates for treatment. Biopsy is not necessary to determine treatment candidacy, and treatment is more urgent for individuals who are jaundiced or who show signs of hepatic decompensation. You should refer these individuals to an expert if seen in your primary care clinic. 
 
In the middle, we have more of a “borderline” situation where the patient’s ALT is 1-2 times the upper limit normal. A period of observation can be used to better understand the needs of this patient. Biopsy can be considered to provide further information if they are persistently at this level of ALT and if HBeAg remains positive. If an individual falling into this category is older than 40 years of age and the patient has a strong family history of HBV and cancer, treatment may be considered, and a biopsy might provide further support for this strategy. 
 




Θεραπεία επί 
παραμονής   

Βιοψία προαιρετική   

ALT, HBV DNA κάθε 3 μήνες 
Επί παραμονής βιοψία 

ήπατος   
Θεραπεία επί ενδείξεων  

ALT κάθε 3 μήνες x 3, 
μετά  κάθε 6-12 μήνες 
εάν  ALT παραμένει  

 < 1 x ULN 

HBeAg αρνητικό  

ALT ≥ 2 x ULN 
HBV DNA ≥ 20,000 IU/mL 

HBsAg θετικό  

ALT 1-2 x ULN 
HBV DNA 2000-20,000 IU/mL 

ALT < 1 x ULN 
HBV DNA < 2000 IU/mL 

2009 AASLD Guidelines: θεραπεία  
HBeAg-αρνητικών ασθενών  

Lok AS, et al. Hepatology. 2009;50:661-662.  
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AASLD; American Association for the Study of Liver Diseases; ALT, alanine aminotransferase; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; q, every; ULN, upper limit of normal.
 
This slide evaluates treatment candidacy among HBeAg-negative individuals.
 
Those HBeAg-negative individuals with a very low HBV DNA level < 2000 IU/mL who also have normal ALT levels are not candidates for treatment. These individuals should continue to be observed every 3-6 months so any changes in status can be identified. On the right is a scenario where patients have high ALT (≥ 2 times the upper limit of normal) accompanied by high HBV DNA (≥ 20,000 IU/mL). These individuals are candidates for therapy; a biopsy is optional and not necessary to determine candidacy in this case. In the middle is more of a borderline case where HBV DNA is between 2000 and 20,000, and ALT is between 1-2 times the upper limit of normal. Biopsy can be helpful in these patients to help determine treatment candidacy. If the need for treatment is not clear at this time, they should continue to be observed.
 




Ποιος πρέπει να θεραπεύεται ? 
-Πότε πρέπει να θεραπεύεται ο ασθενής?                

 Η ερώτηση δεν πρέπει να είναι ποιος θα θεραπευτεί αλλά πότε θα θεραπευτεί 
τώρα ή αργότερα (όταν θα υπάρχουν οι απαραίτητες ενδείξεις)  

 Όλοι οι φορείς HBV είναι δυνητικά υποψήφιοι για  θεραπεία   

 Ο ασθενής που δεν είναι υποψήφιος για θεραπεία τώρα μπορεί να είναι 
δυνητικά στο απώτερο μέλλον (για αυτό πρέπει να βρίσκεται σε συνεχή 
επιτήρηση)  

– Αλλαγές στο αναδιπλασιασμό του HBV και/ή της ενεργότητας και της 
σταδιοποίησης της νόσου  

– Ανάπτυξη στο μέλλον νέων και βελτιωμένων θεραπειών 
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HBV, hepatitis B virus.
 
To summarize, all HBV carriers are potential treatment candidates, and the key question becomes when to treat. A patient who is not a treatment candidate right now can be a treatment candidate in the future because of changes in the level of HBV DNA, ALT, and/or the activity of disease as seen from liver histology. In addition, if new and improved treatments become available, it may alter whom we consider to be treatment candidates.




Interferon alfa-2b 

Lamivudine 

Adefovir 

Peginterferon alfa-2a 

Telbivudine 

Tenofovir 

1990 1998 2002 2005 2006 2008 

Επιλογή της κατάλληλης  θεραπείας 1ης 
γραμμής HBV λοίμωξης 2012  

Entecavir 

Presenter
Presentation Notes
HBV, hepatitis B virus.
 
There are 7 approved antivirals for hepatitis B, including 2 interferon-based and 5 oral medications: interferon alfa-2b, lamivudine, adefovir, peginterferon alfa-2, entecavir, telbivudine, and tenofovir.




Σύγχρονοι θεραπευτικοί οδηγοί: ενδείξεις 
θεραπείας 1ης γραμμής  

 

 

 Peginterferon alfa-2a 

 Entecavir 

 Tenofovir 

EASL. J Hepatol. 2009;50:227-242. Liaw YF, et al. Hepatol Int. 2008;2:263-283.  
Lok AS, et al. Hepatology. 2009;50:661-662.  
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What are the current recommendations for first-line therapy? Two oral antivirals and 1 injectable agent are recommended as first-line options by major liver disease societies. Both entecavir and tenofovir can be used safely in nearly all HBV-infected patients, whereas peginterferon alfa-2a should not be used in patients who are pregnant or who have decompensated liver cirrhosis and should not be used as prophylaxis against HBV reactivation (eg, in patients undergoing chemotherapy) or in the setting of acute infection.




 PegIFN  ή  Νουκλεοσ(τ)ιδικά ανάλογα  ? 

PegIFN Νουκλεοσ(τ)ιδικά ανάλογα  
Υπέρ  Κατά  Υπέρ  Κατά  

 Συγκεκριμένη 
διάρκεια θεραπείας  

 Απουσία ιικής 
αντοχής 

 Υψηλά επίπεδα 
απώλειας  HBeAg 
σε ένα χρόνο 
θεραπείας  

 Αυξημένο ποσοστό 
απώλειας HBsAg 
με μικρής διάρκειας 
θεραπεία  

 Ενέσιμη χορήγηση  
 Συχνές παρενέργειες  
 Αντενδείξεις: 

κίρρωση, 
εγκυμοσύνη,       
οξεία λοίμωξη HBV, 
ανοσοκαταστολή. 

 Per os χορήγηση  
 Σπάνιες παρενέργειες  
 Ασφαλή σε όλα τα 

στάδια της νόσου: μη 
αντιρροπούμενη 
κίρρωση† 

 Ασφαλή σε 
ανοσοκατασταλμένους 
ασθενείς  

 Συγκεκριμένοι 
παράγοντες ασφαλή 
στη εγκυμοσύνη ? 

 Μακροχρόνια  
θεραπεία 

 Μειωμένη 
συμμόρφωση  

 Πιθανότητα 
ανάπτυξης ιικής 
αντοχής  

Lok AS, et al. Hepatology. 2007;45:507-539.  
Lok AS, et al. Hepatology. 2009;50:661-662.  

Lok AS. Hepatology. 2010;52:743-747.  
Buster EH, et al. Gastroenterology. 2008;135:459-467. 

 Lange CM, et al. Hepatology. 2009;50:2001-2006. 
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AEs, adverse events; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; pegIFN, peginterferon; PO, orally; SQ, subcutaneously.
 
This slide reviews the advantages and disadvantages of peginterferon vs nucleos(t)ide analogue therapy and the situations in which each might be the ideal choice for a patient. The advantage of peginterferon is that it requires a finite course of therapy of 1 year. In addition, there is no resistance associated with the use of peginterferon. However, it requires subcutaneous administration, causes more frequent adverse events, and is contraindicated in certain cases. 
 
By contrast, nucleos(t)ide analogues are administered orally and are very well tolerated and safe to use in most patients. The disadvantages include the potential for drug resistance and the requirement for long-term therapy.
 




Σύγχρονοι θεραπευτικοί οδηγοί: ενδείξεις 
θεραπείας 1ης γραμμής  
 Peginterferon alfa-2a 

– Εξαιρέσεις:  

– Εγκυμοσύνη 

– Χημειοθεραπευτική προφύλαξη 

– Μη αντιρροπούμενη κίρρωση ήπατος 

– Οξεία HBV  λοίμωξη  

 Entecavir 

 Tenofovir 

EASL. J Hepatol. 2009;50:227-242. Liaw YF, et al. Hepatol Int. 2008;2:263-283.  
Lok AS, et al. Hepatology. 2009;50:661-662.  

Presenter
Presentation Notes
What are the current recommendations for first-line therapy? Two oral antivirals and 1 injectable agent are recommended as first-line options by major liver disease societies. Both entecavir and tenofovir can be used safely in nearly all HBV-infected patients, whereas peginterferon alfa-2a should not be used in patients who are pregnant or who have decompensated liver cirrhosis and should not be used as prophylaxis against HBV reactivation (eg, in patients undergoing chemotherapy) or in the setting of acute infection.




PegIFN: πότε ? 
 Ευνοϊκοί παράγοντες  

ανταπόκρισης [1,2] 

– Χαμηλά επίπεδα HBV DNA* 

– Υψηλές τιμές  ALT* 

– Γονότυπος A ή B > C ή D[3-5] 

– Απουσία προχωρημένης νόσου 

1. Lok AS, et al. Hepatology. 2009;50:661-662. 2.  
2. Lok AS. Hepatology. 2010;52:743-747.  

3. Janssen HL, et al, Lancet. 2005;365;123-129.  
4. Lau GK, et al. N Engl J Med. 2005;352:2682-2695.  

5. Flink HJ, et al. Am J Gastroenterol. 2006;101:297-303.  

 Ειδικά δημογραφικά χαρακτηριστικά 
ασθενούς [1,2] 

– Νεαρά άτομα 

– Γυναίκες με πιθανότητα 
εγκυμοσύνης στο άμεσο μέλλον  

– Απουσία συνοσηρότητας  

 Επιλογές ασθενούς [1,2] 

 HCV συνλοίμωξη  

*ευνοϊκοί παράγοντες  και  για τα νουκλεοσιδικα ανάλογα. 
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ALT, alanine aminotransferase; HCV, hepatitis C virus; pegIFN, peginterferon.
 
The most favorable candidates for peginterferon are those with a lower HBV DNA level, high ALT, and HBV genotype A or B rather than C or D, and those without advanced disease.




Χρήση της PegIFN alfa-2a  
 Δοσολογία / τρόπος χορήγησης 

– 180 µg/εβδομάδα  υποδόρια ένεση 

 Διάρκεια θεραπείας (συγκεκριμένη) 

– 48 εβδομάδες  

 Τελικό σημείο διακοπής θεραπείας: καθορισμός αποτυχίας ή επιτυχίας της 
θεραπείας ? 

– Συγκεκριμένη διάρκεια θεραπείας – δεν βασίζεται σε κάποια ειδικά σημεία  

– Η ιολογική ανταπόκριση ορίζεται ως η μείωση του HBV DNΑ σε μη 
ανιχνεύσιμα επίπεδα στο τέλος της θεραπείας, όπως επίσης η απώλεια 
του HBeAg σε ασθενείς με θετικό HBeAg προ της θεραπείας  

Lok AS, et al. Hepatology. 2009;50:661-662.  
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HBeAg, hepatitis B e antigen; PCR, polymerase chain reaction; pegIFN, peginterferon; SQ, subcutaneously.
 
This slide reviews how peginterferon is dosed and administered. Peginterferon is dosed at 180 μg/week subcutaneously for 48 weeks. Virologic response to therapy is defined as a decrease in serum HBV DNA to undetectable levels by polymerase chain reaction at end of treatment and loss of HBeAg in patients who were initially HBeAg positive. Virologic response to therapy is defined as a decrease in serum HBV DNA to undetectable levels at end of treatment and loss of HBeAg in patients who were initially HBeAg positive.




Οδηγίες παρακολούθησης κατά την 
θεραπεία με Peg-Interferon 

Ηπατικές 
δοκιμασίες, 

Γενική αίματος   

HBV DNA, 
TSH 

HBeAg, 
Anti-HBe 

HBsAg 

Κατά την θεραπεία  q4w q12w q24w* 
q6m† 

Μετά την θεραπεία     12 και 24 wks 

Lok AS, et al. Hepatology. 2009;50:661-662.  
EASL. J Hepatol. 2009;50:227-242.  

* Σε HBeAg θετική ΧΗΒ. 
† Σε HBeAg αρνητική ΧΗΒ με HBV DNA ορού μη ανιχνεύσιμο με PCR.  

  

Presenter
Presentation Notes
Thank you for your attention. To earn CME credit for this activity, please close this window and click the “Test” tab in the CME module underneath.
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4% 17% 
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EASL. J Hepatol. 2009;50:227-242.  
Tenney DJ, et al. EASL 2009.   

Snow-Lampart A, et al. Hepatology. 2011;53:763-773.  
Snow-Lampart A, et al. AASLD 2010. Abstract 1365. 

Not head-to-head trials; different patient populations and trial designs 

5-ετής επίπτωση ιικής αντοχής στα νουκλεοσ(τ)δικά 
ανάλογα σε πρωτοθεραπευόμενους ασθενείς  

Drug  
Generation 

1st 

2nd 

3rd  

 

 

0% 
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On this slide, we’re looking at cumulative rates of resistance with oral agents. Lamivudine, fortunately now as a third-line therapy, is rarely being used in patients. Adefovir and LDT are also representing a distinct minority of treatment options and treatment utilization. With entecavir and tenofovir our first-line therapy, entecavir resistance is only 1.2% at 6 years and tenofovir at 4 years has not shown any resistance at 0%.





Επιλογή Entecavir ή Tenofovir  

Lok AS. Hepatology. 2010;52:743-747.  
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Parameter Entecavir Tenofovir 
Log HBV DNA ↓ at 
Wk 48-52 
 HBeAg positive 6.9 6.2 

 HBeAg negative 5.0 4.6 

Genotypic 
resistance, % 
 NA naive  1.2 (Yr 5) 0 (Yr 3) 

 Lamivudine 
experienced 51 (Yr 5) NR 

Pregnancy rating Class C Class B 

AEs None 
Renal 

toxicity;  
↓ BMD 
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AEs, adverse events; BMD, bone mineral density; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; NA, nucleos(t)ide analogue.
 
This slide compares the features for entecavir and tenofovir, both excellent options for hepatitis B therapy. With both medications, the rate of HBeAg seroconversion among HBeAg-positive patients is approximately 21% after 1 year. Rates of HBsAg loss are similar and low for both medications in both HBeAg-positive and HBeAg-negative patients. They have similar antiviral efficacy and, as shown in the previous slide, low rates of resistance. However, because entecavir shares some cross-resistance with lamivudine, the rate of resistance to entecavir among lamivudine-experienced patients is high at 51% after 5 years. 
 




Χρήση Entecavir ή Tenofovir 
 Δοσολογία και τρόπος χορήγησης  

– Entecavir: per os χορήγηση  

– Ασθενείς που δεν έχουν λάβει λαμιβουδίνη : 0.5 mg /Η 

– Ασθενείς με ιική αντοχή στη λαμιβουδίνη: 1.0mg / Η 

– Τροποποίηση δοσολογίας όταν  eGFR < 50 mL /min 

– Tenofovir: per os χορήγηση  

– 300 mg /Η 

– Τροποποίηση δοσολογίας όταν  eGFR < 50 mL /min 

Lok AS, et al. Hepatology. 2009;50:661-662.  
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eGFR, estimated glomerular filtration rate; QD, once daily.
 
This slide reviews the dosage and administration for entecavir and tenofovir. For patients naive to lamivudine therapy, the recommended entecavir dosing is 0.5 mg/day. The recommended dosage is increased to 1 mg/day for individuals who are refractory or resistant to lamivudine. Tenofovir is administered at 300 mg/day orally. Dosing should be adjusted for both medications if the estimated glomerular filtration rate is < 50 mL/min 




Χρήση Entecavir ή Tenofovir 

 Διάρκεια αγωγής   

– HBeAg θετική ΧΗΒ: συνεχής θεραπεία με μη ανιχνεύσιμο   HBV 
DNA και επίτευξη ορομετατροπής του HBeAg (εμφάνιση HBeAb) . 
Συνέχεια αγωγής άλλους 6 μήνες μετά την εμφάνιση των 
αντισωμάτων HBeAb   

– Αυξημένη επαγρύπνηση-παρακολούθηση μετά την διακοπή της 
αγωγής λόγω κινδύνου υποτροπής  

– HBeAg αρνητική ΧΗΒ: συνεχής θεραπεία έως την κάθαρση του 
HBsAg 

Lok AS, et al. Hepatology. 2009;50:661-662.  
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HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen.
 
Duration of therapy with entecavir or tenofovir is based on clinical endpoints. For HBeAg-positive individuals, treatment should be until HBV DNA is undetectable and HBeAg seroconversion has taken place. Moreover, once HBeAg seroconversion has occurred, it is important to continue therapy for an additional 6-12 months of consolidation therapy. Close monitoring for relapse is required following discontinuation.
 
Because there is no defined endpoint for HBeAg-negative individuals, therapy should be continued long-term and indefinitely, unless the rare event of HBsAg clearance occurs. 




Παρακολούθηση ασθενών που λαμβάνουν 
αγωγή με νουκλεοσ(τ)ιδικά ανάλογα  
Χρόνος  Παρακολούθηση  

Κάθε 12 εβδομάδες   Ηπατικές δοκιμασίες  
 Κρεατινίνη ορού (λήψη TDF ή  ADV) 

Κάθε 12-24 εβδομάδες   Επίπεδα HBV DNA   
Κάθε 24 εβδομάδες   HBeAg/anti-HBe (σε HBeAg θετική ΧΗΒ) 

Κάθε 6 -12 μήνες   HBsAg σε HBeAg-αρνητική ΧΗΒ με συνεχές 
μη ανιχνεύσιμο HBV DNA 

Lok AS, et al. Hepatology. 2009;50:661-662.  
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ADV, adefovir; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; q, every; TDF, tenofovir.
 
Patients receiving therapy should be continually monitored. Every 3 months, a liver panel and serum creatinine should be evaluated, and HBV DNA level should be monitored every 3-6 months. Individuals who are HBeAg positive should be evaluated for HBeAg and anti-HBe every 6 months. Among patients with suppressed HBV DNA, HBsAg should be evaluated annually.




Δυνητικά εμπόδια στη θεραπεία της 
Χρόνιας Ηπατίτιδας Β  

 Άρνηση ασθενούς ή πολιτισμικές αντιλήψεις του ασθενούς έναντι της 
θεραπείας 

 Θεραπεία μιας ασυμπτωματικής νόσου 

 Παρενέργειες θεραπείας (ιντερφερόνη) 

 Προκλήσεις μιας μακροχρόνιας θεραπείας –κόστος φαρμάκων , 
παρακολούθησης, ιική αντοχή 

 Πότε διακόπτεται η θεραπεία – τρόπος παρακολούθησης  

 Απουσία πλήρους θεραπείας της νόσου στη μεγάλη πλειονότητα των 
ασθενών με την διαθέσιμη φαρμακευτική αγωγή 

 Συμμόρφωση  
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What are the potential barriers to HBV treatment that one may encounter?
Patient resistance or cultural beliefs about treatment
Potential adverse effects, particularly with interferon-based therapy
Challenges with long-term therapy, which can be indefinite; this includes adherence
Understanding the endpoints and monitoring strategies
The lack of symptoms in many patients; if patients do not feel sick, it can be difficult to convince them to undergo therapy
Lack of ability to cure disease with the current regimen in most patients




Σενάρια Ανταπόκρισης στη θεραπεία 

Lok AS, et al. Hepatology. 2007;45:507-539. 
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This figure is a simple demonstration of what one might see utilizing these different definitions. In a primary nonresponse, as shown in the yellow line, you can see that there is less than a 1 log reduction at the end of 6-12 months. Shown in the green line is a suboptimal response and where there is a reduction in the HBV DNA, but it does not go to low levels or to undetectability. The blue line is an example of an individual who has virologic breakthrough. First of all, there is a substantial reduction in serum HBV DNA to very low or undetectable levels, but then over time—for example at Month 12—there is breakthrough, defined as a 1 log increase, that becomes apparent very quickly and this represents failure of therapy after it has initially been begun—what we call “virologic breakthrough.” We want to recognize this early so we can intervene with therapy, as we will see later. We do not want to wait until there is biochemical breakthrough because there then could be clinical deterioration associated with this virologic breakthrough.




Σενάρια Ανταπόκρισης στη θεραπεία 

Lok AS, McMahon BJ. Chronic hepatitis B: update 2009. Hepatology. 2009;50:661-662. 
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Presentation Notes
ALT, alanine aminotransferase; ULN, upper limit of normal.
 
This slide highlights some of the clinical scenarios one may encounter when treating hepatitis B. During successful therapy, HBV DNA is suppressed and ALT levels decline to normal levels. When virologic breakthrough occurs, HBV DNA levels begin to rise, and then ALT levels can follow. The rise in ALT is termed biochemical breakthrough. When ALT levels continue to rise, a hepatitis flare can occur, which can result in significant detrimental outcomes in some individuals. When HBV DNA levels rise to baseline, virologic rebound has occurred.




Διάγνωση Χρόνιας Ηπατίτιδας Β 
  

Lok AS, et al. Hepatology. 2009;50:661-662.  

Αρχικός έλεγχος (1η επίσκεψη) 
HBeAg, anti-HBe, HBV DNA, ALT, AFP, anti-HAV, anti-HCV, anti-HDV 

Εάν  ALT < ULN, HBV DNA < 2000 IU/mL: 
ανενεργός φάση , όχι θεραπεία  

Παρακολούθηση  HBsAg, ALT, HBV DNA, AFP q6-12m 

ALT 
≤ 2 x ULN* 

*ULN   για  ALT: 19  γυναίκες, 30 άνδρες 

HBsAg+,  
(Απουσία άλλων λοιμώξεων) 

Θεραπεία 1ης γραμμής: entecavir, tenofovir, ή  pegIFN alfa-2a 

Παρακολούθηση κατά την διάρκεια της θεραπείας 
pegIFN  alfa-2a,      entecavir,      tenofovir 

Αντιμετώπιση χρόνιας ηπατίτιδας Β  

ALT 
> 2 x ULN* ή 
θετική βιοψία  

ALT 
> 2 x ULN* ή 
θετική βιοψία 

ALT 
≤ 2 X ULN* 

Έλεγχος  ALT και HBV DNA q3-6 m, 
Βιοψία ήπατος  > 35-40 χρονών , 

Θεραπεία όπου απαιτείται  

  HBeAg-, HBV DNA ≥ 20,000 IU/mL   HBeAg+, HBV DNA > 20,000 IU/mL 



Παρακολούθηση HBV ασθενών που δεν 
είναι υποψήφιοι για θεραπεία 



Ασθενείς με φυσιολογική ALT μπορεί να 
έχουν σημαντική ίνωση ή φλεγμονή 

 In prospective study of 305 HBsAg-positive patients with 
persistently normal ALT levels for ≥ 1 yr, fibrosis ≥ stage 2 
observed in[1] 

– 40% of HBeAg-positive patients (n = 189) 

– 14% of HBeAg-negative patients (n = 116) 

 37%  με συνεχή φυσιολογικά επίπεδα ALT είχαν στη βιοψία 
ήπατος σημαντικού βαθμού ίνωση (στάδιο 2-4) ή φλεγμονή  
(βαθμός 2-3)[2] 

 In large cohort (> 140,000 Koreans), ALT ≥ 20 IU/L associated 
with increased risk of death from chronic liver disease in men 
during 8 yrs of follow-up[3] 

1. Kumar M, et al. Gastroenterology. 2008;134:1376-1384.  
2. Lai M, et al. J Hepatol. 2007;47:760-767 

3. Kim HC, et al. BMJ. 2004;328:983.  

Presenter
Presentation Notes
This slide highlights that patients with normal ALT may have significant liver disease, so thus it’s very important to do more advanced imaging. An ultrasound with spleen size and portal vein diameter could help you determine if they have more advanced fibrosis. A normal spleen should be less than 12 centimeters; a normal portal vein should be less than 12 millimeters. You can also look at the liver texture on ultrasound, CT, MR. Is the caudate lobe enlarged, is the left lobe enlarged, is the surface of the liver rough or heterogeneous? The tissue itself, if heterogeneous, could indicate fibrosis or fatty liver. Do not depend on ALT alone for assessing presence of significant or advanced fibrosis. Consider white count, platelet count, AST-ALT ratio, or other noninvasive imaging, such as these blood tests that we describe. MR-based elastography or liver stiffness is also beginning to emerge in the US as a potential clinical tool.




Παρακολούθηση ασθενών που δεν 
υποψήφιοι για αγωγή (σε αυτή την φάση) 
Κλινικό στάδιο Ενδείξεις παρακολούθησης  
 HBeAg θετικό 

 HBV DNA  
> 20,000 IU/mL  

 ALT φυσιολογική 

 ALT κάθε 3-6 μήνες(συχνότερα εάν αυξημένη ALT) 

 ALT αυξημένη 1-2 x ΑΦΤ, έλεγχος ALT κάθε 1-3 μήνες; 
Ένδειξη βιοψίας ήπατος >40 ετών, παρουσία σημαντικής 
φλεγμονής / ίνωσης , θεραπεία 

  ALT > 2 x ΑΦΤ για 3-6 μήνες με HBeAg θετικό,  
HBV DNA > 20,000 IU/mL, ένδειξη βιοψίας και θεραπείας  

 Προληπτικός έλεγχος ΗΚΚ ατόμων υψηλού κινδύνου 

Lok AS, et al. Hepatology. 2009;50:661-662.  
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Presentation Notes
Monitoring of patients not considered for therapy: ALT every 3-6 months, looking for thresholds to consider treatment, DNA level at least every 6 months is strongly advised as well as e-status if they’re e-antigen positive.



Παρακολούθηση ασθενών που δεν 
υποψήφιοι για αγωγή (σε αυτή την φάση) 
Κλινικό στάδιο  Ενδείξεις παρακολούθησης 
Ανενεργός  φορέας 
HBsAg  (όχι «υγιής» 
φορέας) 

 ALT κάθε 3 μήνες τον 1ο χρόνο, συνεχείς 
φυσιολογικές τιμές, ALT κάθε 6-12 μήνες 
 Ένδειξη βιοψίας: ALT > 1-2 x ΑΦΤ, έλεγχος επιπέδων 

HBV DNA , αποκλεισμός άλλων αίτιων ηπατικής 
νόσου. Οριακή ή ήπια αύξηση ALT σε συνεχείς 
μετρήσεις και επίπεδα  HBV DNA ≥ 2000 IU/mL; 
Παρουσία μέτριας/σοβαρής φλεγμονή ή σημαντικής 
ίνωσης : θεραπεία 
 Προληπτικός έλεγχος ΗΚΚ ατόμων υψηλού κινδύνου 

Lok AS, et al. Hepatology. 2009;50:661-662.  
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Presentation Notes
Monitoring of patients not considered for therapy in the inactive s-antigen carrier state: ALT every 3 months for a year and then every 6-12 months. ALT thresholds for rechecking DNA status are highlighted here. Remember, screening is your first test for HCC. If you’re going to do regular testing, that’s called surveillance. 



Κίνδυνος ΗΚΚ σε Ασιάτες HBV ασθενείς 

 Prospective follow-up of 22,707 Taiwanese male civil 
servants 
– 3454 HBsAg positive (15.2%) 

 Incidence of HCC higher among HBsAg-positive patients 
(n = 3454) vs HBsAg-negative patients during 75,000 
man-yrs of follow-up 
– 1158/100,000 vs 5/100,000 

– Relative risk: 223  

 HCC and cirrhosis accounted for 54.3% of 105 deaths 
among HBsAg-positive patients carriers vs only 1.5% of 
202 deaths among HBsAg-negative patients  

Beasley RP, et al. Lancet. 1981;2:1129-1132.  
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Presentation Notes
What is that risk of liver cancer in Chinese hepatitis B carriers? This is a historical review from Lancet 1981 when Beasley first put forth this connection between hepatitis B and liver cancer. They looked at over 3000 s-antigen–positive patients. Liver cancer was much higher: 1158 per 100,000 s-antigen–positive patients vs only 5 out of 100,000 who were s-antigen negative, bringing forth a relative risk of 223. This was the first manuscript that highlighted this connection between hepatitis B strongly and liver cancer. And look at the association of HCC and cirrhosis with deaths: 54% of deaths, 105 patient deaths among the s-antigen–positive patients presented with cirrhosis and/or cancer whereas this was only found in 1.5% of the 202 deaths among the s-antigen–negative patients.




ΗΚΚ: Ενδείξεις προληπτικού ελέγχου HBV 
ασθενών  
 Echo ήπατος κάθε 6-12 μήνες: 

– Ασιάτες άνδρες >40 ετών   

– Ασιάτισσες γυναίκες >50 ετών  

– Όλους τους HBV κιρρωτικούς ασθενείς 

– Άτομα με οικογενειακό ιστορικό ΗΚΚ  

– Αφρικανοί >20 ετών   

– Κάθε HBV ασθενής >40 ετών  με επίμονη ή διαλείπουσα 
αύξηση της ALT και/ή αυξημένα επίπεδα HBV DNA > 2000 
IU/mL 

– Κάθε HBV ασθενής με άλλους παράγοντες κινδύνου ΗΚΚ   

Bruix J, et al. AASLD HCC guidelines. July 2010. Lok AS, McMahon BJ. Hepatology. 2009;50:661-662.  
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Presentation Notes
Recommendations here for liver cancer screening and surveillance for hepatitis B carriers, important to review and think about for all of your patients who are s-antigen positive. 



Προληπτικός έλεγχος ΗΚΚ  
 AASLD    

–  παρακολούθηση των HBsAg θετικών ασθενών υψηλού 
κινδύνου εμφάνισης ΗΚΚ με υπερηχογράφημα κάθε 6 μήνες 
και μόνο α1-FP όταν δεν είναι διαθέσιμο και το κόστος του 
υπερηχογραφήματος είναι απαγορευτικό    

– Η ειδικότητα, ευαισθησία και η διαγνωστική ακρίβεια του 
υπερηχογραφήματος είναι πολύ μεγαλύτερες της α1-FP  

 Υπερηχογράφημα ήπατος: εξαρτάται από την ικανότητα 
γιατρού (υποκειμενική εξέταση) 

 Ταυτόχρονη χρήση υπερηχογραφήματος και α1-FP 
(εφαρμόζεται χωρίς να προσφέρει σημαντικά 
πλεονεκτήματα)  

 
Bruix J, et al. Hepatology. 2011;53:1020-1022.  

Lok AS, McMahon BJ. Hepatology. 2009;50:661-662.  
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Presentation Notes
Periodic surveillance for HCC. Practice guidelines from the AASLD talk about doing surveillance with an ultrasound every 6-12 months. Alpha-fetoprotein alone can be used if ultrasound’s not available, but AFP has been moved to a secondary level for screening and surveillance. But my considerations for alpha-fetoprotein are is that it’s probably a better risk test in hepatitis B patients for future development of HCC than a test for current liver cancer. We have excellent imaging, and if you have an elevated AFP, it may actually trigger you to move to more advanced imaging, such as a 4-phase CT or 4-phase MR scan. 




Εκτίμηση – παρακολούθηση ασθενών με 
αυξημένο κίνδυνο κίρρωσης και  ΗΚΚ 

Παράγοντας κινδύνου Δράση  
Κάπνισμα  Διακοπή 
Αλκοόλ  Διακοπή 
Λιπώδες Ήπαρ Απώλεια βάρους 
Ηλικία  Καμία επέμβαση  
Φύλλο  Καμία επέμβαση  
Αυξημένα επίπεδα HBV DNA,ALT 1ης γραμμής θεραπεία 
Αυξημένα επίπεδα ALT Επιβεβαίωση αιτίας-ιών αύξησης  
Ίνωση  Εκτίμηση σταδιοποίηση  
Κίρρωση  Προσοχή συχνά είναι ασυμπτωματική 
Συνλοιμώξης HIV/HCV/HDV Έλεγχος όλων των ασθενών (περιοδικός 

έλεγχος?) 
Οικογενειακό ιστορικό HCC Επηρεασμός λήψης θεραπείας  
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Presentation Notes
This slide looks at assessing persons at risk who have hepatitis B for progression, cirrhosis, or cancer and talks about risk factors such as smoking, alcohol, NASH, age, gender, DNA, ALT, fibrosis, cirrhosis, genotype, mutations, coinfection, and family history, and it talks about recommended actions or recommended interventions. A very important slide and part of that composite analysis that we’ve talked about on previous slides during this presentation.




 Μπορεί  να συμβεί: 

• αυτόματα σε άτομα θετικά για ΧΗΒ (αυτόματες παροξύνσεις στη φυσική 
πορεία της νόσου) και 

• μετά από χορήγηση χημειοθεραπείας ή/και ανοσοθεραπείας για 
λεμφώματα, λευχαιμίες ή μεταμόσχευση μυελού και μετά από 
ανοσοκατασταλτική αγωγή για αυτοάνοσες παθήσεις  

Ενεργοποίηση -Υποτροπή της 
Χρόνια Ηπατίτιδας Β  
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Presentation Notes
Hi, I’m Jordan Feld; I’m an Assistant Professor of Medicine and a hepatologist at the Toronto Western Hospital at the University of Toronto, in Toronto, Canada. Today I’m going to be talking about hepatitis B reactivation, and as you see from the title, I will make the case that this is largely a preventable problem. 




Φυσική ιστορία χρόνιας HBV λοίμωξης  

Yim HJ, et al. Hepatology. 2006;43:S173-S181. 
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So a brief discussion of the natural history of chronic hepatitis B infection. Most people with chronic infections are exposed very early in life, either through vertical or very early horizontal transmission. Shortly after infection for the next many years, and in fact a few decades, the majority of people will go through the so-called immune-tolerant phase of infection, and what you see during this phase of infection is very high levels of replicating virus, with very high HBV DNA levels. But despite high viral replication, there is no immune response to the virus, and as a consequence the ALT, and in fact, liver histology remains perfectly normal. 

During this period, patients are HBeAg positive and HBsAg positive.

So after a number of decades for reasons that are unclear, the immune-clearance phase of infection begins. At this point, the immune system recognizes the virus and attempts to clear it from the liver, and what you see is with immune attack on the virus, you see flares of ALT and reductions in HBV DNA levels. This sawtooth pattern, going back and forth with ALT flares and HBVDNA fluctuations, continues for sometimes many months, but possibly up to years before HBeAg seroconversion finally occurs. At that point, patients will become HBeAg negative. They will develop antibody to HBeAg, so they will be anti-HBe positive, and will remain in the immune control or nonreplicative phase, in most cases for a long period of time.

Some people will go on to develop HBeAg negative chronic hepatitis B, which I have not shown here, but the majority will stay inactive for many years. In some patients, they will eventually clear HBsAg and become anti-HBs positive. 



Yim HJ, et al. Hepatology. 2006;43:S173-S181. 
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5-30  χρόνια λοίμωξης  

Φυσική ιστορία χρόνιας HBV λοίμωξης   

Ογκολογικοί ασθενείς 
  φυσιολογική  ALT 
  χαμηλό/μη ανιχνεύσιμο       
HBV DNA 
  HBsAg+ και HBeAg- 
  ή  HBsAg-, anti-HBc+ 

Ανενεργού φορέα  
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Now, the majority of oncology patients will be in this so-called inactive carrier phase with normal ALT and either low or undetectable levels of HBV DNA. They will remain, for the most part, HBsAg positive and HBeAg negative, although some may actually go on to clear HBsAg and be HBsAg negative, with the only marker of past infection being the presence of anti-HBc or core antibody. The reason that most oncology patients will be in this phase of infection is simply a matter of age, as most cancers will present in middle age, usually beyond the time when people have gone through this phase of the infection.

However, as I’ve mentioned, some people will clear HBsAg, but the question arises: Do they ever actually get rid of hepatitis B virus? 




HBV υποτροπή 
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Hoofnagle JH. Hepatology. 2009;49(5 suppl):S156-S165. 
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So showing this graphically, if you take an individual who is in the immune control phase of infection with inactive viral replication, HBeAg negative disease, low levels of virus, and a normal ALT.




HBV υποτροπή 

   5-30 χρόνια  
Μήνες-χρόνια          λοίμωξης 
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HBeAg+ 

Ανοσοκαταστολή  

Hoofnagle JH. Hepatology. 2009;49(5 suppl):S156-S165. 
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Along comes immune suppression. Initially you see a rise in the HBV DNA level.




HBV υποτροπή   

        λοίμωξης  

            Ανοσολογικής 
     Αντοχής       Κάθαρσης   

HBeAg+   HBeAg-       HBeAb+ 

ALT 

HBV DNA 

HBeAg+ 

Ανοσοκαταστολή Ανοσολογική 
αποκατάσταση 

Hoofnagle JH. Hepatology. 2009;49(5 suppl):S156-S165. 
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And then with immune reconstitution, you see a subsequent flare of the ALT as the immune system is reconstituted and responds to this increase in viral replication. Some patients at this point may become HBeAg positive again, although this is not universal.




HBV υποτροπή  
Ορισμός: 

 Απώλεια του ανασολογικού ελέγχου της HBV λοίμωξης σε ανενεργούς 
ασθενείς (παρουσία HBsAg) ή σε ασθενείς που «αποκατάστησαν» την νόσο 
(εμφάνιση HBsAb και HBcAb ή εμφάνιση μόνο HBcAb)  

 Απότομη επανεμφάνιση ή αυξημένη ιική αναπαραγωγή με ηπατική βλάβη που 
εμφανίζεται κατά την διάρκεια και/ή μετά την ανοσολογική αποκατάσταση (του 
ασθενούς)    

Κλινική εικόνα  

 Κυμαίνεται  από υποκλινική άνευ σημασίας έως σοβαρής θανατηφόρας 
μορφής ηπατίτιδας   

 Αυξημένα επίπεδα HBV DNA ± υποτροπή HBeAg 

 Αυξημένα επίπεδα ALT (ήπια αύξηση έως τεράστια) 

 Κίνδυνος ανάπτυξης ηπατικής ανεπάρκειας, θανάτου παρά την εφαρμογή 
αντιικής αγωγής  

Hoofnagle JH. Hepatology. 2009;49(5 suppl):S156-S165. 

Presenter
Presentation Notes
So to define hepatitis B reactivation, this generally means the loss of HBV immune control in a patient with either inactive or, in quotations, “resolved HBV infection,” and I’ve put that in quotations because in effect, people don’t really ever resolve HBV infection. The definition continues with abrupt reappearance or an increase in viral replication, with liver damage occurring during and/or following immune reconstitution. 
 
Clinically this can range from subclinical with just a rise in HBV DNA, to very severe or even fatal hepatitis, with jaundice and liver failure. The rise in HBV DNA is seen with or without a return of the antigen to the serum, and the ALT increase may be very mild and sometimes may not even occur, to being very dramatic, going up into the thousands. In select cases, this may progress to liver failure or death despite antiviral therapy.




Δυνητικοί παράγοντες πρόκλησης 
υποτροπή της HBV λοίμωξης  

Yeo W, et al. Hepatology. 2006;43:209-220. 

Κατηγορία  Παράγοντες  
Corticosteroids Dexamethasone, methylprednisolone, prednisolone  
Antitumor antibiotics Actinomycin D, bleomycin, daunorubicin, doxorubicin, 

epirubicin, mitomycin-C 
Plant alkaloids Vinblastine, vincristine 
Alkylating agents Carboplatin, chlorambucil, cisplatin, cyclophosphamide, 

ifosfamide 
Antimetabolites Azauridine, cytarabine, fluouracil, gemcitabine, 

mercaptopurine, methotrexate, thioguanine 
Monoclonal antibodies Alemtuzumab, rituximab 
Άλλα  Colaspase, docetaxel, etoposide, fludarabine, folinic 

acid, interferon, procarbazine 
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Presentation Notes
This slide just shows you a long list of agents that have been reported to be associated with hepatitis B reactivation. I don’t want to go through these in detail, but just to show you that a wide range of chemotherapy agents, ranging from steroids all the way through very cytotoxic chemotherapy agents, have been associated with HBV reactivation. You’ll notice that rituximab—I will discuss that in quite a bit more detail later on.




Συνέπειες καθυστερημένης αναγνώρισης 
της HBV υποτροπής   
Ηπατίτιδα  
 Μπορεί να είναι σοβαρής μορφής ή κεραυνοβόλος  

 Δεν γίνεται αντιληπτή η αύξηση των επιπέδων του HBV DNA, η 
επακόλουθη εμφάνιση αυξημένων επιπέδων ALT συνοδεύεται 
από μειωμένα επίπεδα HBV DNA  

– Οδηγεί σε λανθασμένη διάγνωση και θεραπεία  

 Συχνά καταστάσεις όπως οξείας κεραυνοβόλου ηπατικής 
ανεπάρκειας δεν δύνανται εύκολα να αντιμετωπισθούν παρά την 
αντιική θεραπεία   

Διακοπή της χημειοθεραπευτικής αγωγής  
 Αρνητικές συνέπειες ως προς την επιτυχή αντιμετώπιση του 

καρκίνου 

Yeo W, et al. Hepatology. 2006;43:209-220. 
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So if we think about, in general what are the consequences of delayed recognition of HBV reactivation, it’s mainly that the hepatitis may become much more severe, and in some cases even fulminant, but importantly you also may miss mild reactivation episodes. So because the HBV DNA level rises before the ALT rises, if reaction is only seen when the ALT goes up, the HBV DNA may already be falling. 
 
So if you have relatively mild reactivations and these are missed, this may lead to misdiagnosis and ultimately may result in subsequent flares which may be more severe. So by the time the ALT rises, this may actually be too late, as shown in this case, to bring this under control. Another point about this is, is not just the liver, there is also the potential for an interruption of chemotherapy with the potential for poor cancer-related outcomes. Obviously, when people have severe flares of even ALT, but for sure bilirubin, this usually leads to an interruption in chemotherapy and certainly may affect cancer outcomes.




Συμπαγείς όγκοι: συχνότητα υποτροπής 
σε HBV ασθενείς  
 HBsAg-θετικοί ασθενείς με καρκίνο μαστού υπό 

χημειοθεραπεία  

– Συχνότητα οξείας HBV ηπατίτιδας: 21%[1] 

– Υπό συχνή παρακολούθηση επιπέδων HBV DNA: 41% 

υποτροπή HBV[2] 

– Μη ανιχνεύσιμα επίπεδα HBV DNA όταν παρατηρήθηκαν 
αυξημένα επίπεδα   ALT  

– Περιορισμένα στοιχεία για άλλους συμπαγείς όγκους 

Από αυτούς που υποτροπίασαν[2]: 
35% προσωρινή διακοπή χημειοθεραπείας  
35% πρώιμη πλήρης διακοπή χημειοθεραπείας  

1. Kim MK, et al. Korean J Intern Med. 2007;22:237-243. 
2. Yeo W, et al. J Med Virol. 2003;70:553-561. 
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Now, how frequently does this occur? Well, if we look at the rate of HBV reactivation first in solid tumors, the data are perhaps somewhat surprising, particularly to many oncologists. So if you look at HBsAg positive breast cancer patients receiving standard chemotherapy, the rate of HBV associated hepatitis has been associated to be as high as 21%. And if you actually look carefully and go back and look for just increases in HBV DNA, you’ll see that over 40% of patients will actually have HBV reactivation if you use that marker as the definition.
 
And importantly, as mentioned previously, the HBV DNA may be undetectable by the time of the ALT peak, which leads to the possibility of missing reactivation or misdiagnosing it, leading to future reactivations because no action was taken. 
 
There are relatively limited data from other solid tumors; most of the data are in the breast cancer literature to date. Now importantly, of those who flare, a significant percentage will have an interruption in their chemotherapy and up to a little over a third will actually have premature termination of their chemotherapy, and you can imagine that that may lead to worse cancer outcomes. 




Αιματολογικές κακοήθειες: αυξημένος 
κίνδυνος 

HBV  
υποτροπή 

Ίκτερος  Μη θανατηφόρα 
Ηπατική  

ανεπάρκεια 

Θάνατος  

100 ασθενείς με NHL αγωγή CHOP; 27 HBsAg-θετικοί 

Lok AS, et al. Gastroenterology. 1991;100:182-188. 
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Now, if you look in the hematologic malignancy literature, this is clearly where the risk is higher, and this landmark study published by Anna Lok back in the early 1990s looked at 100 patients with non-Hodgkin’s lymphoma undergoing CHOP chemotherapy. At baseline, 27 of them were found to be HBsAg positive, and when you look at what happened to these people, 48% of those who were HBsAg positive had a reactivation, just under a quarter of whom became jaundiced, and you can see that there was 1 episode of nonfatal liver failure and 1 death. So, severe reactivations can occur. 




Παράγοντες κινδύνου HBV υποτροπής  

 Νεοπλασίες  

– NHL: 40% έως 58% σε  
HBsAg θετικούς ασθενείς 

– Καρκίνος μαστού : >41% 
HBsAg θετικούς ασθενείς   

 Χημειοθεραπεία  

– Αυξημένος κίνδυνος με  
prednisone,anthracyclines, 
rituximab 

– «Ισχύς της ανοσοκαταστολής» 

 HBV DNA 

– HBV DNA > 3 × 105 
copies/mL 

– Αυξημένος κίνδυνος 
παρουσία θετικού HBeAg  

 Δημογραφικά στοιχεία 

– Άνδρες > Γυναίκες  

Yeo W, et al. Hepatology. 2006;43:209-220. 
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Now, if we go through what the risk factors for reactivation are collectively, the type of malignancy may or may not be a risk factor; this may be an artifact of where the literature comes from. In the lymphoma literature, which is the largest body of literature, you see reactivation rates ranging from 40% to 58% of those who are HBsAg positive. As mentioned, with solid tumors most of the literature comes from breast cancer, and that ranges from 20% with hepatitis to 41% if you look at people with a rise in HBV DNA, again remembering that the denominator is those who are HBsAg positive. So the relative risk will vary considerably depending on where these studies are done based on the baseline prevalence of HBsAg positivity within the population.
 
Now, if you look at the type of chemotherapy—as I mentioned many different agents have been associated with a risk of HBV reactivation, and it’s a little bit hard to separate the specific agents, the malignancy, and just the frequency of these things, to discern whether these are truly risk factors as opposed to an artifact of reporting bias because they’re just more commonly used. That being said, the agents that have been most commonly associated with HBV reactivation are prednisone or other steroids, anthracyclines and then specifically rituximab, and as a general principle, the potency, a great potency of immunosuppression increases the risk of HBV reactivation. However, figuring out exactly what’s meant by potency of immunosuppression may be hard to discern. 
 
In terms of looking at the viral factors, having a detectable HBV DNA, and particularly if it’s above 5 log copies, that increases the risk of reactivation, and the risk is also elevated in those who are HBeAg positive, and as I mentioned before, reactivation is more common in men than in women.





Θεραπεία: Η προληπτική χρήση της λαμιβουτίνης 
μειώνει τον κίνδυνο υποτροπής της HBV λοίμωξης  

 HBsAg-positive patients with lymphoma treated with high-dose chemotherapy 
randomized to “preemptive” vs “on-demand” lamivudine 
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And this was probably the most important study to address this issue directly. This was a study done by George Lau’s group in Hong Kong where they looked at HBsAg positive patients with lymphoma who were treated with high-dose chemotherapy. And these patients were randomized to either receive so-called preemptive or on-demand lamivudine. What is meant by this is patients in the preemptive arm were given lamivudine at the time of starting chemotherapy, or just before, whereas patients in the on-demand strategy only received lamivudine if their ALT rose. 
 
What you see, although this is a relatively small study, you see that this Kaplan-Meier curve separates very early, and you can see that the risk of HBV-related hepatitis is significantly lower. In fact, they didn’t see any episodes in those patients who received preemptive lamivudine really showing the value of using this therapy, but importantly, using it before or starting it concomitantly with chemotherapy, rather than using it only when reactivation occurs.




Επιλογή αντιικής θεραπείας και τρόπος 
παρακολούθησης  

 Επιλογή θεραπείας –επίπεδα HBV DNA 

– HBV DNA < 2000 IU/mL: οποιαδήποτε θεραπεία 
(περιλαμβανομένης και της λαμιβουδίνης) 

– HBV DNA > 2000 IU/mL: θεραπεία 1ης γραμμής, entecavir ή  
tenofovir 

 Επιλογή θεραπείας και διάρκεια θεραπείας  

– > 12 μήνες: entecavir ή tenofovir (όπως στη Χρόνια Ηπατίτιδα Β) 

 HBV DNA ,ALT: κάθε 3 μήνες  

EASL. J Hepatol. 2009;50:227-242. Lok AS, et al. Hepatology. 2009;50:661-662. 
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So if you go through the EASL and AASLD guidelines, you get some ideas about what’s recommended in terms of the choice of antiviral therapy and how therapy should be monitored. Now, I’ve editorialized a little bit here because the guidelines don’t answer all of the questions. So in terms of the choice of therapy—this is at least somewhat affected by the baseline HBV DNA level—so if it’s lower-undetectable, the AASLD guidelines recommend using either lamivudine or telbivudine, and they don’t really define low, they say undetectable in the guidelines, the EASL guidelines. And I think most would accept that a level below 2000 IU is probably reasonable to use any antiviral agent, including lamivudine. For patients with higher levels of viremia, above 2000 IU, it’s advisable to use a more potent agent, either entecavir or tenofovir because of the lower risk of antiviral resistance. 
 
The choice of therapy is also somewhat affected by the duration of therapy, the chemotherapy that is, so patients that are to receive prolonged chemotherapy for greater than 12 months should have 1 of the more potent agents, entecavir or tenofovir, because of the risk of resistance. Whereas, patients that are getting shorter therapy, particularly those with low levels of virus, may get away with the less potent agents. Now, there aren’t any specific guidelines on monitoring, however, most people would recommend to monitor these patients as one would monitor any patients on antiviral therapy, with HBV DNA levels and ALT monitoring done every 3 months while on therapy. 




Χρονική στιγμή  (timing) αντιικής 
θεραπείας  
 Πότε πρέπει να αρχίζει? 

– Προ της έναρξης (2 εβδομάδες) ή τουλάχιστον μαζί με την χημειοθεραπεία 

– Δεν πρέπει να καθυστερεί την έναρξη της χημειοθεραπείας  

  Πότε πρέπει να διακόπτεται? 

– Αρχική μέτρηση HBV DNA > 2000 IU/mL: υπαρκτός κίνδυνος έξαρσης-
υποτροπής  ηπατίτιδας μετά την διακοπή της αντιικής αγωγής 

– Λήψη αντιικής αγωγής όπως και στη Χρόνια Ηπατίτιδα Β  

– Αρχική μέτρηση HBV DNA < 2000 IU/mL 

– Αντιική αγωγή 6-12 μήνες μετά την διακοπή της χημειοθεραπείας   

 Συνεχής ανά μήνα έλεγχος επιπέδων HBV DNA και ALT προς έγκαιρη εντόπιση 
υποτροπής της  ηπατίτιδας μετά την διακοπή της αντιικής αγωγής 

EASL. J Hepatol. 2009;50:227-242. Lok AS, et al. Hepatology. 2009;50:661-662. 
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Now importantly, the timing of antiviral therapy is critical. So as we pointed out from the Lau study and the Su study, starting therapy ideally before, or at least concomitantly with chemotherapy, is very important. However, that being said, it’s very important to make the point that there should not be a delay in the start of chemotherapy, and this is an issue because the testing and screening for hepatitis B may be done by oncologists who are less familiar with hepatitis B serology, and certainly less familiar with the antiviral agents. 
 
If they wait for a hepatology opinion and delay chemotherapy, this may worsen cancer outcomes, so it’s important to remember and to advise oncology colleagues that they can go ahead and start the chemotherapy, even if that means a slight delay in starting the antiviral therapy for hepatitis B. Most of the reactivations occur after the third cycle of chemotherapy, meaning that if there are a few days or even a couple of weeks of delay in starting the antiviral therapy, it’s likely okay—preferable to start earlier or before, but do not delay the chemotherapy.
 
Now, when to stop? This is, as I mentioned, a little bit of an unclear target but we just want to emphasize the fact that there is a risk of withdrawal flare. The risk of withdrawal flare is higher if there is a higher baseline HBV DNA, and for patients with a viral level at baseline that’s above 2000 IU, it’s probably appropriate to continue therapy as one would for chronic hepatitis B infection in general.
 
If they have a low baseline viral load, less than 2000 IU, continuing therapy for at least 6 and maybe up to 12 months after the end of chemotherapy is important, but at whatever time you stop it’s important to monitor the patients for withdrawal flares, and I would personally recommend doing HBV DNA levels and ALT levels at least monthly for the next few months after stopping the antiviral therapy to ensure a flare does not occur.
 




Ποιοι ανοσοκατασταλμένεοι ασθενείς θα 
πρέπει να ελέγχονται ? 
 Ενδείξεις  AASLD ατόμων υψηλού κινδύνου[1] 

– Μετανάστες   
– Ασία ,Αφρική, Μέση Ανατολή, Ανατολική Ευρώπη, Νότια και 

Κεντρική Αμερική, Καραϊβική ,Ιθαγενείς  

– Παιδιά μεταναστών  
– Άνδρες με σεξουαλική επαφή με άνδρες 
– HIV/HCV θετικοί ασθενείς  
– Ιστορικό χρήσης ουσιών, εγκλεισμού, ιδρυματοποιήση  
– Αιμοκάθαρση  

   
1. Lok AS, et al. Hepatology. 2009;50:661-662.  

2. Weinbaum CM, et al. MMWR Recomm Rep. 2008:57(RR-8):1-20. 
 3. Weinbaum CM, et al. Hepatology. 2009:49(suppl 5):S35-S44.  

4. EASL. J Hepatol. 2009;50:227-242. 
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However, the CDC and EASL recommend screening all patients prior to staring chemotherapy, and they make this case because of exactly the arguments that I made before, that many patients will not recognize that they’re infected with hepatitis B, they will be asymptomatic, and the cost of screening is low and there is effective therapy. I’ll show you some data to support the rationale for using this screen-all approach, rather than only screening high-risk individuals.




Ποιος είναι ο βέλτιστος τρόπος προληπτικού 
ελέγχου? 
 Ο έλεγχος των ατόμων υψηλού κινδύνου προϋποθέτει την αναγνώριση 

αυτών των ατόμων 

 Ο έλεγχος όλων των ατόμων είναι περισσότερο εφικτός αλλά και 
οικονομικά αποδοτικότερος  

 Έλεγχος HBsAg όλων των ασθενών 

 Έλεγχος HBV DNA μόνο στους HBsAg-θετικούς ασθενείς  

 Ο ρόλος του anti-HBc είναι ασαφής, οι συστάσεις από τις διάφορες 
επιστημονικές εταιρείες ποικίλουν: 

– EASL: HBsAg και anti-HBc[1] 

– AASLD: HBsAg  και  anti-HBc[2] 

– CDC: HBsAg, anti-HBc και anti-HBs[3] 

– ASCO:  HBsAg [4] 

1. EASL. J Hepatol. 2009;50:227-242. 2. Lok AS, et al. Hepatology. 2009;50:661-662. 3. Weinbaum CM, et al. Hepatology. 2009:49(suppl 5):S35-S44. 4. Artz AS, et al. J Clin Oncol. 2010;28:3199-3202. 
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So what’s the optimal screening strategy? Well, if you’re going to adopt screening high-risk individuals, this requires recognition of the high-risk population, which at least to date, I would argue, is not very well understood or recognized. Screening all patients is the most cost-effective, and it’s certainly the easiest to implement. HBsAg should be tested in all individuals, with follow-up HBV DNA in those that turn out to be positive. 
 
Now, the role of anti-HBc testing is a little bit less clear—the recommendations from the various guidelines are somewhat mixed. So if you look at EASL, they recommend HBsAg and anti-HBc, so does the AASLD; the CDC recommends both of those tests as well as anti-HBs, 
 
ASCO recommends considering HBsAg testing alone in high-risk populations. So you can see that there’s somewhat of a divergence of the appropriate screening strategy, and I would argue that it should be at least HBsAg testing, 
 




Σημασία της παρουσίας (μόνο) Anti-HBc 
θετικού  
 Ένδειξη έκθεσης στο HBV 

 Συνήθως παραμένει εφόρου ζωής με σταδιακή απώλεια με την 
πάροδο των χρόνων  

 Συχνά ψευδώς θετικά αποτελέσματα ειδικότερα σε περιοχές μη 
ενδημικές της νόσου   

 Απουσία θεραπευτικών αλγορίθμων  

 Κίνδυνοι επανενεργοποίησης 
– Μειωμένος κίνδυνος σε περιπτώσεις θεραπείας όγκων συμπαγών 

οργάνων  

– Επιλογή προληπτικής αγωγής έναντι HBV παρουσία κίρρωσης  

– Επιλογή προληπτικής αγωγής έναντι HBV εάν:  
– Θεραπεία με Rituximab 

– Μεταμόσχευση μυελού ή αρχέγονων κυττάρων  

Manzano-Alonso ML, et al. World J Gastroenterol. 2011;17:1531-1537. 
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So if we look at the significance of lone anti-HBc positive patients, this really opens up another can of worms. So generally, this marker indicates exposure to HBV, and in most people it will persist lifelong, but some people may lose antibody years after controlling infection. So in some individual having lone anti-HBc positivity, positivity may be a false-positive if there are truly no HBV risk factors, and the problem is that there are really no guidelines for management, and the reason that this is important is because this is much more common than people who are HBsAg positive. If you remember the initial figure we looked at, with the prevalence of hepatitis B globally, although 350 million people are HBsAg positive, over 2 billion have evidence of exposure to hepatitis B and will be anti-HBc positive. 
 
So what to do with this very large group of patients is an important question. And the fact that they do still have traces of HBV DNA in their liver means that they are still, at least theoretically, at risk for reactivation. So if we look at the risks, the risks are certainly lower for most standard solid tumor regimes because these people have very good immune control, and it takes very severe immunosuppression for reactivation to occur.
 
Some recommend considering preemptive HBV therapy if people have cirrhosis, because they really can’t afford a reactivation, and some consider preemptive hepatitis B therapy in the following scenarios, particularly with the use of rituximab and in patients receiving a bone marrow or stem cell transplant. 
 




Rituximab: ένα ξεχωριστό πρόβλημα  

 Μονοκλωνικό αντίσωμα έναντι  CD20 (δείκτης των          
Β-λεμφοκυττάρων ) 

 Μείωση των Β-κυττάρων και επιπέδων αντισωμάτων  

 Αυξανόμενη χρήση σε σχήματα  CHOP-R, EPOCH-R 

 Αυξημένος κίνδυνος υποτροπής της  HBV και σε ασθενής 
με αρνητικό HBsAg και θετικό ΗΒcAb 

 «Ανάστροφη» ορομετατροπή: επανεμφάνιση HBsAg σε 
ασθενείς με αρνητικό HBsAg λόγω απώλειας του 
ανοσολογικού ελέγχου  

Yeo W, et al. Hepatology. 2006;43:209-220.  
Papamichalis P, et al. Clin Res Hepatol Gastroenterol. 2012;36:84-93. 
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So why is that? Well, rituximab is a particular problem. This is a monoclonal antibody directed against CD20, which is a B cell marker, and so it reduces total B cell numbers and antibody levels. 
 
It’s increasingly being used as part of standard chemotherapy regimes, including CHOP-R and EPOCH-R, and what’s been shown is there’s an increased risk of HBV reactivation in HBsAg positive patients, but importantly there’s also been a fairly high rate of reactivation documented in people who are HBsAg negative and just anti-HBc positive. And this brings up the concept of so-called reverse seroconversion, which is the reappearance of HBsAg in people who were previously HBsAg negative due to a loss of immune control. 




Rituximab: υποτροπή HBV σε ασθενείς 
HBsAg-αρνητικούς και HBcAb θετικού 

 Patients with diffuse large B-cell lymphoma  

– HBsAg-negative, anti-HBc–positive individuals treated with 
CHOP or CHOP-R 

HBV ανάστροφη 
ορομετατροπή 

HBV-και 
 θάνατος 

Yeo W, et al. J Clin Oncol. 2009;27:605-611. 

Ο κίνδυνος υποτροπής είναι πολύ αυξημένος σε ασθενείς anti-HBc θετικούς  
υπό  rituximab  
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This study published by Yeo and colleagues in the Journal of Clinical Oncology in 2009 showed that this is not a trivial risk, so they looked at patients with diffuse large B cell lymphoma who were all HBsAg negative but anti-HBc positive at baseline, and were randomized to receive CHOP or CHOP with rituximab, so-called CHOP-R. And what you see, importantly in the patients randomized to CHOP, there were no cases of reverse seroconversion. So none of these people became HBsAg positive and that’s certainly reassuring. 
 
However, when you look in the population who received rituximab, almost a quarter of these patients went on to become HBsAg positive, and one of these patients went on to die from a severe HBV reactivation. So when you start thinking about these numbers in terms of the total number of people with anti-HBc positive in the population, this becomes a fairly daunting figure and an important issue. 




Αντιμετώπιση anti-HBc–θετικών ασθενών 
που πρέπει να λαμβάνουν Rituximab 

 Απουσία consensus, περιορισμένα διαθέσιμα στοιχεία  

 Επιλογές:  

– Έναρξη  αντιικής αγωγής προ της χημειοθεραπείας  

– Συχνή παρακολούθηση του HBV DNA και έναρξη αντιικής 
αγωγής σε περίπτωση θετικού αποτελέσματος   (μήνας?) 

– Συχνή παρακολούθηση του HBsAg και έναρξη αντιικής 
αγωγής σε περίπτωση θετικού αποτελέσματος (μήνας?) 

– Συνδυασμένη παρακολούθηση:  HBsAg και HBV DNA 
(μήνας?) 
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So the question is: How do you manage patients who are anti-HBc positive receiving rituximab? And to date there is no clear consensus, and that’s partially because there are relatively limited data. The options are start antiviral therapy before chemotherapy, follow the HBV DNA closely on chemotherapy and treat patients if the HBV DNA becomes positive, follow HBsAg closely on chemotherapy and start patients on therapy if they become HBsAg positive, or a combination of 2 and 3, following HBsAg and HBV DNA. 




Υποτροπή HBV:  άλλοι παράγοντες 

 Βιολογικοί παράγοντες – ανοσοτροποποιητικοί παράγοντες   

– Ρευματολογία (ΣΕΛ,ΡΑ,Αγγειίτιδες) 

– Δερματολογία (psoriasis, pemphigus) 

– Γαστρεντερολογία  (ΙΦΝΕ,ΑΙΗ) 

 Απουσία consensus  
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So in other fields this is occurring because of the increasing use of biologics and immunomodulatory therapies, particularly in the rheumatology arena, with patients with lupus, rheumatoid arthritis or vasculitis, those with dermatologic diseases like psoriasis or pemphigus, and even in our own gastroenterology field patients with inflammatory bowel disease or autoimmune hepatitis. 
 
The data on the incidents in the management of HBV reactivation outside of oncology are very limited and really limited to case reports only. So, we don’t really know how frequently this happens, but all of us, or many of us have seen cases of reactivation in the literature; it’s peppered with a number of case reports. 




Αναφερόμενοι παράγοντες 
επανενργοποίησης της HBV λοίμωξης  

Roche B, et al. Liver Int. 2011;31(suppl 1):104-110.   

Ανοσοτροποποιητική  
θεραπεία 

Anti-TNF 
 (infliximab, adalimumab,  

etanercept) 

Antimetabolite 
(methotrexate) 

Purine Analogues 
(azathioprine/6mp)  

Steroids 
(prednisone, budesonide)  

Άλλοι  
(rituximab, cyclosporine)   
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If you look at the agents that have been reported to cause HBV reactivation in the nononcology setting, probably the most number of reports are with anti-TNF agents, infliximab, adalimumab and etanercept. It’s also been reported with antimetabolites like methotrexate, less commonly with purine analogs like azathioprine and 6-MP, with long-term steroid use, prednisone and maybe even budesonide. And then as I’ve mentioned with rituximab, which is now also being used outside of the oncology arena, as well as with cyclosporine.




Προσοχή στη υποτροπή μετά την  
διακοπή της αντιικής αγωγής 

Συνοπτική αντιμετώπιση  

HBsAg+ 
HBsAg-,  
anti-HBc+ 

HBV DNA HBV DNA 

LAM x 6-12 
μήνες μετά την 
χημειοθεραπεία 

ETV/TDF όπως 
στη ΧΗΒ 

θετικό 

Θετικό  Αρνητικό  

HBsAg ανά μήνα 
HBV DNA ανά 3 μήνες  

6-12 μήνες μετά την  
χημειοθεραπεία 

< 2000 IU/mL ≥ 2000 IU/mL 

Έλεγχος όλων των ασθενών 
HBsAg 

Anti-HBc 
Anti-HBs 
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So if we think of an overall strategy, that likely applies both in the oncology and in the nononcology setting, it is that patients scheduled for immunosuppressive therapy should all be screened. Again, some discussion about which screening test to do at the minimum HBsAg, and probably for patients in the nononcology setting, it’s important to also screen for anti-HBc as well as for anti-HBs. 
 
Those that are HBsAg positive, their HBV DNA should be measured. If it’s less than 2000 IU/mL these patients are probably safe to receive lamivudine for the duration, and then 6-12 months after the end of their immunosuppressive therapy. For those with a viral load above 2000 IU they should use a more potent agent of either entecavir or tenofovir, and use standard HBV endpoints to determine when to stop therapy. 
 
Importantly, whether patients receive lamivudine or the more potent agents, it’s critical to watch these patients for withdrawal flares when these drugs are stopped. For patients who are HBsAg negative but anti-HBc positive, in the nononcology setting, I think it’s certainly reasonable until we have more data, to recommend screening these patients for HBV DNA. If it’s positive, I would refer back to that level of positivity to determine which agents and the duration of therapy to be used.
 
For those who are HBV DNA negative but are still anti-HBc positive, the exact strategy for monitoring these patients is unknown. What I would recommend is to test the HBsAg monthly—this is an inexpensive test—and to follow the HBV DNA every 3 months, until at least 6-12 months after therapy. If it becomes positive, refer to the other side of the graph.
 
Now, the only caveats I would make to this strategy is if there is a concern about monitoring, either compliance or the ability to get monitoring done. I would err on the side of treatment; similarly, in patients who have significant liver disease, one would probably err on the side of treatment. And the higher risk individuals, those who are anti-HBs negative, and particularly older men, one might consider up front therapy even if the HBV DNA is undetectable.
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