
For now, do not stop NUCs
PHC 2019

 R. PARANÁ 
Federal University of Bahia, Brazil

HUPES-University Hospital
Gastro-Hepatology Unit

http://www.ufba.br/


Disclosure

PI: Clinical Trials
-ABBVIE
-INTERCEPT
-GILEAD
-Novartis
-BMS

Speaker: Zambon

CNPq-Brasilian Agency of  Research



Are there reasons to stop NUCs ?

No
• High Genetic Barriers
• Good Efficacy
• Good Tolerance
• Generic brings lower price 

(accessibility)
• No need to check Fibrosis 

stage
• Lower risk of HCC and 

decompensation
• Low HBsAg Clearance rate

Yes
• Resistence in Non-TDF 

therapy
• Cost
• Potential AE (Bone and 

Kidney)
• Putative CD8 immune 

response restauration
• Adherance
• Long term therapy and 

additional benefits are not 
well defined



•Evidence against treatment discontinuation in 
three patient populations: 

- HBeAg-positive patients

- HBeAg-negative patients 

- HBeAg-positive or negative patients with cirrhosis

Hepatitis B: 
Why should we stop NUCs ?



Clinical Event Risk

Decompensation 0.8% (2/243)

Jaundice 2.5% (6/243)

Death 0.4% (1/243)

Clinical Event Risk

Severe flares 16.2% (15/94)

Decompensation 8.2% (8/94)

Death 1.1% (1/94)

Safety of NA discontinuation in patients with cirrhosis 

Meta-analysis

Papatheodoridis et al. Hepatology 2016;63:1481-1492

APASL stopping rule for HBeAg neg cirrhotic patients 

Chang et al. Clin Gastroenterol Hepatol 2015;13:979-986



ALEH/
SBH

Consolidated 
AgHbe seroconersion
Normal ALT
Undetetable HBV-DNA HBsAg Loss + HBV-DNA 

Undetetable for 12 mo
Not recommended



Estrategy Category Nota 

Term therapy Cirrhotics Keep

Descontinuation No cirrhosis APRI < 2

close Follow up 
reactivation

HBeAg sueroconversion 1 year of consolidation 
HBeAg /anti HBe

ALT  persistently  normal 
 and HBV DNA 
persistently 
undetectable

HBsAg  loss HBV-DNA undetectable
 Reliable Lab test

retreatment Reactivation ALT / HBV DNA

WHO HBV Guideline : Stop 
treatment

                 http://www.who.int/hiv/pub/hepatitis/hepatitis-b-guidelines/en/



Prevalence of HBV infection (HBsAg) in the general 
population by WHO region

WHO GLOBAL HEPATITIS REPORT, 2017

Low-income countries  limited 
availability of  TESTING

Fibrosis evaluation or nucleic acid tests, 
required to make treatment decisions, 

are not easily available or too expensive

Underestimated

Adapted from Gadano



NUCs Discontinuation 
in HBeAg positive 
patients















Stopping TDF After Long-Term Virologic 
Suppression in HBeAg-Negative CHB:  Week 48 
Interim Results From an Ongoing Randomized, 
Controlled Trial (“FINITE CHB”)Study Design

17

TDF-Continue   N=21

TDF-Stop  N=21

Primary endpoint:
HBsAg loss by Week 144

Wk 0 Wk 48 Wk 144
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CHB patients 
•HBeAg-negative
•≥4 years TDF therapy

Berg T et al.  2017



TDF Cessation  
HBsAg loss, HBV DNA, ALT, TDF-Restart in 21 Patients

18Berg T et al. EASL 2015



Study weekness

Randomized Trial, but not enough 
to define recommendations

Small number of patients

Retreatment criteria  

Most Gen D



TDF Cessation after 8 years of 
therapy

20

under therapy or
 lost to FU n=301

Completed ≥8 years of study treatment, n=410

Studies 102 and 103, N=641

 Completed 24-week TFFU, n=41

Entered Treatment Free Follow-up (TFFU), n=109
Study 102 (n=81)
Study 103 (n=28; 12 HBeAg positive) 

Buti M et al.AASLD 2015.

 Did not complete 24-week 
TFFU n=68



Week 24 HBV DNA and ALT
24-week TFFU Completers (n=41)

HBeAg Negative (n=37)HBeAg Positive (n=4)

n=11 (27%)
HBV DNA <2000 IU/mL 
ALT <ULN

n=14 (34%)
HBV DNA <2000 IU/mL 
ALT >ULN

n=5 (12%)
HBV DNA >2000 IU/mL 
ALT <ULN

n=13 (32%)
HBV DNA >2000 IU/mL 
ALT >ULN

3  Patients with HBsAg loss
Buti M et al.AASLD 2015.



Predictors of HBV DNA <2000 
IU/mL 

24-week TFFU Completers (n=41)

• p >0.2 in univariate and not included in multivariate: race, gender, last on-treatment BMI and HBV DNA, cirrhosis status at 
baseline or Week 240, baseline HBsAg level 

22Buti M et al.AASLD 2015.



STOP: Nucleos(t)ide Analogue 
Cessation in 

HBeAg-Negative Patients With CHB
• Prospective, randomized, controlled, open-label phase 

IV trial
– 97% Asian

HBeAg-negative patients with CHB 
and virologic suppression,* ETV or 

TDF ≥ 12 mos, HBsAg+ ≥ 6 mos; no 
HCV or HIV coinfection, 

decompensated cirrhosis
(N = 67)

Discontinue NA Therapy 
(n = 45)

Continue NA Therapy 
(n = 22)

Liem. AASLD 2018. Abstr 268.

Wk 
72

*If HBeAg+ at NA start, HBeAg seroconversion + undetectable HBV DNA ≥ 12 mos; if 
HBeAg-, undetectable HBV DNA ≥ 36 mos.

 Primary endpoint: HBV DNA < 2000 IU/mL at 
Wk 48Patients retreated for HBeAg seroreversion, HBV DNA > 2000 IU/mL + (ALT > 5 x ULN at 2 consecutive visits or > 15 

x ULN at any visit), or HBV DNA > 20,000 IU/mL at 2 consecutive visits; ALT ULN: 40 IU/mL.



Limited Sustained Response and Lack of HBsAg Decline after Stopping Long‐
Term Nucleos(t)Ide Analogue Therapy in Hbeag Negative Patients with Chronic 
Hepatitis B: Results of a Prospective, Randomized, Open‐Label Phase IV Trial

Liem et al abs 286 AASLD 2018



Retrospective study
Treatment with
LAM
ADV
ETV
TDF



Risks of Stopping NUCs
• Viral Relapse
• ALT flare
• Clinical relapse, defined by ALT 

elevation and Viral relapse
• Hepatic Decompensation
• Unknown impact on HCC incidence?





Which is the CO velue of HBsAg to predict sustained viral supression?

Not Available in many countries



How about qHBsAg as a tool for 
stopping NUCs in HBeAg negative 

patients ?
Study n qHBsAg 

cutoff
Sensitivity Specificit

y
AURO

C

Chen 105 <117 IU/ml 95% 76% 0.91

Chan 53 <100 IU/ml 78% 96% 0.91

Hadziyanni
s

39 <1000 IU/ml ? ? ?

1Chen et al, J Hepatol 2014;61:515-22, 2Chan et al, Antivir Ther 2011;16:1249-57, 3Hadziyannis et al, Gastroenterol 2012;143:629-36 

How low ?
How long?

 Still not ready for decision 
making…



Predictors of Relapse After NA Cessation 
in CHB

• Unmet need for biomarkers to assess risk of treatment 
withdrawal
– Data from multiple small prospective studies support use 

of HBcrAg and/or HBsAg to predict risk of relapse

1. Hsu. AASLD 2018. Abstr 397. 2. Papatheodoridi. AASLD 2018. Abstr 408. 3. Seto. AASLD 2018. Abstr 417. 4. 
Carey. AASLD 2018. Abstr 530.

Prospective 
Study

Findings

(N = 135)[1]

 HBcrAg, HBsAg independently predict off-treatment clinical 
relapse, can be combined with age, ALT, and TDF use in novel 
risk score

DARING-B (N = 
60)[2] 

 HBsAg loss associated with lower levels of HBsAg at ETV/TDF 
d/c 

 HBcrAg levels at d/c, 1 mo before retreatment predict 
probability of retreatment 

(N = 103)[3]

 Significantly lower HBV reactivation rate in patients with BL 
HBsAg ≤ vs > 10 IU/mL

 Lower BL HBcrAg level associated with reduced HBV 
reactivation rate in patients with BL HBsAg > 20 IU/mL

(N = 15)[4] 
 HBcrAg or pregenomic HBV RNA at TDF d/c may predict 

significant ALT flares necessitating retreatment



CONCLUSIONS (I)

1. Stopping NUCs may be beneficial in some  well 
selected non cirrhotic patients, mainly HBeAg + ones, 
but it is  not clearly known the predictors of VR, so 
far

2. There are no consensus on stopping NUCs among all 
Associations (EASL/ALEH/AASLD/APASL)

3. There are no good predictors of HBs Ag clearance

4.  kinetic of HBV DNA relapse seems to be  different : 
faster after Tenofovir (> 70 % wk 12) but slower with 
Entecavir (< 10 % wk 12)



CONCLUSIONS (II)

Stopping NUCs during the treatment 
of chronic hepatitis B should be 
avoided until we are aware about the 
predictors of response. In addtion,  
more  randomized trials with a larger 
number of patients with different 
genotypes, including   asian and 
non-Asian patients and 
differentiating patients using ETV 
and TDF,  are needed



Take home message

We have many things to stop before we 
worry about stopping NUCs:
•Relapse of Fascism
•The commercial war
•European separatist movements
•The Brexit
•The wall USA / Mexico
•Corruption in Latin America
•The racism
•Religious intolerance

But, please, do not stop NUCs, so far



OBRIGADO
THANK YOU

MERCI

Salvador, Bahia

Amazonia
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