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IndicacOes do tratamenta EASL
Hepatite CronicaHBeAgpositivo ouHBeAgnegativo

A Niveis séricos deBV DNA (> 2.000 Ul/ml)
A Niveis séricosde [ ¢ 0 vU

A Necroinflamac&o ou fibrose moderada do figado

EASL 2017 Clinical Practice Guidelines



Indicacoegdo tratamento - AASLD

A HBsAg-positive
HBeAg-positive Tratar
ALT <SULN* ~———{ ALT >ULN but <2XULN* ALT 22XULN*

e HBV DNA >20,000 1U/mL HBV DNA >20,000 1U/mL
- N HBV DNA >20,000 IU/mL

Note: HBV DNA 2000-20,000 IU/mL
Naotratar may represent seroconversion, so HBV DNA 2000-20,000 IU/mL
monitor every 1-3 months and if may represent seroconversion,
persists for >6 months, treat __, So monitor every 1-3 months and
if persists for >6 months, treat

Terraultet al 2018



IndicacOoesdo tratamento - AASLD

B HBsAg-positive
HBeAg-negative
ALT <ULN* ~{ ALT >ULN but <2XULN* et ALT 22XULN*
HBV DNA 22000 IU/mL ‘+—+ HBV DNA 22000 IU/mL
{
HBV DNA <2000 IU/mL - HBV DNA <2000 IU/mL l;

HBV DNA <2000 IU/mL

Terraultet al 2018



IndicacOes da terapia

I Pacientes commfeccao HBV cronica HBeAqg positiva ou negatiPodem
ser tratados se:

A histéria familiar deCH®u cirrose

A manifestacées extrhepaticas

A > 30 anos de idad@gndependentemente da gravidade das lesdes
histologicas do figaddha infeccao HBV crénica HBeAqg positiva)

EASL 2017 Clinical Practice Guidelines Terraultet al 2018



IndicacOes da terapia

A Cirrose compensada ou descompensada com qualquer nivel
de HBVDNA e de ALT

A HBV DNA > 20.000 Ul / ml e ALT > 2x VN

I iniciar o tratamento independentemente do estagio de fibrose

EASL 2017 Clinical Practice Guidelines Terraultet al 2018



Objetivo Ideal da Terapia:

A Perda doAgHBs

I Associada a remissao completa e definitiva da atividade da hepatite
cronica B (cura funcional)

J Viral Hepat. 2012 Mar;19(3):220-6

. . J Viral Hepat. 2010 Jan;17(1):16-22
I Beneficios a longo prazo

i Dificil de alcancar com as terapias atuais

I Todavia VHB né&o pode ser completamente erradicadoDNA
Cell. 1986 Nov 7;47(3):4%D.



Objetivo Realistico com as drogas atuais

A HepatiteHBeAd.J2 8 A U A Ol O U A L2 aa
I Perda daHBeAg

I SoroconversablBeAg

I Supresséao duradoura do HBV DNA para niveis baixos ou
iIndetectaveis



Objetivo Realistico com as drogas atuais

A HepatiteHBeAgy S3 I O A G OSUALIZ2 AY

I Supressao duradoura do HBV DNA para niveis baixos ou
iIndetectaveis



Objetivo Final da Terapia

A Melhora da sobrevida
A Melhora da qualidade de vida
A Cessacio da progressio da doenca

A EvitacAado desenvolvimento do HCC




OpcoOes Terapéuticas para a hepatite cronica B

Mono-infeccao pelo HBV
A Entecavirn(ETV)
A Tenofovir (TDF)

A Tenofoviralafenamide(TAF)
A Peginterferonalfa-2a

A Peginterferonalfa-2b
A

A
A
A




Incidéncia cumulativa de resisténcia ao Vid&ra lamivudina (LAM), adefovir (ADV),

entecavir (ETV), telbivudina (TBV), tenofovir (TDF) e tenofovir alafenamida (TAF
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Accepted Manuscript

Research Article

Identification of a quadruple mutation that confers tenofovir resistance in chron-

ic hepatitis B patients

Eun-Sook Park, Ah Ram Lee, Doo Hyun Kim, Jeong-Hoon Lee, Jeong-Ju Yoo,
Sung Hyun Ahn, Heewoo Sim, Soree Park, Hong Seok Kang, Juhee Won, Yea
Na Ha, Gu-Choul Shin, So Young Kwon, Yong Kwang Park, Byeong-Sun Choi,
Yun Bin Lee, Nakcheol Jeong, Yohan An, Young Seok Ju, Su Jong Yu, Hee
Bok Chae, Kyung-Sang Yu, Yoon Jun Kim, Jung-Hwan Yoon, Fabien Zoulim,
Kyun-Hwan Kim
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Resultados

A 2 pacientes com resisténcia ao TDF

A 5 mutacdes frequentes rtS106GC], rtH126YY], rtD134BE],
rtM2041/V, e rtL269]l])

A CYE! resisténcia ao TDV

Park ES et al



Results of main studies for the treatment ¢iBeAgpositive
chronic hepatitis Bg Terraultet al HBV Guidance 2018
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Results of main studies for the treatment ¢iBeAgnegative
chronic hepatitis B¢ Terraultet al HBV Guidance 2018
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Biochemical andrirologic response totenofovir disoproxil fumarate at year 7 (week 336
(openlabel phase) ButiM et alDig Dis Sci (2015) 60:143464

HBeAg-negative® HBeAg-positive”

HBV DNA < 69 IU/mL [% (n/N)]

LTE-TDF 77.3 (269/348) 60.3 (149/247)

On treatment” 99.3 (271/273) 99.4 (159/160)
HBV DNA < 29 IU/mL [% (n/N)]

LTE-TDF 77.1 (269/349) 60.3 (149/247)

On treatment” 99.3 (271/273) 99.4 (139/160)
ALT normalization [% (n/N)]

LTE-TDF 64.6 (210/325) 46.9 (113/241)

On treatment? 83.5 (213/255) 74.2 (115/135)
HBeAg loss [% (n/N)] — 54.5 (84/154)

HBeAg seroconversion [% (n/N)] - 39.6 (61/154)
HBsAg loss [K-M % (95 % CI)] — 11.8 (8.1, 16.9)

HBsAg seroconversion [K-M % (95 % CI)] - 0.7 (6.4, 14.6)




96 weeks treatment of TAF vs TDF for hepatitis B virus infection
Table 2. Efficacy outcomes at week 96

— ; TAF 25 mg TDF
HBeAgpositive patients (n=581) 300 mg Prospective,

n=292) randomized,
HBV DNA <29 IU/ml 423 (73%) 218 (75%) doubled blinded
HBeAg loss, n/N (%) 123/565 (22%) 51/285 (18%)
HBeAg seroconversion, 99/565 (18%) 35/285 (12%)
n/N (%)
HBsAg loss, n/N {%}' 7/576 (1%) 4/288 (1%)
HBsAg seroconversion, 6/576 (1%) 0
n/N (%)’
Normalized ALT by 405/537 (75%) 181/268 (68%)
Central Lab

Normal Range, n/N (%)’ Buti et al. J. Hepatol. 2018, 68, 67&81



96 weeks treatment of TAF vs TDF for hepatitis B virus infection
Table 2. Efficacy outcomes at week 96

: : TAF 25 mg TDF
HBeAgnegative patients @ 300 mg
(n = 140)

HBV DNA <29 IU/ml 257 (90%) 127 (91%)

HBeAg loss, n/N (%) — —

HBeAg seroconversion, - .

n/N (%)

HBsAg loss, n/N (%) 1/281 (<1%) 0|
HBsAg seroconversion, 1/281 (<1%) 0
n/N (%)’

Normalized ALT by 191/236 (81%) 86/121 (71%)

Central Lab

Normal Range, n/N (%)’
Buti et al. J. Hepatol. 2018, 68, 6q&81



LBO-03

Tenofovir treatment has lower risk of hepatocellular carcinoma

than entecavir treatment in patients with chronic hepatitis B

Terry CF Yip', Vincent Wai-Sun Wong', Yee-Kit Tse!, Henry Chan',

Grace Lai-Hung Wong'. "THong Kong, Department of Medicine and

Therapeutics, Hong Kong, Hong Kong
Email: wonglaihung@cuhk.edu.hk

SUPPLEMENT N*1S VOL. 70 April 2019 ELSEVIER

JOURNAL
OF HEPATOLOGY
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Journal of Hepatology 2019 vol. 70 | e81-e132

LBO-03
Tenofovir has lower risk of carcinoma
than entecavir treatment in patients with chronic hepatitis B
Terry CF Yip!, Vince nt Wai-Sun Wong", Yee-Kit Tse', Henry Chan',
Grace Lai-Hung Wong'. ' Hong Kong. Department of Medicine and
Therapeutics, Hong Kong. Hong Kong
Email: wonglaihu ng@cuhk edu.hk

d (TDF) and
entecavir (ETV) have potent antiviral effect on he patitis B virus, and
are recommended as the first-line treatment for chronic hepatitis B
(CHB). A recent study suggested that patients who received TDF
treatment have lower risk of hepatoce llular cardnoma (HCC) than
those received ETV. We aimed to compare TDF and ETV on the risk of
HCC in a territory-wide cohort of CHB patients.
Method: C dul initi by ETV
or TOF for at least 6 months between January 2008 and December
2018 was identified using the Clinical Data Analysis and Reporting
System that captures in-patient and out-patient data of all public
hospitalls and clinics in Hong Kong. Patients who had cancers or liver
transplantation before or within the first 6 months of treatment were
excluded. Missing data were replaced by multiple imputation (MI) by
chained equations to create 20 complete data sets after 10 iterations
Propensity score (PS) weighting was used after Ml to balance the
baseline clinical characteristics between two treatment groups; PS
included all covariates in the multivariable analysis (Table), serum
creatinine, and therapy. Fine-Gi
to adjust for competing risk of death,
Results: 20,123 CHB patients were identified. Their mean age was
53.7 # 13.3years, 18,492 (63.5%) were male; 1,227 (4.2%)and 27,896
(95.8%) first received TDF and ETV, respectively At a median
(interquartile range) follow-up of 3.3 (1.6-50) years, 9 (07%) TDF-
treated and 1,468 (5.3%) ETV-treated patients developed HCC. The 5-
year cumulative incidence (95% confidence interval [C1]) of HCC in
ETV and TDF-treated patients was 7.5% (71%-7.9%) and 13% (0.6%

TDF I

Of HCC than ETV use before (adjusted hazard ratio [aHR] 0.46, 95% C1
023-091,p - 0.027) and after multiple imputation, with (weight
HR 0.40, 95% C1 0.18-0.86, p =0.019) and without (aHR 034, 95% C1
0.18-0.66, p = 0.001) PS weighting (Table .

Conclusion: TDF treatment is associated with a lower risk of HCC
than ETV treatmentin a territory-wide cohort of CHB patients.




Risk of HCC With TDF vs ETV: Study Design

A Large database covering public hospitals and clinics in Hong Kong

i Eligibility: Chinese adults with CHB receiviilif- or ETV between January 2008 and June
2018

I Exclusion criteriaHBV treatment duration < 6 mpprior peglFN or other NAs (eg, 3TC,
adefovir,telbivuding

A N =29,350 include¢in = 1,309 TD¥sn = 28,041 ET{HCC cases: 8 vs 1386,
respectively)

I Overall: 64% male, 31% HBeAg positive, 13% cirrhosis

Yip. EASL 2019. AbstrQR Slide creditclinicaloptions.com



http://www.clinicaloptions.com/

Risk of HCC With TDF vs ETYr® umulative Incidence

5-Yr Cumulative HCC Risk With TDE VS ET

SHR (95% CI)  PValue
Multivariate 0.32 (0.160.65) .002

TDF ETV

HCC, % (95% CI) Analysis

Univariate* 1.1(0.52.3) 7.0(6.67.3)

*P<.001
"Adjusted for HBV DNA suppression, ALT
normalization (< 35 U/L for males, < 25 U/L for
females) at Yr 1.

Yip. EASL 2019. AbstrQR Slide creditclinicaloptions.com
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Fig. 3. Changes in bone mineral density.
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Fig. 4. Median change from baselineatFR CockcroftGault).
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IndicacOes para selecion®&TV ou TABobre TDF

|dade > 60 anos
Doenca 6ssea

A Uso de esterdides cronicos ou uso de outros medicamentos que pioram a
densidadeossea

A Historia de fratura por fragilidade
A Osteoporose

A eGFR <60 ml/ min/1,73 m2
A Albumindria > 30 mg / 24 h ou proteintria de moderada
A Fosfato baixo (< 2,5 mg / dl)

A Hemodialise
EASL 2017 Clinical Practice Guidelines



Monitorar terapia

A Com exames laboratoriais a cada 3 a 6 meses
A Funcéo renal

A HBV DNA a cada 6 a 12 meses (no primeiro ano de
terapia pode ser mais frequente)



Quando parar a terapia oral Hepatite cronicaHBeAgpositiva

A ApoOs a perda confirmada déBsAg
I com ou sensoroconversa@anti-HBs

A N3o cirréticos com soroconversdo do HBeAg e HBV DNA indete
i ApOs 12 meses de terapia de consolidacéao.

A Sesororeversd@araHBeAmpods cessacio da terapia:
I Considerar perseguir perda tHBsAg



Quando parar a terapia oral Hepatite cronicaHBeAgnegativa

A ApOs a perda confirmada déBsAg
I com ou sensoroconversa@anti-HBs



PEG IFN

A Pode ser considerado opc¢ao terapéutica inicial

I Fibrose leve a moderada
i Cirréticos compensados sem hipertensao portal*

I Duracao padrao da terapia = 48 semanas



Preditoresde resposta derapia cominterferons
Hepatite cronicaAgHBepositiva

A ANTES DA TERAPIA
i HBVDNA < 2x8QI / ml

|
I ALT >2 a5x VN
|
|

i Genotiposdo VHB (A e Bs(D e C)
I Atividadenabiopsia hepatica (pelo menos2)



Preditoresde resposta derapia cominterferons
Hepatite cronicaAgHBepositiva

A DURANTE A TERAPIA

HBeAg-positive CHB
. I .
{ ! | Y
Genotype A B Cc D
} ! ! !
m Stop if HBsAg No decline >20,000 >20,000 No decline
| | | |
m Stop if HBsAg >20,000 >20,000 >20,000 >20,000

EASL Guidelines 201



Preditoresde resposta derapia cominterferons
Hepatite cronicaAgHBenegativa

A ANTES DA TERAPIA

I ALT elevada

il .+ 5b! olalt Q@
I iIdade mais jovem
|
|

I sexo feminino
i genotipo do VHB (B ou C > genotipo D)



Preditoresde resposta derapia cominterferons
Hepatite cronicaAgHBenegativa

A DURANTE A TERAPIA

HBsAg levels

L HBV DNA levels

HBeAg-negative CHB

(genotype D)
I
Any decline No decline
{ l 3
>2 log decline <2 log decline
' ) }
Continue Continue Stop

EASL Guideline 201



Distribuicao dos genotipos e subtipos do VHB lmepatite agudaB ¢ SalvadorBahia
Lyra et al LlinGastroenterol2005
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Distribution of hepatitis B virus genotypes among patients with chronic infection

Ribeiro NR, Campos GS, Angelo AL, Braga EL, Santana N, Gomes MM, Pinho JR, De Carvalho WA, Lyra LG, Lyra AC. Liv Int 2006.

N= 76 pacientes

Genotipo A Genoétipo B Genotipo F



Osguidelinesna vida real da hepatite B...

A Ainda assim usamos muito pouco PIES!



Osguidelinesna vida real da hepatite B...

A Atualmente somente dispomos d@nofovir
como droga oral






