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1 Scope and selection approach

The revision search addressed functional cure of chronic hepatitis B, treatments and
safety, serum biomarkers, prediction models, outcomes after HBsAg loss, regional
applicability and society guidance. This is a structured narrative review with
purposive source selection. The PubMed publication-date range was 1 January 2000
to 14 September 2026. No language or human-study database filter was imposed;
English-language availability was considered during selection. The Cochrane review

search used no date filter; dates and relevance were checked at record level.

Pivotal randomized comparisons, direct model validations, negative studies, serious
harms and current guidance were prioritized for abstract and accessible primary-
source appraisal. Selected foundational studies and the existing bibliography
supplied context. Potentially relevant but nonprioritized records are identified as
such in the ledger; they are not classified as full-text exclusions. The review does not
claim exhaustive model coverage, duplicate independent screening or a formal

systematic-review flow.

The accompanying 126695-Revision-Search-Records.zip contains exact query
metadata, retrieved identifiers and titles, duplicate matching,

screening/ prioritization decisions, bibliography-route matching and a data
dictionary. Raw retrieval responses and accessible primary-source documents are

retained in the local research archive.

2 Sources and executed strategies

PubMed was searched through official NCBI E-utilities. Each query requested up to
10000 identifiers, more than the count for that query, with publication-date sorting.

All 6401 query hits were retrieved; overlapping hits represented 5233 distinct PMIDs.



The query translations, warnings and retrieval timestamps are in the accompanying

search metadata. Multiple query memberships were retained for each PMID.

QO01: Functional cure and antigen clearance (2219 records)

(("Hepatitis B, Chronic"[Mesh] OR "Hepatitis B virus"[Mesh] OR "hepatitis

B"[Title/ Abstract] OR HBV|[Title/ Abstract]) AND ("functional cure"[Title/ Abstract]
OR "HBsAg loss"[Title/ Abstract] OR "HBsAg seroclearance"[Title/ Abstract] OR
"HBsAg clearance"[Title/ Abstract] OR "surface antigen loss"[Title/ Abstract] OR
"surface antigen seroclearance"[Title/ Abstract])) AND ("2000/01/01"[Date -
Publication] : "2026/09/14"[Date - Publication])

QO02: Investigational curative therapies (398 records)

(("Hepatitis B, Chronic"[Mesh] OR "Hepatitis B virus"[Mesh] OR "hepatitis

B"[Title/ Abstract] OR HBV[Title/ Abstract]) AND (bepirovirsen[Title/ Abstract] OR
imdusiran|[Title/ Abstract] OR elebsiran[Title/ Abstract] OR

xalnesiran[Title/ Abstract] OR "JNJ-3989"[Title/ Abstract] OR "ARC-

520"[Title/ Abstract] OR bersacapavir[Title/ Abstract] OR vebicorvir[Title/ Abstract]
OR selgantolimod|[Title/ Abstract] OR "BRII-179"[Title/ Abstract] OR "REP
2139"[Title/ Abstract] OR "REP 2165"[Title/ Abstract] OR ((siRNA[Title/ Abstract] OR
"antisense oligonucleotide"[Title/ Abstract] OR "therapeutic vaccine"[Title/ Abstract]
OR "capsid assembly modulator"[Title/ Abstract]) AND (trial[Title/ Abstract] OR
patients[Title/ Abstract])))) AND ("2000/01/01"[Date - Publication] :
"2026/09/14"[Date - Publication])

QO03: Serum biomarkers and transcription (521 records)

(("Hepatitis B, Chronic"[Mesh] OR "Hepatitis B virus"[Mesh] OR "hepatitis

B"[Title/ Abstract] OR HBV|[Title/ Abstract]) AND (HBcrAg|Title/ Abstract] OR
"core-related antigen"[Title/ Abstract] OR "serum HBV RNA"[Title/ Abstract] OR
"circulating HBV RN A"[Title/ Abstract] OR "quantitative anti-HBc"[Title/ Abstract]
OR "quantitative antibody to hepatitis B core"[Title/ Abstract]) AND

(predict*[Title/ Abstract] OR biomarker*[Title/ Abstract] OR diagnos*[Title/ Abstract]
OR transcription[Title/ Abstract] OR treatment[Title/ Abstract] OR



genotype*[Title/ Abstract])) AND ("2000/01/01"[Date - Publication] :
"2026/09/14"[Date - Publication])

QO04: Prediction methods for treatment response (180 records)

(("Hepatitis B, Chronic"[Mesh] OR "Hepatitis B virus"[Mesh] OR "hepatitis

B"[Title/ Abstract] OR HBV[Title/ Abstract]) AND ("Machine Learning"[Mesh] OR
"machine learning"[Title/ Abstract] OR "artificial intelligence"[Title/ Abstract] OR
"deep learning"[Title/ Abstract] OR "prediction model"[Title/ Abstract] OR
"predictive model"[Title/ Abstract] OR nomogram*[Title/ Abstract]) AND
(cure[Title/ Abstract] OR HBsAg|[Title/ Abstract] OR "treatment

response"[Title/ Abstract] OR interferon[Title/ Abstract])) AND ("2000/01/01"[Date -
Publication] : "2026/09/14"[Date - Publication])

QO05: HCC and liver-related risk prediction (515 records)

(("Hepatitis B, Chronic"[Mesh] OR "Hepatitis B virus"[Mesh] OR "hepatitis
B"[Title/ Abstract] OR HBV[Title/ Abstract]) AND ("Carcinoma,
Hepatocellular'[Mesh] OR "hepatocellular carcinoma"[Title/ Abstract] OR
HCC][Title/ Abstract] OR "liver-related"[Title/ Abstract]) AND ("risk
score"[Title/ Abstract] OR "risk prediction"[Title/ Abstract] OR "prediction
model"[Title/ Abstract] OR "predictive model"[Title/ Abstract] OR PAGE-
B[Title/ Abstract] OR REACH-B[Title/ Abstract] OR aMAP|[Title/ Abstract] OR
PLAN-B|[Title/ Abstract])) AND ("2000/01/01"[Date - Publication] :
"2026/09/14"[Date - Publication])

QO06: Cancer and outcomes after antigen clearance (483 records)

(("Hepatitis B, Chronic"[Mesh] OR "Hepatitis B virus"[Mesh] OR "hepatitis

B"[Title/ Abstract] OR HBV[Title/ Abstract]) AND (seroclearance[Title/ Abstract] OR
"HBsAg loss"[Title/ Abstract] OR "HBsAg clearance"[Title/ Abstract] OR "surface
antigen loss"[Title/ Abstract]) AND ("hepatocellular carcinoma"[Title/ Abstract] OR
HCC([Title/ Abstract] OR surveillance[Title/ Abstract] OR mortality[Title/ Abstract]
OR decompensation[Title/ Abstract])) AND ("2000/01/01"[Date - Publication] :
"2026/09/14"[Date - Publication])



QO07: NA cessation and treatment harm (409 records)

(("Hepatitis B, Chronic"[Mesh] OR "Hepatitis B virus"[Mesh] OR "hepatitis

B"[Title/ Abstract] OR HBV[Title/ Abstract]) AND ("nucleos(t)ide"[Title/ Abstract]
OR nucleoside[Title/ Abstract] OR nucleotide[Title/ Abstract] OR

entecavir[Title/ Abstract] OR tenofovir[Title/ Abstract]) AND

(withdrawal[Title/ Abstract] OR cessation[Title/ Abstract] OR

discontinuation[Title/ Abstract] OR stopping[Title/ Abstract]) AND

(safety[Title/ Abstract] OR flare*[Title/ Abstract] OR decompensation|[Title/ Abstract]
OR death[Title/ Abstract] OR retreatment[Title/ Abstract] OR

randomized|[Title/ Abstract])) AND ("2000/01/01"[Date - Publication] :
"2026/09/14"[Date - Publication])

QO08: Guidelines, consensus and evidence syntheses (1551 records)

(("Hepatitis B, Chronic"[Mesh] OR "Hepatitis B virus"[Mesh] OR "hepatitis

B'"[Title/ Abstract] OR HBV[Title/ Abstract]) AND (Guideline[Publication Type] OR
Practice Guideline[Publication Type] OR "Meta-Analysis"[Publication Type] OR
"systematic review"[Title/ Abstract] OR guideline*[Title] OR consensus[Title]) AND
(cure[Title/ Abstract] OR HBsAg[Title/ Abstract] OR biomarker*[Title/ Abstract] OR
surveillance[Title/ Abstract] OR treatment|[Title/ Abstract] OR "risk
prediction"[Title/ Abstract])) AND ("2000/01/01"[Date - Publication] :
"2026/09/14"[Date - Publication])

Q09: Genotype and regional transportability (96 records)

(("Hepatitis B, Chronic"[Mesh] OR "Hepatitis B virus"[Mesh] OR "hepatitis

B"[Title/ Abstract] OR HBV|[Title/ Abstract]) AND ("genotype D"[Title/ Abstract] OR
"genotype E"[Title/ Abstract] OR Africa*[Title/ Abstract] OR Egypt*[Title/ Abstract])
AND (cure[Title/ Abstract] OR "HBsAg loss"[Title/ Abstract] OR
seroclearance[Title/ Abstract] OR HBcrAg|[Title/ Abstract] OR "risk

score"[Title/ Abstract] OR "prediction model"[Title/ Abstract] OR "machine
learning"[Title/ Abstract])) AND ("2000/01/01"[Date - Publication] :
"2026/09/14"[Date - Publication])



Q10: HCC surveillance society guidance (29 records)

(("hepatocellular carcinoma"[Title] OR HCC][Title]) AND (AASLDITitle] OR
EASL[Title] OR APASL|[Title]) AND (guideline*[Title] OR guidance[Title])) AND
("2000/01/01"[Date - Publication] : "2026/09/14"[Date - Publication])

Cochrane Database of Systematic Reviews

Platform: Cochrane Library. Search field: Title, Abstract, Keyword. Executed query:
("hepatitis B" OR HBV) AND ("functional cure" OR HBsAg OR seroclearance). No
interface filters were applied. Eight review records were read and manually
recorded from their visible primary pages. Five exact DOI matches overlapped
PubMed; three records were additional. The 2730 CENTRAL trial results displayed
by the same interface were not retrieved or screened and are outside the record-flow

totals.

Scopus retrieval attempt

The advanced document search returned 4281 results. The interface generated an all-
record CSV export, but the export file could not be downloaded. No Scopus record
export was obtained and no Scopus-only records were screened. The result count is

reported as a source-access audit, not included among retrieved or screened records.

TITLE-ABS-KEY ( "hepatitis B" OR HBV ) AND TITLE-ABS-KEY ( "functional cure"
OR "HBsAg loss" OR "HBsAg seroclearance" OR "HBsAg clearance" OR HBcrAg OR
bepirovirsen OR imdusiran OR elebsiran OR xalnesiran OR "machine learning" OR
PAGE-B OR REACH-B OR aMAP OR PLAN-B OR ( ( "hepatocellular carcinoma" OR
HCC ) AND ( "risk score" OR "risk prediction" OR "prediction model" ) ) ) AND
PUBYEAR > 1999 AND PUBYEAR < 2027

Embase was inaccessible through the available account. Web of Science and a
separate MEDLINE platform were not searched. These limits narrow database
coverage and may particularly affect conference, regional and non-PubMed evidence.
Earlier focused reference checks and exploratory terminology queries were not

pooled into the full-search retrieval counts.



3 Record accounting and appraisal

The 6401 PubMed query hits contained 1168 repeated PMID occurrences, leaving
5233 distinct PubMed records. Eight Cochrane review records contributed five cross-
source duplicates and three additional records. All 5236 distinct database titles were
considered. The title/abstract ledger records 134 PubMed abstracts actually
appraised during this broader search; 8 Cochrane abstracts were appraised, with
cross-source overlap retained explicitly. Remaining records have title/metadata

dispositions rather than inferred abstract or full-text decisions.

Bibliography checking separately considered the 44 references in the preceding
revision draft, of which 40 already occurred in the database set and 4 were
additional reference-route records. These references were checked as identified
source records rather than counted as newly screened database hits. The revised
bibliography contains 58 references. Citation selection is a narrative decision and is

not an estimate of the total number of eligible studies.

Deduplication used PMID first and DOI/title as identity checks. Distinct PubMed
records sharing a DOI were retained when they were separate letters, replies or
other reports. Normalized title matches were not merged automatically because
corrections, updates and separate reports can share titles. The duplicate ledger
preserves the five Cochrane-to-PubMed matches. Studies and their secondary

reports were not treated as independent randomized comparisons.

Appraisal examined study design, comparators, selected populations, outcome
definitions, denominators, treatment background, follow-up and adverse-event
windows. Model appraisal examined predictor availability at the decision time,
outcome events, missing data, development and validation, discrimination,
calibration and clinical thresholds. No formal risk-of-bias instrument, certainty score,
independent duplicate screening, re-analysis or quantitative pooling was undertaken.
Primary-access limitations, including unextracted PLAN-B-CURE validation

estimates and some assay thresholds, remain explicit in the tables.



4 Al-assisted work and evidence checks

The saved ledger states the stage actually reached for each record. ChatGPT (OpenAlL
ChatGPT 5.6) assisted with literature searching, language editing, grammatical
correction, and figure design. All Al-assisted content was reviewed and verified by
the author, who takes full responsibility for the integrity, accuracy, and originality of

the final work.

The update adds negative combination results and drug-induced liver injury
evidence, separates baseline PegIFN prognosis from comparative regimen allocation,
incorporates direct post-HBsAg-loss model validation, and distinguishes prospective
model-validation protocols from completed results. Society recommendations are
attributed individually where they differ. These additions refine the review without

converting it into a systematic review.

5 Reference verification register

Numbers match the revised manuscript. Original reference numbers are retained for
comparison with the submitted version; additions are marked new. All PMID/DOI

identities were checked against retrieved bibliographic records. Source existence was
checked separately from the support it provides for a numerical or clinical statement.

Journal publication years are used where final issue information is available.
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