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Background and aims: A reliable quantification of serum hepatitis D
virus (HDV) RNA is of paramount importance for a proper monitoring
of patients under antiviral therapy. This quality control study aimed ar
comparing the diagnostic performances of different quantitative HDV
RNA assays, used in clinical practice.

Method: Two HDV RNA sample panels were quantified at 29 Italian
labs by 6 commercial assays defined as #1 {RoboGene 2.0, N=9 labs),
#2 (Eurobio on In/BeGenius ELITech platform, N=7), #3 (Altona
RealStar, N = 5), #4 (Anatolia Bosphore, N = 3), #5 (Dia.Pro.Dia., N = 2),
#6 (Nuclear Laser Medicine, N= 1) and 2 in-house assays defined as
#7 (N=2). Panel A comprised 8 serial dilutions of WHO HDV
genatype 1 standard from 5 to 0.5 loglU/m], while Panel Bincluded 20
clinical serum samples with HDV RNA from 6 to 0.5 loglU/ml.
Participating labs quantified each dilution of Panel A and B9 and 5
times, respectively (3 independent runs). Panel A was used to define
assay sensitivity by estimating the 95%LOD (limit of detection). Panel
B was used to evaluate assay precision by calculating the intra-run
and inter-run coefficient of variation (CV). Lastly, the accuracy was
assessed by calculating the differences between expected and
observed values at each HDV RNA load for both Panels.

Results: By analysing Panel A, 95%LOD varied across the assays
highlighting different sensitivities. In particutar, #3 had the lowest
median 95%L0D (10 [min-max: 3-316] IU/ml), followed by #1 (31 [3-
316] 1U/ml), #6 (311U/ml) and #2 (100 [100-316] IU/ml). The
remaining 3 assays had a median 95%L0D ranging from 316 to
1000 1Ufml. Moreover, 5 assays showed a <0.5 loglU/ml difference
between expected and observed HDV-RNA values for all dilutions,
with #1 showing the best accuracy (Median [IQR]: 0.0 [-0.2-0.0]
loglU/ml). Conversely, for #5 and #6 these differences exceeded 0.5
loglU/mt (median [IQR]: -0.7 [~0.7-0.6] and —1.3 [~1.6-1.1] loglU/
ml), highlighting substantial HDV RNA underestimation. With Panel
B, different reproducibility levels were observed across the assays.
Indeed, #2 and #3 had a median intra-run CV <10% {median {IQR]:
8.0% [6.5%-11.2%] and 9.9% [6.8%-12.3%]) while assays #1, #4 and #7
showed a median intra-run CV from 10% to 15% and #5 and #6 of
18.9% and 26.2%. Inter-run CV depicted a similar scenario with the
highest reproducibility for #2 and #3. For samples with HDV RNA
<5.0loglU/ml, five assays exhibited a <0.5 loglU/ml difference
between expected and observed HDV RNA, Conversely, for HDV
RNA >5.0 loglU/ml, an underestimation >1 loglU/ml was observed for
most assays (N=3).

Conclusion: This study underlines different levels of sensitivities,
that could hamper the proper quantification of low level HDV RNA.
There is a need to improve the accuracy in HDV RNA guantification at
high viral load for most assays. These results should be carefully
considered for the proper monitoring of virological response to anti-
HDV drugs.
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Background and aims: Hepatitis Deita is considered the most severe
form of viral hepatitis, New therapeutic options are now available
and, in some countries, therapy prioritization is recommended. We
aimed to evaluate the real world outcomnes of HDV-infected patients
with mild or moderate fibrosis in order to identify risk factors for
fibrosis progression,

Methed: Multicenter international retrospective study of aduit
patients with active HDV infection (HDV-RNA+)} and absence of
advanced fibrosis at diagnosis. Baseline demographical, clinical and
virological variables were collected. Cirrhosis development and liver-
related events (decompensation, HCC) were recorded. Patients were
followed until last follow-up (FU) visit, liver transplantation (LT) or
death.

Results: The cohort included 170 adult patients with mild/moderate
fibrosis assessed histologically (45%) and/or non-invasively [rmedian
(IQR) age at first visit: 37 (31-45) years, males: 53%}. Most patients
were Caucasians (55%) or Asians (21%), <5% were coinfected with HIV
or HCV and <15% had comorbidities (abesity, diabetes, hypertension),
At baseline, only 36% of patients had ALT >2xULN. In 102 cases with
LSM within year-1, median (IQR) values were 7.6 (6-9} kPa. During
the study period, 33% of patients received Interferon, 36% NA and only
8% bulevirtide therapy. After a median (IQR) follow-up of 62 (21-108)
months, 31 {18%) patients developed cirrhosis; of them, 5 developed
liver decompensation and 2 HCC. One patient underwent [T and one
patient with HCC died. Median L5M (IQR) of patients at cirrhosis
diagnosis was 16 (10-17) kPPa. By multivariate analysis, higher LSM at
baseline (model 1) and albumin and platelet levels (model 2
excluding LSM) were the only independent predictors for cirrhosis
development. The best cut-off for LSM value at baseline for cirrhosis
development was 7.6 kPa {Se 84%). Neither baseline gHDV-RNA levels
nor ALT influenced on cirthosis development. Tn addition, 17 (10%)
patients achieved HDV-RNA clearance during FU (6 after IFN therapy
and 11 spontaneously) with only 1/17 patients developing cirrhosis
during FU.

Conclusion: Some patients with active HDV replication and mild-
moderate fibrosis may have a benign course, but up to 18% of such
patients progress to cirrhosis within 5 years having increased risk for
liver-related complications. LSM seems to be a reliable non-invasive
predictor, as patients with L5SM <7.6 kPa have a low probability of
progression to cirrhosis. Dissecting the factors associated with

fibrosis progression may be useful to prioritize the need of new
antiviral therapies,

FRE-407

Screening rates, prevalence, and natural history of heparitis Bf
delta virus co-infection vs. hepatitis B mono-infection: data from
a large US integrated healthcare system

Varun $axena?3, Lue-Yen Tucket?, Xiaoran Li', Krisna Chai®, Suk Seo',
Nizar Mukhtar', Grace M. Chee*, Kyung Min Kwon®,

Sreepriva Balasubramanian!, Brock Macdonald', Julie Schmittdiel®.
!Kaiser Permanente Northern California, Oakland, United States; *Kaiser
Permanente Northern California Division of Research, Qakland, United
States; *University of California San Francisco, San Francisco, United
States; *Gilead Sciences Inc., Foster City, United States

Email: varun saxena@kp.org

Background and aims: Hepatitis delta virus {(HDV) among patients
with chronic hepatitis B virus (HBV} is the most severe form of viral
hepatitis. Despite this, HBV/HDV co-infection prevalence in the
United States (US) remains uncertain. In this study, we aim to
demonstrate screening rates of HDV, estimates of HBV/HDV preva-
lence, and natural history data of HBV/HDV vs. HBV alone from a large
US integrated healthcare system.

Method: In this retrospective cohort study from Kaiser Permanente
Northern California, an integrated healthcare system with over 4.6
million patients, all adult HBV infected patients identified from
January 2009 to December 2018 were included. Proportions of anti-
HDWV testing, positive anti-HDV, HDV RNA testing, and detectable HDV
RNA were studied. Three groups were identified; HBY mono-infected
{included those without anti-HDV testing). HBV with anti-HDV
positive (included those without HDV RNA testing) and HBY/HDV co-
infected {those with detectable HDV RMA). Groups were followed
until outcome of interest, insurance loss or study termination at end
of 2022, Qutcomes of interest included fibrosis progression {at least 1
fibrosis stage increase between serial transient elastography mea-
sutements), cirrhosis, decompensated cirrhosis, hepatocellular car-
cinoma (HCC), liver transplantation and all-cause mortality.
Results: We identified 17, 794 HBV infected patients, of which 10, 451
{59%) underwent anti-HDV testing. 83 of 10, 461 patients {(.8%) were
anti-HDWV positive; 73 of 83 (88%) had HDV RNA tested and 11 of 73
{15%) were HDV RNA detectable, Among the HBV mono-infected {n=
17, 700} vs. HBV with anti-HDV positive (it = 83) vs. HBY/HDV {n= 11}
patients, baseline characteristics showed highest proportion of
female in HBY monoe-infected (47%), median age youngest in HBV/
HDV {44 years) and highest BMI in HBV/HDV (27 kg/m”} (all p < 0.05).
For comorbidities, diabetes and hypertension were highest in HRV
with anti-HDV positive (23% and 13% respectively) with active
tobacco users highest in HBV/HDV (10%} (all p<0.05). The HBV/
HBV had the highest proportion of patients with baseline cirrhosis at
45% { p<0.05), HBV/HDV (vs. HBV with anti-HDV paositive vs. HBY
mono-infected) showed the most fibrosis progression (100% vs. 15%
vs, 11%), cirrhosis development (75% vs. 18% vs. 7%), decompensation
development (30% vs. 7% vs. 0.6%), liver transplantation {18% vs. 6%
vs., 0.4%), and mortality (18% vs, 11% vs, 6%) {all p<0.05). HCC
development was most common in HBY with anti-HDV paositive at
11% vs, 9% in HBV/HDV vs. 2% in HBV mono-infected (p<0.01).
Conclusion: From this large US HBV cohort, HDV screening rate was
59%, revealing<1¥ anti-HDV positive rate and 01% HBV/HDV
prevalence. The findings support the aggressive nature of HDV
infection and that of HDV exposure as well, Controlled cox-regression
analysis will be presented to confirm HDV as the cause for the more
severe natural history.
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