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Comparative Risk of Hepatocellular Carcinoma in Patients With Chronic Hepatitis B Receiving
Tenofovir- or Entecavir-Based Regimens: A Meta-Analysis Using Individual Patient Data
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to develop HCC than those receiving g oo —
ETV.  Methods
— A literature review identified 20 observational studies from 0.0001 , | | | | |

East Asia reporting HCC incidence in patients receiving TDF
or ETV; 11 studies agreed to contribute IPD.

Time (years)

Although statistical significance varied,

Number at risk N (%)

. . ETV 35,960 35,960 29,679 24,642 19,749 13,046 4 383

TDF was conS|stentIy associated . - o (100)  (100)  (83) (69) (55) (36) (12)
— Key patient eligibility criteria: TOF 6979 6979 5792 4387 2927 1730 75

(100) (100) (83) (63) (42) (25) (11)

with lower HCC risk throughout all

* Treatment-naive adults with CHB

Adjustment was performed for the following variables: treatment, age, sex, viral load, HBeAg, cirrhosis,
decompensated cirrhosis, ALT, diabetes, bilirubin, hypertension, creatinine, AFP, albumin, INR, ascites, hepatic
encephalopathy and platelet count.

— Patients receiving TDF had a significantly lower risk of HCC
than those receiving ETV (Figure 1).

* Risk of HCC diverged between the groups after 2.5 years
of follow-up.

« Completed at least one year of treatment with TDF or ETV

sensitivity and subgroup analyses,
monotherapy

notably in HBeAg positive patients.

— Primary analysis
* One-stage IPD meta-analysis evaluated the hazard ratio

(HR) of treatment with TDF versus ETV to reduce HCC

These findings should be considered . . o .
risk using a multivariable Cox proportional hazards model.
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— Regardless of analytic methodology, TDF was associated
with consistently lower risk of HCC than ETV (Table 2).

Acknowledgments: The authors thank the patients, the investigators and their teams who took part in this study.

The authors also acknowledge Ben Farrar, PhD, Elliot Dryer-Beers, PhD, Laura Clark, DPhil, Radost Pencheva,
MSc, and Seth Francis-Graham, PhD, from Costello Medical, UK, and Zarena Jafry, MPH, from Costello Medical,
US, for statistical and data management support, and Isabel Haber, BS, from Costello Medical, US, for medical
writing and editorial assistance based on the authors’ input and direction.

Background

— Chronic hepatitis B (CHB) is a major risk factor for
hepatocellular carcinoma (HCC), the most common primary
liver cancer and third leading cause of cancer-related
death;'? it is crucial to identify CHB therapies effective at
reducing HCC risk.

— Tenofovir disoproxil fumarate (TDF) and entecavir (ETV) are
recommended as first-line treatments for CHB.?

— Previous aggregate data meta-analyses have been unable
to reach a consensus regarding the relative effectiveness
of TDF and ETV in reducing HCC risk, due to challenges
with heterogeneity and differing methodologies of included
studies.*

— The use of individual patient data (IPD) rather than
aggregate data allows for a more consistent analytic
approach across multiple study sites and reduces
heterogeneity.*

Table 1. Patient disposition and baseline characteristics

TDF ETV

(n=35,960)

(n=6,979)

Characteristic

Age, median (IQR), years 48.32 (12.21) | 52.26 (12.60)

Sex (%) F: 38.64 F:34.13
Viral load, median (IQR), log, , IU/mL 5.76 (2.00) 5.47 (2.04)
HBeAg positivity (%) 49.65 33.69
Cirrhosis (%) 38.01 39.23
Albumin, median (IQR), g/dL 4.11 (0.72) 4.02 (0.64)

Platelet count, median (IQR), x1,000/uL| 180.92 (66.51) | 178.47 (70.25)

Follow-up time (median [IQR], years) 3.71 (1.58) 3.97 (1.62)
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Figure 2. Subgroup analyses for cumulative incidence
of HCC in patients with CHB treated with TDF or ETV

— Regardless of analytic methodology, TDF was associated with a
consistently lower risk of HCC than ETV (Table 2).

N TDF N ETV
50 years or older 3,288 21,361

HR (95% Cl)
0.76 (0.58—1.00)

Less than 50 years 3,691 14,599 0.91 (0.74-1.11)
Males 4,282 23,688 — 0.74 (0.58-0.96)
Females 2,697 12,272 0.93 (0.56-1.52)

HBeAg positive 3,465 12,115 0.69 (0.49-0.97)

HBeAg negative 3,514 23,845 0.84 (0.66-1.08)
Cirrhotic 2,653 14,107 _'—' 0.81 (0.65-1.01)
Non-cirrhotic 4,326 21,853 0.73 (0.49-1.09)
Diabetic 1,283 9,862 —_— 0.75 (0.55-1.03)
Non-diabetic 5,696 26,098 —'— 0.79 (0.63-1.00)
0.1 1 10
Favours TDF 4= ) Favours ETV

Statistically significant results are in bold. For the ‘50 years or older’ and ‘non-diabetic’ subgroups, the upper
bound of each Cl is < 1.00, but each has been rounded up to 1.00 when reported to two decimal places.

— TDF was associated with a lower risk of HCC than ETV in all
subgroup (Figure 2).
* Risk difference was statistically significant for the 250 years
of age (p<0.05), male (p=0.02), HBeAg positive (p=0.03) and
nondiabetic subgroups (p<0.05) and was most pronounced in the
HBeAg positive subgroup.




