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Miyata et al.1 present an institutional series of patients

undergoing hepatectomy for hepatocellular carcinoma

(HCC) and examined the impact of histologic evidence of

liver inflammation in the resection specimen on oncologic

outcomes.

The retrospective study included 500 consecutive

patients who underwent curative intent treatment with

upfront hepatectomy for HCC between 1994 and 2015. The

median age was 67 years, 390 patients were male (78.0%),

and hepatitis C was the most common etiology for cirrhosis

(49.0%). Major hepatectomy, including at least three seg-

ments, was performed in 27.4% and Clavien-Dindo grade

III and higher complications occurred in 18.6%. Liver

inflammation was graded according to the New Inuyama

Classification2 which incorporates both degree of fibrosis

(scores ranging from F0 for no fibrosis to F4 for cirrhosis)

and degree of necro-inflammatory reaction (scores ranging

from A0 for no activity to A3 for severe activity). Severe

(A3) liver inflammation was seen in 19.4% of patients, and

histologic fibrosis classified as cirrhosis (F4) was seen in

35.8%.

The authors found that severe liver inflammation was

associated with worse RFS and OS. Unadjusted median

recurrence-free survival for patients with A3 inflammation

was 1.3 years compared with 3.3 years in those with A0-2

inflammation (p \ 0.0001). Unadjusted median overall

survival was 6.7 years for A3 compared with 10.4 years for

A0-2 (p = 0.0013). Multivariate logistic regression for RFS

identified multiple tumors (HR 2.17, 95% CI 1.68–2.78),

Child-Pugh class B (HR 2.02, 95% CI 1.12–3.36), and A3

group (HR 1.36, 95% CI 1.02–1.81) as risk factors for

worse RFS. In the multivariate analysis, the A3 group was

not independently associated with OS. The authors exam-

ined risk factors for early recurrence, defined as recurrence

within 2 years of surgery, which occurred in 58.8% of the

A3 group compared with 34.7% of the A0-2 group (p\
0.0001). Multivariate logistic regression identified multiple

tumors (OR 2.44, 95% CI 1.59–3.76), A3 group (OR 2.10,

95% CI 1.25–3.55), and des-gamma-carboxy prothrombin

[40 mAU/ml (OR 1.59, OR 1.02–2.48) as risk factors for

early recurrence.

Inflammation and the immune response play a vital role

in cirrhosis, carcinogenesis, and cancer recurrence.

Although the scoring system used by the authors for

inflammation and fibrosis is not in widespread usage, the

study results highlight the role of inflammation in devel-

opment of cancers in cirrhosis and oncologic outcomes.

Immunotherapy agents targeting PDL1, PD1, and CTLA4,

are in various phases of investigation or approved for

treatment of HCC,3 and the recent randomized IMbrave150

trial demonstrated superiority of atezolizumab and beva-

cizumab over sorafenib for unresectable HCC (HR 0.58,

95% CI 0.42–0.79).4

Although the role of intentional immunomodulation is

not specifically addressed in this study, other groups have

studied the impact of preoperative steroids in patients
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undergoing major hepatectomy. Bressan et al.5 reported in

a randomized, placebo-controlled trial that a single 500-mg

dose of methylprednisolone prior to major hepatectomy

resulted in shorter length of stay, fewer organ space

infections, and lower bilirubin and international normalized

ratio (INR) levels. A recent meta-analysis of randomized

trials also demonstrated that steroid administration was

associated with fewer postoperative complications, lower

bilirubin, C-reactive protein (CRP), and interleukin-6 (IL-

6) levels.6 Multicenter trials are currently planned or

underway. The authors of this study provide an important

retrospective analysis of the link between liver inflamma-

tion and oncologic outcomes with thought-provoking

correlations. However, caution should be taken to avoid

inferring causality from a retrospective study. These results

are intriguing but much study is needed to help elucidate

the mechanisms and pathways involved. Management of

pro-inflammatory insults should be optimized for patients

with cirrhosis, with treatment for viral hepatitis or modi-

fication of risk factors. Prospective trials are needed to

address the feasibility and benefit of immune modulation in

this setting as well as how these manipulations may

improve outcomes.
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