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Dear Editor,
We sincerely thank Lei Y et al. [1] for their interest in and valu-
able critique of our study entitled ‘Clinical Impact of Serum 
CRP Levels on Advanced HCC Treated With Durvalumab and 
Tremelimumab: A Multicentre Study’ [2].

First, as pointed out by Lei Y et  al., we fully agree that com-
bining CRP with other inflammatory markers, such as interleu-
kin-6 (IL-6) and the neutrophil-to-lymphocyte ratio (NLR), may 
enhance the predictive value for treatment outcomes. In this re-
gard, our group has already demonstrated the clinical utility of 
NLR as a prognostic marker in patients with advanced HCC [3]. 
Future investigations should explore the utility of other inflam-
matory markers and their combinations to identify more robust 
predictive panels.

Second, we also recognise the importance of evaluating CRP lev-
els during treatment (i.e., dynamic monitoring), as highlighted 
in their comments. However, as stated in our manuscript, on-
treatment serum CRP values were not available in the current 
study. We acknowledge that assessing changes in inflammatory 
markers during treatment represents a critical area for future 
research.

Third, we agree that evaluating the predictive value of serum 
CRP according to treatment line (first-line vs. later-line therapy) 
is an important issue. Therefore, using our newly updated da-
tabase—with the number of patients increased from 167 to 290 
and the median observation period extended from 6.7 months to 
8.5 months—we conducted additional analyses stratifying pa-
tients by treatment line to assess the prognostic significance of 
serum CRP (Figure 1). In this expanded cohort, while no signif-
icant difference in progression-free survival (PFS) was observed 
in the first-line and later line groups due to the small number of 
cases, serum CRP remained a useful marker for stratifying both 
PFS and overall survival (OS) in both the first-line and later line 
settings.

As Lei Y et al. emphasised, inflammatory markers play a pivotal 
role in the therapeutic strategy of immunotherapy. Continued 
efforts to validate more accurate predictive markers and evalu-
ate their dynamic changes are warranted. Furthermore, exter-
nal validation across independent cohorts will be essential to 
establish their generalisability.

We sincerely appreciate the thoughtful comments from Lei Y 
et al., which have helped clarify critical aspects of our study and 
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highlighted important directions for future research in this rap-
idly evolving field.
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FIGURE 1    |    (a) PFS in the entire cohort. The median PFS was 4.0 months (95% CI, 3.0–4.8) in the low CRP group and 2.5 months (95% CI, 2.1–3.5) 
in the high CRP group, with a statistically significant difference (p = 0.02). (b) PFS in the first-line setting. The median PFS was 6.5 months (95% 
CI, 2.0–9.7) in the low CRP group and 5.3 months (95% CI, 1.8–6.8) in the high CRP group. No significant difference was observed between the two 
groups (p = 0.2). (c) PFS in the later line setting. The median PFS was 3.5 months (95% CI, 2.8–4.4) in the low CRP group and 2.3 months (95% CI, 
2.0–3.0) in the high CRP group. The difference between the groups was not statistically significant (p = 0.07). (d) OS in the entire cohort. The median 
OS was 21.9 months (95% CI, 17.5 to NA) in the low CRP group and 9.0 months (95% CI, 7.6–12.8) in the high CRP group, indicating better survival in 
the low CRP group. (e) OS in the first-line setting. The median OS was not reached in the low CRP group, with a 1-year survival rate of 82.2% (95% CI, 
69.5–90.0), while the median OS was 11.4 months (95% CI, 5.4 to NA) in the high-CRP group. The difference was statistically significant (p < 0.001). 
(f) OS in the later line setting. The median OS was 19.2 months (95% CI, 15.4 to NA) in the low CRP group and 8.8 months (95% CI, 7.0–12.8) in the 
high-CRP group, with a statistically significant difference (p < 0.001). CI, confidence interval; CRP, C-reactive protein; NA, not applicable; PFS, 
progression-free survival; OS, overall survival.
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