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Dear Editor,
World Journal of Gastrointestinal Oncology

Thank you for considering our manuscript entitled, “Modified ALBI Predicted Survival of Unresectable
Hepatocellular Carcinoma Patients Treated with Immunotherapy” by Navadurong, et al to be published
in World Journal of Gastrointestinal Oncology (Manuscript ID 84252). We have reviewed the comments
and considered them carefully. The point-by-point responses to reviewers’ and editors’ comments are
below:

Reviewer #1

Comment 1: As a study related to efficacy evaluation, the time factor should preferably include two
dimensions: enrolling time and minimum follow-up time. If no minimum follow-up time is set, patients
who start treatment in October 2022 will have almost no follow-up time.

Response 1:

We greatly appreciate the insightful comment from the reviewer. Initially, when we wrote the
original version of the manuscript, the study period ended in October 2022. However, to provide a more
comprehensive overview of patient outcomes following AB treatment, we have decided to conduct
additional data abstraction and update the clinical courses and outcomes of the patients. As a result, we
have extended the last follow-up date to June 8th, 2023.

Furthermore, during the period between September 2022 and April 2023, we recruited an
additional cohort of patients with uHCC who underwent therapy with AB. This resulted in the inclusion of
an additional 9 patients, expanding the total number of patients from 74 to 83. The last enrolled patients
had a follow-up duration of 2 months, thereby extending the median follow-up time from 5 to 7 months.
Additionally, there were 11 more patients who had passed away, increasing the total number of deaths
from 28 to 39 patients. The baseline characteristics of the patients in this updated cohort are presented
in Table 1.

To provide a clearer explanation, we have revised the sentence in the Methods section as follows:
"Patients were enrolled between September 2020 and April 2023.” Additionally, we have revised the
sentence in the Statistical analysis section as follows: “The patient's survival was calculated from the
enrollment date until death or the last follow-up date, which was in June 8™ 2023.”

Regarding the revised manuscript, the number of patients and the results of all calculations have
been updated. The sentences highlighted in yellow represent the revisions made.

Comment 2: In the last paragraph of "Patient characteristics", there appears to be a calculation error:
22+17+24+10=73
Response 2:


mailto:roon.chaiteerakij@chula.md

We sincerely apologize for this mistake. We have made the necessary corrections in the updated
cohort, which consisted of a total of 83 patients. Additionally, in the Patient characteristics section, we
have revised the sentence as follows:

"Regarding the mALBI classification, there were 23 (27.7%), 19 (22.9%), 32 (38.6%) and 9 (10.8%)
patients classified as grade 1, 2a, 2b, and 3, respectively."

Comment 3: In Table 2 and Table 3, it is not clinically significant to analyze only surviving patients without
considering death.
Responses 3:

We appreciate the reviewer's insightful comment and apologize for the unclear explanation. Our
intention with Table 2 was to present the efficacy of AB in real-world practice and provide information on
treatment response when patients received AB therapy.

At our center, we follow a clinical practice of assessing tumor response using dynamic CT/MRI
after every 3 cycles of AB. Out of the total number of 83 patients, 61 (73.5%) had available data for
treatment response evaluation. It is important to note that 22 (26.5%) patients had passed away before
the evaluation of treatment response. We have also added this explanation below the table 2 for further
clarity.

In Table 3 (Table 4 in the revised manuscript), our aim is to provide information on the other
treatments that patients received after experiencing AB failure. This was done to demonstrate the
subsequent lines of treatment post-AB failure, as there is currently no standardized regimen
recommended for this specific group of patients. As part of our updated analysis, we have estimated the
median survival of patients who underwent post-treatment following AB failure. To provide further
clarification on this point, we have added sentences in the Results section, specifically in the subsection
titled "Number of treatments and treatments following AB failure" as follows:

“The median number of AB cycles administered in the study was 4.0 cycles (IQR: 2.0, 9.0). Patients
in Group 1 received a significantly higher number of AB cycles compared to those in Group 2 (5.0 cycles
(4.0, 11.3) vs. 3.0 cycles (1.0, 4.5); p<0.001) (Table 1).

Of the total of 83 patients, 37 patients experienced disease progression after AB treatment.
Among them, 32 (86.5%) patients received additional systemic therapies (19 received lenvatinib, 3
received chemotherapy, 1 received sorafenib, and 9 received two or more consecutive systemic
therapies). Other treatment options included EBRT (8 patients, 21.6%), TACE (4 patients, 10.8%), and best
supportive care (4 patients, 10.8%). In the cohort, 6 (16.2%) patients were treated with a combination of
systemic treatment and EBRT, 3 (8.1%) patients received a combination of systemic treatment and TACE,
and 1 (2.7%) patient received a combination of systemic treatment, TACE, and EBRT (Table 4).”

Comment 4: The author did not explain clearly the representation of continuous data and statistical
analysis methods in the section of statistical analysis. In general, when the data conform to normal
distribution, it is expressed by mean and standard deviation, and statistical analysis is tested by
parameters. When the data do not conform to normal distribution, it is expressed by quartiles, and
statistical analysis is tested by non-parameters. In ‘Number of treatments and treatments following the
progression of AB’, the data are obviously not in line with normal distribution, so why are they expressed
with mean and standard deviation? The author should explain in detail the representation and statistical
analysis methods of different data types and strictly implement them.
Responses 4:

We apologize for the lack of clear details in the Statistical analysis section. To address this, we
have made the following additions to the Statistical analysis section:



"Continuous variables that followed a normal distribution were presented as mean and standard
deviation (SD), while those with a non-normal distribution were presented as median and interquartile
range (IQR). The independent t-tests and the Mann—Whitney U test were used for the comparison of
continuous variables, depending on the data distribution. Categorical variables were presented as
numbers and percentages, and their comparison was conducted using Fisher's exact test or Chi-square
test, as appropriate."

Furthermore, we have made a correction in the section ‘Number of treatments and treatments
following the progression of AB’, The number of AB cycles has been reported as median and IQR due to
the non-normal distribution of the data.

Comment 5: What are the independent variables included in the multifactor analysis? In the case of a
small sample size, how to conduct multi-factor analysis?
Responses 5:

In our updated cohort, we have confirmed that both CTP class and mALBI grade showed significant
associations with survival in the univariable analysis. Through multivariate analysis, adjusting for age and
sex, we observed that CTP class and mALBI grade remained independently associated with survival. We
acknowledge that the total number of patients in our study was relatively low, with 83 enrolled patients
and 39 (47%) deaths. As a general rule, it is recommended to include one variable in the multivariable
model for every ten events that occur. Therefore, considering the number of events in our updated cohort,
it is appropriate to include up to four variables in the multivariable model.

Reviewer #2

The aim of this study is to select good candidates for AB treatment. The concept is of importance and
interesting to the readers but with obvious heterogeneity of the enrolled patient group. As we know,
unresectable HCC encompasses a wide range of disease status with quite different survivals for each stage.
Llovet et al reported median OS of 13 and 29 months each of supportive care and TACE for uHCC (The
Lancet 2002), while 3-4 months and 6.5-13 months for HCC with major PV invasion treated by supportive
care and other treatment modalities (TACE, TARE, HAIC, RT or combination).

Comment 1: As stated in your “Discussion”, different OS presented in the clinical trial and the real-world
practice due to different patient status enrollment, thereafter | would suggest the authors to clearly
stratify their patient status (including liver function, tumor size, vascular invasion and/or extrahepatic
spread...), and report their PFS and OS separately, although the patient number small, especially of the in
BCLC-B patients (20 patients).

Response 1:

We greatly appreciate the reviewer's insightful comments. In response, we have conducted an
analysis of the OS and PFS of patients, considering their stratification by CTP class, tumor size, vascular
invasion, and extrahepatic metastasis. We have included additional sentences and presented the results
in Table 3 as follows:

“We further performed subgroup analyses based on CTP, tumor size, and tumor stages. According
to the CTP classification, patients with CTP class A had a significantly longer OS than those with CTP class
B, with values of 17 months (95%Cl: not estimated) and 2.0 months (95%Cl: 1.1-2.9), respectively, p<0.001
(Table 3). However, the analysis of progression-free survival (PFS) between CTP class A and CTP class B
could not be performed due to the low number of progressive disease events and the limited number of
patients in the CTP class B subgroup.

Regarding tumor characteristics, there was no significant difference in OS among the following
groups: tumor size less than or equal 5.0 cm vs. 5.0 cm or more, BCLC stage C with and without portal vein



invasion, and BCLC stage C with and without extrahepatic metastasis. However, the median PFS of BCLC
stage C patients with portal vein invasion was significantly longer than those without portal vein invasion,
with values of 24.0 months (95%Cl: not estimated) and 6.0 months (95%Cl: 3.2-8.8), respectively, p=0.03
(Table 3).”

Comment 2: For Child B patients, the authors reported the median OS was 2 months, which was much
shorter than that of Himmelsbach’s report (Cancers (Basel) 2022) and other treatment modalities (5-6
months). In Himmelsbach'’s series, they reported the 12-month survival in patients with Child B cirrhosis
was still 39% and concluded that Child—Pugh A cirrhosis and prior local therapy were independently
associated with OS.

In the current study, Group 2 patients had a significantly higher proportion of BCLC stage C HCC with fewer
associated other local therapies as a first-line treatment than Group 1. It seems that tumor status and
associated local therapy may play more significant roles. The authors should discuss this point as readers
would like to know if AB therapy is suitable for BCLC-B, Child B patients (or mALBI 2b+3 patients).
Responses 2:

We sincerely appreciate the reviewer’s thoughtful comment. In response, we have conducted a
thorough review of the relevant literature, including Himmelsbach's report in Cancers (Basel) 2022,
Tomonari's report in Cancer Med 2023, and Kudo's report in Ann Oncol 2021. Upon comparison, we
observed a notable discrepancy between our study and previous studies, particularly regarding the higher
proportion of BCLC C HCC among Child B patients, in our cohort, the prevalence of BCLC C patients within
the Child B cirrhotic group was approximately 73%, which was higher than the reported range of 25-35%
in previous studies. This observation suggests a more advanced stage of HCC in our cohort, potentially
influencing the overall survival outcomes.

Regarding the issue of local therapy, we found that prior local therapy did not have a significant
impact on patient survival, with a hazard ratio (HR) of 0.79 (0.39-1.58), p=0.50. It is important to note that
we assessed the baseline liver functional reserve at the time of AB initiation, making it difficult to draw
conclusions about the significance of local therapy. Due to this potential for confusion, we decided not to
include this topic in the discussion section.

We have added sentences to discuss whether AB therapy is suitable for BCLC B or CTP B patients
or mALBI 2b+3 patients in the Discussion section as follows:

“In patients with uHCC, the treatment outcome is more dependent on liver functional reserve
rather than the tumor burden. Within our cohort, we observed that patients with a low mALBI grade of
1+2a had a longer survival compared to those with a high mALBI grade of 2b+3, in both the BCLCB and C
subgroups. Among patients with a low mALBI grade in the BCLC B subgroup, none experienced mortality
at the end of study period, indicating a favorable outcome. Conversely, patients with a high mALBI grade
in the BCLC C subgroup experienced the worst survival. In this study, patients with BCLC B and C HCCs
exhibited comparable survivals of 11 and 14 months, respectively. This finding was consistent with a
previous study that reported survivals of 25.8 and 24.6 months in BCLC stage B and C patients,
respectively.. These findings support the notion that the effectiveness of AB therapy is primarily affected
by the liver's functional reserve rather than the stage of the tumor.”

Comment 3: Of the 39 patients with mALBI grade 1+2a (0S>18 months), the authors should provide the
data of tumor size, grade of PV invasion (PV1-4) and EHS.
Responses 3:

We thank the reviewer for this suggestion. In the updated cohort, mALBI grade 1+2a patients had
a median tumor size of 4.8 (IQR: 1.7-11.0) cm. For grades of PV invasion, there were 4 (26.7%), 7 (46.7%),
and 4 (26.7%) patients who had portal vein invasion grade 2, 3, and 4, respectively. As for extrahepatic



metastasis, we found that 8 (32%) patients had bone metastasis, 7 (28%) had lymph node metastasis, 13
(52%) had lung metastasis, and 3 (12%) had peritoneal metastasis. These results are reported in the
revised Table 1.

Comment 4: The OS of the 40.8% PD patients with or without associated with other therapy should be
also reported and discussed.
Responses 4:

We have estimated the OS of 37 (44.6%) patients who had disease progression after AB therapy.
The median OS of PD patients who received other therapies after the progression of AB was borderline
significantly longer than those who received the best supportive care without other therapies after
disease progression post AB therapy i.e., not reached and 5.0 months (95%Cl: 1.8-8.2) (p=0.05).

We have added details in the Results section, subsection ‘Number of treatments and treatments
following the progression of AB’ as follows:

“Among patients who experienced disease progression after AB treatment, the survival period
was borderline significantly prolonged for those who received subsequent therapeutic interventions
compared to those who received the best supportive care. The respective median survival times were not
reached for subsequent therapeutic interventions group and 5.0 months (95% Cl: 1.8-8.2) for best
supportive care group (p=0.05).”

We have added details in the Discussion section as follows:

“Among patients with PD, we observed that those who received subsequent treatment had a
slightly longer survival compared to those who received the best supportive care, although the difference
did not reach statistical significance. Nevertheless, it is worth considering the continuation of treatment
with alternative options if feasible, as it has the potential to extend the survival of uUHCC patients who face
disease progression after AB treatment.”

We would like to request the addition of coauthors to the manuscript. The coauthors and their
contributions are as follows: 1) Thaninee Prasoppokakorn, who was the first co-author responsible for
data analysis, interpretation, and critical revision of the manuscript. 2 ) Nanicha Siriwong, who was
involved in data collection and acquisition. 3) Chonlada Phathong, who contributed to data analysis and
interpretation. Additionally, we kindly request changing the lastname of one of the coauthors from
Nattaya “Sintawichai” to Nattaya “Teeyapun”.

Reviewer #2
Comment: Thank you for your hard work.

Responses 4: Thank you for reviewing this manuscript.

We believe that our responses and manuscript modifications will prove satisfactory upon review. We
thank again the editors and reviewers for their insightful comments.

Sincerely,

Roongruedee Chaiteerakij, M.D., Ph.D.
Division of Gastroenterology, Department of Medicine



Chulalongkorn University and
King Chulalongkorn Memorial Hospital,
Thai Red Cross Society, Bangkok, Thailand



