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Abstract

Purpose: To explore a new therapeutic option for patients with hepatocellular carcinoma (HCC), the efficacy and
safety of a group of traditional Chinese medicines (Banxia XieXin recipe) as monotherapy for patients with advanced
HCC was studied. Materials and Methods: The study included 68 patients with advanced HCC from August
16,2016 to August 15,2019 for analysis. These eligible patients received treatment with Banxia XieXin recipe for at
least | month. The primary endpoints were progression-free survival (PFS) and overall survival (OS). The secondary
efficacy endpoints included objective response rate (ORR) and disease control rate (DCR). In addition, safety was
also assessed. Results: The median treatment duration of these 68 patients was 10.3 months (range = [.6-33.5
months), and follow-up is still ongoing. The median PFS was 6.07 months (95% confidence interval [Cl] = 3.748-8.392
months), and the median OS was 12.60 months (95% Cl = 8.019-17.181 months). The ORR was 10.3% and the DCR
was 41.2%. In the subgroup analysis, the median OS in the transcatheter arterial chemoembolization (TACE) group
was not reached, and the median OS in the NO TACE group was |1.30 months (95% CI = 3.219-19.381 months). In
addition, no drug-related serious adverse events were observed during the study. Conclusion: This is the first clinical
analysis of traditional Chinese medicine as a single treatment for advanced HCC. The obtained results are encouraging
as they suggest that this panel of Chinese herbs is safe and it may be effective for patients with advanced HCC in a
real-world clinical setting.
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Introduction
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and the third leading cause of cancer-related deaths world-
wide. Both the incidence and mortality rates for liver cancer
are increasing, while the overall incidence and mortality for
au cancers Combined tend to decline.” Hepatocellular car Shaoquan Xiong, Department of Medical Oncology, Affiliated Hospital of
cinoma (HCC) is the most common and deadly form of Chengdu Univer’sity of Traditional Chinese Medicin’e, Chengdu, Sichuan
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leading causes of liver cancer. Due to the lack of effective
treatment options as well as the high recurrence and metas-
tasis rates, HCC is associated with an extremely poor prog-
nosis. Atpresent, surgical resection and liver transplantation
are effective treatments for liver cancer, but only a few
patients are surgical candidates due to tumor extension, poor
hepatic functional reserve, or underlying liver cirrhosis.>*
Even for the few lucky patients who have completed the sur-
gery, the recurrence rates at 5 years following liver resection
have been reported to exceed 70%.° For patients with
advanced liver cancer, it is essential to improve general well-
being, promote quality of life, and prolong survival time. It is
well known that chemotherapy effects in patients with
advanced liver cancer are not outstanding.®” Some patients
can consider local treatment, such as transarterial chemoem-
bolization (TACE). The progression-free survival (PFS)
of patients receiving TACE treatment is reported to be
4.3 months.® Molecular targeted drugs are also one of the
options for patients with advanced liver cancer, such as
sorafenib and lenvatinib. However, according to reports
on sorafenib, the only approved molecular targeted ther-
apy for advanced HCC, the median PFS of patients treated
with sorafenib was only 2.8 months in the Asia-Pacific
region.’ In recent years, immunotherapy, which has been
attracting worldwide attention, is also becoming an impor-
tant treatment method. For example, nivolumab and pabo-
lizumab, which have been approved by the Food and Drug
Administration for second-line treatment of advanced HCC,
can bring certain benefits to patients with advanced liver can-
cer, but are expensive and difficult to afford for many patients.

In China, traditional Chinese medicine (TCM) therapies,
which can date back more than 2000 years, are widely used
in cancer treatment.'® Banxia XieXin decoction was created
by the ancient doctor Zhang Zhongjing. It is mainly used to
treat digestive diseases such as bloating and abdominal pain.
It has a history of more than 1800 years. In a previous retro-
spective study, it was found that Banxia XieXin decoction
can bring survival benefits to patients with advanced liver
cancer, and one of them achieved complete response (CR).!!
As a TCM hospital, many patients with advanced liver can-
cer come to our hospital to undergo Chinese medicine for
treatment. Therefore, we designed a prospective study of
Banxia XieXin decoction as monotherapy for advanced liver
cancer and analyzed its treatment effect and safety.

Methods

Study Design and Patient Enrollment

In this prospective open-label study, patients from the
Oncology Department of the Affiliated Hospital of the
Chengdu University of Traditional Chinese Medicine,
Chengdu, China, were recruited.

According to the American Association for the Study of
Liver Diseases criteria, eligible patients were adults with

advanced HCC confirmed by pathological assessment or
noninvasive assessment.'? These patients had not received
any cancer-related treatment within 4 weeks before the
start of study treatment, and the disease had progressed
after the prior treatment. In addition, these patients had to
have at least one measurable lesion defined by modified
Response Evaluation Criteria in Solid Tumors for HCC
(mRECIST) and RECIST version 1.1."3 Inclusion criteria
also included Eastern Cooperative Oncology Group
(ECOG) performance status of 0 to 3; an estimated life
expectancy of >2 months; Child-Pugh liver function class
A or B; adequate organ function, such as white blood cell
count =2.0 X 10° cells/L, neutrophils =1.0 X 10° cells/L,
and platelets =75 X 10° cells/L; and the absence of any
serious comorbidities, such as significant cardiac, cerebro-
vascular, hepatic, or nephritic abnormities or other impor-
tant organ dysfunctions.

Key exclusion criteria included patients with low com-
pliance or (1) use of other antitumor treatments at the same
time, (2) diagnosis of other malignant tumors, and (3) HCC
with brain metastasis.

The protocol was approved by the Ethics Committee of
the Affiliated Hospital of Chengdu University of Traditional
Chinese Medicine (No. 2015BL-003). All patients provided
written informed consent before study entry.

Study Treatment and Procedures

The enrolled patients received treatment with Banxia
XieXin recipe in the form of decoction. The herbal compo-
nents and their doses in the Banxia XieXin recipe decoction
are listed in the appendix. With the use of an automatic
herb-boiling machine, the decoction volume of each pre-
scription was about 250 mL. Patients were instructed to
take 50 mL each time, 3 times daily.

Treatment was continued until disease progression,
death, development of unacceptable toxicity, patient’s
refusal to continue, or at the discretion of the investigator.
When the disease progressed, treatment could also be con-
tinued for 1 month to assess tumor response as long as the
patient agreed to do so.

Following an initial baseline assessment within 14 days
of the start of study treatment, the investigator assessed
tumor response by using computed tomography (CT) scan
after 3 to 6 months of treatment. Subsequently, follow-up
assessments were done every 2 months until the patient
died. Adverse events were recorded continuously from
enrollment to the end of the final study visit.

Outcomes

The primary endpoints were PFS (time from enrollment to
radiological disease progression or death) and overall sur-
vival (OS; time from enrollment to death due to any cause).
The secondary efficacy endpoints included the proportion
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of patients who had an objective response (complete or par-
tial response [PR]) according to RECIST version 1.1,"°
namely, objective response rate (ORR) and disease control
rate (DCR; the proportion of patients who had a CR, PR, or
stable disease). Besides, safety was also assessed by the
incidence and nature of adverse events.

Statistical Analysis

The PFS and OS were estimated using the Kaplan-Meier
method. All statistical analyses were performed using
GraphPad Prism software (version 6, GraphPad Software
Inc) and log-rank test.

Results

From August 16, 2016, to August 15, 2019, a total of 68
patients with advanced HCC were enrolled from the
Oncology Department of the Affiliated Hospital of
Chengdu University of Traditional Chinese Medicine.
However, only the results of the medium-term analysis are
presented here, since 4 patients were still on treatment and
had not yet reached the assessment time point. Therefore,
68 patients were finally included in the current analysis.
Meaningful results were found to report in this mid-term
analysis. Of course, we will update the results according to
the latest follow-up data in the future. The baseline charac-
teristics of the included patients are shown in Table 1.
Notably, 18 patients (18/68) were without any treatment in
this study. All patients (50/68) who were previously treated
with surgery or TACE had progressive disease, which was
similar to the clinical trials of sorafenib.” The number of
patients receiving chemotherapy and molecular targeted
therapy is 5 and 6, respectively. Patients who had received
previous systemic therapy were excluded in the clinical tri-
als of sorafenib, but these 11 patients had progressive dis-
ease after the prior treatment according to RECIST version
1.1 in this study.

The data cutoff date for the current analysis was August
15, 2019. The median treatment duration of these 68 patients
was 10.3 months (range = 1.6-33.5 months), and follow-up
is still ongoing since if the disease progressed, treatment
could also be continued for 1 month to assess tumor response
as long as the patient agreed to do so or if the-patient would
like to use it as an adjuvant treatment to other treatment, such
as TACE, molecular-targeted therapy, and so on.

In the primary analysis, the median PFS was 6.07 months
(95% confidence interval [CI] = 3.748-8.392; Figure 1),
and the median OS was 12.60 months (95% CI = 8.019-
17.181; Figure 2). Thirty-six patients died, all due to dis-
ease progression. The 1-year survival rate was 51.7%.

Notably, most of these patients received prior treat-
ments such as TACE and targeted molecular therapy before

enrollment. In order to explore the potential effect of previ-
ous treatment, we performed a subgroup analysis. The
median PFS (7.0 months, 95% CI = 3.538-10.462) was
longer in the subgroup of patients who had previously
received TACE compared with the median PFS (5.8
months, 95% CI = 3.756-7.844) who had not previously
received TACE. Thus, the treatment effect in this type of
patient seems to be better (P = .2158; Figure 3).

The median OS of advanced HCC patients who had
previously received TACE was not reached, and the
median OS of subgroups who had not received TACE
was 11.3 months (95% CI = 3.219-19.381), as shown in
Figure 4.

In terms of tumor response after treatment with Banxia
XieXin recipe, 7 patients achieved a PR, 21 had stable
disease. The ORR was 10.3% and the DCR was 41.2%
(Table 2).

Particularly, the imaging data of 2 typical cases were pre-
sented as follows. The first patient was a 58-year-old male
who was diagnosed with advanced HCC with metastasis to
the right kidney on August 16, 2016. At baseline, the CT
scan showed that the size of the target lesion in the liver was
12.7cm X 9.2 cm X 9.0 cm (Figure 5A); blood tests revealed
elevated a-fetoprotein (302.1 pg/mL) and the ECOG perfor-
mance status score was 2. This patient had not received any
anticancer treatment previously. After 7.0 months treatment
with Banxia XieXin recipe, the CT scan showed that the tar-
get lesion in the liver shrank to 3.9 cm X 3.0 cm (Figure 5B)
and reached a PR according to RECIST version 1.1. The
ECOG performance status score improved from 2 to 0. The
patient is still currently in treatment and has not yet had pro-
gressive disease.

One 54-year-old male patient was first diagnosed to
have HCC in December 2015. He was treated by surgical
resection on January 18, 2016. No antineoplastic treat-
ment was done thereafter. When a regular review was con-
ducted on September 30, 2016, it showed intrahepatic
recurrence and right lung metastasis and then he received
treatment with Chinese herbs. At baseline, the CT scan
showed that the size of the target lesion in the liver was
5.1 cm X 3.7 ecm X 4.4 cm (Figure 6A); blood tests
revealed elevated a-fetoprotein (>1210 pg/mL) and the
ECOG performance status score was 0. After a 3.2-month
treatment with modified XieXin recipe, the CT scan
showed that the target lesion in the liver shrank to 3.2 X
3.0 cm (Figure 6B) and reached a PR according to RECIST
version 1.1. The duration of the PR was 2.3 months. He
continued to insist on treatment after the disease pro-
gressed and he died in October 2017.

Concerning safety, no adverse events were observed
except for the occurrence of mild nausea. Three patients
reported mild nausea after taking pills, but the symptom
was relieved spontancously after 1 week without any
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Table I. The Clinical Characteristics of the 68 Patients With

Advanced Hepatocellular Carcinoma.

Variables Number of patients Percentage
Age (years)

<65 30 44.1

=65 38 559
Sex

Male 56 82.4

Female 12 17.6
ECOG-PS

0 10 14.7

| 40 58.8

2 10 14.7

3 8 11.8
Childs-Pugh class

A 50 73.5

B 18 26.5
Hepatitis B virus infection

Yes 49 72.1

No 19 27.9
Liver cirrhosis

Yes 28 412

No 40 58.8
AFP (ug/L)

=400 24 353

<400 44 64.7
Tumor size (cm)

<3 14 20.6

3-5 8 11.8

5-10 26 38.2

=10 20 294
PVTT

Yes 20 294

No 48 70.6
Extrahepatic spread

Yes 54 794

No 14 20.6
Involved disease sites per patient

I 36 52.9

2 22 324

=3 10 14.7
Previous treatment

No 18 26.5

Sur 22 324

TACE 23 338

RF 4 5.9

Che 5 74

MTT 6 8.8
AJCC stage

Illb 10 14.7

Iva 42 61.8

IVb 16 23.5

Abbreviations: ECOG-PS, Eastern Cooperative Oncology Group—
Performance Status; PVTT, portal vein tumor thrombus; Sur, surgical

resection; TACE, transcatheter arterial chemoembolization; RF,

radiofrequency; Che, chemotherapy; MTT: molecular targeted therapy;

AJCC, American Joint Committee on Cancer.
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Figure |. Kaplan-Meier analysis of progression-free survival.
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Figure 2. Kaplan-Meier analysis of overall survival.
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Figure 3. Kaplan-Meier subgroup analysis of progression-free
survival stratified by prior TACE treatment.

treatment. In addition, no serious adverse events such as
liver or kidney damage were detected during the follow-up
period. Thus, the TCM treatment was safe and well-toler-
ated in these patients with advanced HCC.

According to the International Tumor Chemotherapy
Adverse Drug Evaluation System-CTCAE v4.0,"* 68
patients included in this study were evaluated for safety.
During the follow-up, the adverse reactions were nausea,
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Figure 4. Kaplan-Meier subgroup analysis of overall survival
stratified by prior TACE treatment.

Table 2. Tumor Response According to RECIST Version |.1.

Variables Number of patients Percentage
CR 0 0

PR 7 10.3
SD 21 309
PD 40 58.8
ORR 10.3%

DCR 41.2%

Abbreviations: CR, complete response; PR, partial response; SD, stable
disease; PD, progressive disease; ORR, objective response rate;
DCR, disease control rate.

vomiting, diarrhea, abdominal distension, oral ulcers, the
painless mass of the scalp, and so on. The overall adverse
reaction rate was 29.5%, all of which were grade I to II
adverse reactions, and responded to symptomatic treatment.
There was no adverse reaction of grade III or above, and no
drug-related lethal events occurred. Specific adverse reac-
tion events and their incidence rates are shown in Table 3.

Discussion

It is well-known that HCC is one of the leading causes of
cancer-related mortality worldwide. The long-term survival
rate remains unsatisfactory due to the high recurrence and
metastasis rates after conventional treatment. To improve
the outcome of patients with HCC, there is an urgent need
for more effective therapies. At present, TCM is often used
as an adjuvant therapy to conventional treatments, such as
TACE in treating patients with liver cancer,'>"!® to reduce
the toxicities of other treatments, relieving symptoms, and
improving quality of life. TCM has only been considered
as a complementary or alternative treatment for cancer
patients, and there is a paucity of data regarding the tumor

control effect of TCM as monotherapy for patients with
liver cancer. Banxia XieXin decoction has been used for
treating digestive diseases for more than 1800 years. In our
previous retrospective analysis, it was found that Banxia
XieXin decoction can relieve the symptoms of patients with
advanced liver cancer, inhibit tumor growth, and prolong
survival. One of the patients’ tumors bulk was significantly
reduced to reach CR status. This state has been maintained
for up to 8 months.!! Therefore, it is necessary to carry out
further scientific research.

To the authors’ best knowledge, this is the first prospec-
tive study of Chinese herbs alone for the treatment of
advanced HCC that used the widely accepted endpoints of
PFS, OS, ORR, and DCR according to RECIST version
1.1."% In the present study, the median PFS was 6.07
months. In clinical studies of sorafenib, an oral multikinase
inhibitor, which is the first molecularly targeted drug
approved by multiple countries around the world for first-
line treatment of advanced HCC, the median PFS was 5.5
months in Western countries'® and only 2.8 months in the
Asia-Pacific region.’ In current research work, all patients
were from China, and in particular, 28 of 68 patients had
been diagnosed with liver cirrhosis when enrolled (Table 1).
The manifestations of liver decompensation such as spleno-
megaly and portal hypertension had appeared. However, the
Child-Pugh class was A or B. It had been reported that
HCC patients with liver cirrhosis showed significantly
worse OS than non-cirrhotic HCC patients (7.9 months vs
13.8 months, P = .033).2° Even so, the median PFS
reached 6.07 months, and the median OS reached 12.60
months in a real-world clinical setting. These findings
suggest that the efficacy of the Banxia XieXin recipe may
be superior to that of sorafenib in patients with advanced
HCC, although this was not a head-to-head comparison. A
further study directly comparing Chinese herbs versus
sorafenib for advanced HCC will be conducted in the
future.

In the REFLECT trial,>! a subgroup analysis of the
Chinese population found that the OS of the lenvatinib
group was significantly longer than that of the sorafenib
group by 4.8 months, with statistical differences. In addi-
tion, when combined with HBV infection, the survival ben-
efit was significantly different between the lenvatinib group
and the sorafenib group (OS = 14.9 months vs 9.9 months).
Therefore, it was approved by the China Food and Drug
Administration on September 5, 2018, and approved for
domestic listing. It is important to note that the experimen-
tal conditions for entering the REFLECT trial were strict,
excluding ECOG performance status patients with a score
of 2 or 3 and a large liver mass. However, in patients
enrolled in the present study, 29.4% (20/68) had liver
masses >10 cm, and 26.4% (18/68) had ECOG scores of 2
to 3. Nevertheless, the median OS of this study was 12.60
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Figure 5. (A, B) The imaging data of one partial response patient diagnosed as advanced hepatocellular carcinoma with metastasis to

the right kidney.

Figure 6. (A, B) The imaging data of another partial response patient diagnosed as advanced hepatocellular carcinoma with

intrahepatic recurrence and right lung metastasis.

months. Therefore, for patients with worse economic and
physical conditions, Banxia XieXin decoction may be a bet-
ter choice for many patients with advanced liver cancer. In
addition, some other new drugs have been tried for the treat-
ment of HCC. Unfortunately, all phase 3 trials assessing
novel systemic drugs®*?* have failed to improve outcomes
over sorafenib.

In immunotherapy, immune checkpoint inhibitors repre-
sented by PD-1/PD-L1 monoclonal antibodies have made
rapid progress. The results of the CheckMATE-040 study?
showed that nivolumab achieved an OS of 28.6 months
in newly diagnosed patients and a 15.0-month survival
benefit in patients who had undergone sorafenib treat-
ment. Pabrizumab, which is also a PD-1 immunosuppres-
sant, used in the KEYNOTE-224 study?® for patients
with advanced HCC who had previously progressed with
sorafenib, achieved a PFS of 4.9 months, median OS of
12.9 months. Compared with the enrollment conditions for
KEYNOTE-224, the condition of the patients enrolled in
the present study are more complicated. The largest diame-
ter of the mass in 67.6% of patients is =5 cm, 85.3% of

patients are in stage IV, 72.1% of patients had HBV infec-
tion, and 41.2% of patients had hepatic cirrhosis; even so,
this study still achieved a PFS of 6.07 months, higher than
the above chemotherapy and immune drugs. It can be seen
that the efficacy of Banxia XieXin decoction for the treat-
ment of advanced liver cancer may be better than the above-
mentioned immune drugs, and it has the potential to become
one of the important methods for liver cancer treatment.

Further subgroup analysis revealed that previous treat-
ment might affect the efficacy of Chinese herbs. In the cur-
rent analysis, 23 patients had been treated with TACE
previously, whose outcome was slightly better compared
with those who had not been treated with TACE previously
(PFS = 7.0 vs 5.8 months; P = .2158). In terms of OS, the
difference is more obvious (OS = undefined vs 11.3
months; P = .0066). Subsequent treatment with Banxia
XieXin decoction seems to have a greater benefit for
patients with advanced liver cancer who have progressed
with interventional therapy.

Overall, the ORR was 10.3% and the DCR was 41.2%
in this study. In comparison with the data reported in



Wang et al

Table 3. Adverse Reactions.

Grade | Grade Il Grade lll Grade IV Any grade (%) >Grade Il (%)
Nausea 2 I 0 0 3 (4.4%) 0
Vomiting 0 3 0 0 3 (4.4%) 0
Diarrhea 2 3 0 0 5(7.4%) 0
Bloating 2 5 0 0 7 (10.3%) 0
Ulcer 0 I 0 0 I (1.5%) 0
Superficial painless mass 0 I 0 0 I (1.5%) 0

related literature, the ORR and DCR were, respectively,
3.3% and 35.3% in the Orient trial of sorafenib.®!” It should
be noted that the ECOG-PS score of the included patients
was 0 to 3 in our study, but 0 to 2 in the Orient trial, indicat-
ing that TCM treatment may have a wider scope of applica-
tion and may benefit more patients compared with targeted
therapy.

In terms of safety, no serious adverse events such as liver
or kidney damage were observed during the follow-up
period. Thus, Banxia XieXin recipe was generally safe and
well-tolerated in patients with advanced HCC.

As for the antitumor mechanism of TCM, it has been
reported that TCM or its extracts have direct antitumor effects,
such as Pinellia,?’ ginseng,?®?° Coptis,*® Glycyrrhiza,?'!
Atractylodes macrocephala,®? tangerine peel,*® and
Scutellaria.>* The effect of inducing apoptosis is also
noted, such as with berberine contained in Coptis.>*-*” The
effect of regulating immunity is noted, such as with
Pinellia,?” ginseng,’®* Atractylodes macrocephala,* and
milkvetch root.*' Antitumor vascular growth, such as
that of scutellarin,*** can inhibit protein kinase B (Akt)
phosphorylation, downregulate VEGF, and inhibit tumor
angiogenesis, thus playing a role in inhibiting tumor growth
and metastasis. Also, it has been reported that the imbalance
of intestinal flora not only affects the occurrence and devel-
opment of intestinal cancer and irritable bowel syndrome
but also is closely related to the occurrence of breast cancer,
lung cancer, liver cancer, and other malignant tumors.*+4
However, Atractylodes macrocephala, Scutellaria baicalen-
sis, and Coptis***7 can indirectly inhibit tumors by regu-
lating intestinal flora. It is worth mentioning that much
basic research has found that Pinellia,*® Coptis,***" gin-
seng,’' Scutellaria,®® Atractylodes macrocephala,®® and
Astragalus® have anti-hepatoma effects. For example,
berberine,*>? a constituent of the extract of Coptis in
Banxia XieXin decoction, can inhibit the Pi3K/AKT path-
way of liver cancer, downregulate MHcc97-H and Hep-G2
cells, phosphorylate the expression of AKT and Pi3K, and
inhibit the growth of liver cancer cells in a dose-dependent
manner. Besides, it can induce cell cycle arrest and promote
apoptosis to treat HCC.

There are only a few patients with tumor shrinkage in
the present work. It is believed that the direct antitumor
effect of Banxia XieXin decoction is not outstanding, and

there may be other mechanisms. After analysis, it was
observed that the more prominent effect of Banxia XieXin
decoction on liver cancer is reflected in OS, which is similar
to the efficacy characteristics of PD-1 immune checkpoint
inhibitors. Banxia XieXin decoction contains Pinellia,?’
ginseng,*®*° Atractylodes,” and Astragalus*' medicinal
herbs with immunomodulatory effects. For example,
ginseng’® could relieve immunosuppression by increased
viability of natural killer cells, enhanced immune organ
index, improved cell-mediated immune response, increased
content of CD4+ and ratio of CD4+/CD8+, and recovery
of macrophage function. Therefore, it was speculated that
liver cancer patients in this study may benefit from indirect
antitumor mechanisms, such as anti-vascular, immuno-
modulation, and others. In addition, some studies®>*® con-
firmed that some ingredients of Banxia XieXin decoction
could improve liver function and regulate gastrointestinal
function. These comprehensive effects can also partially
explain why liver cancer patients in this study seem to
obtain longer PFS and OS.

In China, most patients with HCC have liver diseases
such as hepatitis and cirrhosis. Among the patients enrolled
in this study, 49 patients had a history of hepatitis B (72.1%)
and 28 patients had liver cirrhosis (41.2%). HCC and basal
liver disease often affect each other and form a vicious cir-
cle. The scutellaria baicalensis, ginseng, licorice, tangerine
peel, and astragalus in Banxia XieXin decoction all have
liver-protective effects, and licorice has a direct anti-HBV
and hepatitis C virus effects.’”*® From this point of view,
this is also one of the reasons why Banxia XieXin decoction
may be effective in treating liver cancer. Although much
basic research has confirmed the antitumor effects of single
herbal extracts in Banxia XieXin decoction, a single herb
may not have a good antitumor effect in clinical use, even
though the decoction affects liver cancer after being pre-
scribed. Still, each herb may play its respective role whether
it causes a new antitumor effect or through compatibility
with the effects of other herbs. The antitumor mechanism is
unclear and needs further study.

Limitations

The report is limited by its single-arm research design and
cannot be directly compared with standard chemotherapy,
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targeted therapy, or immunotherapy. At the same time, the
small number of cases in this study is also one of the disad-
vantages, but this study is still continuing, and there will be
more data analysis in the future. Due to the willingness of
patients to choose TCM for treatment in TCM hospitals, it
is difficult to avoid certain limitations when we adopt the
single treatment of TCM. Although oral Chinese medicine
decoction is difficult to take according to scientific equal
dosage and concentration, it is in line with the use habits of
TCM.

Appendix

Conclusions

In conclusion, this is the first prospective study of Chinese
herbs as monotherapy for the treatment of advanced HCC
that used the internationally accepted endpoints of PFS, OS,
ORR, and DCR. The findings are encouraging as they sug-
gest that this panel of Chinese herbs is safe and may be
effective for patients with advanced HCC in a real-world
clinical setting. Further studies are required to assess the
comparative efficacy of TCM treatment versus other antitu-
mor therapies in this patient population.

Components and Their Doses in the Modified XieXin Recipe Decoction (Chinese, Latin, and English Names).

Chinese name Latin name English name Place of origin Production batch Dose (g)
Banxia Rhizoma Pinelliae Pinellia tuber Sichuan 19040204 10
Huanggin Radix Scutellariae Baikal skullcap root Shanxi 1904115 10
Ganjiang Rhizoma Zingiberis Dried ginger Sichuan 190301 5
Renshen Radix Ginseng Ginseng Jllin 190601 20
Huanglian Rhizoma Coptidis Coptis Sichuan 190501 3
Dazao Fructus Jujubae Jujubae, Chinese date Xinjiang 190419 10
Gancao Radix Glycyrrhizae Licorice root Sichuan 190701 3
Baizhu Rhizoma Atractylodis Macrocephalae  Largehead Atractylodes rhizome ~ Zhejiang 190601 15
Chenpi Pericarpium Citri Reticulatae Tangerine peel Sichuan 19010105 10
Huanggqi Radix Astragali Milkvetch root Gansu 19010105 100
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