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Efficacy Methods: This multicenter, open-label, non-inferiority randomized controlled trial (ChiCTR2000038555) evalu-

Safety ates the efficacy and safety of paclitaxel liposome in comparison to the standard regimen of paclitaxel combined
with carboplatin (PLC vs. PC) as first-line therapy in patients with epithelial ovarian cancer.

Background: The paclitaxel liposome formulation, encapsulating paclitaxel within a phospholipid bilayer, ad-
dresses the insolubility of traditional paclitaxel formulations, thereby reducing toxicity without compromising its
antitumor efficacy.

Results: An analysis of median progression-free survival (PFS) revealed non-inferior outcomes between 263 pa-
tients in the PLC group and 260 patients in the PC group (32.3 vs. 29.9 months, hazard ratio [HR], 0.89 [95%
CI, 0.64-1.25]), using a non-inferior margin of 1.3. Although the overall incidence of treatment-related adverse
events was comparable between groups, the PLC group experienced significantly fewer non-hematologic toxicities
than those treated with the PC regimen.

Conclusion: The findings affirm the non-inferiority of paclitaxel liposome compared to the combination of pa-
clitaxel and carboplatin regarding therapeutic efficacy, with an enhanced safety profile marked by reduced non-
hematologic toxicities.

1. Introduction of paclitaxel and carboplatin administered every three weeks stands as

the cornerstone of treatment and the regimen of choice.* Although the

Ovarian cancer ranks as the eighth most prevalent cancer and the
eighth leading cause of cancer-related mortality among women, posing
a significant threat to women’s health globally.!»> The absence of effec-
tive screening and early diagnostic strategies results in approximately
72.0% of patients being diagnosed with advanced-stage disease.® In the
realm of first-line chemotherapy for ovarian cancer, the combination

* Corresponding authors.

paclitaxel-carboplatin regimen is associated with survival benefits for
ovarian cancer patients, the formulation of paclitaxel poses challenges
due to its poor aqueous solubility (less than 0.03 mg/ml), complicat-
ing its preparation for intravenous administration. To address this is-
sue, paclitaxel is commonly dissolved in mixed solvents, including Cre-
mophor EL (polyoxyethylated castor oil), for clinical use.> However, the
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biological activity of Cremophor EL can lead to severe adverse effects,
such as hypersensitivity reactions, nephrotoxicity, and neurotoxicity,
necessitating the interruption, reduction, or discontinuation of
chemotherapy in some cases.®

The innovation of the paclitaxel liposome formulation, which encap-
sulates paclitaxel within a liposomal phospholipid bilayer, offers a so-
lution to the solubility challenge.” This novel drug delivery system has
been shown to significantly increase the maximum tolerated dose by
2-7-fold relative to traditional solvent-based paclitaxel, while concur-
rently reducing toxicity without undermining antitumoral efficacy.®-°
Furthermore, paclitaxel liposomes have demonstrated therapeutic ac-
tivity across a spectrum of advanced solid tumors, including but not
limited to breast cancer,'® lung squamous cell carcinoma,'! esophageal
squamous cell carcinoma,'? gastric cancer,'®> and nasopharyngeal car-
cinoma.'#

Recently, the combination of paclitaxel liposomes and platinum-
based compounds has emerged as a widely adopted chemotherapy reg-
imen for epithelial ovarian cancer, noted for its safety and efficacy. The
improved safety profile of paclitaxel liposomes in the treatment of ad-
vanced ovarian cancer has been supported by several small-scale retro-
spective studies conducted in China.'>1° Despite these findings, there
remains a lack of randomized controlled trials directly comparing the
efficacy and safety of paclitaxel liposome with the standard regimen of
paclitaxel in combination with carboplatin for first-line chemotherapy
in patients with epithelial ovarian cancer. This study, therefore, aims
to fill this gap by evaluating the efficacy and safety of paclitaxel li-
posomes versus the conventional paclitaxel-carboplatin combination as
the first-line chemotherapy treatment in patients with epithelial ovarian
cancer.

2. Material and methods
2.1. Study design and patients

This multicenter, open-label, non-inferiority randomized controlled
trial enrolled patients diagnosed with stage II-IV primary ovarian, peri-
toneal, or fallopian tube cancer who had undergone RO/R1 primary
or interval debulking surgery. Recruitment spanned from August 2017
to July 2021 across 11 centers in China. Eligibility criteria included:
(1) age between 18 and 75 years; (2) confirmed primary ovarian, peri-
toneal, or fallopian tube cancer of stages II-IV, as determined by pathol-
ogy and/or cytology; (3) comprehensive cytoreductive surgery entailing
complete hysterectomy, bilateral adnexectomy, omentectomy, lymph
node dissection, and removal of all visible disease; (4) an Eastern Co-
operative Oncology Group performance status (ECOG PS) of 0-2; (5) a
life expectancy of at least 6 months; and (6) normal hematologic pa-
rameters with adequate hepatic and renal function. Exclusion criteria
were: (1) non-epithelial ovarian, fallopian tube, or peritoneal carcino-
mas; (2) concurrent primary malignancies; (2) neurological or men-
tal disorders impairing cognitive function, inclusive of central nervous
system metastases; and (3) existing specific peripheral neuropathy or
related symptoms. Comprehensive study design and eligibility crite-
ria are detailed in the trial registry (ChiCTR2000038555) available at
http://www.chictr.org.cn/index.aspx.

2.2. Procedures

Participants who met the eligibility criteria were enrolled and strati-
fied via a central dynamic randomization method in a 1:1 ratio to receive
either paclitaxel liposomes combined with carboplatin (PLC) or standard
paclitaxel in conjunction with carboplatin (PC). This process did not in-
volve blinding; thus, both patients and investigators were aware of the
treatment allocations.

Treatment was administered in 21-day cycles, continuing until ei-
ther disease progression, the withdrawal of consent by the patient, or the
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emergence of intolerable toxicity, for a maximum of 6 to 8 cycles. Specif-
ically, the PLC group received an intravenous infusion of paclitaxel li-
posome at a dosage of 175 mg/m? (with permissible dose modifications
of up to +5% based on individual tolerance) over 3 h on the first day,
followed by carboplatin, calculated to an area under the curve (AUC) of
5, on day one or two. The PC group underwent a parallel regimen, with
paclitaxel at 175 mg/m? and carboplatin AUC of 5 administered un-
der identical conditions. Prophylactic treatment with dexamethasone,
diphenhydramine, and H2 receptor antagonists (such as cimetidine or
ranitidine) was recommended prior to the administration of paclitaxel
or its liposomal formulation, in accordance with the study protocol or
prevailing clinical guidelines. The use of additional anti-tumor therapies
was prohibited during the trial period.

Following the conclusion of the treatment, participants were mon-
itored at three-month intervals for up to 24 months to assess disease
progression. In cases where a participant exited the study due to ad-
verse events (AEs), follow-up assessments were continued until the AE
was resolved, ameliorated, or stabilized, as determined by the clinical
judgment of the investigators.

2.3. Endpoints

The primary endpoint was progression-free survival (PFS), delin-
eated as the duration from randomization to either the onset of disease
progression, as assessed by the Response Evaluation Criteria in Solid Tu-
mors (RECIST) version 1.1, or mortality from any cause, whichever oc-
curred first. Secondary endpoints encompassed AEs. Treatment-related
adverse events (TRAEs) were documented, detailing symptoms, sever-
ity (graded according to the National Cancer Institute Common Toxicity
Criteria for Adverse Events 4.03), onset, management strategies, follow-
up, and eventual outcomes.

2.4. Statistical analysis

The recruitment phase spanned 16 months, with the overall study du-
ration extending to 48 months. Participants were distributed evenly in a
1:1 allocation. Drawing on prior research, the median PFS observed with
paclitaxel and carboplatin therapy was established at 17.3 months.?° To
achieve statistical robustness with a one-sided a of 0.025, a power () of
0.20, and a non-inferiority margin defined by a hazard ratio (HR) thresh-
old of 1.3, 596 patients was deemed necessary, factoring in a projected
dropout rate of 10%.

Efficacy assessments were conducted using the full analysis set (FAS)
and the per-protocol set (PPS). The FAS comprised all individuals who
had received a minimum of one dose of the investigational medica-
tions, adhering to the intention-to-treat principle. The PPS included
those who completed the trial in compliance with the protocol, exhib-
ited satisfactory adherence, avoided prohibited medications during the
study period, and fulfilled all case report form requirements. Missing
data were not imputed. Safety evaluations were based on the safety
analysis set (SS), including all participants who had received at least
one dose of the study drugs and had available post-treatment safety
data.

Statistical analyses were performed utilizing SAS software version
9.4. Continuous variables following a normal distribution were pre-
sented as mean =+ standard deviation, while categorical variables were
summarized as counts and percentages, undergoing comparison via chi-
squared or Fisher’s exact tests as appropriate. The median PFS, along-
side the PFS rate and their respective 95% confidence intervals (CIs),
were estimated using the Kaplan-Meier method and compared across
groups with the log-rank test. The Cox proportional hazards model
facilitated the estimation of HR and its 95% CI. An upper 95% CI
limit for HR < 1.3 was indicative of non-inferiority in the context of
PFS interpretation. A two-sided P < 0.05 was considered indicative
of statistical significance when comparing safety parameters between
groups.


http://www.chictr.org.cn/index.aspx

R. Li, H. Zhang, Q. Li et al.

Journal of the National Cancer Center 4 (2024) 135-141

Assessed for eligibility
n=600

Randomly assigned
n=600

y

Paclitaxel liposome plus

carboplatin
n=299
Did not use study drug |[«— |
n=36
Full analysis set
n=263
Safety set
n=263
Protocol violation , n = 11
Loss to follow-up , n =10
Withdraw from study voluntarily , n =10
Notreach ROorR1,n=4 <
Adverse events, n =2
Extended Time, n=1

Per protocol set
n=225

J

Paclitaxel plus
carboplatin
n=301

Did not use study drug
n=41

—

Full analysis set
n=260

Safety set
n=260

Protocol violation, n = 10

Loss to follow-up , n =13

Withdraw from study voluntarily, n =3
Adverse events, n =7

Extended Time, n =1

Not meet the inclusion criteria, n = 3

—>

Per protocol set
n=223

Fig. 1. Study flowchart.

3. Results
3.1. Patient characteristics

Between August 2017 and July 2021, 600 patients with stage II-IV
primary ovarian, peritoneal, or fallopian tube cancer were recruited in
this study spanning 11 centers across China. The study flowchart is de-
picted in Fig. 1. Notably, 77 participants did not proceed with the study
medication administration (36 from the PLC group and 41 from the
PC group), resulting in a dropout rate of 12.8%. Additionally, 75 pa-
tients were excluded from the PPS owing to deviations from the study
protocol. Ultimately, the FAS and the SS comprised 263 participants
in the PLC group and 260 in the PC group. Correspondingly, the PPS
included 225 and 223 participants in the PLC and PC groups, respec-
tively. Median follow-up durations were 6.1 months for the PLC group
and 5.4 months for the PC group. Demographic and baseline charac-
teristics were well-balanced between the treatment groups as detailed
in Table 1.

3.2. Treatment exposure

Analysis revealed the average number of chemotherapy cycles to
be 5.0 + 2.1 for the PLC group and 5.1 + 2.1 for the PC group.
Specifically, the mean total dose received by the PLC group was
1283.8 + 550.1 mg for paclitaxel liposome and 2842.3 + 1367.2 mg
for carboplatin. Comparatively, in the PC group, the mean total doses
were 1291.6 + 540.0 mg for paclitaxel and 2870.8 + 1296.5 mg for car-
boplatin. Throughout the treatment, 79.5% of the PLC group patients
and 80.4% of the PC group patients received the predefined chemother-
apy regimen doses. A minority of participants received poly (adenosine
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diphosphate-ribose) polymerase inhibitors as part of their treatment reg-
imen: 5 (1.90%) patients in the PLC group and 10 (3.85%) patients in
the PC group.

3.3. Efficacy

In the FAS, median PFS reached 32.3 months (95% CI, 21.8—not
estimated [NE]) in the PLC group, compared to 29.9 months (95%
CI, 21.0-49.4) in the PC group, respectively (HR, 0.89 [95% CI,
0.63—1.25]) (Fig. 2). This demonstrates the non-inferiority of the PLC
regimen to the PC regimen regarding PFS, with the upper confidence
limit remaining below the pre-specified non-inferiority HR margin of
1.3. PFS rates at 6 months, 12 months, and 18 months were 95.8%,
83.3%, and 65.0% for the PLC group, and 94.4%, 79.2%, and 63.9% for
the PC group, respectively (Table 2). PFS analysis within the PPS echoed
these findings: 32.3 months (95% CI, 21.8—NE) versus 27.6 months
(95% CI, 21.0—49.4), with an HR of 0.89 (95% CI, 0.64—1.25).

3.4. Safety

Regarding safety, 218 participants (82.9%) in the PLC group and 231
participants (88.9%) in the PC group experienced TRAEs. Among these,
91 (34.6%) patients in the PLC group and 89 (34.2%) in the PC group
encountered grade 3 or higher TRAEs. The incidence of AEs, including
those of grade 3 or higher, AEs necessitating dose reductions, dose in-
terruptions, and treatment discontinuations, did not significantly differ
between the groups (P > 0.05) (Table 3).

The predominant TRAEs in the PLC group were anemia (62.7%),
white blood cell count decreased (54.4%), followed by neutrophil count
decreased (50.6%), lymphocyte count decreased (38.8%), and platelet
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Baseline characteristics of patients in the full analysis set.

Variables PLC (n = 263) PC (n = 260) Total (n = 523)
Age, mean+SD, years 541 +94 543 +£8.3 54.2 +89
BMI, mean+SD, kg/m? 22.8 +29 23.1+34 23.0 +3.2
ECOG PS score, No. (%)
0 47 (17.9) 48 (18.5) 95 (18.2)
1 162 (61.6) 165 (63.5) 327 (62.5)
2 26 (9.9) 24 (9.2) 50 (9.6)
Unknown 28 (10.7) 23(8.9) 51 (9.8)
Pathological type, No. (%)
Serous adenocarcinoma 194 (73.8) 188 (72.3) 382 (73.0)
Mucinous adenocarcinoma 4(1.5) 1(0.4) 5(1.0)
Clear cell adenocarcinoma 11 (4.2) 8(3.1) 19 (3.6)
Endometrioid adenocarcinoma 5(1.9) 11 (4.2) 16 (3.1)
Others 8(3.0) 8(3.1) 16 (3.1)
Unknown 41 (15.6) 44 (16.9) 85 (16.3)
Differentiation degree, No. (%)
High-grade 190 (72.2) 182 (70.0) 372 (71.1)
Low-grade 24 (9.1) 24 (9.2) 48 (9.2)
Unknown 49 (18.6) 54 (20.8) 103 (19.7)
Disease stage, No. (%)
I 42 (16.0) 43 (16.5) 85 (16.3)
I 149 (56.7) 146 (56.2) 295 (56.4)
v 30 (11.4) 27 (10.4) 57 (10.9)
Unknown 42 (16.0) 44 (16.9) 86 (16.4)
Neoadjuvant chemotherapy, No. (%) 68 (30.6) 55 (25.5) 123 (28.1)
Type of surgical excision, No. (%)
PDS 153(58.2) 168 (64.6) 321 (61.4)
IDS 94 (35.7) 77 (29.6) 171 (32.7)
Unknown 16 (6.1) 15 (5.8) 31(5.9)
Degree of surgical excision in PDS, No. (%)
RO 117 (76.5) 132 (78.6) 249 (77.6)
R1 27 (17.7) 23(13.7) 50 (15.6)
Unknown 9 (5.9) 13 (7.7) 22 (6.9)
Degree of surgical excision in IDS, No. (%)"
RO 49 (52.1) 43 (55.8) 92 (53.8)
R1 19 (20.2) 11 (14.3) 30 (17.5)
Unknown 26 (27.7) 23(29.9) 49 (28.7)

* The proportion was calculated based on the number of patients who received PDS (n = 321
in total, 153 in PLC group and 168 in PC group) or IDS (n = 171 in total, 94 in PLC group

and 77 in PC group), respectively.

Abbreviations: BMI, body mass index; ECOG PS, Eastern Cooperative Oncology Group perfor-
mance status; IDS, interval debulking surgery; PC, paclitaxel plus carboplatin; PDS, primary
debulking surgery; PLC, paclitaxel liposome plus carboplatin; R, resection margin; SD, stan-

dard deviation.

Table 2

Progression-free survival in two groups in the full analysis set.

Variables PLC (n = 263)

PC (n = 260) HR (95% CI) P

Full analysis set
Median PFS (95% CI), months
6-months rate (95% CI), %
12-months rate (95% CI), %
18-months rate (95% CI), %
Per protocol set
Median PFS (95% CI), months
6-months rate (95% CI), %
12-months rate (95% CI), %
18-months rate (95% CI), %

32.3 (21.8—-NE)

95.8 (91.8-97.9)
83.3 (76.0-88.6)
65.0 (56.0-72.7)

32.3 (21.8-NE)

95.7 (91.6-97.9)
83.2 (75.8-88.5)
64.9 (55.9-72.7)

29.9 (21.0-49.4)

0.89 (0.63-1.25)

94.4 (89.5-97.1) 0.5491
79.2 (71.1-85.2) 0.3795
63.9 (54.7-71.6) 0.8473
27.6 (21.0-49.4) 0.89 (0.64-1.25)

94.4 (89.5-97.1) 0.5750
79.1 (71.1-85.2) 0.3952
63.9 (54.7-71.6) 0.8600

Abbreviations: CI, confidence interval; HR, hazard ratio; NE, not estimated; PC, paclitaxel plus car-
boplatin; PFS, progression-free survival; PLC, paclitaxel liposome plus carboplatin.

count decreased (38.0%). In contrast, the most frequent TRAEs within
the PC group included anemia (65.4%), neutrophil count decreased
(53.1%), white blood cell count decreased (50.8%), nausea (44.2%), and
lymphocyte count decreased (39.6%) (Table 4). Notably, the PLC group
exhibited significantly lower incidences of certain non-hematologic tox-
icities compared to the PC group, including nausea (32.7% vs. 44.2%,
P = 0.007), vomiting (21.3% vs. 34.2%, P = 0.001), decreased appetite
(5.7% vs. 13.9%, P = 0.002), hyponatremia (5.3% vs. 11.2%, P = 0.017),

alopecia (5.7% vs. 11.5%, P = 0.019), neurotoxicity (4.2% vs. 16.5%,
P < 0.000), and hypertriglyceridemia (1.9% vs. 5.8%, P = 0.023)

(Table 4).

4. Discussion

In this prospective, multicenter, non-inferiority randomized con-
trolled trial, we assessed the efficacy and safety of paclitaxel liposome
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1.0 GROUP Events/Total Median (95% Cl) HR (95% Cl)
Control Group 70/260 29.9 (21.0-49.4) Reference
09 Treatment Group  64/263  32.3 (21.8-NE) 0.89 (0.63-1.25)
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Fig. 2. Kaplan-Meier curve of progression-free survival in full analysis sets. CI, confidence interval; HR, hazard ratio. Control group, paclitaxel in conjunction with
carboplatin; Treatment group, paclitaxel liposomes combined with carboplatin.

Table 3

Treatment-emergent adverse events and treatment-related adverse events in two groups in the safety analysis set.
Events PLC group (n = 263) PC group (n = 260) p

No. (%) No. (%)

TEAE 236 (89.7) 240 (91.5) 0.3595
TRAE 218 (82.9) 231(88.9) 0.0597
TEAE leading to dose reduction 23(8.8) 25 (9.6) 0.7636
TRAE leading to dose reduction 22(8.4) 24 (9.2) 0.7593
TEAE leading to dose interruption 5(1.9) 4(1.5) 1.0000
TRAE leading to dose interruption 5(1.9 4 (1.5) 1.0000
TEAE leading to treatment discontinuation 2(0.8) 2(0.8) 1.0000
TRAE leading to treatment discontinuation 2(0.8) 2(0.8) 1.0000
Grade 3 or higher TEAE 112 (42.6) 110 (42.3) 1.0000
Grade 3 or higher TRAE 91 (34.6) 89 (34.2) 1.0000

Abbreviations: PC, paclitaxel plus carboplatin; PLC, paclitaxel liposome plus carboplatin; TEAE, treatment-emergent adverse events; TRAE, treatment-related
adverse events.

Table 4
Treatment-related adverse events occurring in at least 20% of patients or with significant difference.

Events PLC (n = 263) PC (n = 260) P
No. (%) No. (%)

Anemia 165 (62.7) 170 (65.4) 0.5846
White blood cell count decreased 143 (54.4) 132 (50.8) 0.4312
Neutrophil count decreased 133 (50.6) 138 (53.1) 0.5998
Lymphocyte count decreased 102 (38.8) 103 (39.6) 0.8582
Platelet count decreased 100 (38.0) 92 (35.4) 0.5863
Nausea 86 (32.7) 115 (44.2) 0.0071
Albumin decreased 69 (26.2) 73 (28.1) 0.6942
Alanine aminotransferase increased 66 (25.1) 71 (27.3) 0.6192
Eosinophil count decreased 62 (23.6) 48 (18.5) 0.1638
Aspartate aminotransferase increased 61 (23.2) 58 (22.3) 0.8352
Vomiting 56 (21.3) 89 (34.2) 0.0012
Decreased appetite 15 (5.7) 36 (13.9) 0.0018
Alopecia 15 (5.7) 30 (11.5) 0.0193
Hyponatremia 14 (5.3) 29 (11.2) 0.0169
Neurotoxicity 11 (4.2) 43 (16.5) < 0.0001
Hypertriglyceridemia 5(1.9) 5(5.8) 0.0232

Abbreviations: PC, paclitaxel plus carboplatin; PLC, paclitaxel liposome plus carboplatin.
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in combination with carboplatin versus traditional paclitaxel with car-
boplatin as the first-line treatment for patients with stage II-IV primary
ovarian, peritoneal, or fallopian tube cancer. To our knowledge, this
represents the first study directly comparing the utility of paclitaxel li-
posome with paclitaxel in conjunction with carboplatin for managing
epithelial ovarian cancer. The findings indicate that paclitaxel liposome
is non-inferior to paclitaxel in efficacy and offers superior safety pro-
files, particularly regarding certain non-hematologic toxicities. Thus, the
combination of paclitaxel liposome and carboplatin emerges as a viable
and safe alternative for first-line treatment.

Traditionally, a regimen of paclitaxel and carboplatin, administered
tri-weekly, has been the established first-line chemotherapy for ovar-
ian cancer.* A phase III clinical trial comparing paclitaxel plus cisplatin
with paclitaxel plus carboplatin for the first-line treatment of stage III
advanced ovarian cancer revealed median PFS of 20.7 months in the pa-
clitaxel plus carboplatin group versus 19.4 months in the paclitaxel plus
cisplatin group.?! Reflecting on these outcomes, our study’s paclitaxel
liposomes demonstrated comparable efficacy to conventional paclitaxel,
yielding median PFS of 32.3 months and 29.9 months, respectively. Fur-
thermore, there was no significant variance in PFS rates at 6, 12, and
18 months between the two groups. Aligning with previous studies,?'->?
our results advocate for the feasibility of utilizing paclitaxel liposome in
combination with carboplatin as a first-line intervention for epithelial
ovarian cancer.

In this study, we observed a significantly lower incidence of certain
non-hematologic TRAEs, including nausea, vomiting, reduced appetite,
alopecia, and neurotoxicity, in the PLC group compared to the PC group.
Solvent-based paclitaxel has been implicated in various toxicities, such
as nausea, vomiting, neurotoxicity, and myalgia.?* Notably, paclitaxel
liposomes, in a Chinese study, demonstrated reduced gastrointestinal
and neurological toxicity.'® Furthermore, a comparative analysis con-
ducted at Ningbo First Hospital, China, assessed paclitaxel liposome
against paclitaxel plus carboplatin as first-line therapy for advanced
ovarian cancer.?® The findings revealed no significant differences in re-
sponse rates between the groups, yet the prevalence of muscle and joint
pain, dyspnea, nausea, vomiting, facial flushing, peripheral neurotoxic-
ity, and rash was notably lower among participants receiving paclitaxel
liposome. These outcomes align with those presented in our study.

Peripheral neuropathy represents a notable concern with pacli-
taxel use, posing a significant challenge for both clinicians and
patients. Paclitaxel-induced peripheral neuropathy may persist or
even worsen post-therapy cessation. Preclinical studies indicate that
polyoxyethylene-substituted castor oil, used as a solvent, can lead to ax-
onal swelling, degeneration, and demyelination, potentially contribut-
ing to the sustained neuropathy observed with paclitaxel administra-
tion.2® The alternative solvent in paclitaxel liposomes may confer a more
favorable neurotoxicity profile. This study corroborated such an advan-
tage, with a markedly lower incidence of peripheral neurotoxicity in
the PLC group than in the PC group, a finding supported by a meta-
analysis.>’

This study’s limitations include the exclusive availability of pacli-
taxel liposomes in China, restricting our analysis to the Chinese popula-
tion. Consequently, the efficacy and safety of paclitaxel liposomes plus
carboplatin in diverse ethnic groups remain to be elucidated. Besides,
our study’s robustness is partially limited by a subset of participants for
whom the pathological type and disease stage were categorized as "un-
known" due to factors such as insufficient biopsy samples, incomplete
pathology reports, or the loss of medical records during patient transfer
between institutions. Additionally, while this study provides valuable
insights into PFS, we acknowledge that OS was not assessed, and the
follow-up period was limited to 24 months. The absence of OS data and
a longer follow-up may restrict the comprehensiveness of long-term ef-
ficacy and safety outcomes, which are essential for the complete evalu-
ation of first-line chemotherapy regimens in ovarian cancer.

140

Journal of the National Cancer Center 4 (2024) 135-141
5. Conclusions

This multicenter, non-inferiority, randomized controlled trial offered
the first evidence that paclitaxel liposome in combination with carbo-
platin demonstrates non-inferior efficacy compared to paclitaxel plus
carboplatin as a first-line treatment for ovarian cancer. Notably, it also
showed enhanced safety, particularly in reducing nausea, vomiting, de-
creased appetite, alopecia, and neurotoxicity. These findings advocate
for the PLC regimen as an effective and safe first-line therapeutic alter-
native.
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