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Objective: The aim of the present subgroup analysis of the FRESCO trial is to determine 
the efficacy and hepatotoxicity of fruquintinib in Chinese patients with metastatic CRC with 
liver metastasis (CRLM) who were receiving third-line or posterior-line therapy.
Methods: Overall survival (OS) and progression-free survival (PFS) were evaluated by 
Kaplan–Meier method. Hazard ratio (HR) was estimated through Cox proportional hazards 
model. Hepatotoxicity was coded using the standardized MedDRA queries of hepatic failure, 
fibrosis, cirrhosis, and other liver injury-related conditions and graded using the Common 
Terminology Criteria Adverse Events grades. The efficacy of fruquintinib in patients with 
CRLM was evaluated in various subgroups.
Results: A total of 287 (69.0%) patients with metastatic CRC had liver metastasis (LM, fruquin-
tinib: 185 and placebo: 102). Median OS in patients with CRLM was significantly prolonged with 
fruquintinib compared with placebo (8.61 months vs 5.98 months; HR=0.59, 95% CI, 0.45–0.77, 
P<0.001). In patients with CRLM, the incremental median PFS for patients in the fruquintinib- 
treated group was significantly higher than in the placebo group (median PFS: 3.71 vs.1.84 months; 
HR=0.22, 95% CI: 0.17–0.30; P<0.001). Compared with placebo, significant improvements in OS 
were observed with fruquintinib in LM patients regardless of lung metastasis, prior target therapy, 
and K-RAS status. In patients with CRLM, treatment-emergent hepatotoxicities of any grade 
occurred in 7 (3.8%) patients in the fruquintinib group vs 2 (2.0%) in the placebo group.
Conclusion: Fruquintinib demonstrated a statistically significant increase in OS and PFS as 
compared with placebo in Chinese patients with CRLM. The hepatotoxicity of fruquintinib 
was less reported, and comparable with placebo in patients with CRLM.
ClinicalTrials.gov Identifier: NCT02314819.
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Plain Language Summary
● First subgroup analysis of the efficacy and hepatic safety data of fruquintinib in Chinese 

patients with mCRC with liver metastasis (CRLM) who were receiving third-line therapy.
● Fruquintinib significantly lowered the death and recurrence risks for CRLM patients, with 

median OS and median PFS 8.61 months and 3.71 months, respectively. Of note, the 
incidence of treatment-emergent hepatotoxicity was similar in CRLM patients compared to 
the placebo group.

● Survival benefits from fruquintinib were consistent across subgroups regardless of 
prior anti-VEGF/EGFR treatment, primary tumor site or K-RAS status in patients 
with CRLM in FRESCO.
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Introduction
Colorectal cancer (CRC) is the most commonly diagnosed cancer and the fourth leading 
cause of cancer mortality in the world.1,2 In China, approximately 376 000 new cases of 
CRC per year were reported in 2015 and have continued to grow.3 A large-scale, real- 
world study in China indicated that liver is one of the most common metastatic sites in 
Chinese patients with advanced CRC,3,4 with approximately 70% of patients having liver 
metastasis (LM) at the beginning of third-line therapy.5,6 In real-world evidence, among 
6764 Chinese patients with Tumor, Node, Metastasis (TNM) classification records at 
diagnosis, about 44% presented with TNM Stage IV at diagnosis; among them, 52% had 
LM.7 Liver metastasis is one of the major causes of death in patients with CRC8 . The 
disease impairs liver function either from replacement of normal parenchyma, restriction 
of vascular inflow (particularly portal venous inflow), or obstruction of biliary drainage 
and thus significantly enhances CRC progression.8

Surgical resection has become the standard curative treatment for patients with resectable 
colorectal liver metastasis (CRLM).8,9 Unfortunately, only about 20% of patients with CRLM 
have resectable cancer.10 More than 70% of patients with CRLM after liver resection develop 
recurrence in the remnant liver.9,10 Therefore, surgical resection for resectable CRLM is still 
a controversial and evolving topic within the realm of surgical oncology.8–10 FOLFOX 
(oxaliplatin, fluorouracil, and leucovorin) and FOLFIRI (irinotecan, leucovorin, and fluorour-
acil) are the 2 standard chemotherapy regimens (first-line therapy) for unresectable CRLM;11,12 

however, they are associated with various histological patterns of hepatotoxicity, such steato-
hepatitis, sinusoidal obstruction syndrome, and nodular regenerative hyperplasia.13 

Chemotherapy-associated with hepatotoxicity may negatively impact the ability to offer 
potentially curative therapy or increase morbidity in some patients.13,14 The accumulated 
injuries to the liver caused by chemotherapeutic agents during previous systemic treatment 
could affect the efficacy of chemotherapy.13–15 The combination of FOLFOX or FOLFIRI 
along with second-line therapies—namely anti-epidermal growth factor receptor (EGFR) 
therapies using agents such as cetuximab and panitumumab, as well as anti-vascular endothelial 
growth factor (VEGF) monoclonal antibody therapy with agents like bevacizumab—have 
been proven to increase the response rate and tumor shrinkage.8,12,16 However, most patients 
with metastatic CRC developed disease progression even after receiving systemic therapies in 
the first- or second-line settings.17,18 Therefore, there is a great need, and promise, for treatment 
options in the third-line setting for metastatic CRC, especially in China.

Fruquintinib is a potent, highly selective small-molecule inhibitor of VEGFR-1, −2, 
and −3 that has been approved by China’s National Medical Products Administration in 
2018 to treat patients with metastatic CRC who had failed at least 2 prior standard 
antitumor therapies, including fluoropyrimidine, oxaliplatin, and irinotecan, with or with-
out prior use of anti- VEGFR or anti-EGFR treatment.19 In the Phase 3 FRESCO trial, 
fruquintinib demonstrated a statistically significant and clinically meaningful overall 
survival (OS) benefit in Chinese patients with metastatic CRC.20 Fruquintinib also showed 
an acceptable safety and tolerability profile in Chinese patients with metastatic CRC.20

No data on efficacy and hepatotoxicity profile of fruquintinib in Chinese patients with 
CRLM who failed at least 2 prior standard antitumor therapies, including fluoropyrimi-
dine, oxaliplatin, and irinotecan, with or without prior useof anti-VEGF or anti-EGFR 
treatment were available. Thus the aim of the present subgroup analysis of the FRESCO 
trial is to determine the efficacy and hepatotoxicity of fruquitinib in Chinese patients with 
CRLM who were receiving third-line or posterior-line therapies. 
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Materials and Methods
Study Design and Patients
FRESCO is a multicenter, randomized, double-blind, pla-
cebo-controlled, phase 3 trial comparing fruquintinib ver-
sus placebo plus best supportive care (BSC) in Chinese 
patients with metastatic CRC (NCT02314819).20 The pur-
pose of the present post hoc analysis of the FRESCO trial 
was to evaluate survival benefit of fruquintinib in patients 
with CRLM. In the present post hoc analysis of the 
FRESCO trial, the survival benefit of fruquintinib in 
Chinese patients with metastatic CRC with and without 
LM was assessed. The patients with and without LM were 
separated in this subgroup analysis. Also, hepatotoxicity of 
fruquintinib in Chinese patients with metastatic CRC was 
assessed.

In the FRESCO trial, patients aged between 18 and 75 
years with a histological and/or cytological diagnosis of 
metastatic CRC who had failed at least 2 prior treatments 
with fluoropyrimidine, oxaliplatin, and irinotecan were 
enrolled. Additional criteria included an Eastern 
Cooperative Oncology Group (ECOG) performance status 
of 0 or 1; a life expectancy of at least 3 months; and 
adequate bone marrow, liver, and renal function at base-
line. Patients who had previously received any VEGFR 
inhibitors (regorafenib, ramucirumab, apatinib, axitinib, 
famitinib, or other tyrosine kinase inhibitors) or had 
other uncontrolled medical disorders were excluded. 
Patients who were previously treated with anti-EGFR or 
VEGF agents were eligible. Written informed consent was 
obtained from each patient and institutional ethics com-
mittee approval was obtained from each study center. The 
FRESCO trial was conducted in accordance with the laws 
and regulations in China regarding patient protection.

Study Treatment
In the FRESCO trial, eligible patients were randomized to 
receive fruquintinib plus BSC or placebo plus BSC in 
a 2:1 ratio. Patients in the fruquintinib group received 
fruquintinib 5 mg once daily for 3 weeks on and 1 week 
off (28-day cycles). All randomized patients received fru-
quintinib plus BSC or placebo plus BSC until discontinua-
tion due to intolerable toxicity, tumor progression, patient 
or investigator decision to stop treatment, or death.

Efficacy Assessments
The present subgroup analysis compared the OS and pro-
gression-free survival (PFS) after fruquintinib and placebo 

treatment along with BSC in Chinese patients with meta-
static CRC with and without LM. Also, further subgroup 
analysis evaluating impact of clinicopathological factors 
on the efficacy of fruquintinib in Chinese patients with 
CRLM was evaluated in the following variables: lung 
metastasis status (yes and no); prior therapy status (with 
and without Anti-VEGF/Anti-EGFR); K-ras status (wild- 
type and mutant); primary disease sites (colon and rectal); 
primary tumor location (left and right); peritoneum metas-
tasis status (yes and no); and time from metastasis to 
randomization (<18 months and ≥18 months). Moreover, 
best overall response (complete response, partial response, 
stable disease, and progressive disease), objective response 
rate (ORR, confirmed complete or partial response), dis-
ease control rate (DCR, complete or partial response, or 
stable disease recorded 8 weeks post randomization), and 
duration of stable disease were also assessed in Chinese 
patients with metastatic CRC with and without LM.

Safety Assessments
In the FRESCO trial, adverse events were assessed and 
graded during the study period, according to the National 
Cancer Institute Common Terminology Criteria for 
Adverse Events (CTCAE) version 4.03. Safety endpoints 
included treatment-emergent hepatotoxicity (by CTCAE 
grades and laboratory abnormalities). Hepatotoxicity was 
coded using the standardized MedDRA queries of hepatic 
failure, fibrosis, cirrhosis, and other liver injury-related 
conditions are graded using the CTCAE. Hy’s law labora-
tory criteria were met if AST/ALT was >3×ULN, total 
bilirubin was >2×ULN, and alkaline phosphatase was 
<2×ULN.

Statistical Analysis
For each subgroup, OS and PFS were evaluated by 
Kaplan–Meier method, and an unstratified Log rank test 
was used to compare treatment effect. Hazard ratio (HR) 
and its corresponding 95% CI were estimated through Cox 
proportional hazards model, and P-value was generated 
from the Log rank test. Comparison related to categorical 
variables such as ORR and DCR was analyzed using 
a Fisher’s exact test. Hepatotoxicity and hepatic laboratory 
abnormalities data were presented as frequencies and pro-
portions. The significance level was set at a 2-sided 
P=0.05 for all statistical tests. All the statistical analyses 
were carried out using SAS version 9.2.
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Table 1 Demographic and Baseline Disease Characteristics mCRC by Liver Metastasis in FRESCO (Randomized Population)

Variables Patients with Liver Metastasis Patients without Liver Metastasis

Fruquintinib+BSC 
(N=185)

Placebo+BSC 
(N=102)

Fruquintinib+BSC 
(N=93)

Placebo+BSC 
(N=36)

Age group, n (%)
<65 years 148 (80.0) 83 (81.4) 80 (86.0) 27 (75.0)

≥65 years 37 (20.0) 19 (18.6) 13 (14.0) 9 (25.0)

Gender, n (%)
Male/female 109 (58.9)/76 (41.1) 74 (72.5)/28 (27.5) 49 (52.7)/44 (47.3) 23 (63.9)/13 (36.1)

ECOG performance status, n (%)
0 53 (28.6) 31 (30.4) 24 (25.8) 6 (16.7)

1 132 (71.4) 71 (69.6) 69 (74.2) 30 (83.3)

Primary disease site at first diagnosis
Colon 108 (58.4) 55 (53.9) 39 (41.9) 15 (41.7)

Rectal 72 (38.9) 40 (39.2) 53 (57.0) 20 (55.6)

Colon-rectal 5 (2.7) 6 (5.9) 1 (1.1) 1 (2.8)

Missing 0 1 (1.0) 0 0

Primary tumor location at the time of diagnosis, n (%)
Left* 137 (74.1) 85 (83.3) 77 (82.8) 30 (83.3)

Right** 42 (22.7) 15 (14.7) 14 (15.1) 6 (16.7)

Both left and right 4 (2.2) 0 0 0

Missing/Unknown 2 (1.1) 2 (2.0) 2 (2.2) 0

Metastatic site, n (%)
Single 7 (3.8) 3 (2.9) 6 (6.5) 1 (2.8)

Multiple 178 (96.2) 99 (97.1) 87 (93.5) 35 (97.2)

Stage of disease at the time of diagnosis, n (%)
I 4 (2.2) 4 (3.9) 4 (4.3) 0

II 22 (11.9) 8 (7.8) 12 (12.9) 10 (27.8)

III 65 (35.1) 35 (34.3) 53 (57.0) 16 (44.4)

IV 93 (50.3) 53 (52.0) 24 (25.8) 10 (27.8)

Missing 1 (0.5) 2 (2.0) 0 0

Time from first metastasis diagnosis to 
randomization (months)

Mean (SD) 18.15 (12.2) 18.18 (11.9) 20.46 (14.3) 27.34 (19.2)

Median (min, max) 15.18 (2.1, 61.6) 14.74 (1.9, 63.6) 17.68 (0.9, 79.0) 23.03 (4.0, 81.6)

Prior use of VEGF inhibitors, n (%)
Yes 53 (28.6) 27 (26.5) 31 (33.3) 13 (36.1)

Prior use of EGFR inhibitors, n (%)
Yes 32 (17.3) 16 (15.7) 8 (8.6) 3 (8.3)

K-RAS gene status, n (%)
Wild type 111 (60.0) 57 (55.9) 46 (49.5) 17 (47.2)

Mutant type 74 (40.0) 45 (44.1) 47 (50.5) 19 (52.8)

Prior treatment lines on or above metastatic 
disease, n (%)

≤3 149 (80.5) 80 (78.4) 72 (77.4) 27 (75.0)

>3 36 (19.5) 22 (21.6) 21 (22.6) 9 (25.0)

Notes: *Left region includes splenic flexure, descending, transverse, sigmoid colon, and rectum. **Right region includes cecum, ascending colon, and hepatic flexure. 
Abbreviations: BSC, best supportive care; ECOG, Eastern Cooperative Oncology Group; EGFR, epidermal growth factor receptor; KRAS, Kirsten rat sarcoma viral 
oncogene homolog; max, maximum; min, minimum; N, total number patients; n, number of patients in each category; SD, standard deviation; VEGF, vascular endothelial 
growth factor.
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Results
Patient Disposition and Characteristics
In the FRESCO trial, a total of 519 patients were screened, 
and 416 patients were randomized to receive fruquintinib 
(n = 278) or placebo (n = 138) between December 2014 
and May 2016. Of these, 415 patients were included in the 
safety population (fruquintinib, n=278; placebo, n=137). 
A total of 287 (69.2%) patients with mCRC had LM, 
including 185 in the fruquintinib-treated group and 102 
in the placebo-treated group. The demographic and base-
line disease characteristics of all randomized patients by 
LM are shown in Table 1.

Efficacy
Significant improvements in OS (Figure 1) and PFS 
(Figure 2) were found amongst the fruquintinib-treated 
mCRC patients with LM. In patients with LM, treatment 
with fruquintinib significantly prolonged the median OS 
compared to placebo (median OS: 8.61 vs 5.98 months; 
HR=0.59, 95% CI: 0.45‒0.77; P<0.001). Also, in 
patients with CRLM, the incremental median PFS for 
patients in the fruquintinib group was significantly 
higher than in the placebo group (median PFS: 3.71 
vs.1.84 months; HR=0.22, 95% CI: 0.17‒0.30; 

P<0.001). Furthermore, fruquintinib showed 
a significant greater response rate over placebo in 
patients with CRLM (ORR: 4.9% vs 0%, P=0.029 and 
DCR; 62.2% vs 8.8%, P<0.001) (Table 2).

Comparisons of OS and PFS for subgroups of 
CRLM patients are described in Figures 3 and 4, respec-
tively. For metastatic CRC patients with LM, OS and 
PFS were significantly improved by fruquintinib com-
pared to placebo, regardless of prior targeted therapy 
had been used or the time since diagnosis of first 
metastasis. Compared to placebo, significantly greater 
improvements in OS and PFS were observed in fruquin-
tinib-treated LM patients with lung metastasis, K-RAS 
wild-type, left-sided primary tumors, without perito-
neum metastasis, primary tumor site of rectal, or 
ECOG performance status (Figures 3 and 4).

Safety
In patients with liver metastasis, treatment-emergent 
hepatotoxicity of any grade occurred in 7 (3.8%) 
patients in the fruquintinib group versus 2 (2.0%) in 
the placebo group. Treatment-emergent hepatotoxicity 
events by patients with and without LM are summarized 
in Table 3. Most hepatotoxicities in patients 
treated with fruquintinib were grade 1 (5/278=1.8%) or 

Figure 1 Comparison of overall survival in mCRC patients with liver metastasis (A) and without liver metastasis (B). 
Abbreviations: BSC, best supportive care; HR, hazard ratio; N, total number patients.
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2 (3/278=1.1%) and were mainly associated with under-
lying LM. Hepatic laboratory abnormalities by patients 
with and without liver metastasis are summarized in 
Table 3. The frequency of the adverse events of signifi-
cant interest with hepatic laboratory abnormalities such 

as elevations in bilirubin, ALT, or AST was low. In both 
the fruquintinib and the placebo groups, more hepatic 
laboratory abnormalities were reported in patients with 
LM compared to those without metastasis. One patient 
in the fruquintinib group met Hy’s law laboratory 

Table 2 Response Rate in mCRC Patients with and without Liver Metastasis

Patients with Liver Metastasis Patients without Liver Metastasis

Fruquintinib+BSC 
(N=185)

Placebo+ BSC 
(N=102)

Fruquintinib+BSC 
(N=93)

Placebo+BSC 
(N=36)

Best overall response, n (%)
Complete response 0 0 1 (1.1) 0

Partial response 9 (4.9) 0 3 (3.2) 0

Stable disease 106 (57.3) 9 (8.8) 54 (58.1) 8 (22.2)
Progressive disease 59 (31.9) 77 (75.5) 28 (30.1) 21 (58.3)

Not assessable 11 (5.9) 16 (15.7) 7 (7.5) 7 (19.4)

ORR, n (%) 9 (4.9)* 0 4 (4.3) 0

DCR, n (%) 115 (62.2)** 9 (8.8) 58 (62.4)** 8 (22.2)

Median DOS, months (95% CI) 5.5 (4.8, 5.5) 3.7 (3.1, 4.8) 5.7 (5.5, 7.4) 3.7 (2.8, 11.0)

Notes: *P<0.05, **P<0.001, P-value (fruquintinib vs placebo) based on fisher’s exact test. 
Abbreviations: BSC, best supportive care; CI, confidence interval; DCR, disease control rate; DOS, duration of stable disease; ORR, overall response rate.

Figure 2 Comparison of progression-free survival in mCRC patients with liver metastasis (A) and without liver metastasis (B). 
Abbreviations: BSC, best supportive care; HR, hazard ratio; N, total number patients.
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Figure 3 Comparison of overall survival for subgroup analysis of CRLM patients. 
Abbreviations: CI, confidence interval; EGFR, epidermal growth factor receptor; HR, hazard ratio; M, months; MT, metastasis; VEGF, vascular endothelial growth factor.
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Figure 4 Comparison of progression free survival for subgroup analysis of CRLM patients. 
Abbreviations: CI, confidence interval; EGFR, epidermal growth factor receptor; HR, hazard ratio; M, months; MT, metastasis; VEGF, vascular endothelial growth factor.
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criteria. This patient had underlying liver metastasis at 
baseline and was recovered after treatment thus was not 
considered as Hy’s law case. No severe or fatal treat-
ment-related hepatotoxicity was observed in the 
FRESCO trial.

Discussion
To the best of our knowledge, this is the first subgroup 
analysis by LM comparing efficacy and hepatotoxicity 
profile of fruquintinib versus placebo in Chinese patients 
with metastatic CRC who were not suitable for surgery 
and were receiving third-line or posterior-line therapies. 
Generally, mCRC patients with LM had worse survival 
than patients without LM, which was also observed as 
shortened OS in our study (5.98 vs 9.13 months, respec-
tively, of placebo arm, Table 3).21,22 In the present CRLM 
subgroup analysis, median OS was significantly prolonged 
with fruquintinib compared with placebo (HR=0.59, 95% 
CI: 0.45‒0.77). Also, the incremental median PFS for 
CRLM patients in the fruquintinib group was significantly 
higher than in the placebo group (HR=0.22, 95% CI: 0.17– 
0.30). Overall, fruquintinib demonstrated significant survi-
val benefit to the patients with CRLM. The efficacy results 
of this subgroup analysis are consistent with previously 
reported FRESCO study results.20 Furthermore, 

fruquintinib demonstrated a significant survival improve-
ment compared to placebo in mCRC patients with both 
liver and lung metastases, and significantly reduced the 
mortality risk by 43%. Besides liver metastasis, for mCRC 
patients, some other clinical and pathological factors might 
impact on prognosis, such as lung metastasis and K-RAS 
mutation.21,23 To confirm the efficacy of fruquintinib for 
CRLM patients with these factors, such as with prior anti- 
VEGF/EGFR treatment, primary tumor site or K-RAS 
mutation, etc., we further analyzed the subgroups among 
CRLM patients. Survival benefits were shown to be con-
sistent across subgroups regardless of prior anti-VEGF/ 
EGFR treatment, primary tumor site or K-RAS status. 
The results indicate that fruquintinib is effective in 
CRLM patients and significantly improves the OS and 
PFS for this population.

In the present analysis, fruquintinib showed clinically 
meaningful benefits in patients undergoing third-line or 
posterior-line therapies for patients with CRLM without 
observed accumulative hepatotoxicity. Overall, these sub-
group analysis results are consistent with previously 
reported FRESCO intent-to-treatment population 
results.20 In patients with CRLM, treatment-emergent 
hepatotoxicity of any grade occurred in 3.8% of patients 
in the fruquintinib group versus 2.0% of patients in the 

Table 3 Treatment-Emergent Hepatotoxicity Events and Hepatic Laboratory Abnormalities in mCRC Patients with and without Liver 
Metastasis

Patients with Liver Metastasis Patients without Liver Metastasis

Fruquintinib+BSC 
(N=185)  

n (%)

Placebo+BSC 
(N=102)  

n (%)

Fruquintinib+BSC 
(N=93)  
n (%)

Placebo+BSC 
(N=35)  
n (%)

Treatment-emergent hepatotoxicity events

Any Grade 7 (3.8) 2 (2.0) 2 (2.2) 0

Grade 1 5 (2.7) 1 (1.0) 0 0

Grade 2 2 (1.1) 0 1 (1.1) 0
Grade 3 0 1 (1.0) 1 (1.1) 0

Hepatic laboratory abnormalities

AST/ALT >3x ULN and ≤5x ULN 18 (9.7) 5 (4.9) 1 (1.1) 1 (2.9)

AST/ALT >5x ULN 10 (5.4) 3 (2.9) 2 (2.2) 0
Total bilirubin >2x ULN 30 (16.2) 10 (9.8) 1 (1.1) 1 (2.9)

AST/ALT >3x ULN and total bilirubin 

>2x ULN

14 (7.6) 1 (1.0) 0 1 (2.9)

Hy’s law laboratory criteria* 1 (0.5) 0 0 0

Notes: Data presented are from safety population. *AST/ALT >3x ULN, total bilirubin >2x ULN and ALP <2x ULN. 
Abbreviations: ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate aminotransferase; BSC, best supportive care; ULN, upper limit of normal; N, total 
number patients; n, number of patients in each category.
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placebo group. None of the patients treated with fruquin-
tinib had severe or fatal treatment-related hepatotoxicity. 
In safety population, no drug-induced liver injury was 
reported. The hepatotoxicity of fruquintinib was compar-
able with placebo in patients with CRLM.

There are some limitations to the present subgroup 
analysis. The present analysis was performed on 
a limited sample size, which reduces the power of 
a study/statistical test to find true differences. Also, simi-
larity in baseline characteristics is not guaranteed within 
each subgroup. Thus, subgroup findings are not confirma-
tory and need further justification with more data.

Conclusions
As the first subgroup analysis of the efficacy and hepatic 
safety data of fruquintinib in Chinese patients with CRLM 
who were receiving third-line or posterior-line therapies, 
fruquintinib significantly lowered the death and recurrence 
risks for these patients. Notably, the treatment-emergent 
hepatotoxicity events rate was similar in CRLM patients 
compared to the placebo group. Also, survival benefits 
from fruquintinib were consistent across subgroups regard-
less of lung metastasis or prior target treatment in patients 
with CRLM in FRESCO.
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