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ABSTRACT

Background: Two anaplastic lymphoma kinase (ALK)-tyrosine kinase inhibitors
(-TKIs) have been approved for the treatment of patients with ALK-rearranged (ALK-
positive) advanced non-small cell lung cancer (NSCLC). Severe hepatotoxicity has been
observed in several clinical studies. We aim to assess the incidence and risk of liver
toxicity with these drugs by a systematic review and meta-analysis of clinical trials.

Materials and Methods: The databases of PubMed, Web of Science and abstracts
presented at oncology conferences’ proceedings were searched for relevant studies
from January 2000 to January 2017. Summary incidence rates, relative risks (RRs),
and 95% confidence intervals (CIs) were calculated by using either random effects
or fixed effect models.

Results: A total of 1,908 patients from 10 clinical trials were included. The
incidences of all-grade aspartate aminotransferase (AST) and alanine transaminase
(ALT) elevation were 25.2% (95% CI 17.7-34.7%), and 26.0% (95% CI 17.8-36.3%),
respectively. The incidences of high-grade (grade 3 and 4) AST and ALT elevation were
7.0% (95% CI: 5.4-9.0%), and 9.9% (95%CI: 5.6-16.7%), respectively. Sub-group
analysis according to ALK-TKIs showed that the incidence of liver toxicities associated
with ceritinib was higher than that of crizotinib and alectinib. In comparison with
chemotherapy, ALK-TKIs significantly increased the risk of developing all-grade and
high-grade AST elevation (RR, 2.30, 95%CI: 1.87-2.83, p < 0.001; RR 10.14, 95%
CI: 3.9-26.39, p < 0.001) and ALT elevation (RR 2.37, 95%CI: 1.97-2.86, p < 0.001;
RR 7.34, 95% CI: 3.95-13.63, p < 0.001), respectively.

Conclusions: The use of ALK-TKIs significantly increases the risk of developing
all-grade and high-grade liver toxicities in lung cancer patients.

INTRODUCTION

introduced into clinical practice due to major progress in
the understanding of the pathogenesis of NSCLC, which
blocking dysregulated signaling pathways [3—5]. signaling
pathway, implicating in the cancer cell proliferation and
survival, is the first oncogenic drivers to be found in lung
cancer [6]. Indeed, published data from clinical trials
has shown that EGFR-tyrosine kinase inhibitors (TKIs)
are superior to conventional chemotherapy in advanced

Lung cancer is the most common cancer and the
leading cancer-related deaths around the worldwide [1].
The majority of lung cancer cases (approximately 80-85%)
are diagnosed as non-small-cell lung cancer (NSCLC),
including squamous carcinoma, adenocarcinoma and
large cell carcinoma [2]. Although platinum-based

doublets chemotherapy remains the standard treatment
for advanced NSCLC with good performance status, a
variety of novel molecular targeted agents have been

NSCLC patients presented with EGFR mutation [7-10].
Recently, NSCLC patients harboring an anaplastic
lymphoma kinase (ALK) -rearrangement represent the
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second oncogene addiction to be identified in NSCLC
[11, 12]. Rearrangements of the ALK gene are present
in in several human cancers and occur in approximately
5% of advanced NSCLC. Specific ALK-TKIs have been
developed during the past decade. Currently, two ALK-
TKIs, crizotinib and ceritinib, have been approved in
many countries worldwide for the treatment of advanced/
metastatic ALK-rearranged NSCLC patients [13, 14].

Generally, the common toxicities associated with
ALK-TKIs are gastrointestine toxicities including nausea,
vomiting and diarrhea, and the severity of these toxicities
is mild [15—17]. However, physicians pay more attentions
to the incidence and risk of liver toxicities associated with
ALK-TKIs when administrating these drugs, although the
mechanism of ALK-TKIs-related liver toxicities remains
unknown [18]. Current recognition of its risk are generally
from single individual clinical trial, but the sample of these
studies are small and might have patient selection bias. As
a result, we conduct a systematic review and meta-analysis
of published data associated with ALK-TKIs to investigate
the overall incidence and risk of liver toxicities with the
administration of these drugs.

MATERIALS AND METHODS

Clinical end point

Three variables were separately considered such
as expression of hepatotoxicity: the increase of alanine
aminotransferase (ALT) and the increase of aspartate
aminotransferase (AST). For each variable, we considered
the increase of all grades and grade 3—4 as the main
outcomes and the analysis was conducted in order to find a
significant difference between the two arms. Adverse events
were defined as per version three of the National Cancer
Institute’s Common Terminology Criteria for Adverse
Events criteria because of its use in the selected trials (NCI-
CTC, version 3 or 4; http://ctep.cancer.gov). In the event a
study reported high-grade but not low-grade liver toxicities,
no assumption of all-grade incidence was made.

Data sources

We searched the Pubmed (data from Jan 2000 to
Jan 2017), Embase (data from Jan 2000 to Jan 2017) and
the Cochrane Library electronic databases. Key words
were “ALK-TKIs”, “ALK inhibitors”, “crizotinib”,
“ceritinib”, “alectinib”, “non-small-cell lung cancer”,
“non-small-cell lung carcinoma”, “prospective trials” and
“liver toxicities”. The search was limited to prospective
clinical trials published in English. We also searched
abstracts containing the term “ALK-TKIs” that were
presented at the American Society of Clinical Oncology
(ASCO) and European Society of Medical Oncology
(ESMO) annual meetings from 2004 to 2017 to identify
relevant studies. Additionally, we searched the clinical

trial registration website (http://www.ClinicalTrials.gov)
to obtain information on the registered prospective trials.
Each publication was reviewed and in cases of duplicate
publication only the most complete, recent, and updated
report of the clinical trial was included in the meta-
analysis.

Study selection

Phase I trials were excluded from analyses due to
multiple dose level and limited sample sizes, and only
prospective phase II/III trials evaluating ALK-TKIs in
NSCLC patients with adequate data on liver toxicities
were incorporated in the analysis. Clinical trials that met
the following criteria were included: (1) prospective phase
IT or III trials involving NSCLC patients; and (2) available
data regarding events or incidence of liver toxicities
and sample size. If multiple publications of the same
trial were retrieved or if there was a case mix between
publications, only the most recent publication (and the
most informative) was included.

Data extraction

Data abstraction was conducted independently
by two investigators, and any discrepancy between the
reviewers was resolved by consensus. For each study,
the following information was extracted: first author’s
name, year of publication, trial phase, number of enrolled
subjects, treatment arms, number of patients in treatment
and controlled groups, median age, median progression-free
survival, and adverse outcomes of interest (liver toxicities).

Statistical analysis

For the calculation of incidence, the number of
patients with liver toxicities in ALK-TKIs group and
the total number of patients receiving ALK-TKIs were
extracted from the selected clinical trials; the proportion of
patients with liver toxicities and 95% confidence interval
(CI) were derived for each study. To calculate relative risk
(RR), patients assigned to ALK-TKIs were compared only
with those assigned to control treatment in the same trial.
For one study that reported zero events in the treatment
or control arm, we applied the classic half-integer
correction to calculate the RR and variance [19]. Between-
study heterogeneity was estimated using the y*-based Q
statistic [20]. Heterogeneity was considered statistically
significant when P, . <0.1. If heterogeneity existed,
the pooled estimate calculated based on the random-
effects model was reported using the DerSimonian et al
method [21]. In the absence of heterogeneity, the pooled
estimate calculated based on the fixed-effects model was
reported using inverse variance method. A statistical test
with a p-value less than 0.05 was considered significant.
The presence of publication bias was evaluated by
using the Begg and Egger tests [22]. The Jadad scale
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was used to assess the quality of randomized controlled
trials based on the reporting of the studies’ methods and
results [23]. And we used the Newcastle-Ottawa quality
assessment scale to assess the quality of non-comparative
(uncontrolled) studies. We selected items that focused on
representativeness of study patients, demonstration that
the outcome of interest was not present at the start of the
study, adequate assessment of outcome, sufficient length
of follow-up to allow outcomes to arise, and adequacy of
follow-up (Supplementary Table 1). All statistical analyses
were performed by using Version 2 of the Comprehensive
MetaAnalysis program (Biostat, Englewood, NJ).

RESULTS

Eligible studies

A total of 210 records relevant to ALK-TKIs were
identified according to the search strategy. The reasons for
study exclusion were shown in Figure 1, and we finally
selected 10 prospective trials, included 3 phase III [24-26]
and 7 phase II trials [27-33] (Table 1). The present study
was conducted based on the Preferred Reporting Items
for Systematic review and Meta-Analysis (PRISMA)
statement (Supplementary Table 2) [34]. A total of
1,908 patients were available for the meta-analysis.
The characteristics of patients and studies were listed
in Table 1. Based on the eligibility criteria of each trial,
patients with impaired renal, hepatic or hematological
function were excluded. All of the three randomized
controlled trials were open-label controlled trials, thus had
Jadad score of 3. For seven non-randomized controlled
trials, the quality score was also high (= 6) according to
NOS checklists.

ALT increase

For the overall incidence analysis, only patients
received ALK-TKIs alone were included. Thus, a total
of 1,197 patients from ten trials were included in the
analysis: all-grade ALT increase was reported in 430 out
of 1,197 patients with a pooled incidence of 26.0% (95%
CI: 17.8-36.3%, Figure 2A).We then conducted sub-group
analysis to investigate the incidence difference among
different ALK-TKIs and found that the incidence of ALT
associated with ceritinib (53.6%, 95%CI: 31.3-74.6%)
was significantly higher than that of alectinib (13.3%,
95%CI: 6.7-24.7%) and crizotinib (26.9%, 95%CI: 13.4—
46.6%). The RR (fixed effect) to develop any grade of
ALT increase was 3.79 (95% CI, 2.89-4.98; p < 0.001)
in advanced NSCLC patients received ALK-TKIs in
comparison with chemotherapy (Q = 4.26, p = 0.12;
P=53.1%) (Figure 3A).

The incidence and risk of high-grade (grade 3—4)
ALT increase was assessed in 1,374 patients, and the
pooled incidence of high grade ALT increase was 9.9%

(95% CI, 5.6-16.7%, Figure 2B) for ALK-TKIs. In
addition, the use of ALK-TKIs in advanced NSCLC
patients significantly increased the risk of developing
grade 3—4 of ALT increase with RR of 8.92 (95% CI,
4.67-17.0; p <0.001, Figure 3B). There was no significant
heterogeneity in the RR analysis for high-grade ALT
increase (Q =2.61; p =0.27; P = 23.4%).

AST increase

For incidence of any grade of AST increase, a total
of 1,211 patients were available. All grade of AST increase
was reported in 366 out of 1,211 NSCLC patients treated
with ALK-TKIs with a pooled incidence of 25.2% (95%
Cl, 17.7-34.7%, Figure 4A). Sub-group analysis based
on the ALT-TKIs demonstrated that the incidence of AST
elevation associated with ceritinib (41.9%, 95% CI: 23.3—
63.1%) was higher than that of alectinib (14.7%, 95% CI:
7.1-28.2%) and crizotinib (25%, 95% CI: 14.2-34.7%).
The risk of developing all-grade AST increase was 3.27
(95% CI, 2.47-4.34; p < 0.001, Figure 5A) in advanced
NSCLC patients treated with ALK-TKIs in comparison
with controls.

The incidence of high-grade (grade 3-4) AST
increase was assessed in 1,374 patients and the pooled
incidence of high grade of AST increase was 7.0% (95%
CI, 5.4-9.0%, Figure 4B) for ALK-TKI. In addition, the
risk of developing high-grade AST increase (fix effect)
was 11.54 (95% CI, 4.33-30.7; p < 0.001, Figure 5B)
in advanced NSCLC patients treated with ALK-TKIs
in comparison with chemotherapy. There was no
significant heterogeneity in the analysis for risk of all
grades (Q = 4.22%, p = 0.12; ’= 52.6%) and high-grade
(0 =0.23; p =0.89; I*= 0%) of AST increase.

Publication bias

We detected no significant publication biases for all
grade of hepatic toxicities by using Begg’s and Egger’s
test (p = 0.60 and p = 0.65 for ALT increase, p = 0.60
and p = 0.56 for AST increase, respectively). In addition,
we did not find significant publication biases for high
grades of ALT and AST increase (p = 0.60 and p = 0.69
for ALT increase, p = 0.60 and p = 0.81 for AST increase,
respectively).

DISCUSSION

Due to the increased understandings of tumor
biology and the signal pathways involved in lung cancer
cells proliferation, several novel targeted agents that
blocking dysregulated signaling pathways, such as
EGFR and vascular endothelial growth factor (VEGF)
pathways have been introduced. Although targeted agents
are generally well tolerated in lung cancer, severe liver
toxicities associated with TKIs have been reported.
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Table 1: Baseline characteristics of ten included prospective trials

Authors/year Phase f;;:ﬁ;let; Treatment Arm lzl/lge:z;;l g/llfsdzi?) D(;Igd(l;l)l gl(;l;(s);s
Kwak E.L. et al/2010 [27] Expansion 82 Crizotinib 250 mg 5 1- NR NR 82
cohort bid po
Camidge D.R. et al/2012 [28] Expansion 149 Crizotinib 250 mg 52 9.7 NR 149
cohort bid po
Shaw A.T. et al/2013 [24] m 347 Crizotinib 500 mg 51 7.7 20.3 172
bid po
Chemotherapy 49 3 22.8 171
Shaw A.T. et al/2014a [29] Expansion 81 Ceritinib 750 mg 53 NR NR 81
cohort qd po
Shaw A.T. et al/2014b [30] Expansion 50 Crizotinib 250 mg 53 19.2 NR 50
cohort bid po
Solomon B.J. et al/2014 [25] 1 343 Crizotinib 500 mg 52 10.9 NR 171
bid po
Chemotherapy 54 7 NR 169
Shaw A.T. et al/2016 [33] 11 87 Alectinib 600 mg 54 NR NR 87
bid po
Kim D.W. et al/2016 [31] Expansion 255 Ceritinib 750 mg  NR NR NR 255
cohort qd po
Ou S.H. et al/2016 [32] I 138 Alectinib 600 mg 52 8.9 NR 138
bid po
Soria J.C. et al/2017 [26] 1 376 Ceritinib 750 mg 55 16.6 NR 189
qd po
Chemotherapy 54 8.1 NR 175

Abbreviations: PFS, progression-free survival; OS, overall survival; NR, not reported

Published articles identified
through database searching (n=210)

Trials primarily excluded (n=200)
Review articles,

Pharmacokinetic, Phase I trials,

» | Case reports,

Observational studies,
Commentaries,

Letters,

Studies included for Not neoplastic disease publications

analysis (n=10)

Randomized controlled phase Prospective phase II trials
II1 trials (n=3) (n=7)

Figure 1: Flow chart of trial selection process in the meta-analysis.
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A  Group by

drug

alectinib
alectinib
alectinib
ceritinib
ceritinib
ceritinib
crizotinib
crizotinib
crizotinib
crizotinib
crizotinib
Overall

B study name

Study name

Event
rate
Shaw A.T. etal/2016 0.184
OuSH.etall2016  0.094
0.133
Kim D.W. et al/2016  0.420
Soria J.C. et al/2017 0.651
0.536
Camidge D.R. et al/201@2.121
Shaw A.T. et al/l2013 0.459
Shaw A.T. et al/2014b 0.140
Solomon B.J. et all2014.444
0.269
0.260

Statistics for each study

Lower Upper

limit

0.116
0.055
0.067
0.361
0.578
0.313
0.077
0.386
0.068
0.372
0.134
0.178

limit

0.279
0.155
0.247
0.481
0.718
0.746
0.184
0.534
0.266
0.520
0.466
0.363

Z-Value p-Value Total

-5.384 0.000 16/87

-7.767  0.000 13/138
-4.841  0.000 29/225
-2.556 0.011 107/255
3.942 0.000 114/175
0.307 0.759 221/430
-7.896 0.000 18/149
-1.066 0.286 79/172
-4454 0.000 7/50

-1.450 0.147 76/171

-2.270  0.023 180/ 542
-4220 0.000430/1197

Statistics for each study

Event Lower Upper

rate  limit limit Z-Value p-Value Total
Kwak E.L. et al/2010 0.061 0.026 0.138 -5.925 0.000 5/82
Camidge D.R. et al/2012 0.040 0.018 0.087 -7.610 0.000 6/149
Shaw A.T.etal/2013  0.087 0.053 0.140 -8.689 0.000 15/172
Shaw AT.etall2014a 0235 0.155 0.339 -4.510 0.000 19/81
Shaw A.T. etal/2014b  0.040 0.010 0.146 -4.404 0.000 2/50
Solomon B.J. etal/2014 0.099 0.063 0.154 -8.623 0.000 17/171
Shaw A.T.etal/2016 ~ 0.057 0.024 0.131 -6.073 0.000 5/87
Kim D.W. et al/’2016 0.286 0.234 0.345 -6.594 0.000 73/255
Ou S.H. et al/2016 0.014 0.004 0.056 -5.924 0.000 2/138
Soria J.C. et al/2017 0.307 0.245 0.376 -5.166 0.000 58/189

overall 0.099 0.056 0.167 -7.164 0.000 202/ 1374
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Figure 2: Forest plot for meta-analysis of incidence of all-grade and high-grade ALT elevation in NSCLC patients

assigned ALK-TKIs.

A Study name

B

Statistics for each study

Events / Total

Risk Lower Upper
ratio  limit limit Z-Value p-Value Group-A Group-B
Shaw A.T.etall2013 7456 1.73132112 2697 0.007 15/172 2/171
Solomon B.J. etall2014 4.200 1.443 12224 2633 0.008 17/171 4/169
Soria J.C. etall2017 10.741 4.41026.157 5228 0.000 58/189 5/175
overall 7.337 395013628 6.307 0.000 90/532 11/515
Study name Statistics for each study Events / Total

Risk Lower Upper

ratio
Shaw A.T.etall2013 2.380
Solomon B.J. et all20141.977
Soria J.C. etall2017 2778

overall 2.374

limit
1.683 3.366
1426 2.739
2.049 3.765
1.968 2.863

4.901
4.093
6.583
9.049

Figure 3: Relative risk of ALK-TKIs-associated
randomized controlled trials.

limit Z-Value p-Value Group-A Group-B

0.000 79/172 33/171
0.000 76/171 38/169
0.000 1147189 38/175
0.000 269/532109/515
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A Group by Study name Statistics for each study Event rate and 95% CI

drigs Event Lower Upper :
rate  limit fimit ZValue pValue Total all-grade AST elevation

alectinib Shaw A.T.etall2016 0.207 0.134 0.305 -5.077 0.000 18/87 -.-

alectinib OuS.H.etall2016  0.101 0.061 0.164 -7.736 0.000 14/138 l

alectinib 0.147 0.071 0.282 -4.196 0.000 32/225 ’

ceritinib KimD.W. etall2016 0.318 0.263 0.377 -5.684 0.000 81/255 .

ceritinib Soria J.C. etall2017 0.529 0.458 0.599 0.800 0.424 100/ 189 :

ceritinib 0.419 0.233 0.631 -0.740 0.460 181/444

crizotinib Camidge D.R. et al/l2012.101 0.062 0.160 -8.043 0.000 15/149 | ]

crizotinib Shaw A.T.etal/2013 0.384 0.314 0.458 -3.022 0.003 66/172 L 3

crizotinib Shaw A.T. etal/l2014b 0.220 0.126 0.355 -3.707 0.000 11/50 -

crizotinib Solomon B.J. et all2014.357 0.289 0.431 -3.693 0.000 61/171  J

crizotinib 0.250 0.142 0.402 -3.068 0.002 153 /542 -

Overall 0.252 0.177 0.347 -4693 0.000366 /1211 .

-1.00 -0.50 0.00 0.50 1.00

B Group by Study name Statistics for each study Event rate and 95% CI

o Event Lower Upper high-grade AST elevation

rate  limit limit Z-Value p-Value Total

alectinib Shaw A.T.etall2016 0.046 0.017 0.116 -5.924 0.000 4/87

alectinib OuS.H.etall2016  0.014 0.004 0.056 -5.924 0.000 2/138 E

alectinib 0.029 0.009 0.085 -6.028 0.000 6/225

ceritinib Shaw A.T. etal/2014a 0.123 0.068 0.214 -5.803 0.000 10/81 -

ceritinib Kim D.W. etal/2016 0.098 0.067 0.141 -10.538 0.000 25/255 ]

ceritinib Soria J.C. etall2017 0.169 0.122 0.230 -8.200 0.000 32/189 L 3

ceritinib 0.129 0.088 0.184 -8.880 0.000 67/525 0

crizotinib Kwak E.L. etal/2010 0.061 0.026 0.138 -5.925 0.000 5/82 -

crizotinib Camidge D.R. et al/2012.034 0.014 0.078 -7.387 0.000 5/149

crizotinib Shaw A.T.etall2013 0.047 0.023 0.090 -8.342 0.000 8/172

crizotinib Shaw A.T. etal/2014b 0.020 0.003 0.129 -3.853 0.000 1/50 ﬁ

crizotinib Solomon B.J. et al/l20149.053 0.028 0.098 -8.440 0.000 9/171 L]

crizotinib 0.046 0.032 0.066 -15.605 0.000 28/624 ’

Overall 0.070 0.054 0.090 -18.472 0.000 101/ 1374 [}

-1.00 -0.50 0.00 0.50 1.00

Figure 4: Forest plot for meta-analysis of incidence of all-grade and high-grade AST elevation in NSCLC patients
assigned ALK-TKIs.

A Study name Statistics for each study Events / Total Risk ratio and 95% Cl

Risk Lower Upper all-grade AST elevation
ratio limit limit Z-Value p-Value Group-A Group-B

Shaw AT.etall2013 2343 1.590 3.455 4.301 0.000 66/172 28/171
Solomon B.J. etall20141.827 1.267 2.635 3.224 0.001 61/171 33/169
Soria J.C. etall2017 2723 1.957 3.789 5.944 0.000 100/18934/175

overall 2296 1.866 2825 7.855 0.000227/53295/515
01 0.2 0.5 d 2 5 10
ALK inhibitors chemotherapy
B Study name Statistics for each study Events / Total Risk ratio and 95% ClI

Risk Lower Upper
ratio limit  limit Z-Value p-Value Group-A Group-B

ShawAT.etal2013  7.953 1.006 62907 1.965 0.049 8/172 1/171 l lﬂ
Solomon B.J. etall201418.779 1.102 320.104 2.027 0.043 9/171 0/169
Soria J.C. etal2017  9.877 3.079 31.677 3.851 0.000 32/189 3/175 —l

overall 10.144 3900 26.385 4.751 0.000 49/532 4/515

high-grade AST elevation

01 02 05 1 2 5 10

ALK inhibitors chemotherapy

Figure 5: Relative risk of ALK-TKIs-associated all-grade and high-grade AST elevation versus control from
randomized controlled trials.
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Indeed, two previously published meta-analyses find
that the use of VEGF receptor-tyrosine kinase inhibitors
significantly increases the risk of developing liver
toxicities [35, 36]. However, the overall incidence and
risk of liver toxicities associated with ALK-TKIs remains
undetermined. A total of 1908 advanced NSCLC patients
from 10 prospective trials are included for analysis, and
our study, for the first-time, shows that the use of ALK-
TKIs significantly increases the risk of developing liver
toxicity. The summary incidences of all-grade ALT and
AST increase were 26.0% (95% CI: 17.8-36.3), and
25.2% (95% CI, 17.7-34.7), respectively with 9.9% (95%
CI, 5.6-16.7), and 7.0% (95% CI, 5.4-9.0) being high-
grade, respectively. Compared to chemotherapy alone, a
statistical increase risk of developing all-grade ALT and
AST elevations (RR 3.79 and 3.27, respectively) is found
in advanced NSCLC patients treated with ALK-TKIs.
Additionally, increased risk of developing high-grade
ALT and AST elevations are also observed (RR 8.92 and
11.54, respectively) in patients exposed to ALK-TKIs.
The findings of the present study will help physicians to
fully know the incidence and risk of drug-induced liver
toxicities associated with ALK-TKIs in advanced NSCLC
patients. Recently, two ALK-TKIs, crizotinib and ceritinib,
have been approved for the treatment of advanced ALK-
positive NSCLC patients, thus the use of these drugs is
anticipated to be increased in anti-cancer treatment and
clinical studies. Based on our findings, the following
methods might be considered to reduce the potential risk
of liver toxicities associated with ALK-TKIs: clinicians
should monitor patients during the course of ALK-TKIs
treatment and should provide appropriate intervention to
reduce morbidity and mortality related to liver damage.

Drug-induced hepatotoxicity is one of the major
concerns in clinical practice, because  drug-induced
liver injury is the most common reason for withdrawal
of an approved drug and study terminations. There are
several theories for the pathogenesis of drug-induced
liver toxicities have been recommended, including
immune mediated response, mitochondrial dysfunction
and variations in host metabolic response. However, the
specific mechanism of ALK-TKIs induced hepatic toxicity
remains undetermined, further studies are recommended to
address this issues.

Currently, there are no specific guidelines to
monitor and manage ALK-TKIs related liver toxicities.
According to the experiences from clinical trials, baseline
liver function of each patient should be assessed before
treatment, and liver function should be monitored every
two weeks during the first two months, then monthly and
as clinically indicated [18]. For patients with baseline
moderate hepatic impairment, a reduced starting dose of
ALK-TKIs is recommended. And these drugs should not
be used for the treatment of patients with severe hepatic
impairment. The majority of susceptible patients will
experience liver enzyme elevations in the first few months

of drug exposure, and these liver enzyme will return to
baseline levels after treatment interruption. For the most
of included trials in the present study, dose interruptions
or discontinuations are recommended for patients with
a raised transaminase levels. For patients with severe
aminotransferase elevations, ALK-TKIs should be held
until return to pretreatment levels. Then, ALK-TKIs could
be resumed at reduced dose.

It should be noted that the present study has several
limitations. Firstly, these included trials are performed at
various institutions, and there might have potential bias
in reported incidences of liver function abnormalities.
Second, ALT, AST, and bilirubin elevation represents
liver function injury, the sensitivity or specificity of these
tests are limited. Thirdly, our study is a meta-analysis of
published data, thus individual patient data could not be
available, although previous research demonstrate that
trial level and patient level meta-analyses yield similar
results. Finally, only articles published in English are
included for analysis in the present study, which might
create some selection bias.

CONCLUSIONS

In summary, our study has demonstrated that the
use of ALK-TKIs significantly increased the incidence
and risk of developing all-grade and high-grade
hepatotoxicity. Clinicians should clearly recognize the
risks and benefits from ALK-TKIs treatment in advanced
NSCLC patients, and provide appropriately monitoring of
serum transaminases. Additionally, more trials are needed
to assess the potential predictive factors for liver toxicities
associated with ALK-TKIs treatment in order to avoid
premature drug discontinuation.
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