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Epidermal growth factor receptor tyrosine kinase
inhibitors combined with thoracic radiotherapy or
chemoradiotherapy for advanced or metastatic
non-small cell lung cancer: A systematic review

and meta-analysis of single-arm trials

Ruifeng Liu, MD*®, Shihong Wei, MMP®, Qiuning Zhang, MD®*°, Xueliang Zhang, MMP, Hongtao Luo, MM?®,
Jinhui Tian, MD®, Yi Li, MM2¢, Long Ge, MD?°, Xiaohu Wang, MD#°"*

Abstract N\
Background: Preclinical in vitro experiments demonstrated that epidermal growth factor receptor (EGFR) tyrosine kinase inhibitors |
(TKIs) might have synergistic effect in combination with radiotherapy on Non-small cell lung cancer (NSCLC), but the clinical trials
showed inconsistence results in NSCLC patients with EGFR status unknow or mutations. This study aimed to determine if added
TKIs to Thoracic radiotherapy (TRT) improve primary disease response rate (RR) and survival outcomes in advanced or metastatic
NSCLC.

Methods: \We searched MEDLINE, EMBASE, and Cochrane Library from January 2000 to December 2017 for eligible studies
where patients received concurrent EGFR TKls and TRT or CRT. Concerned outcomes were primary tumor RR, overall survival (OS),
and adverse events (AEs). The meta-analysis was performed using Stata software (version 12.0). Random effects models were used
to pool outcomes across studies. Sensitivity analysis was performed to determine if the results would be different.

Results: We found 16 prospective clinical trials with mature results for meta-analyses. Twelve studies including 446 patients
reported the RR and survival outcomes of TRT combined TKIs. The CR, PR, SD, and PD, respectively, were 0.06 (95% CI 0.03-0.09,
12 = 0%), 0.44 (95% Cl 0.38-0.49, [°= 64.9%), 0.29 (95% Cl 0.24-0.34, 1°=78.4%), and 0.15 (95% Cl 0.11-0.19, [’=84.2%). One-
and 2-year OS, respectively, were 0.52 (95% Cl 0.44-0.60, |>=38.8%) and 0.26 (95% Cl 0.18-0.33, [°=0%). Four studies including
182 patients reported the RR and survival outcomes of CRT combined TKls. The pooled CR, PR, SD, and PD, respectively, were
0.12 (95% Cl 0.02-0.22, I?°=69.1%), 0.41 (95% Cl 0.27-0.55, [2=71.6%), 0.31 (95% Cl 0.16-0.46, 1>=79%), and 0.14 (95% ClI
—0.01-0.30, °=87.8%). Only 1 study reported the survival event rate, 1- and 2-year OS, respectively, were 0.83 (95% Cl 0.71-0.94)
and 0.67 (95% Cl 0.54-0.81). There were not severe adverse events (SAEs) reported either TRT combined TKIs or CRT combined
TKls.

Conclusion: There is evidence, albeit of low quality, that added the TKls to TRT or CRT may improve RR and survival outcomes in
patients with EGFR mutant status unknown advanced or metastatic NSCLC relative to other studies of TKls alone, TRT alone or CRT.

Abbreviations: AE = adverse event, CR = complete response, CRT = chemo-radiotherapy, EGFR = epidermal growth factor
receptor, NSCLC = non-small cell lung cancer, OS = overall survival, PD = progress disease, PR = partial response, RR = response
rate, SD = stable disease, SAE = severe adverse event, TKI = tyrosine kinase inhibitor, TRT = thoracic radiotherapy.
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1. Introduction

Worldwide, lung cancer is considered to be the most common
type of malignancy in humans, and among lung cancer patients,
some 80% are affected by non-small cell lung cancer (NSCLC).["!
In more than a half of all cases, NSCLC is detected after the
disease has already progressed to an incurable stage. Pharmaco-
therapy has played a dominant role in the treatment of these
patients, with platinum-based chemotherapy typically producing
response rates of approximately 30% and median survival times
of 8 to 10 months. Moreover, different chemotherapy regimens
have been found to have similar efficacy.””! Thoracic radiothera-
py (TRT), as a main approach to local treatment, aims to control
the primary lung lesions to reduce pulmonary symptoms,
intrathoracic disease burden, and bronchial/vascular compres-
sion for metastatic NSCLC, and previous studies have shown that
the combination of TRT and chemotherapy results in the better
overall survival of patients with incurable NSCLC.~¢!

Epidermal growth factor receptor (EGFR) is a transmembrane
protein that functions as a receptor for members of the epidermal
growth factor family, the overexpression of which plays a critical
role in cellular proliferation, inhibition of apoptosis, angiogene-
sis, metastasis, and chemoradiotherapy resistance.[”! Abnormali-
ties in EGFR signal or activity can lead to the unlimited
proliferation of tumor cells, an increase in the aggressivity of
tumor cells, inhibition of tumor cell apoptosis, and promotion of
tumor angiogenesis, which are key factors in the process of cancer
development. The mutation of EGFR is considered an effective
predictor of advanced NSCLC when using tyrosine kinase
inhibitor (TKI) therapy. In metastatic NSCLC patients harboring
EGFR mutations, EGFR-TKIs such as gefitinib, erlotinib, or
icotinib, are recommended as first-line systemic therapies.!®! In
this regard, the Iressa Pan-Asia Study (IPASS) revealed that
gefitinib showed better progression-free survival than chemo-
therapy in NSCLC patients with EGFR mutations. In contrast, in
those patients with no EGFR mutation, chemotherapy has been
found to be superior to treatment with gefitinib.””! This study
established a milestone in guiding the clinical selection of EGFR-
TKI treatment. In the era of precise treatment of NSCLC, targeted
therapy and radiotherapy have respectively played prominent
roles in systematic or local treatment. To date, however, there
have been no conclusive indications regarding the efficacy of
using EGFR-TKI treatment combined with radiotherapy in
patients with advanced NSCLC.

Previously, preclinical in vitro experiments have demonstrated
that EGFR-TKIs might have synergistic effects on tumor control
when employed in combination with radiotherapy, the underly-
ing mechanisms of which are related to the regulation of cell cycle
redistribution, promotion of tumor cell apoptosis, and interfer-
ence with repair following radiotherapy.'®'"! Chang et al
showed that combined first-line TKI therapy and early multi-
target radiotherapy are very effective in selected patients who
respond to TKIs, when the status of EGFR mutations is unknown
prior to treatment.!'?! However, many of the most recent clinical
trials with long-term follow-up that have examined the efficacy of
erlotinib or gefitinib combined with radiotherapy have failed to
achieve desired results and have not significantly improve patient
survival."3! Given that EGFR-TKIs are most active against EGFR
mutant-related NSCLC, it is possible that the synergistic effects
between TKIs and radiotherapy can best be observed in this
particular group of patients. Regrettably, however, most trials do
not assess patient for the type of EGFR mutant NSCLC, nor do
they determine which types of radiotherapy technique can used
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profitably in this combined treatment strategy. Furthermore, the
published clinical trials are typically single arm with small sample
sizes, and to date there has been a lack of large-sample
prospective randomized controlled clinical trials, which is thus
bound to affect the level of evidence.

On the basis of the aforementioned findings and research
status, it still remains uncertain as to the optimal combined
treatment strategy for the management of advanced or metastatic
NSCLC in patients with different EGFR mutant status. It is
against this background that we sought to conduct a systematic
review and meta-analysis, with the aim of evaluating the efficacy
and safety of combined EGFR-TKIs and thoracic primary lesion
radiotherapy in patients with advanced or metastatic NSCLC. To
this end, we undertook a comprehensive worldwide search of all
available clinical trials that have examined the efficacy of EGFR-
TKIs combined with TRT.

2. Materials and methods

This meta-analysis was performed according to the Preferred
Reporting Items for Systematic Reviews and Meta-Analyses
(PRISMA) Statement.""*! An ethical approval was not necessary
since meta-analysis was based on secondary data and not
involved individual patients.

2.1. Eligibility criteria

We assessed those studies that met the following inclusion
criteria:

(1) Locally advanced or metastatic NSCLC confirmed histologi-
cally;

(2) Clinical stage III or IV;

(3) No prior local treatment (surgery or radiation therapy) to the
thoracic primary lesion.

(4) Treatment with concurrent EGFR-TKIs and TRT, either
conventional fraction, hypofraction, or stereotactic body
radiotherapy (SBRT). EGFR-TKIs, including gefitinib, erlo-
tinib, or icotinib.

(5) Reported outcome of interest, that is, primary tumor response
rate, survival, and toxicity.

(6) Prospective clinical trials, such as randomized clinical
controlled trial, nonrandomized clinical controlled trial,
and single-arm clinical trial.

We excluded retrospective clinical trials, case reports based on
fewer than 5 patients, reviews, letters, commentaries, and errata.

2.2. Search strategy

MEDLINE, EMBASE, and the Cochrane Library databases were
searched for articles published between January 2000 and
December 2017. The search strategy included the medical subject
headings “lung neoplasms,” “radiotherapy,” “receptor, epider-
mal growth factor,” and “tyrosine kinase inhibitor,” We also
tracked the references of eligible studies and manually searched
the annual conferences of ASCO, ASTRO, and the World
Conference on Lung Cancer from 2000.

%«

2.3. Study selection and data collection

All searched records were imported into EndNote reference
management software. Two reviewers (Liu and Wei) indepen-
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dently assessed the titles and abstracts. The full texts of all
potential studies were retrieved for further selection. A third
senior investigator (Wang) resolved any discrepancies between
the 2 reviewers.

The same reviewers independently extracted the data of
interest using standardized data collection forms, including the
details of publications, methodological components, and the
characteristics of studies such as sample size, interventions,
duration of follow up and outcome measures. We defined
outcomes of interest as response rate (RR) of primary disease
(CR, PR, SD, or PD), progression-free survival (PFS), overall
survival (OS) at 1 or 2 years, and toxicity.

2.4. Methodological quality assessment

In our systematic review, we adopted the case series quality
assessment scale devised by the Agency for Healthcare Research
and Quality (AHRQ) for assessment of quality,"*! which
included the following items:

(1) representativeness of the patients;

(2) the outcome of interest was demonstrated to be absent at the
start of the study;

(3) there was adequate assessment of outcome;

(4) there was a sufficient length of follow-up to allow outcomes
to arise;

(5) there was adequacy of follow-up (i.e., all patients in the study
were accounted for).

2.5, Statistical analysis

We calculated the event rate of outcomes and 95% confidence
intervals using the Jeffrey method; for example, the proportion of
patients who developed outcomes of interest from the included
cohorts.!'®! We combined the individual log-transformed event
rates and their variances using the generic inverse variance
method. The meta-analysis was performed using Stata software
(Stata version 12.0). Statistical heterogeneity among studies was
assessed using the I? statistic and forest plots. 7! An I* value
lower than 25% indicated a low level of heterogeneity. If there
was a high level of heterogeneity, we would discard the studies
with heterogeneous results and remerge the remaining studies.

2.6. Sensitivity analysis

Sensitivity analysis was performed to determine if the results showed
differences, which we performed by excluding the trials for which the
quality was very poor or those in which there was significant clinical
heterogeneity. Publication bias is another common concern in meta-
analysis that is related to the tendency of journals to favor the
publication of large-scale studies and those showing positive results.
In order to evaluate publication bias, we used funnel plots. We re-
evaluated those articles showing imbalanced funnel plots, which is
indicative of a large publication bias.

3. Results

3.1. Literature selection

On the basis of our database search, we obtained 2682
potentially relevant articles, of which 2602 were excluded after
reviewing the title and abstract. The full texts of the remaining
80 articles were retrieved and subjected to further screening.
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Finally, for our meta-analysis, we selected 16 prospective clinical
trials, 1318321 involving 628 patients with mature results (Fig. 1).
Table 2 shows a list of the excluded trials and the reasons for
exclusion. **~*1. We identified a 3-arm and a 2-arm study, but

for these we only focused on the TRT plus TKI arms.

3.2. Characteristics of included studies

Table 1 shows the characteristics of the included studies. These
studies were published in English between 2010 and 2017, and
most of which were conducted in the USA, East Asia, or Europe.
Among the 16 reports, 14 were phase Il studies and the remaining
2 were phase III studies. Five included ECOG 0-1 cases, 6
included ECOG 0-2 cases, and the other 5 included ECOG 0-3
cases. Seven studies reported assessments of EGFR mutation
status in tissues from primary lung tumors!!®20:25:28:29,30.321,
however, none of the studies analyzed results according to EGFR
status. With regards to histological type, 6 studies reported the
inclusion of NSCLC patients but did no differentiated among
subtypes,!'3-21:2323:28:311 4 d the remaining 10 studies reported
the inclusion of 339 adenocarcinoma patients, 91 squamous
patients, and 64 patients with other pathological tissue types. All
included trials received concurrent TKIs with TRT and then
sequential TKI; however, the modalities of TRT were not
accordant, with equivalent dose in 2 Grays per fraction ranging
from 30 Gy to 70 Gy. One study arm reported using y-ray SBRT
as TRT,?®! whereas nine study arms used gefitinib (250 mg/day),
7 study arms used erlotinib (150 mg/day), and 1 study arm used
gefitinib or erlotinib as EGFR-TKIs. All studies reported the
duration of follow-up, with the median reported duration being
from 2 to 40 months. Adverse events were reported using the
Common Terminology Criteria for Adverse Events version 3.0.

The methodological quality of the case series of the included
studies was evaluated using the AHRQ assessment scale.!*>! All
studies enrolled a representative sample of patients and provided
adequate follow-up, that is, all patients in the study arms were
accounted for. Most studies provided adequate outcome
assessment and had sufficient length of follow-up. We acknowl-
edge that the evidence of single arms without comparative data is
associated with a high risk of bias.

Publication bias was evaluated using funnel plots with pseudo
95% confidence limits in 1- or 2-year OS. The funnel plots were
very asymmetrical because of superior survival outcomes in two
studies. Chang et al'*! included those patients with stage IIIb or
IV NSqCLC who responded to upfront TKI treatment and
thereafter underwent multi-target radiotherapy as a subsequent
therapy during TKI treatment. Martinez et al**! included those
patients with stage IA-IIIB NSCLC. Both these studies reported a
superior response rate and survival results compared with the
other studies we evaluated, and therefore, we excluded these
studies from the subsequent meta-analysis (Fig. 2)

3.3. Efficacy and safety analysis
3.3.1. Thoracic radiotherapy combined with TKls. Twelve

studies, which included 446 patients, reported the outcomes of
TRT combined with TKIs, 7 of which reported RR event rate.
The pooled CR, PR, SD, and PD were 0.06 (95% CI 0.03-0.09,
*=0%), 0.44(95% CI 0.38-0.49, I°=64.9%), 0.29 (95% CI
0.24-0.34, I’=78.4%), and 0.15 (95% CI 0.11-0.19, I’=
84.2%), respectively (Fig. 3). The pooled survival event rate
was determined in seven studies, with 1- and 2-year OS of 0.52
(95% CI 0.44-0.60, I*=38.8%) and 0.26 (95% CI 0.18-0.33,
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Figure 1. Flow chart for study selection.

*=0%), respectively (Fig. 4). The reported median PFS (mPFS)
ranged from 3.4 to 14.7 months, with a mean value of 8.1+3.9
months, whereas median OS (mOS) ranged from 5.2 to 28.5
months, with a mean value of 15.2 +6.2 months.

The pooled incidences of rash, diarrhea, esophagitis, animia,
interstitial pneumonia, nausea and vomiting, granulopenia, and
oral ulcer were 0.42 (95% CI0.23-0.61,12=95.6%), 0.27 (95%
CI 0.16-0.39, I*’=88.3%), 0.32 (95% CI 0.14-0.49, =
92.3%), 0.12 (95% CI 0.08-0.16, I*=0%), 0.12 (95% CI
0.05-0.18, I*=66%), 0.21 (95% CI 0.09-0.20, >=66.2%),
0.21 (95% CI 0.09-0.33, I*=85.3%) and 0.11 (95% CI 0.05-
0.16, *=0%), respectively (Table 3).

3.3.2. Concurrent chemoradiotherapy combined with TKis.
Four studies, which included 182 patients, reported the outcomes
of concurrent chemoradiotherapy (CCRT) combined with TKIs.
In all 4 studies, the pooled RR event rate was calculated, with CR,
PR, SD, and PD values of 0.12 (95% CI 0.02-0.22, *=69.1%),
0.41 (95% CI1 0.27-0.55, *=71.6%), 0.31 (95% CI 0.16-0.46,
’=79%), and 0.14 (95% CI —0.01-0.30, I’=87.8%), respec-

tively (Fig. 5). Only a single study reported the survival event rate,
with 1- and 2-year OS of 0.83 (95% CI 0.71-0.94) and 0.67
(95% CI0.54-0.81), respectively (Fig. 6). The mPFS ranged from
4.7 to 14.0 months, with a mean value of 8.8+3.4 months,
whereas the mOS ranged from 13 to 36.5 months, with a mean
value of 23.4+ 8.4 months.

The pooled incidences of the side effects of rash, diarrhea,
esophagitis, interstitial pneumonia, nausea and vomiting, and
anemia were 0.67 (95% CI 0.57-0.78,1>=29.3%), 0.11 (—0.00-
0.23, ’=68.8%), 0.37 (95% CI 0.21-0.52, *=77.9%), 0.17
(95% CI —0.09-0.43, I*=92.3%), 0.08 (95% CI —0.06-0.21,
=79%), and 0.40 (95% CI —0.26-1.06, I*=97.8%), respec-
tively (Table 3).

4. Discussion

The findings of this meta-analysis indicate that combined TRT
[either Intensity Modulated Radiation Therapy (IMRT)/ confor-
mal radiation therapy (CRT) or SBRT] or CCRT and TKIs can be
an effective and safe approach to the treatment of advanced or



www.md-journal.com

Liu et al. Medicine (2019) 98:29

"BLIOUIDJRY SNOWRNDS =S ‘B1eJ 8sU0dsal =4y ‘[exeljoed =X 1d ‘[BAAINS 881)-U0isseifold =G4 ‘pexanswad = |\Id ‘[eANINS [[eI8A0=G(Q ‘190ued Bun| |39 |[ews-Uou snowenbs-uou=19T9bgN ‘Jeoued Bun| (|80 [[ews-Uou=797ISN ‘Ulieldogieo=dgo ‘euoujaIRo0uspe =19y

"(xee/f9 99) 149 ualnouod L1 N
fyaxo1 ‘SO Uyum Ajrep Bwioge arunyeb usy FEN
ML+1HID wog S4d ‘d4 's8jokd ¢ Adesyjolayd uoponpul 9 09 | M 0 gl (1/92/02) 019N e vsn 210102 N Apeay
‘|oXe}800p >_V_®®>> ‘snouane.ul
fyaxo1 ‘SO pue Ajrep bwoge qumyed felo
IML+1HID w og S4d ‘dY um Apuanouod A9 0/ 140-a€ 9 9l | WN -0 gl 91 970SN I vsn Lg0H02 9 J81ua)
‘14 0}
Apua1nouod palaisiuiwpe aiem (bw
/BW00S) N3d oMt ‘Xjee/ A9y 65
MoxoL ‘SO Uim ARUBLINAU0D qiunolg ‘s8joko (1/02/6€)
IML+1HID w9g S4d ‘d4 9~ Ul Adesspowaya uononpu g9 09 | M -0 AVl OT0SN [ fiey g€ 102 S Eliswey
“(Rrep Bwiog)
qiunope paAigdal 0s|e wEw_EQ
fyaxol ‘SO IV "S¥98m / 1o} Apjeam Adessyjow
ML+1HID /€ S4d ‘HY -8U0 UIm (x} Ge/ A9 £9) LHII 99 9 L GYN PN L€ M -0 gl (€2/0/£2) D10SN e vsn 16225102 Y Dfewoy
LN
ool ‘SO ZIN
we S4d ‘Y (f909-+€) 141+ quimen woudn €9 6 L M -0 Il 003N 14 ueder 1527+ 02 | OJOWeNQ
(%4 06//9 09) 141 pue (reak | 1o}
Mool 'so Aliep Buipge) qunieb Agq pemojioy
w gl S4d fidelouypowayo sejafa g Juoydn G'6G 8¢ L WN -0 i (1/0/2€) 109N 14 vsn 121¢ }0C S OUIN
‘aUofe qulen 7] o g
‘auofe 144S fel-A (a7 14 14
fyaxo] ‘SO ‘144s G6 4/ (@1 v
wig S4d ‘4 fel-h qym Uo:_gg%o quunen 9v. Ge | WN €0 008N I vsn 10z +02 @ Ued
‘uoIssal
fyaxo] ‘SO -0.d asess|p [hun (fiep bwogl) FLIYN
wo S4d ‘d4 qunoja JUSLINOU0D pue 14dS 19 e ! el M £-0 Al J70SN I vsn 157102 d Jebusf|
‘uoissalfoid aseasip jnun
Moxo ‘SO panuiuod pue (ajuyl 1eakd) 14gs (L/12h)
Wt S4d Wy elojeq skep / (p/Bw 0Se) quien 0L vt ! N €0 AT 910SN 4 BUYY wa 102 Z Buem
‘uoissalfold ases
-sIp [un Ajiep quupops Jo B oG L
gle fyaxo pue (f999-9%) 1H] JusLnouo) 9 e L WN -0 ARV OT10SN 2 Uiy ez 102 H Buenyz
‘uoissalfold ases
Mool ‘SO -sIp (un Ajlep quuiopie Jo Buipg L (1/8/€2)
w el S4d ‘HY pue (f999-0€) 4] JusLnouo) S € L WN £-0 N OT0SN 2 Uy 26102 11
IH1 Yum Apuaunouod
fyoxo] ‘so qunops Agq pamojjoy Adelapowayo
w oy S4d ‘HY (d90 + X1d) 0d sejofo ¢ woudn 89 G/ L WN 0 gl JT0SN 2 vsn 126102 Y Wwnequaj
‘Sieam g Ul xjol /A9 0g 0} 1d1
fyoxol ‘so aAlellfed alojeq Yoam | Buipels
w Ge S4d ‘(Rirep BuiogL) qlunola Jo seam € v 6 ! WN 0 JuaLINo8l 10 A 003N 14 BPEUB) 19102 V Ureuiwems
ool ‘so “(fep/Bui 0G1 ‘quunops GE/8LI/LS
S4d ‘Y Jo fep/Bul 0Gg ‘quuniyeb) suofe [y €9 0le 14 0 003N
fyaxo] ‘'so “(fep/Buw oG ‘quunopis Jo Aep 122:M (12/0€/59)
w og S4d ‘Y /Bl 0Gg ‘quunyeb) M1-4493+ 140 €9 90+ ! G6 ‘W 0 003N 14 Uiy 10z9+02 A 1D
‘SHOOM¢
fyaxo] ‘so ur xjo1/k9 0¢ 14 enpelfed €C ‘M (0/0/v€)
(W g—g) w2 S4d ‘dY paulquuoo fep Jad B 0Gz qiujen 09 e ! FLIN €0 gl 003N 14 elpu| (6112 102 N BWIOA
fyoxo) ‘'so  *Adeleuoipel OloeIOU} UM AjjuBLNd (@/9/9)
wagy S4d ‘d4 -U0d pasgisiuiwpe quieb bw oge 95 9l ! WN 0 4l 003N I 80uel AL AR
S)uaWIW0Y dn mojjoy SawooanNQ suonuanIau| abe sjuaned  uuy snjejs snjejs abelg (13yp0/9S/9v) aseyd Anunoy fpms
J0 uoneing ueapy 4493 ERITETTEN | 1eaun9 K6ojoyyed

‘s|eld} papnjoul 8y} ui syuaiied Jo sonsudoRIRYD By L



http://www.md-journal.com

icine

Med

Liu et al. Medicine (2019) 98:29

"BUIOUIOIRD SNOWBNDS =1S ‘alel su0dsal= Yy ‘[axeljord =¥ |d ‘[eANS 881)-Uuojssalboid = S4d ‘paxaiiawad = \3d ‘[BAAINS [[BIBA0O=SQ ‘180uBd Bunj| [|80 [[PWS-UOU SNoWeNbsS-Uou=7T)bgN ‘Jeoued Bun| (|89 |[ews-uou=19T9SN ‘Uneidoqied=dg ‘ewouoeaouspe =19y

“uoisa|

frewnd 0y ajiuy ewweb Apog Aup 1'el GG 4
"uoise| Arewd 01 ajuy ewweb Apog
Jesjoun AIoX0L ‘SO ‘WY Uim paulquiod Ul p/Bw 0Gg quAYey  L'eL 12 L WN 0 (0/6/21) 10SN emjoadsold  euy) 18,0102 PM 1D
‘uoissalfboud Areyjos AN
Apmis anjoadsosay w Gg S4d "t 18)fe M1-H493 UUM pouIuIod 11 695 GY LGN 0 (0/0/5%) OTOSN  ennoadsoney  BUIUD L€ H0Z X Bueuz
'sieak g 1o} qiuese jueAnlpe pue |9
0d 10 $8j9A0 & yum JuBLNU0I |Y] Ag
elep oje[duwooul Lim 1oensqy w e f1X01 ‘SO PaMOJ0 ClUeSe UORINPUI JO SUIUOW ¢ 8 b 1N 20 v 14 vSn 19 +0C T UBLIEM
‘uoissalfoud Jowny [un presusye
ejep ajg|dwoou pue 141 Buunp Buinuiuoo pue 4] Sl IM (6»1€102 N
‘sjusied gjll-|| 6els papnjou 9¢k fyaxo] ‘'so alojaq shep g Buness Aep bwogL 3 /9 /1 b 7 1IN 20 (@/9/6) 105N 14 Jesjoun MISe/-loulop
elep oje[duwooul Lim 10ensqy AN R4oIX0L ‘SO 'S4d 1YL BAULBP LM JUBLINOUOY [YL S 9% b WN 20 A (v/€/61) 109N 14 Uiy vy L HOZ 1 BUBM
“Jowny Arewnd sy 01 4] 8uulsQ yum
fipmis 8ARoads0NRY Jesjoun S4d ‘SO ‘Awoxol  (p/Bw 0Ge) g_c;_%@ 1o (p/Bw 0G1) 3 19 b WN 20 Al (£/0/09) 970SN  enjoedsonay  euly) [er1¢ 102 O Bued
“(Rrep
ajep Jesjoun pasoj Ajpinjewsld S0 Bu 0G )3 uelnouod 4] xee/f9 99 89 Gl 14 ] -0 ami-di Jesjoun 14 Sewuaq ;2 10¢ O UasueH
"(f909—+S) 141 IuaLNaL0d
euy BuiobuQ BuioBup SO ‘S4d Uum uopeuiquiod ur (Aep Bwogl) 3 G-8L L b ] 20 Avglll 070SN 14 Uiy LyGHOZ I UnS
GWN
“(Airep Bwogl) 3 pue Pi
elep 9j9duooul Lim J0eRsqy wges S4d 'S0 10 0d Apeem yum (yGe/A €9) 1Y €9 o b LM -0 J70SN 14 YSN [y LHOZ NY Dfewoy
" 14 Buunp Ajrep Bwoge aunysh 9E:M (L/7/5€)
elep oj9[duwooul Lim 10ensqy wel ‘ool ‘SO ‘S4d uwm uopeuiquiod Ut A909-S 141 el oy L Pi 0 Avlll 010N L Uiy (61102 I UBUD
‘|4 Jo uopadwod 8y} Jaye skep
09 pue 4 Buunp Ajrep Bul oG quunyeb
elep eje[duwooul Lim 1oensqy Jesjoun SO ‘S4d {um uoneuIquIod Ul 4] A909-+G a5 or b WN 20 Avdlll 070N b Uiy g1} 102 XA UBUS
‘uoissalfoid aseasip
elep ojoduwoul Lim 1oensqy w2yl SO ‘S4d [hun Ajrep usaib 3 pue says fle 0} 149S /9 € b WN 070N 14 legjoun (€102 d Jebuak|
ejep oje[duwooul Lim Joensqy w /v Y 1409 0} 3 Buippy o Lo N ZEm -0 070SN 14 vSn logI€ 1O d DiRWoy|
$919£0 ¢ m 1400
dl Aq pemojjoj uononpuy di Jo sejofo ¢ 174 e
dl §0 $819A0 2 WM 1400 G 14
“Juswiiesl} urejurew 61:'VN
SO 3 pue 1499 di Yim Apusinouod 82:M
elep 939duWooul Lim 10eRsqy Jesjoun S4d 3 usy} pue ‘syeem ¢ Joj fep/Bw 0GL 3 29 i L 2L -0 i 070N 14 Jesjoun (eS0T S 887
"8UO[E [y aul| 18! 6¢t 14 62LIN
elep 8je[duwooul Lim 10ensqy Jesjoun S4d 10 Aa pamojjoy [yL 4! L 2L 070N 14 vsn i 102 A UILe3
ool ‘s ‘SyuoW 9 Jo winwixew e Joy (bw 0g1)
gli-vI 8Beys Buipnjou) w 6y S4d "dd 3 yum peuiquiod 4] 140-0€ A9 99 8'6. 09 b WN 20 ai-vl - @L/vL/v) 910N 14 UBIdS (9102 I ZBUNBYY
'SU0IS|
Buny 1o siseiserow 0} (402—91/A90G
fyoxol 'so —0w) Adessyjowo] + (p/Bu G LaluRopS
fysuaboeyay [aluljd SNOIAGQO w og S4d ‘dd 10 p/Bu 0Ge aunyab) L uokdn 99 74 b WN 20 Avglll 070bSN 14 uemel k102 99 Bueyy
suoseal dn-moj|o} SawoanQg suonuanIdu| abe sjaned wily  snjels snjels abels  (1aylo/9S/9v)
papnjax3 Jo uoneing ueajy o ‘oN U493 JueWLIONdd [edlul) A6ojoyed aseuyd Anunoy Apms

*Suoseal papn|oxa pue s|eLi} papnjoxa JO SoNsLd)oeIRYD dYL




Liu et al. Medicine (2019) 98:29

www.md-journal.com

Funnel plot with pseudo 95% confidence limits

Funnel plot with pseudo 95% confidence limits

o4 ~ o4 ~
A B LA B
td A Y ’ .
s N U4 A
s \ s ~
/l .\\ o ’I \‘
s 4 . \ s N
’ N 4 & \
4 ~ s Y
N s A Y
s A N E"— s \
4 ~ U4 N\
‘ ™~ ,I, . “ - \\\ t ,l \\\
9 . s

2 / ~ oo ’ N\
“ # N " A p

- ,I \\ /f’ \\

E N,
4 ~
’ . \ 4 7* N
/’ \\ ’1 \\
. . 7’ 4 N
- wn 4 a Xy
T T T T - - -
15 -1 -5 0 =25 -2 15 -1 -5
var2 var2
. 1908 —-=—=-—- Lower Ci a 2408 —=—==- Lower CI
----- Upper CI —— Pooled —====~ Upper Cl Pooled

Figure 2. Funnel plots depicting the publication bias in included studies.

metastatic NSCLC. This combination therapy model achieved
favorable lung primary lesion response rates and superior
survival rates with only mild side-effects. However, it should
be noted that the quality of evidence supporting these findings is
low because of our inclusion of non-controlled clinical studies.

Traditionally, chemotherapy has generally been the first-choice
treatment option for advanced, locally advanced, and metastatic
NSCLC. Some of the platinum regimens have been regarded as
the standard first-line regimens for NSCLC with good perfor-
mance status. The findings of large-scale network meta-analysis,
performed to discern the best platinum regimens for chemo-naive
incurable NSCLC from 45 studies with 16,141 cases,”?! indicated
that for the treatment of non-squamous NSCLC, carboplatin
(CBP) + paclitaxel and CBP + pemetrexed resulted in the best OS
with acceptable toxic side-effects. In a review that focused on
pemetrexed clinical studies in in PS 2 patients with NSCLC,!**!
the published completed studies that evaluated single-agent
pemetrexed reported ORR values ranging from 4.5% to 15.8%,
mPFS values ranging from 2.9 to 3.3 months, and mOS values
ranging from 4.7 to 8.3 months. These outcomes are considerably
inferior to those reported from clinical trials that have evaluated

CCRT for the treatment of locally advanced or metastatic
NSCLC. These findings are also notably inferior to the pooled
results of EGFR-TKIs used in combination with TRT or CCRT
obtained in the present meta-analysis. In the TRT combined with
TKI arm, the pooled CR and PR were 6% and 44 %, respectively,
the mPFS ranged from 3.4 to 14. 7 months, and the mOS ranged
from 5.2 to 28.5 months, whereas in the CCRT combined with
TKI arm, the pooled CR and PR were 12% and 41%,
respectively, the mPFS range from 4.7 to 14.0 months, and the
mOS ranged from 13 to 36.5 months. Although it remains
unclear why CCRT combined with TKI had better RR and
survival benefits than TRT combined with TKI, one plausible
explanation is that the most of included patients were either of
unknown EGFR mutation status or lacked an EGFR mutation,
who benefited to a greater extent from chemotherapy than from
TKIs.

Three previously conducted meta-analyses have examined the
efficacy of chemotherapy in combination with radiotherapy
for locally advanced NSCLC,*°=2! and they found that the
combined use of chemotherapy and radiotherapy improved
survival compared with radiotherapy alone. However, the

Study CR+PR for %
D TRT+TKI {05% CljWeight
CR
Lewy A 2017 0.03 (0.00, 0.37) 2.84
Verma V 2017 0.02 (0.00, 0.24) 6.82
Cai Y 2016 0.05 (0.02, 0.11) 4865
Lilenbaum R 2015 0.08 (0.04, 0.16) 2373
LiL 2015 —— 0.13 (0.05, 0.29) 649
Wang Z 2014 — 0.04 (0.00, 0.38) 258
Pan D 2013 - 0.09 (0.03, 0.23) 8.8
Sublalal (I-squared = D.0%, p = 0.858) | O 0.06 (0.03, 0.08) 100.00
PR
Lewy A 2017 —_— 0.29 (0.1, 0.56) 554
Verma V 2017 —— 0.3 (0.22, 0.58) B8.76
Cai Y 2016 e 0.41 (0.32, 0.50) 3315
Lilenbaum R 2015 — % 0.56 (0.45, 0.67) 24.05
LiL 2015 —— 0.28 (0.15, 0.46) 12.06
Weng Z 2014 —— 031(0.12,059) 506
Pan D 2013 —— 0.60 (0.43, 0.75) 11.38
Subtotal (I-squared = 64,9%, p = 0.009] < 0.44 (0.38, 0.49) 100,00
747 0 747

Study SD+PD for %
13} TRT+TKI(95% CI) Weight
SD
Levy A 2017 —_— 007(0.01,037) 734
Verma V 2017 —— 0.23(0.11,043) 929
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LiL2015 —— 0.19(0.09,0.36) 1286
Lilenbaurn R 2015 —— 0.26(0.17,0.36) 2581
\Wang 2 2014 —t— (62(0.34,083) 403
PanD 2012 —— 0.20(0.10,0.36) 1345
Subtotal (-squared = 78.4%, p = 0.000} <o 029(0.24,0.34) 100.00
FD
Levy A 2017 ————064(0.38,084) 271
Verma V 2017 —— 038(0.22,058) 4.62
Cail Y2016 E 0.10 (0.06,0.48) 41.09
Lilenbaum R 2015 010(005,0.19) 30.19
LiL2015 —_— 0.41(0.25,058) 550
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Figure 3. Forest plots depicting response rate in TRT+ TKI arm. TKI=tyrosine kinase inhibitor, TRT =thoracic radiotherapy.
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Study %
ID proportion (95% CI) Weight
1-y08
LevyA 2017 —_— 0.38 (0.18, 0.62) 9.49
CaiY 2016 - 0.60 (0.51, 0.69) 25,68
Lilenbaum R 2015 _— 0.55 (0.44, 0.66) 22.56
Wang Z 2014 ——— (.69 (0.41, 0.88) 8.67
lyengar P 2014 e s 0.46 (0.28, 0.65) 11.96
PanD 2013 —_— 0.40 (0.25, 0.57) 16.32
Okamoto | 2011 —_— 0.44 (0.18, 0.75) 6.32
Subtotal (-squared = 38.8%, p=0.133) <> 0.52 (0.44, 0.60) 100.00
2-y08
LewA 2017 — s 0.19 (0.08, 0.45) 14.72
CaiY 2016 % 0.26 (0.19, 0.36) 768.22
Okamoto 1 2011 —_— 0.33(0.11,0.67) 7.06
Subtotal (-squared = 0.0%, p= 0.668) O 0.26 (0.18,0.33) 100.00
NOTE: Weights are from random effects analysis

T T

Figure 4. Forest plots depicting OS in TRT+ TKI arm. TKI=tyrosine kinase inhibitor, TRT =thoracic radiotherapy, OS =overall survival.

Meta-analysis results of depicting toxicity.

Heterogeneity
Factors No. of studies RR (95%Cl) P(%) P Effects model
TKI+TRT arm
Rash G1-2 10 0.42 (0.23-0.61) 95.6 .023 Random
Diarrhea 8 0.27 (0.16-0.39 88.3 .000 Random
Esophagitis G1-3 7 0.32(0.14-0.49) 92.3 .000 Random
Anemia 6 0.12 (0.08-0.16) 0 817 Random
Nausea and vomiting 7 0.21 (0.09-0.20) 66.2 .000 Random
Granulopenia 5 0.21 (0.09-0.33) 85.3 .000 Random
Interstitial pneumonia G1-2 10 0.12 (0.05-0.18) 66 .002 Random
Oral ulcer 2 0.11 (0.05-0.16) 0 .70 Random
TKI+CCRT arm
Rash G1-2 2 0.67 (0.57-0.78) 29.3 234 Fixed
Diarrhea 3 0.11 (0.00-0.23) 68.8 .041 Fixed
Esophagitis G1-3 4 0.37 (0.21-0.52) 779 .004 Random
Interstitial pneumonia G1-2 3 0.17 (-0.09-0.43) 92.3 .000 Random
Nausea and vomiting 7 0.08 (-0.06-0.21) 79 .029 Random
Anemia G1-2 2 0.40 (-0.26-1.06) 97.8 .000 Random
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Figure 5. Forest plots depicting response rate in CCRT+ TKI arm. CRT =chemo-radiotherapy, TKI=tyrosine kinase inhibitor.

absolute benefit was relatively small, corresponding to a mean
gain in median survival time of approximately 2 months and an
increase in OS at 2 years of 3% to 4%. In a phase Il randomized
trial that compared combined chemoradiotherapy with radio-
therapy alone in unresectable locally advanced NSCLC patients,
Kim et al concluded that induction chemotherapy plus
radiotherapy was superior to radiotherapy alone.!*3! Further-
more, in a review conducted to assess the results of sequential
versus concurrent chemoradiotherapy in inoperable stage III
NSCLC patients, El-Sharouni concluded that the 5-year survival
had increased from approximately 7% for radiotherapy alone to
10% for sequential therapy, and to approximately 15% for
CCRT.P* However, compared with sequential therapy using the
same drug doses, CCRT schedules are associated with higher
toxicity. Nevertheless, regardless of whether combined with
EGFR-TKIs or chemotherapy, when compared with radiothera-
py alone, the combination therapy modality had better survival
benefits for advanced NSCLC patients. For patients with
metastatic NSCLC, numerous randomized clinical trials have
demonstrated the role of primary lesion radiotherapy in basic
systematic therapy. The Cochrane Collaboration performed a
systematic review involving 14 randomized clinical trials,*! in
which different dose schedules were used for the palliation of
symptomatic primary lung cancer. In general, the results of these
trials indicated that for patients with incurable NSCLC,
radiotherapy can improve thoracic symptoms and prolong OS.

To date, there have been three generations of EGFR-TKIs,
among which are gefitinib, erlotinib, icotinib, afatinib, and
osimertinib. Recent data have indicated that screening patients
for EGFR mutation is critical for appropriate selection of a first-
line therapy. The first trial to confirm the utility of EGFR
mutation as a predictor of anticancer efficacy was the Iressa Pan-
Asia Study (IPASS), which investigated the outcomes of the
overall study population (n=1217) and subgroups [including
those evaluable for EGFR mutation status (n=437)] treated with
gefitinib or carboplatin/paclitaxel.°®>”! The IPASS revealed
superior PFS, ORR, symptom control, and quality of life with
first-line gefitinib compared with carboplatin/paclitaxel in
patients with EGFR mutation-positive tumors. Five additional
phase III studies have subsequently verified the significantly
increased PFS in response to treatment with EGFR-TKIs
(gefitinib, erlotinib, and afatinib) compared with platinum-based
chemotherapy in patients with EGFR mutation-positive
tumors.*®7°2! In all these trials, it was found that in NSCLC
patients with EGFR mutations, TKIs produced a higher response
rates and longer PFS than standard chemotherapy. However, for
those NSCLC patients without EGFR mutations or for whom the
EGFR mutation status is unknown, single-agent TKIs have not
afforded superior ORR or OS compared with standard
chemotherapy. Accordingly, further development of EGFR-
TKI treatment in combination with TRT for molecularly selected
patients is warranted.
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Figure 6. Forest plots depicting OS in CCRT+ TKI arm. CRT =chemo-radiotherapy, TKI=tyrosine kinase inhibitor, OS =overall survival.

The principle of administering EGFR-TKIs in combination
with radiotherapy is based on the involvement of EGFR
overexpression or mutation in radio-resistant cases of NSCLC.
Baumann et al'®3! summarized the findings of several pre-clinical
studies and examined various combination mechanisms in
addition to those mentioned above, including inactivating cancer
stem cells directly to improve local tumor control, regulating
several signaling pathways, suppressing DNA repair, decreasing
cell repopulation, and improving re-oxygenation, all of which
provided valid evidence for clinical practice. Although funda-
mental studies have shown that the radiosensitivity mechanism of
TKIs is similar to that of EGFR monoclonal antibodies, the
results of corresponding clinical trials have not been identical.
This latter discrepancy could, in large part, be attributable to the
fact that most of the studies evaluated have included NSCLC
patients with unknown or negative EGFR mutation status, and
have not conducted subgroup statistical analysis according to
EGFR gene status. In the present meta-analysis, we identified 7

studies that have reported screening for EGFR mutation status in
tissues from primary lung tumor. However, although EGFR
mutation was detected in 123 of the 565 patients included in these
studies, in none of the studies were the results analyzed according
to EGFR status. Nevertheless, the pooled OS and RR of these
trials were superior to those reported in previous chemo-
radiotherapy studies for advanced or metastatic NSCLC.
Theoretically, patients harboring an EGFR mutation should
have better outcomes compared with EGFR wild-type patients
among those NSCLC patients treated with TRT combined with
TKIs. However, this expected difference has not been observed
in the results obtained in clinical trials. In a systematic review to
explore the impact of EGFR-sensitizing mutations on the
outcomes of patients with NSCLC treated with definitive
TRT,!** Soon et al identified 7 studies that included 537 patients
with stage IIl NSCLC. Up to 45% of the patients in these studies
had mutations in exon 19 and 21. Compared with those patients
characterized by EGFR wild-type status, those harboring EGFR-
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sensitizing mutations had a trend toward improvement in ORR.
There were, however, no significant differences in LRR, DRR,
RES, OS, or adverse event outcomes between the EGFR mutant
and EGFR wild-type groups. These authors thus concluded that
EGFR-sensitizing mutations are not significant prognostic
markers for patients with non-metastatic NSCLC undergoing
definitive TRT, with or without chemotherapy. A more recent
clinical trial has demonstrated the role of conventional
radiotherapy and SBRT in patients with EGFR-mutant or
anaplastic lymphoma kinase rearrangement-positive metastatic
NSCLC.[*3I, Among these patients, there were 50 with an mOS of
19.3 months and 1- and 2-year OS of 71.5% and 36.5%,
respectively. The group treated with SBRT gained a significant
benefit in terms of OS. These outcomes were significantly
superior to those reported in the studies evaluated in the present
meta-analysis. We believe that this inconsistency can be
explained largely in terms of the use of the new generation of
TKIs, such as osimertinib!®®! or crizotinib,'®”! which can
overcome TKI resistance and reach higher concentrations in
the cerebrospinal fluid.

To the best of our knowledge, there has been only one
randomized phase II study that has incorporated tailored
chemotherapy regimens into the TRT combined with TKI setting
according to EGFR mutation status for unresectable stage III
NSCLC patients.!®®! The results showed that those patients with
sensitive EGFR mutations had a significantly longer OS than
EGFR wild-type patients (74.8 vs 25.3 months, P=.034), and
that there were no unexpected toxicities. In addition, concurrent
administration of erlotinib with standard double medicine
containing platinum chemotherapy together with TRT was
found to be safe and well tolerated without unexpected adverse
events. In this regard, we are currently closely monitoring the
results of on-going trials, such as RTOG 1306, to enable us to
determine whether adding upfront EGFR-TKIs to standard
CCRT would benefit patients with unresectable locally advanced
EGFR mutant-related NSCLC.[¢%!

Another issue that we are paying close attention to is the adverse
events associated with this combination treatment modality,
particularly radiation-induced pneumonitis, because severe drug-
induced interstitial lung disease, which has an incidence of
approximately 1%, is the most concerning toxicity associated with
the use of EGFR-TKIs.”" In a Japanese clinical trial, 38 patients
with stage III adenocarcinoma received 250 mg gefitinib daily in
combination with TRT after induction therapy and one of 38
patients stopped CCRT due to grade 3 pneumonitis.”””! In another
prospective study, 49 stage IIl NSCLC patients received erlotinib
150 mg daily for 6 days a week during TRT, but only three of 49
patients showed severe pneumonitis (2 with grade 3 and one with
grade 4).2°! Although the number of subjects enrolled in these 2
studies were small, our meta-analysis indicated that studies with
larger samples reported only mild rather than severe adverse
events. The most common adverse events related to TKI use were
rash and diarrhea, whereas the pooled incidence of Grade 1 to 3
esophagitis and Grade 1 to 2 interstitial pneumonia were,
respectively, 32% and 12% in the TRT combined TKI arm and
37% and 17% in CCRT combined TKIs arm. Furthermore, no
esophagitis or interstitial pneumonia higher than Grade 3 was
reported in any of the included studies, even in the CCRT combined
with TKI arm. Accordingly, we can conclude that TKIs can be
safely used in combination with CCRT or TRT.

The current review does, nonetheless, have several limitations.
First, without the inclusion of a controlled arm in prospective
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single-arm clinical trials, the quality of the summarized evidence
is very low; moreover, we gathered information from published
data rather than from individual patient data. We analyzed
outcomes based on comparisons among single studies but not
within the included studies, thereby raising concerns regarding
the comparability of baseline characteristics between the studies.
Second, the quality of the data was heterogeneous, as information
on several important factors, including EGFR mutation status,
organ distribution of metastatic lesions, number of metastases,
status of extrapulmonary disease control, type of TKI medicine
and application duration, difference of chemotherapy regimens in
the CCRT arm, and the use of local salvage or systemic therapies,
were not consistently reported. Third, the potential publication
bias was reasonably high because we suspect that studies
involving the use of TKI combination treatment that report
negative results are unlikely to be published.

In summary, on the basis of the present meta-analysis, we can
conclude that there is evidence, although the quality is not high,
that the combination of TKIs with TRT or CCRT may improve
the ORR and survival outcomes in advanced or metastatic
NSCLC patients with unknown EGFR mutant status, relative to
other studies that have evaluated the efficacy of TKIs alone, TRT
alone, or CCRT. Although it was our intention to evaluate the
difference between those patients with sensitive EGFR mutations
and wild-type EGFR, we were unable to achieve this objective due
to the lack of information on the EGFR genetic characteristics of
individual patients. Several of the latest trials have, however,
examined the efficacy of combination therapy based on EGFR-
TKIs and radiotherapy according to EGFR genetic character-
istics, and some have reported that the combination would be
feasible, tolerated, and effective in certain populations of
patients, indicating that the use of such combination therapy
should be determined individually for specific cases based on the
patient’s genetic background.
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