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a b s t r a c t
Objective: The Phase III, randomized, open-label IPASS study (NCT00322452) of ﬁrst-line epidermal
growth factor receptor tyrosine kinase inhibitor (EGFR TKI) geﬁtinib versus carboplatin/paclitaxel for
Asian patients with advanced non-small-cell lung cancer (NSCLC) showed that investigator-assessed
progression-free survival (PFS) and objective response rate (ORR) were signiﬁcantly prolonged in patients
with EGFR mutation-positive NSCLC who received geﬁtinib versus patients with EGFR mutation-negative
NSCLC. We report post-hoc analyses of IPASS data by blind independent central review (BICR), performed
at the request of the US FDA, in a subset of patients with EGFR mutation-positive NSCLC.
Patients and methods: Eligible patients (aged ≥18 years; histologically/cytologically conﬁrmed Stage IIB/IV
adenocarcinoma NSCLC; non- or former light-smokers; treatment-naïve) were randomly assigned 1:1
to geﬁtinib (250 mg/day) or carboplatin. (dose calculated to produce an area under the curve of 5 or
6 mg/mL/minute)/paclitaxel (200 mg/m2 ). Primary endpoint: PFS. BICR analyses included PFS, ORR, and
duration of response (DoR)

Abbreviations: ADC, adenocarcinoma; ALK, anaplastic lymphoma kinase; ASR, age-standardized rate; BICR, blind independent central review; CI, conﬁdence interval;
CNS, central nervous system; CONSORT, Consolidated Standards of Reporting Trials; CT, computed tomography; DoR, duration of response; EGFR, epidermal growth factor
receptor; FDA, Food and Drug Administration; HR, hazard ratio; IPASS, Iressa Pan-ASia Study; ITT, intent-to-treat; NA, not available; NPV, negative predictive value; NSCLC,
non-small-cell lung cancer; OR, odds ratio; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PPV, positive predictive value; PS, performance
status; RECIST, Response Evaluation Criteria in Solid Tumors; TKI, tyrosine kinase inhibitor; US, United States; WHO, World Health Organization.
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Results: Scans from 186 IPASS patients (geﬁtinib n = 88, carboplatin/paclitaxel n = 98) with EGFR mutationpositive NSCLC were available for BICR. Consistent with investigator-assessed results, in patients with
EGFR mutation-positive NSCLC: PFS (hazard ratio 0.54; 95% conﬁdence interval [CI] 0.38, 0.79; p = 0.0012)
and ORR (odds ratio 3.00; 95% CI 1.63, 5.54; p = 0.0004) were signiﬁcantly longer with geﬁtinib versus
carboplatin/paclitaxel. The median DoR by BICR was 9.6 months with geﬁtinib and 5.5 months with
carboplatin/paclitaxel.
Conclusion: BICR analysis of IPASS data support the original, investigator-assessed results. EGFR mutationpositive status remains a signiﬁcant predictor of response to ﬁrst-line TKI therapy.
© 2016 The Authors. Published by Elsevier Ireland Ltd. This is an open access article under the CC
BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

1. Introduction
Statistics indicate that, in Asia, lung cancer represents a signiﬁcant clinical burden: it is the most common cancer in men
(age-standardized rate [ASR; per 100,000] 35.2) and the third
most common cancer in women (ASR 12.7) [1]. As recommended
by clinical guidelines, epidermal growth factor receptor (EGFR)
tyrosine kinase inhibitors (TKIs) are now widely accepted as a
standard-of-care therapy for patients with non-small-cell lung cancer (NSCLC) whose tumors harbor activating EGFR mutations [2,3].
Although EGFR mutations may be detected in the tumor of any
patient with NSCLC, certain clinical characteristics are associated
with a high frequency of activating EGFR mutations and response
to EGFR TKI therapy (Asian ethnicity, female gender, neversmokers, and adenocarcinoma [ADC] histology) [4,5]. The Phase III,
multicenter, randomized, open-label, parallel-group IPASS (Iressa
Pan-ASia Study) study (NCT00322452), which compared EGFR
TKI geﬁtinib (IRESSATM ) with carboplatin plus paclitaxel (carboplatin/paclitaxel) doublet chemotherapy as ﬁrst-line treatment for
Asian patients with advanced NSCLC, was the landmark study
which established that the EGFR mutation status of a patient’s
tumor was a strong predictor of response to EGFR TKI therapy
[6,7].
In support of this conclusion, in IPASS biomarker analyses, a signiﬁcant interaction between EGFR mutation status and
investigator-assessed progression-free survival (PFS; primary endpoint) was observed: in the subgroup of patients with EGFR
mutation-positive NSCLC (geﬁtinib n = 132, carboplatin/paclitaxel
n = 129) PFS was signiﬁcantly longer in patients receiving geﬁtinib versus patients receiving carboplatin/paclitaxel (hazard ratio
[HR] 0.48; 95% conﬁdence interval [CI] 0.36, 0.64; p < 0.001). Conversely, in the subgroup of patients with EGFR mutation-negative
NSCLC (geﬁtinib n = 91, carboplatin/paclitaxel n = 85), PFS was signiﬁcantly longer in patients receiving carboplatin/paclitaxel versus
patients receiving geﬁtinib (HR 2.85; 95% CI 2.05, 3.98; p < 0.001).
Investigator-assessed objective response rate (ORR) was also signiﬁcantly higher with geﬁtinib versus carboplatin/paclitaxel in the
subgroup of patients with EGFR mutation-positive NSCLC (71.2%
vs. 47.3%, respectively; odds ratio [OR] 2.75; 95% CI 1.65, 4.60;
p < 0.001), and signiﬁcantly higher with carboplatin/paclitaxel
versus geﬁtinib in patients with EGFR mutation-negative NSCLC
(23.5% vs. 1.1% [one patient], respectively; OR 0.04; 95% CI 0.01,
0.27; p = 0.001) [6]. Additionally, post-hoc analyses of IPASS found
that the median duration of response (DoR) with geﬁtinib for
patients with EGFR mutation-positive NSCLC was 8.7 months [8]. No
differential treatment effect for overall survival (OS) was observed
in the subsets of patients with EGFR mutation-positive (HR 1.00;
95% CI 0.76, 1.33; p = 0.990) or EGFR mutation-negative (HR 1.18;
95% CI 0.86, 1.63; p = 0.309) NSCLC [7].
As per protocol, the outcomes from the overall IPASS study
were assessed by the local investigators from institutions that
participated in the study. In 2015, to support the application of
IRESSA with the US Food and Drug Administration (FDA), the FDA

requested the re-analysis of PFS and other efﬁcacy endpoints in
a subgroup of patients from IPASS with EGFR mutation-positive
NSCLC, using blind independent central review (BICR). BICR may
be retrospectively implemented in clinical trials as an auditing step
that aims to offset the potential measurement variation that may
have resulted from local evaluation of tumor scans, and validate
the results of investigator-assessed outcomes [9]. BICR is of particular value in non-blinded studies where potential bias cannot be
excluded when assessments are conducted by investigators. FDA
guidelines therefore recommend veriﬁcation of study endpoints
based on tumor measurements by central, independent reviewers blinded to the study treatment [10], and this has been utilized
in previous ﬁrst-line trials of EGFR TKIs in which investigators
are not blinded to study treatment [11,12]. The post-hoc analyses
requested by the FDA of efﬁcacy endpoints according to BICR in a
subgroup of IPASS patients with EGFR mutation-positive NSCLC are
reported here.

2. Patients and methods
2.1. Study design, patients, and treatment
Full details of IPASS have been published previously [6]. Eligible patients were aged ≥18 years; had histologically/cytologically
conﬁrmed Stage IIB/IV NSCLC of ADC histology; were non-smokers
(had smoked <100 cigarettes in their lifetime) or former light
smokers (had stopped smoking ≤15 years previously and had
≤10 pack-years of smoking); had no prior chemotherapy, biologic, or immunologic therapy (adjuvant chemotherapy permitted
if not platinum-based and completed >6 months previously); had
a World Health Organization (WHO) performance status of 0, 1,
or 2; had measurable disease according to Response Evaluation
Criteria in Solid Tumors (RECIST) [13]; and had absolute neutrophil count >2.0 × 109 /L with adequate hepatic function. Patients
were randomly assigned 1:1 to geﬁtinib (250 mg/day) or carboplatin/paclitaxel (paclitaxel was administered intravenously over
3 h on Day 1, followed by carboplatin area under the serum
concentration-time curve 5.0 or 6.0 intravenously over 15–60 min
in once-every-3-weeks cycles for ≤6 cycles).
The primary endpoint of IPASS was PFS by investigator
assessment, to indicate non-inferiority of geﬁtinib relative to carboplatin/paclitaxel. Secondary endpoints included ORR, OS, quality of
life, reduction in symptoms, safety, and adverse-event proﬁle. The
post-hoc analyses presented here report PFS, ORR, and DoR data in
a subgroup of IPASS patients with EGFR mutation-positive NSCLC
according to BICR.
All patients provided written, informed consent, and an
independent ethics committee at each participating institution approved the study protocol. The study was conducted in
accordance with the Declaration of Helsinki, the International
Conference on Harmonisation/Good Clinical Practice, applicable
regulatory requirements, and AstraZeneca’s policy on bioethics.
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2.2. Assessments
In IPASS, PFS was assessed by investigators from date of randomization to the earliest sign of disease progression as per RECIST [13]
or death due to any cause, and tumor response was assessed every
6 weeks until disease progression. Tumor samples from patients
consenting to biomarker analyses were analyzed at two central
laboratories to determine biomarker status, and patients were considered to be positive for the EGFR mutation if 1/29 EGFR mutations
were detected with use of the ampliﬁcation refractory mutation
system and the DxS EGFR29 mutation-detection kit [14,15].
For BICR of IPASS data, scheduled computed tomography (CT)
chest and abdomen (including liver and adrenal gland) scans from
patients with EGFR mutation-positive NSCLC were retrospectively
collected post-IPASS study (magnetic resonance imaging scans
were taken where CT scans were medically contraindicated or not
feasible). Additional imaging and anatomy (e.g. the brain) were
also reviewed where available. Scans were reviewed in electronic
format or, if not possible, via the original quality hard-copy ﬁlm.
The independent review committee consisted of eight radiologists:
each case was read by a minimum of two radiologists (double-read)
using pre-deﬁned assessment criteria for RECIST progression with
a third (or more) acting as adjudicator(s) if necessary. The reviewers were blinded to patient name, investigator site identiﬁers, site
lesion selection for tumor assessments, site determination of tumor
responses, exam dates/reason for exam, and treatment arm. The
review was performed independently of AstraZeneca (by PAREXEL
InformaticsTM ).
2.3. Statistical analyses
For investigator and BICR assessments: PFS was analyzed using a
Cox proportional hazards model adjusted for the following covariates: WHO performance status (0 or 1 or 2), smoking history
(never-smoker or light ex-smoker), and sex (female or male). The
HR (geﬁtinib:carboplatin/paclitaxel) was estimated with 95% CIs
and p-values. ORR was analyzed using a logistic regression model
and included the same covariates as for PFS. DoR was the time from
the ﬁrst documentation of complete response/partial response
until the ﬁrst documentation of progression or death (whichever
came ﬁrst). Median DoR was calculated using the Kaplan-Meier
technique.

3. Results
3.1. Patients
Patient disposition is presented in Fig. 1. A total of 261 patients
in IPASS harbored EGFR mutations in their tumors, of which CT
scans from 186 were available for BICR. Patient demographics
were consistent between the BICR population, the overall EGFR
mutation-positive population, and the overall study population
(n = 1217; enrolled and randomly assigned between March 2006
and October 2007) (Table 1).
3.2. Progression-free survival by BICR
According to BICR, at the time of data cut-off (April 14, 2008),
55 (62.5%) and 69 (70.4%) progression events had occurred in the
geﬁtinib and carboplatin/paclitaxel arms, respectively. Consistent
with the original investigator-assessed PFS results (Table 2; Fig. 2A),
PFS by BICR demonstrated a statistically signiﬁcant improvement
with geﬁtinib versus carboplatin/paclitaxel in patients with EGFR
mutation-positive NSCLC (n = 186; HR 0.54; 95% CI 0.38, 0.79;
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p = 0.0012; median PFS 10.9 vs. 7.4 months, respectively) (Table 2;
Fig. 2B).
3.3. Objective response rate and disease progression by BICR
Also consistent with the original investigator-assessed results,
ORR by BICR was signiﬁcantly higher with geﬁtinib (67.0%) versus
carboplatin/paclitaxel (40.8%) in patients with EGFR mutationpositive NSCLC (OR 3.00; 95% CI 1.63, 5.54; p = 0.0004) (Table 2).
Concordance analysis (Appendix Table A1) of investigatorassessed ORR versus BICR-assessed ORR revealed a concordance
rate of 78.0%; equivalent analyses for investigator-assessed disease
progression versus BICR-assessed disease progression revealed a
concordance rate of 71.0%.
Furthermore, the median DoR by BICR in patients with EGFR
mutation-positive NSCLC was 9.6 months (95% CI 7.4, 12.5) in the
geﬁtinib arm, similar to the original investigator-assessed DoR with
geﬁtinib (median 8.7 months), and 5.5 months (95% CI 4.1, 5.7) in
the carboplatin/paclitaxel arm.
3.4. BICR results by baseline characteristics and EGFR mutation
subtype
No clinically signiﬁcant differences were noted in PFS or ORR
data by different socio-demographic/clinical subgroups of patients
according to BICR (Table 3). PFS and ORR by BICR data by EGFR
mutation subtype are presented in Appendix Table A2. PFS by
EGFR mutation subtype exon 19 deletion (Fig. 3A) was signiﬁcantly
greater with geﬁtinib versus carboplatin/paclitaxel (n = 100; HR
0.43, 95% CI 0.25, 0.73; p = 0.0018; median PFS 11.0 vs. 6.9 months,
respectively); however, PFS by L858R mutation subtype (Fig. 3B)
was similar between treatment arms (beneﬁt of geﬁtinib versus
carboplatin/paclitaxel was milder with L858R mutation compared
with exon 19 deletion) (n = 81; HR 0.81, 95% CI 0.47, 1.41; p = 0.453;
median PFS 8.6 vs. 7.7 months, respectively).
4. Discussion
The results of BICR analysis of IPASS data in a subset of patients
with EGFR mutation-positive NSCLC, performed at the request of
the FDA, were highly consistent with the original, investigatorassessed results. PFS was signiﬁcantly higher in patients with
EGFR mutation-positive NSCLC who received geﬁtinib versus carboplatin/paclitaxel according to both investigator-assessment (HR
0.48) and BICR (HR 0.54). Furthermore, as per the original IPASS
study [6], crossing of the Kaplan-Meier curves for PFS did not occur
between the mutation-positive and mutation-negative subgroups,
indicating distinct trajectories. A similar pattern was observed with
ORR (OR 2.75 by investigator assessment and OR 3.00 by BICR),
and the median DoR by BICR (9.6 months) was similar to that
of the original IPASS investigation (8.7 months). These independent review ﬁndings, therefore, are aligned with the original IPASS
study conclusion—and clinical guidelines [2,3]—that EGFR mutation
analysis should be conducted at diagnosis in order to determine
an appropriate ﬁrst-line treatment approach. For patients with
EGFR mutation-positive NSCLC, personalized TKI therapy is advocated, whereas chemotherapy may be beneﬁcial for those with
EGFR mutation-negative NSCLC (noting that patients with anaplastic lymphoma kinase [ALK] mutation-positive/EGFR mutationnegative NSCLC may be eligible for ALK-targeted therapy).
As baseline demographics were similar between the overall
IPASS EGFR mutation-positive and BICR IPASS populations, it follows that no clinically signiﬁcant differences in PFS, ORR, and
OS data were noted by different socio-demographic/clinical subgroups of patients according to BICR. However, there was a trend
for better efﬁcacy by EGFR mutation subtype in terms of PFS and

122

Y.-L. Wu et al. / Lung Cancer 104 (2017) 119–125

Fig. 1. Patient disposition (CONSORT diagram).

Table 1
Patient demographics.
Overall IPASS population
(n = 1217)

EGFR mutation-positive: original
IPASS population (n = 261)

EGFR mutation-positive: IPASS
BICR population (n = 186)

Gender
Male
Female

252/1217 (20.7%)
965/1217 (79.3%)

50/261 (19.2%)
211/261 (80.8%)

32/186 (17.2%)
154/186 (82.8%)

WHO PS
0, 1
2

1091/1217 (89.6%)
126/1217 (10.4%)

241/261 (92.3%)
20/261 (7.7%)

175/186 (94.1%)
11/186 (5.9%)

Smoking status
Never smoked
Ex-smoker

1140/1217 (93.7%)
77/1217 (6.3%)

246/261 (94.3%)
15/261 (5.7%)

178/186 (95.7%)
8/186 (4.3%)

Data are presented as n/N (%).
Abbreviations: BICR, blind independent central review; EGFR, epidermal growth factor receptor; IPASS, Iressa Pan-ASia Study; PS, performance status; WHO, World Health
Organization.
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Table 2
PFS, ORR, and DoR by BICR.
Median PFS, months

Overall IPASS population
(n = 1217)
EGFR mutation-positive: original
IPASS population (n = 261)
EGFR mutation-positive: IPASS
BICR population (n = 186)

ORR, n/N (%)

Median DoR, months (95% CI)

Geﬁtinib

Carboplatin/
paclitaxel

HR (95% CI)
p-value

Geﬁtinib

Carboplatin/
paclitaxel

OR (95% CI)
p-value

Geﬁtinib

Carboplatin/
paclitaxel

5.7

5.8

262/609 (43.0%)

196/608 (32.2%)

NA

6.3

94/132 (71.2%)

61/129 (47.3%)

8.7

NA

10.9

7.4

59/88 (67.0%)

40/98 (40.8%)

1.59 (1.25, 2.01)
p < 0.0001
2.75 (1.65, 4.60)
p < 0.0001
3.00 (1.63, 5.54)
p = 0.0004

NA

9.5

0.74 (0.65, 0.85)
p < 0.001
0.48 (0.36, 0.64)
p < 0.001
0.54 (0.38, 0.79)
p = 0.0012

9.6
(7.4, 12.5)

5.5
(4.1, 5.7)

Abbreviations: BICR, blind independent central review; CI, conﬁdence interval; DoR, duration of response; EGFR, epidermal growth factor receptor; HR, hazard ratio; ITT,
intent-to-treat; IPASS, Iressa Pan-ASia Study; NA, not applicable; OR, odds ratio; ORR, objective response rate; PFS, progression-free survival.

Fig. 2. A. PFS by original IPASS investigator-assessment (EGFR mutation-positive ITT population). B. PFS by BICR (EGFR mutation-positive ITT population).

Table 3
BICR results by baseline characteristics.
Characteristics

Geﬁtinib; carboplatin/paclitaxel, N

ORR, OR (95% CI)

PFS, HR (95% CI)

Sex
Male
Female

12; 20
76; 78

1.870 (0.389, 8.989)
3.144 (1.606, 6.155)

0.384 (0.152, 0.973)
0.573 (0.380, 0.864)

Age
<65 years
≥65 years

64; 67
24; 31

2.905 (1.385, 6.090)
3.442 (0.953, 12.426)

0.542 (0.349, 0.841)
0.559 (0.263, 1.188)

WHO PS
0
1
2

22; 31
60; 62
6; 5

1.888 (0.608, 5.865)
3.569 (1.663, 7.656)
2.667 (0.158, 45.141)

0.448 (0.197, 1.021)
0.625 (0.403, 0.970)
NA

Smoking status
Never smoked
Ex-smoker

85; 93
3; 5

3.062 (1.639, 5.721)
2.480 (0.060, 101.752)

0.571 (0.391, 0.833)
NA

Disease status
Locally advanced
Metastatic

16; 22
72; 76

3.629 (0.846, 15.573)
3.010 (1.504, 6.025)

0.761 (0.252, 2.303)
0.519 (0.347, 0.776)

Abbreviations: BICR, blind independent central review; CI, conﬁdence interval; HR, hazard ratio; NA, not available; OR, odds ratio; ORR, objective response rate; PFS,
progression-free survival; PS, performance status; WHO, World Health Organization.

ORR, with exon 19 deletion versus L858R mutation. This trend
has been observed in several Phase III randomized trials (including in the original IPASS study) [7,16,17], and results of a direct

meta-analysis of seven studies of patients with advanced NSCLC
receiving ﬁrst-line EGFR TKI therapy indicated that patients with
tumors harboring an exon 19 deletion were signiﬁcantly associ-
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Fig. 3. A. PFS by BICR (EGFR mutation-positive ITT population) − exon 19 deletion. B. PFS by BICR (EGFR mutation-positive ITT population) − L858R mutation.

ated with longer PFS versus patients with tumors harboring L858R
mutations (HR 0.75; 95% CI 0.65, 0.85; p < 0.001) [18].
Concordance analysis of investigator assessment versus BICR
assessment of ORR revealed a moderate concordance rate (78%).
Between treatment arms, concordance and sensitivity were higher
in the geﬁtinib arm (83% and 92%, respectively) versus the carboplatin/paclitaxel arm (74% and 78%, respectively). With sensitivity
a measure of the probability of both the original IPASS investigators and independent reviewers observing objective response
in a tumor, these data suggest that investigators were more
likely to report objective response in the geﬁtinib arm versus
the chemotherapy arm. On the other hand, speciﬁcity (a measure
of probability of investigator-assessment detecting no objective
response in a tumor that does not actually show response) was
higher in the carboplatin/paclitaxel arm (71%) versus the geﬁtinib
arm (66%), suggesting that progressive disease was more often
observed in the chemotherapy arm by investigators. Supportively,
a similar concordance analysis of disease progression indicated that
sensitivity was higher in the carboplatin/paclitaxel arm (95.1%)
compared with the geﬁtinib arm (85.4%), and speciﬁcity was higher
in the geﬁtinib arm (45.0%) versus the carboplatin/paclitaxel arm
(40.5%). These ﬁndings are likely due to the fact that responses
are seen more frequently with geﬁtinib whilst progressions are
more frequent with chemotherapy. This phenomenon—that the
prevalence of disease or detected response directly inﬂuences the
sensitivity and speciﬁcity in opposite directions—is well-known in
the ﬁeld of diagnostic test development [19].
Although acknowledged as a valuable auditing step, BICR
of tumor scans is associated with certain limitations: following investigator-determined progression, further imaging of the
patient may have been suspended with their removal from the protocol; however, if independent reviewers determine progression
to occur after investigator-determined progression, they would be
unable to ascertain time of BICR progression. In IPASS, investigators determined progression to have occurred in 44 patients for
whom independent reviewers did not declare progression to have

occurred; these patients were included in BICR analyses, yet censored at the last recorded follow-up. In addition, progression was
determined to occur in 10 patients by independent reviewers, but
not investigators [9].
5. Conclusion
BICR analysis of IPASS data in a subset of patients with
EGFR mutation-positive NSCLC, performed at the request of the
FDA, are highly consistent with the original, investigator-assessed
results, further supporting the validity of the IPASS ﬁndings: EGFR
mutation-positive status remains a statistically and clinically signiﬁcant predictor of response to EGFR TKI therapy in the ﬁrst-line
setting.
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Table A1
Concordance analysis of investigator-assessed ORR and disease progression versus BICR-assessed ORR and disease progression.
Endpoint

Treatment
arm

Concordance
parameter
Concordance 95% CI

ORR

Overall

145/186
(78.0%)
Geﬁtinib
73/88
(83.0%)
Carboplatin/ 72/98
paclitaxel
(73.5%)
132/186
(71.0%)
59/88
(67.0%)
Carboplatin/ 73/98
paclitaxel
(74.5%)

Disease
Overall
progression
Geﬁtinib

71.3, 83.7
73.4, 90.1
63.6, 81.9
63.9, 77.4
56.2, 76.7
64.7, 82.8

Sensitivity

95% CI

Speciﬁcity

95% CI

PPV

95% CI

NPV

95% CI

85/99
(85.9%)
54/59
(91.5%)
31/40
(77.5%)

77.4, 92.0

60/87
(69.0%)
19/29
(65.5%)
41/58
(70.7%)

58.1, 78.5

85/112
(75.9%)
54/64
(84.4%)
31/48
(64.6%)

66.9, 83.5

60/74
(81.1%)
19/24
(79.2%)
41/50
(82.0%)

70.3, 89.3

99/109
(90.8%)
41/48
(85.4%)
58/61
(95.1%)

83.8, 95.5

33/77
(42.9%)
18/40
(45.0%)
15/37
(40.5%)

31.6, 54.6

99/143
(69.2%)
41/63
(65.1%)
58/80
(72.5%)

61.0, 76.7

33/43
(76.7%)
18/25
(72.0%)
15/18
(83.3%)

61.4, 88.2

81.3, 97.2
61.5, 89.2

72.2, 93.9
86.3, 99.0

45.7, 82.1
57.3, 81.9

29.3, 61.5
24.8, 57.9

73.1, 92.2
49.5, 77.8

52.0, 76.7
61.4, 81.9

57.8, 92.9
68.6, 91.4

50.6, 87.9
58.6, 96.4

Data are presented as n/N (%) except for 95% CI.
Concordance analysis performed by comparing investigator-assessed versus BICR results of the 186 patient samples available for BICR.
Abbreviations: BICR, blind independent central review; CI, conﬁdence interval; NPV, negative predictive value; ORR, objective response rate; PPV, positive predictive value.

Table A2
BICR results by EGFR mutation subtype.
EGFR mutation subtype

Geﬁtinib; carboplatin/paclitaxel, N

ORR, OR (95% CI)

PFS, HR (95% CI)

Exon 19 deletion detected
Exon 21 L858R detected
Exon 20 T790M detected
Other mutations detected

44; 56
45; 36
4; 6
1; 4

4.194 (1.737, 10.129)
2.071 (0.826, 5.197)
1.500 (0.055, 40.633)
NA

0.430 (0.254, 0.730)
0.810 (0.466, 1.405)
1.539 (0.247, 9.593)
NA

Abbreviations: BICR, blind independent central review; CI, conﬁdence interval; EGFR, epidermal growth factor receptor; HR, hazard ratio; NA, not available; OR, odds ratio;
ORR, objective response rate; PFS, progression-free survival.
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