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Figure 1. Patients and treatment strategy. A, Selection of eligible cases, i.e., 103 surgically resected cases that received
platinum-based doublet chemotherapy upon lung adenocarcinoma (LADC) recurrence. B. Identification and evaluation of a

three-miRNA signature for the prediction of responses to chemotherapy.
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Figure 2. Selection of the three miRNAs whose expression was associated with
responses to platinum-based doublet chemotherapy upon lung adenocarcinoma
(LADC) recurrence.

A. Twelve miRNAs differentially expressed in responders and non-responders to
platinum doublet chemotherapy in the test cohort. The diagram depicts miRNAs
showing > 5-fold changes in expression and with a P-value < 0.05. The -fold change
is represented by the ratio of responders (R) to non-responders (NR) derived from
the microarray data.

B. Expression of miRNAs in non-responders (NR) and responders (R) in the test
cohort, as measured by quantitative reverse transcriptase-PCR. Dot plots represent
miRNA relative threshold cycle values. Expression levels were normalized to the
expression of RNU66. Threshold cycle values relative to the mean value in non-
responders are shown on a log2 scale. Horizontal bars indicate the mean expression
value. P-values (Mann-Whitney test) are indicated.

C. Receiver operating characteristics (ROC) analysis was performed for miR-1290,
miR-196b, and mIR135a* in the test cohort. The area under the curve (AUC) value is
shown. The blue line represents the results for responders and the orange line
represents the results for non-responders.



Test cohort Validation cohort

® Responder (n=16) . ® Responder (n=18)
* - Non-responder (n=24) 4 - Non-responder (n=45)
4 * +
+
c c : ’
. .
[} 0%t T
g 3 + + + . g . + + .
g_ : *‘ﬁi . ® X . g_ &+ ‘
-+ . . .
o ? + * o o +° *
o . o + o . A .
M +* * + * .
(] + + . N * . "
+ + 4 .
+, +
, +¢ . . # *
+ Accuracy: 82.5% + . 77.8%
2 1 0 1 2 3 3 : 1 ° 1 2 3 3

1st component 1st component

Figure 3. Principal component analysis (PCA). A PCA-SVM strategy using three miRNAs
(miR-1290, miR-196b, and miR135a*) was used to construct a classifier, which could
distinguish responders from non-responders. The blue dots represent the responders
and the orange crosses represent the non-responders in the test (left) and validation
cohorts (right). The classifier had a predictive accuracy of 82.5% for the test cohort

and an accuracy of 77.8% for the validation cohort.
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Figure 4. Response prediction by the three-miRNA signature according to clinic-
pathological factors. Driver gene mutations and clinical features are shown: patients (blue,

responder; orange, non-responder); driver gene (black, EGFR,

KRAS, HER2, BRAF

mutation- or ALK, RET, or ROS1 fusion-positive; white, negative); age (blue, < 40; orange,
40-49; green, 50-59; red, 60-69, navy blue, = 70); gender (white, female; black, male);
smoking (orange, pack years = 0; green, < 20; red, = 20); tumor stage (orange, I; green, l;
red, I, navy blue, VI); PS (performance status) (white, O; black, 1); treatment (orange,

platinum + paclitaxel; green, platinum + gemcitabine; red, other).
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(2) Stage |
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*Adjusted for age, gender, smoking and stage.
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