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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 RNUB6. 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

2nd component

. ® Responder (n=16)

--Non-responder (n=24)

- F . *
++ +‘-' . . »
+ B .
b o .
* %1» *
& +
s * +
+ . .
& .
+ + .
..
* Accuracy: 82.5%
2 1 o 1 2 3 3

1st component

Validation cohort

2nd component

& ® Responder (n=18)
--Non-responder (n=45)
o ol 5
%
* oy &
. - .
£ * > + il
. b T : .
+ & b + *
+ * °
+ A' + 7 *
+ 3 ) *
' . 77.8%
o 1 2 3 3

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, II;
red, lll, navy blue, VI); PS (performance status) (white, O; black, 1); treatment (orange,
platinum + paclitaxel; green, platinum + gemcitabine; red, other).



OB RRIA (IR « MIEEHEEIRIE ZRVEMERBREICENDINA IV —71—
BRER

SHIMD A EZHSNIEZBEDZ < [IHNRIBNEERZERT DD RIRTO DBREFMIC
FEICBBEERLELUTE. FMRICBEITDCELEBULRN AHFRTE, HLiTHRE
THREBISNTIBD D EBEIESDELER, AI5ELFZHTRESNDMES
HICEIDIELER (FB) [CEBL. BZTo/2., BRIF 1997 F~2008 FIC
PNTEIUID ARZE Y S —hIUER THRBNESEEZITITER DA, RERTH DIFE
FHICTEUFSNE stage -l OREIIRDALESR 624 HIICDNT, REMED
DNA Zift U, 100 BEDEGFZEENRE ULET J ABEERTZT o 12(® 3).
ZORER, 10°~107" UNILVOEBEETR T B F2RNMMHBERESNZ. FITHR

(Huang et al., J. Clin. Oncol. 2008) TI|E N TV VZRHMN ADMEBFICES
DDIECFZEI. RAFRTEEENBIRSNL (STK39: rs10176669, P = 1.1
x107%, HR1.50),

rs1464452

(=2

-log10 (trend-p value)
N £

1 T 1 4 B & 7 % F 48 11 12 B 14 18180 ® W
Chromosome
B3 &5/ A AR R ME BB AT\ s TOV R EELEE 0, BRI ESNDH
FETISCHLOER. BRCHEESFR A /ILOBROESERT. HEOSVVERZH
LENPIEE BRYRAVEORBENE .,

IS(CEEERIZEE UC. 1997 E~2008 FEICRWTEIINARREZYSY —hREs
IR COHRIBBEESIT/C stage |-l DREEMIRDAERI 433 BIICDUNVT, RiEME L
< IIMEBHEBERD FFPE #&iEK D DNA ZiE U, Top SNP ICDUT TagMan
EERNTELGTFEEREL. BEFEIAET 2. ZDHE. 1SNP (rs1464452) D
HBIRESNE. LHIULENDS, COZRIIEBRATBCNBI DEODEGRFEICEE

L. HEENBREEIAATHo>E (& 1),



Stage Case P value HR (95% CI
Total{n} MAF

(1) Stage LI
GWAS 624 0.148 397 x10°° 2.41 (1.76.3.29)
Replication 433 0.158 448 x10°° 2.50 (163-3.78)
Combined all studies 1,057 0.152 893 x10°% 221 (1.73.2.19)
(2) Stage |

GWAS 546 0.153 204 x10° 2.26 (1.55.3.29)
Replication 380 0.153 283 %10° 249 (1.38.4.41)
Combined all studies 926 0.153 200 x 107 2.37 (1.73-3.23)
(3) Stage Il

GWAS 53 0.158 350 x10°* 341 (1.80.6.15)
Replication 78 0.148 830 x107° 2.60 (1.29.5.05)
Combined all studies 131 0.152 33110 221 (146.3.25)
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