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mEEFE (n = 41) @ LVEF & Mean B/e’ 3. BEMBRTEERELNHA
5z, TKI-HT (+) #E@ LVEF 8 (PUEHEE~—H—) &, BEMND 70. 7+
6. 8% MOBEHRD 68. 3T 8% ICEFRICHALE (p=10.03) (F1). TKI-HT
(5) BT, WTFNOLEIEHEET - I CBWTHFEERRD oD
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% 1. VEGFR-TKI H#EMBTOLII—RKXH2EENMEHMENT A —F OHE

TKI-HT (-) TKI-HT (+)
(n=13) (n=41)
Baseline Endpoint p value* Baseline Endpoint p value*
LVEF 67.6 {(8.6) 67.1 (11) 0.83 70.7 (6.8) 68.3 (7.8) 0.03
LVDd 46.8 (4.7) 47.0 (7.6) 0.88 44.6 (5.3) 44.1 (5.0) 0.36
LVDs 29.1 (4.5) 29.7 (8.2) 0.75 26.6 (3.9) 27.2 (4.2) 0.24

Values are mean + standard deviation. VEGFR-TKI indicates vascular endothelial growth factor receptor-tyrosine kinase
inhibitor; LVEF, left ventricular ejection fraction; LVDd, left ventricular end-diastolic diameter; LVDs, left ventricular
end-systolic diameter,



# 2. VEGFR-TKI REHIBETOLII— K KSEEMRERENT A—F OB

TKI-HT (-) TKI-HT (+}
(n=13}) (n=41)
Baseline Endpoint p value* Baseline Endpoint p value*
E/A 1.02 (0.4) 1.00 (0.4) 0.82 0.90 {0.3) 0.86 (0.2) 0.12
Dect 227.3 (53.7) 224.1 (79.8) 0.92 226.6 (60.7) 231.2 (44.9) 0.58
E/e’ 9.7 (3.1) 13.3 (10.8) 0.29 11.9 (3.6) 10.3 (3.0) 0.02
septal e’ 8.2 (2.1) 7.5 (1.3) 0.40 6.9 (1.4) 7.1(2.3) 0.92

Values are mean # standard deviation. VEGFR-TKI indicates vascular endothelial growth factor receptor-tyrosine kinase
inhibitor; E/A, peak velocity of E-wave/peak velocity of A-wave; DeT, deceleration time; E/e’, peak velocity of E-
wave/peak velocity of e’-wave; ¢’, peak velocity of ¢’-wave; and HR, heart rate.
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201642 10 B 1HMS 20214E 8 A 31 HofMic, #ANFT7 (1B 1H
80 mg HEHRA) Z2EALAEBRBIUFHAGED Epidernal Growth Factor
Receptor (BGFR)EBETFEEBMIE/NMMMNRABE LA ENRELZ, F
BEOHY PAT7HETHS 155 ng/mL ZAWT 2HICHBEL L, FEFMIER
. AANFTOBBEEEUEOER. RIAFMHEEE., A ANFZT
DIEBELBERAORR. AR LUTLPTREICITISRELEORBIIDNT
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FMENSREFOEMEALEHE PF) O REZ. EFRECBIS NI TE
B (Coinss) =155 ng/mL BB L Cyip o5 < 155 18/l DBREF T, TNEN 8.7
> B (95% confidence interval (CI): 15.5 - 21.9) X324+ A (95%CI:
26.3-36.2; p=0.040) THokz (B, EmBETILT I > (Alb) EZ,
FRNEN 3. 13+0.40 g/dL BX 3. 93+0. 28 g/dL (p = 0.030) TH 0 (3 3).
ELBMBFICBN TS, Alb 3.7 g/dL &, N — Fik:5.304 (95% CL: 1. 431-
19.66; p=0.013THHZENSE (FL, PISEFBRERTLZZLAREN
o —H., FEEHFEIACBWTERIRONRL -,



bt
tn
o

Progression-free survival proability

2
)
o

0.75 |

PFS: 18.7 vs. 31.2 months
(p=0.040)
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M1 F¥yAAF=7MAPBEERNCET 2 PFS O LB

Kaplan—Meier curve of PFS in patients treated with osimertinib, in patients with median Cmin,ss below the
population median of 135 ng/ml (solid line) and in patients with a median osimertinib Cmin ss 2155 ng/ml
(dotted line). Cumin ss: trough plasma concentration.

RI. AVIAINFTIRABRBECB T 2HEKBREMEO LLE

Crin==155 Crin<155
p-Value
(n=20) (n=36)

Alb (g/dl)* 3.73 £ 0.40 3.93+£0.28 0.030
NLR 3.96 £2.45 2.83+1.43 0.069
LMR 2.83 +£1.11 3.58+1.72 0.051
GNRI 95.5 £ 9.82 97.5 4 7.6% 0.405
PNI 42.9 £ 5.54 44.8 £3.36 0.191
CRP * 0.45+0.73 0.08 £0.13 0.045

NLR: Neutrophil-to-lymphocyte ratio; LMR: Lymphocyte-to-monocyte ratio; GNRI: Geriatric Nutritional Risk Index;

PNI: Prognostic Nutritional Index *p<0.05.
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Univariate analysis

Multivariate analysis

Parameter HR (95%CI) p-Yalue HR (95%CI) p-VYalue
Sex 1.221 (0.465~3.204) 0.685

Age 0.993 (0.941~1.047) 0.791

BMI 0.958 (0.822~1.117) 0.583

Cmin{Z 155 ng/ml) 2.695 (1.013~7.172) 0.047 0.681 (0.185~2.502) 0.563
Alb(< 3.7 g/dl) 4.257 (1.672~10.84) 0.002 5.304 (1.431~19.66) 0.013
NLR(=3.9) 2.057 (0.790~5.357) 0.139

LMR(< 2.8) 1.186 (0.500~2.811) 0.698

GNRI(< 92) 1.442 (0.596~3.492) 0.417

Stage IV 2.856 (0.959~8.506) 0.059

CNS metastases yes 2.699 (1.137~6.405) 0.024 3.596 (1.351~9.574) 0.010
CRP 3.989 (1.252~12.71) 0.01% 2.026 (0.482~8.519) 0.335
No, of previous lines 2,316 {0.882~6.081) 0.088
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BRIEOMAPALBETIE., REFzv IR MEEZE (ICI/Innune
Checkpoint Inhibitor) THBZRATOYU XX T & T SF FHRENTIMA T
BREFAARZISIZ 1R ZMAZ IFIHABRERBATVWS, NS
WEOTFHREOBEEIZDWT Geriatric Nutritional Risk Index (GNRI) &
Prognostic Nutritional Index (PND) 72 EOHMIEN, HEINTWBD, &
MAETHE, 3 FHARECBTIREBRFLHRERIMERIVREARERO
BEMEICDWTHREL &,
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BRI (TTF) . BEEHIT PRI UVLEE (00X EREANY — R4
BT, Low PNI #iX High PNIBLODBFERICTIEARELS (p = 0.006) (X
). ZXEBMITHRIDINIZIIFREEEZEETRFTHL I ENRINE
(HR: 2. 791, 95%CI: 1.362-5.721, p=0.005) (¥ 5). —AHT. GNRI X TTF Iz
HEBERETHRTEERENE N2,
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B 2. TTF @ Kaplan-Meier g% (High # & Low % 0 H#)

(a) Kaplan-Meier curves of TTF for pembrolizumab triple-treated patients in patients with PNI <37.1 (dotted
ling} and in patients with PNI 237.1 (solid line). PNI: Prognostic Nutritional Index. (b) Kaplan-Meier
curves of TTF for pembrolizumab triple-treated patients in patients with GNRI <93 (dotted line) and in
patients with GNRI 293 (solid line). GNRI: geriatric nutritional risk index. TTF: time to treatment failure
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Univariate Maltivariate
analysis analysis
HR 95% CI p-value HR 95% CI p-value

Age(=69) 1.654 0.944-2.898 0.079 1.479 0.832-2.626 0.182
Stage(=1V) 1.487 0.824-2.683 0.189

GNRI(=93) 1.597 0.925-2.756 0.093 0.554 0.246-1.249 0.155
LDH(= 199U/L) 1.543 0.877-2.713 0.132
CheE(=284U/L) 0.751 0.427-1.324 0.322
Cer(<92.4mL/min) 1.616 0.896-2.917 0.111

PNT (<37.1)* 2,154 1.238-3.747 0.007 2,791  1.362-5.721 0.005

BMI (<21.9)* 1.849 1.061-3.223 0.030 2,548 1,255-5.175 0.009
pre NLR 0.995 0.905-1.093 0.914

GNRI: geriatric nutritional risk index, LDH: lactate dehydrogenase , CheE: cholinesterase, Cer:
PNI; prognostic nutritional index, BMI: body mass index, NLR: neutrophil-lymphocyte, *p<0.05

creatinine clearance,
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BRFAME O PNI & BNL iZ. ICI MilEGERFBAR THZIRATOYXTT
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FHRBEBROBIREZEIT, PAEREEZETT 2 L THETZHNAH
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