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2002 45 I U BRI ThAETH 7 4 727 (gefi-
tinib) AVKFER SN T 5 17HEH M L7z, Gefitinibid k-
Rk EHTF 2R (epidermal growth factor receptor :
EGFR) #fn ¥z 2 BE I oh LN 7= BulE S ) 2
EIRTH, FNTY gefitinib 2 & o TI04ELL Lo EiA
A DNz &) AL DR, ShlEk 4
X, XX L ¥t K (pemetrexed) $%5-#12 gefitinib %
%5 LiREERIAD & 15 4E ORI AL 2 572 1R 2 #%
BRL7z0OTHET 5.
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N, WEERED S EMiZ B, IR TRMEIZ S hTw
7z, RCRSEATHING Z O F AR HE R LRSI D 2 BB
L7272, 2003411 AIC BRIV RERBAZZ L7, PO
KGRI L CRE LM 21T > 122 E B WS b
Lotz ETFEEALE NREHRA 2 1T L2 258% %
RO podz. BUREBPTETE Lh oz, 2004
42 AMESE T 1A 3D X O iM% T L,
AL RURIE OB & 1572, HEWRK % R 72720,
cTANOMI1, Stage IV ([HifaHRVBIA ] 6D &%
Wi L7z, Abei: H T 2004 4F 4 ISR ARE L 72
ABERFBUE © R 1612cm, KE605kg, 4i36.2T,
WR$170 181 /45, MUF 120/70mmHg, #6859 IR ifi 19 25 A5
FIE9B% (B|NA), MWETE, O, THEZ L.
A Bl i (Table 1) © ME#HAClZ CEA 308ng/
mL, KL-6851U/mL& EH%Z72872. CYFRA & ProGRP

1

ZHLHEHENTH - 72,
Jig 3B LA X AREEL - W O F AYEOREIRE 2 R 72
(Fig. 1a).

JFRCT = Wil _LEEEEALRIRES, 2 RRARE DL A
D, ASZ24x 1 4mm KO (Fig. 1b) %, HlliT
L /NI Z D72 (Fig o).

Bl 2R« BRI, AU & R0 IS B 25 7LIH
AREEE 2 TR L, Bl b Bz R B 5 % Ml
WA SNz TS DITHRHEAL IR & PR AR IR IR
9 % cancer foci % 788, MEFIT A S5 Milg 1Rz i iR
AT BT PSR 3L &K L 72 (Fig. 1d, e).
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in, AUC 6) +/827 ) % ¥+t )L (paclitaxel, 180mg/m?
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quaque 4 week) #§H6 I — ZARifT L72A%, Vo ZAMKT
L 72 CEA 73608ng/mL & B2l L, progressive
disease & ¥IWi L7z (Fig. 1f). EGFR #E{x V-4 % HifT
L exon 21 L858RZA A M 47z, 20054F4 H L 0 2
WikHE L LT gefitinib (250mg/day) ZBHIEL7z. 14
R %3 A E3E o f5 i1 partial response & 72 D [#]
T b w7z (Fig 1g). Gefitinib#5-CHEE %2 %
AERGIIHIO SEHEZORT, REBFPLATOA
FAHAICRIICHET 5 2 L 25T & 72, Gefitinib 259
E9r AZEN L Cw7z2s, 20154E 1 HICEE 1l mm 725
7oA AT 5 mm IZHE R L, £l F3EIC FDG-PET
THEBEL RO L HHIREINMILL, progressive disease
&R L 7z

3WiBHE L L T201542 A 2 5 pemetrexed (500mg/
m? quaque 3 week) HH|ZF25 32— AMEfT L72A8, B
Bisk (7 L7 F=v 2175 Z35mL/min) ®72 2016
FEIHICHIEL, Dikfmpig s L7z, 20174E10 H, 4
SEDFEFEHE O K %D (Fig. 1h), FDG-PET CTH£E®
Bl % G 72 72 O SUE SCHMAT T TR & M AT L 7248
PR RA ST, AR T TTO0MZ ST S
Nadpole, BERADPHLELZZLLHD 20174E12H
gefitinib D 5% BA L stable disease & 7272 (Fig. 1i).
Z D 1% 2019412 H BLAE b stable disease & & % 4}k T
gefitinib DHFEAZ MW TE TV 5.
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Ak A4 T EMATE LT A EITHIRE D 1612 R L
72, —MIZ EGFR {51 &2 M4 %6112 EGFR-tyrosine
kinase inhibitor (EGFR-TKI) »%%h9 %5%%, 20~30%
1X gefitinib ICHARHEZ R L, ZBRFICBNTHEDOKR
PR VERE TS Y. EES IS EGFR O
T790M — ¥k % % % mesenchymal epithelial transition
(MET) Y418, hepatocyte growth factor (HGF) 583
HENEET AV ESDbRTEY, 104U Eo AR
DIHEIP R, FO LS EFTHERIMERT 5
DDA = X LI TH 5.

FRIEFNZ BV CREYIEAFTE BB L LT, OFEM
el OZR & U CTHEBGOMRBEENRIETH o720, @
BEMUMOERE L THWRIROEICHEEELID LR
WG RETDH o 7205, @ gefitinib MR #£ 12 peme-
trexed % $ed, T gefitinib # ¥ 5- Lz sk &2 & 2 72,

9, PEGNHIILRYTHZO L ESMEREETH -
7o, FRLEEBEMORSPEEAONTEY, JLe
KEEDRIE LRI TH - ENEZO5NS. ik
et A7 & BENl < F PRI £ DT HIZEED H T, gefi-
tinib Bt G AL L FE L 722 &0 5, Wil L FERR
¥, WIRERIE T EEZLNDL. IS ORIR

Table 1 Laboratory data on admission

Hematology Biochemistry
WBC 5,000 /ul AST 22U/L
Neut 44 % ALT 39U/L
Lymp 44 % LDH 195U/L
Mono 9% v-GTP 44U/L
Eos 3% Glu 101 mg/dL
Hb 16.2 g/dL TP 7.2g/dL
Plt 2483 x10"/uL Alb 47 g/dL
BUN 13mg/dL
Cre 0.8mg/dL
Na 140 mmol/L
K 44mmol/L
Cl 105 mmol/L
Serology
CRP 0.1mg/dL
KL-6 851 U/mL
Tumor markers
CEA 30.8ng/mL
CYFRA 1.1ng/mL
ProGRP 22.2pg/mL

WIEIRREEDOEREEZ N, BB L FKETH
%% KL61E—MRICITMEMEMEO~ - — L LTHIS
NTWAEY, EE~—h—¢ L TCOMEDIEHR>THB
D, REFTHHEBCLYKLOAME T L2200 H 1
B Tld e R CHh o2 EZONE. BHE
Jili 23 %E D ML EE T 24E M MR HBIE I N TB Y, &
JEBNLETATRIE CTH o7 E TR D, TDI L HAIEH]
BT AEMEFORKOBHEZZONS. BIFS L
gefitinib#z 512 & ) RINCE &R E AR TE T2 HH
& LTS OWRHEEIRIRTH S Z L 2T TV 5.

AAEBI T I3 gefitinib K5 h DA EFRAAD %o
722 LB O—DOTH L. MikiEr EOERLAER
L3 <, HHEO SEREE DR TH - 7272 DkHi 1T 5E
ThoTz.

F 72, AEBTIIBATLTEDURE R % 3% A T gefitinib %
G- LE% L7z, Btk bise#l & L Cld pemetrexed
% #INL7-. Pemetrexedid thymidylate synthase (TS)
% dihydrofolate reductase (DHFR), glycinamide ribo-
nucleotide formyltransferase (GARFT) 7% & D% [H
EFTLMRBEIHTH L. TSEBEIFEH S04, B
JEBE RN RAMET 3 2 & v ) #iiy” 238 %55, EGFR-TKI
ETSHBUEZE TS L SN THYY, EGFR-TKIHS
% pemetrexed £ 5- (IR RABWFFTE 5. EGFRMEIR
TR YEMIRE T, EGFR-TKI & pemetrexed % fif /i
THILICLVMEHRESETNE LINTEY?,
EGFR-TKI i FH # @ pemetrexed fli H & BRI D—> T
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Fig. 1 Treatment course. After gefitinib treatment, the serum CEA concentration lowered remarkably and remained
low for about 10 years. The CEA concentration increased in response to tumor growth; however, it decreased after re-
treatment with gefitinib. (a) Chest radiography on admission. (b, ¢) Computed tomography (CT) scans on admission. Nod-
ular shadows in the upper right lobe. (d) Histological findings (hematoxylin-eosin staining, % 100); well-differentiated ade-
nocarcinoma, papillary type. (e) Invasive adenocarcinoma with lepidic growth. (ff A CT scan after 6 courses of
carboplatin (CBDCA) plus paclitaxel showing nodular shadows in the lower right lobe. (g) One month after gefitinib
treatment, a CT scan showed a reduction in the tumor size, with multiple nodular shadows. (h) A CT scan before gefi-
tinib retreatment. (i) A CT scan after gefitinib retreatment.

Table 2 Long-term survival cases of 10 years or more

Case Age Sex Mutation Treatment Year.s of References
survival
1 65 F del 19 CDDP + VNR—DTX + GEM—gefitinib 11 Kempf E, et al™!
2 60 F del 19 platinum doublet—neratinib—PEM—gefitinib—erlotinib 10 Matsuzaki T, et al’?
3 71 M del 19/T790M CBDCA + DTX—*erlotinib—osimertinib 11 B, MY
Our case 66 M del 19 CBDCA +PTX—gefitinib—=PEM—gefitinib 15 —

F ! female, M : male, del 19 : exon 19 deletion, CDDP : cisplatin, VNR : vinorelbine, DTX : docetaxel, GEM : gemcitabine, PEM :
pemetrexed, CBDCA : carboplatin, PTX : paclitaxel.

H5. 7 TTIOMDES-O 7 W HALIZIE S A 28 2 830k on chromosome ten (PTEN) ’K$H%° phosphoinositide-
DFEMALASNTBY, TOLD Bl TIEHES 04 3-kinase, catalytic, alpha polypeptide (PIK3CA) 7557
BIEAHUE SN TnWBY. HGFIZX ) Y Nl MET EDO TR DIEHALIZ X B34 /S 2R 7 & o] 55K
AR 72 & oMl EI#RE, phosphatase and tensin homologue BINEDTERENEDPL EEZ SN TS, AEFTH
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F 2 DS PH T EINAL T o VISR N B I E oL
FREHEMIC L B10ED Lo R AF O HE 133
BV ¢ R ROMFIZILETH S (Table 2). Th
LoIEm & LT 1Y EGFR-TKI ¥4 ¢ 3~104E D
ZRME 2SS 5 2 o, AR LAwZ &
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W2 olz7z0% ¥ AV F =7 (osimertinib) x5 S
14EZE% L 72, Gefitinib @ Fi#% 5- R gefitinib £ @ peme-
trexed D GAIARJESI T L2 fTh LTV W,
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Abstract
Long-term survival of >15 years achieved with gefitinib treatment in a lung adenocarcinoma case

Emi Umeshita, Mayuka Yamane, Naomi Iwabu, Kenichi Mukaida,
Tetsuya Kubota and Akihito Yokoyama
Department of Respiratory Medicine and Allergology, Kochi University, Kochi Medical School Hospital

A 66-year-old man showed multiple bilateral nodules on chest radiography in 2003. A computed tomography
revealed a tumor in the right upper lobe and multiple nodular shadows. He underwent right middle lobectomy
and was diagnosed with adenocarcinoma (cT4NOM]I, Stage IV), subsequently exhibiting EGFR mutation (exon
21 L858R). He was treated with six courses of carboplatin and paclitaxel in 2004, resulting in progressive disease.
He was treated with gefitinib in 2005. He exhibited tumor progression after about 10 years; therefore, gefitinib
was discontinued and pemetrexed administration was initiated. After 25 courses of pemetrexed therapy, we dis-
continued pemetrexed because he developed renal dysfunction. T790M was not detected in his liquid biopsy
sample; therefore, gefitinib was re-started in 2017. Currently, he has been alive for 15 years after his diagnosis.
Based on this case, we conclude that the re-administration of gefitinib can be considered when the activation of
bypass pathway is possible.



