HIFWEE 6 (2), 2017 99

@i #i
EGFR & =12 B A IE 2 S /NI~ O His#t 2 & 72 L7z 1 B

RAB—H HilEy AT HE
AR Ak B RTH isR

EE EHIL 67, Bt MRETAN2M1b (B#EsF%, Bh#sfs) Stage IV EGFREGTZEEBM (exon 19
RE), (XU TEEEYEE (EGFR-TKIPMMAMLEREE) PiThhizdy, AEEEEHh L) BEEE
REDHE - WAZRO /78, BEKRZRIT. REMESS/ERMETH > =0, LaiEFRBEOEGFRE
EFEREB L (HY, EGFREGFHUEMRED S/ MHRRFBEANDHREGEIEZ 5h . ANlREMEN
DOFEERIIEBRNFh EMHEFETH Y, XHHNBRZEHHRET 3.
¥—"7— K : EGFR B FEEBMMIRE EGFRFO> X+ —EHEE, |JIlafEAOK Gizik,
EEmE
EGFR-mutant adenocarcinoma, EGFR-TKI, Transformation to SCLC, Acquired resistance

*

EGFR v ¥ v ¥+ —¥%Ed (EGFR-tyrosine ki-
nase inhibitor : EGFR-TKI) 1%, 60~80% DZ%)3, it
WA o hIufiiid 9~144 H & BITF R R RS
BoNDY, 1T RTORER TV U oS
WX DR E &7, R & L TR DBENRE VO
¥, EGFROIRERTH S T7T90M D FHERERTH
B 705, /NI~ O T E RO S ShTWw 57,
4l EGFR #1728 52 B Ml s A3 Nl B i ~ o 2
Bz 72 L7 10288 L 720 TH§ 5.

iE Bl

BE 6T %, B

FEiR: &L

BEAEIE © BEIRIE, 120k P ZE ki .

AR B 20 A/ H x 44 4E.

BUWEE @ 201X — 34F 2 FICHE L 5 CUBE IS
. TR S6 1A S N7z JESE I L CREAE SOl A &
WiAT. FREAERS AT, BAMARHILE, ok
RIR 2 fE 5 B ASFLERICHIE L Tz 2 & Bl
FE LWL (Fig 1A). T 72, BH{EHA X U MR

i

AR A B

T464-8547 EHEATRT TR A K 1-2-23
TR E R v & — I R
(E-mail: y_272041@yahoo.co.jp)

(Received 8 Jul 2016/ Accepted 28 Oct 2016)

T4N2M1b (EER8) (Fig.2, * 1) O@BWiT, M43 H
X 0 BB ORI L CEMTMES (SRS) %
fTL7:. F7:, EGFRE(Z TR (exon 19 XK) %
RO A L0771+ 95 =7 [(gefitinib) 250 mg/
day]l ZBIIEL, T OREEMIIHZ DHE/MI T partial re-
sponse (PR) Mgz, LaL, 1497 H&ISH
HUMIEIEZE 12 X V) progressive disease (PD) & I
ANWRTFF ~ [carboplatin (CBDCA), AUCS5] +X
A ML FEF [pemetrexed (PEM), 500 mg/m?*] % 2
I — AT L7228, Bz iCFEZENTER % 520 PD & ¥
EL72. 3rdline & LT Kt % %+ [docetaxel (DOC),
60 mg/m*] & 1 I—AJEAT L7228, RO X 674 54
KEfB7zZ &h b MRH HifT#%, 4th line & LCTx
v uaF =7 (erlotinib, 150 mg/day) \ZZEHL7/2& 2 5,
JR 5 1S stable disease (SD) O#iPH 2 ffiFfE L T 7223,
BEORBEVPHRIL0, ¥ 74 F =7 0OFK5124)
DEZT:. LA L, E0f 37 ARG
% (Fig.2) %0 PD &Y L7z, ZhDIREd B3y
AT, BRI ERD L2 EEH-o72b oo,
WIEN L WBREREDO S LR MK ERD 2 &0
5, TNEFNPDHEE -7 (Fig.2). EGFR #fnT
BREFLTVSZ EHS TTOOM Z RO MR, WK
RS BN R ML FREORFEENR W L9 5 2K
FEOFED BRI N, BRI 2 MR x5 5 4
MET, 201X 4FE 12 HIYBRIC AR E 22 o 7.

AR BRI R - & 1615cm, KR 57.6kg, ILE
120/67 mmHg, 0A%% 75/min, &I 36.7C, #ERZHE)
IR L B 3 AN EE 98 % (SENA) . performance status (PS)
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1 (A) Before treatments, the lung biopsy shows papillary-acinar adenocarcinoma (hematoxy-
lin-eosin staining). (B) A CT-guided needle biopsy specimen from pleural dissemination con-
tains small-cell lung cancer (hematoxylin-eosin staining). (C) CD56 was strongly positive at
immunostaining, showing small-cell lung cancer. (D) NSE was partly positive at immunostain-

ing, showing small-cell lung carcinoma.

0, MIRGERFEZRL, KEDOY Z/SHi3MAES.

ABERE AT A - g~ — 57 — 13 CEA 121ng/dl &
EE % 7R L CW725%, Pro-GRP 62.6 pg/ml, NSE 14.8 ng/
ml & IEFHPEANTH > 72, Z0i3H LDH 307 mg/dl
CRP llmg/dl L BREEMA R L-DAY, EEEIALN
ol

WRAT R - I HALCT T, A THES6IZA LN DR
FEOIID, (TN b 7z o TR AR 2 A
WEER L GHRLER L TSI LR INS (Fig.
2, % 2).

ABEthil « 72 S6 DR 5 RBE I LT,
CT 74 FTFAEMREHEAT. WWEAREZRAK TIIBETA
LMk REEEEIZ L, DNIoOBHMBELOKR
EVEBMBSOE AICHER L TBY, FofkEgm
Tld, surfactant apoprotein A X° synaptophisin, chro-
mogranin A IZFEMETH - 7225, CD56 % NSE 25— T
Btk 7m L7z 2 & /Nl & 2l L7z (Fig. 1B~
D). E5IZEGFREEFEROAMIIOVTHERL 72
& Z A, exon 19 E747-A750 R J: & HIB L, EGFR#{5T
2 S 1 I B 20> © /N N It 9~ D T R ik A & FI Ky L
7o. Fo7z2@, AT ICEE T CT20IXEI1ZH LD
CBDCA (AUCS5, day 1) + = & K [etoposide (ETP),
80 mg/m’, day 1~3] ZBHIAL 778, HERHEDO ISR
LMKAERDIZ. TDOH%, 201X+1HE1HIZTLAIVEY

> [amrubicin (AMR), 30mg/m?*], R4 3 HIZA )/
771~ [irinotecan (CPT-11), 70 mg/m*] IZEH L7
A, EFENRIZZLL, EHFRBIIRAIKTEZE 2L
7ete, EHEROREITH Jish L -72 (Fig. 2).
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ZOMEIX3~14% L MELTB Y, IKOHERD %
WweEwnwz b,
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GEM: Gemcitabine, VNR: Vinorelbine, nab-PTX: nanoparticle albumin-bound paclitaxel

AT INTWDY, BEoOXLIIB VTS, TKIE
R D B /MR~ O E R 2 & 72 L7ERNIE A
JEBIZ AbETITHEE S NTB Y, 1HEHizIc~ A
F=BERBALENTE 0D, FNUIMITRTORERT
[i]—® EGFR E{n 125 & ff4F L T\ 72 (Table 1)%7 7.
2 O H13 EGFR #1512 B N E & /N iRE o
MMA B L CWab 2 e Th D, 11 RN Rz e X
EGFR 15 T2 S B i Bt g o IR M T H % 25, in
vitro \ZBWT Tp53 % RB1 Z AT LE ¥ 5 2 & T/
fafif~ompfbx - LmEbH 2. oFh, ITH
Jitila b ANl EGFR #5122 SR VBl & /Nl il
FWOELLOBOREFICL 2D I HMBTHY, EGFR-
TKI 25 Tp53 R RBI OANEALICH 592 2 & T, /Ml
A ~D 3tz b 25T 0TiE vt ELOR
%9 ZLT, 32HIEEMA 5 EGFR #1425k
Jili AR A & /Nl E ASIRAE L 72 combined type ®IRFET
&V, EGFR-TKIIZ & o THIEOIES AR A L, /Ml

JaliiRE 235 % 12 dominant & R A5 TH 5. AHEH]
TIERM OB W ORISR 2 o THET L, iEg
fty & LT CD56, synaptophisin, chromogranin A % &
L7225, WInBEMTHho72Z 25, mAESR
72 RLHE AR IZ BV Tid combined type TldZawWeE 2 5
n7z. Lo L, BEMEZITS TGS L CREETT
W, TR AR 2 B b PR S LS D TN & BR
DODLLEEDH 72 s, LT THVIMINEE I
AL L7 Tld R, INF TOBRBEHEEIIBWTH
MRFW AL 7 ) DEALDOBEEZ XY, EE O —EBAY
15 2 /NI E~ LS 2 2 &, R & NI
@ combined type IZZfL L T o7z LG I 5.
LEAED L 2 %, EGFR-TKI Dl HHT: & U -Cilighos
AV TR U 7 /AT Lk U R S 7= 1096
v, it E R LERNIE 3R TIC & W U EGFR #E1s
TERZZOF FHREFEL TR, ESELIE & 1t
L CEGFREMETHEADKEHL NIVHAKIZL T L TW
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1 Review of the literature

Age Sex Histology E.GFR-m EGI?R-m Treatment Response
(Initial Bp) (Rebiopsy) for SCLC

1V 67 F Adeno L858R L858R NA NA
2v 54 F Adeno 19 del 19 del NA NA
3v 56 F Adeno L858R L858R CDDP+ETP PR
4Y 40 F Adeno 19 del 19 del CDDP+ETP not PD
5" 61 F Adeno L858R L858R NA NA
6 45 F Adeno 19 del 19 del gefitinib + ETP PD
7 60 F Adeno 19 del E872K CDDP+ETP — NGT PD
8Y 50 F Adeno 19 del 19 del CDDP+ETP NA
9 52 F Adeno 19 del 19 del CBDCA+ETP PR
10" 65 F Adeno L858R L858R CDDP+ETP near CR
117 42 M Adeno 19 del 19 del NA NA
129 46 F Adeno 19 del 19 del CDDP +CPT-11 PR
13” 73 F Adeno L858R L858R NGT — CDDP +PTX CR
14 46 F Adeno 19 del 19 del CBDCA +ETP PR
15" 61 M Adeno 19 del 19 del CDDP+ETP CR
16" 73 M Adeno L858R L858R CBDCA+ETP SD
Our case 67 M Adeno 19 del 19 del CBDCA+ETP — AMR — CPT-11 PD

Adeno: adenocarcinoma, AMR: amrubicin, Bp: biopsy, CBDCA: carboplatin, CDDP: cisplatin, CR: complete response, CPT-11: irinotecan,
EGFR-m: EGFR-mutation, ETP: etoposide, NA: not available, NGT: nogitecan, PD: progressive disease, PR: partial response, PTX: pacli-

taxel, SD: stable disease.

5 Z EH 5, EGFR-TKIN®D g 3w 2 k fﬁ%fi b5
29 207, WEEHEOMMELLAECEAICE, 2h
FNIWZHE b RBRERIEZ TS M\%f)‘?ﬁ 5. Chang
5NE, in vitro (2B TIREIEIR L 72/ il o #ii
KRIZH LT, ¥ A7 FF >~ (cisplatin : CDDP) +ETP
PRROTH -2 L 2WEL TS, BEOCHEEIC
BWTH, RIERZ G T 11 BT/ 2 U 72k
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% (Table D™, DXV, BHinEL %72 L 72/
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ﬂL“Cﬂﬁﬂiﬁ‘HﬁﬂLt MCHEICHAERET>TEBD
T, R RT/MIEMENSE R SRR 2 2 L
WMET&E 2w, INFE ToOHEH D SI1E EGFR-TKI Dfif
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Z DI D DALFFE DO FSEECT RSN RE 25582k
Lzt ECcanawv. /2, HAEBRMENLTL
Fo-MEHE LTI, MO EGFR-TKI 2 LT
WKL, T790M O “RZEFIT B S %<, 4
EEFHERD Y A4 IV IOV TIREEH LTV A D)o
JzZERFFLNE. LaL, HAETD 2016 5 A &
1) EGFR-T790M % Z2 15 AT IE/ANHBE i sz .20k L ¢,
Y ANF =7 (osimertinib) OFHAIVKAINTEY,
SR EROEEII N T T RIS, BROBY

2B TMNITBIRE O B il 2 & 72 U720 Bl 2 HE5R
THWRMERIREL 222 TPRENS. 20D, &
5% HIEFIOFRUZ XY, DHIBLIRE O E YRR O 2
T = A LR R 5 5 2 L 2 WIfF L 72w,

HEE RELEBINIC O W T THEE W 72 72 7SR BRI
w2 LT
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A case of transformation to small-cell lung cancer as an acquired resistance
in EGFR-mutant lung adenocarcinoma after treatment with epidermal growth factor
receptor-tyrosine kinase inhibitor

Yuichiro Araki, Mamiko Kuriyama, Masayoshi Morishita,
Akiko Harata, Akinori Ishihara and Hiroyoshi Maeda
Department of Respiratory Medicine, Nagoya City East Medical Center

A 67-year-old man had been diagnosed with lung adenocarcinoma T4N2M1b Stage IV with EGFR mutation
(exon 19 deletion) and received some EGFR-tyrosine kinase inhibitors and chemotherapies. However, enhance-
ment of the left pleural dissemination had been getting progressively worse. Examination of a CT-guided needle

biopsy specimen showed positive staining for CD56, suggesting that the mass was a small-cell lung cancer

(SCLC). Furthermore, we performed an EGFR mutation test using the same specimens, revealing that the SCLC

tumor had an original EGFR exon 19-deletion mutation. Therefore we confirmed that the tumor had a transfor-

mation from EGFR-mutant adenocarcinoma to SCLC as an acquired resistance after EGFR-TKI treatment. We

report transformation to SCLC, which is a relatively rare acquired resistance, with a review of relevant litera-

ture.



