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A Case of EGFR Mutation-positive Combined Small-cell Lung Carcinoma
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ABSTRACT —— Case. A 74-years-old woman was admitted to our hospital due to an abnormal shadow on a chest
X-ray. She was diagnosed with small-cell lung carcinoma (SCLC) (cT2N3MO0, Stage IIIB, limited disease) after a
systematic clinical evaluation, and was subsequently treated with six courses of systemic chemotherapy (car-
boplatin and etoposide) in combination with thoracic radiation therapy (45 Gy/30 Fr). The tumor was well-
controlled by the treatment and a stable disease (SD) status was achieved. However, the cancer recurred one
year later with multiple brain metastases. The patient underwent whole-brain radiotherapy (30 Gy/10 Fr) and
subsequent systemic chemotherapy (carboplatin + etoposide). However, her performance status (PS) worsened
from 1 to 4, and her general condition deteriorated because of the side effects of the systemic chemotherapy and
disease progression. Since the patient was a nonsmoker, and because the histopathological examination of the in-
itial lung tumor showed glandular structures, a genetic analysis was performed to investigate the presence of a
mutation of the epidermal growth factor receptor (EGFR) gene. An activating EGFR mutation (Exon21: L858R)
was detected and the patient was diagnosed with combined SCLC (CSCLC). The patient’s PS improved from 4 to
2 after treatment with gefitinib and she was temporarily discharged. Despite the efficacy of the gefinitib treat-
ment, the patient died of respiratory failure associated with the progression of the tumor approximately two
months later. Conclusion. We reported a case of EGFR mutation-positive CSCLC in a nonsmoker in whom pallia-
tive treatment with gefitinib was successful. Our case report suggests the possibility that gefitinib may be an-
other treatment option for EGFR mutation-positive CSCLC, even in patients with a poor PS.
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N KM Wl 9 (small-cell lung carcinoma : SCLC)
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5 dayl) + = bR F(A00 mg/m? day 1~3), 4 8%,
6 32— A&, HEBBHHRIGHE (45 Gy/30 Fr)) 255617 S 4

72, 6 32— AT O Tl stable disease (SD) & H]
Wr S M7z, EOBIFELEINGF O TW=25, 2015 4F 4
FZ% 56 hiinfs % 788 progressive disease (PD) & I
sh, MBFABEE o7

BUE © &£ 1503 cm, fAEH 529 kg, i 36.3C, I+
128/70 mmHg, WRIA 78/45 - %, SpO:298% (EHK). W
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ABEWRs AR AT WL (Table 1) : iy~ — % — X CEA :
580.0 ng/ml, pro-GRP : 212 pg/ml, NSE : 221 ng/ml
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MR HAL X MG B (Figure 1) © AP o ERRE, Hk
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Table 1. The Laboratory Data on Admission

Hematology Serology

WBC 4700/ul CRP 0.5 mg/dl
Neut. 66.2% KL-6 438 U/ml
Lym. 21.5% SP-D 106 ng/ml
Eos. 25%

RBC 477 x 10%/ul Tumor markers

Ht 36.7% CEA 580.0 ng/ml

Hb 124 g/dl NSE 22.1 ng/ml

PLT 25.1 x10%/ul pro-GRP 212 pg/ml

Biochemistry

TP 7.6 g/dl

Alb 37 g/dl

AST 15 U/1

ALT 9 U/l

LDH 241 U/1

BUN 13 mg/dl

CRE 0.5 mg/dl

Na 142 mEq/!

K 4.2 mEq/!

Cl 106 mEq/!
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Figure 1. A chest X-ray film shows a mass shad-
ow in the right hilum and right pleural effusion.
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ASEBNE AT LA M (transbronchial biopsy : TBB)
AAR D RIERANT T, Wbz A3 2 M/l & 35
ST/ (Figure 3). FEBYEZ DTS & Y, EGFR
B TR TH 2 REMEE Z R L CTHIR TR (re-
verse transcription-PCR (RT-PCR) %) 2¥rhbh/iz& 2
%, P EGFR #ifA T8 (Exon2l @ L858R) 3Ktk
EHBIL 72, BH oL ARG EE 2 IRRE T H 5 7228,
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74 F= TR Htk, BREAIE SD OFEHN
TdH o 722MEEE AR /MER & 2o 7z, B~ — A7 —12D
WT 3 CEA X, APBERE580.0ng/ml, 2+ H # CEA :
14700 ng/ml & 27 EADFED S NTW22s, 77 4
F =TG5 % MG L 2808 T CEA 13280 ng/ml 12K
TARD N7z (Figure 4). % 72 pro-GRP 1 A Bl 212
pg/ml, 2 » A% pro-GRP : 244 pg/ml & LHDSFED S
TWd, Y74 F =75 2k L 28 T pro-
GRP : 219 pg/ml IZIL T ASRED H 7z,

FERIEIRIC DO W7 7 4 F= 75 FEH 1 » HE

Figure 2. An enhanced chest computed tomography
scan performed on admission shows a mass measuring 5.0
cm in diameter in the right hilum and mediastinal lymph-
adenopathy at the levels of the #7 lymph nodes with right

pleural effusion in the right lung fields. The mass seemed
to have invaded the main pulmonary artery and the right
inferior pulmonary vein.
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EGFR & 1{n T2 83 IR - LB 2 B 1F 5 EGFR-TKI
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R SCLC 2BV T HAEBITH 2 H3Fl#IE T2 8O H
EHEAAH BN DL, EGFR MR T2 281 SCLC 5 i H 3 #1
DIRFEIE 53 % e CSCLC T - 72 & OHE R, 6 Bl
W5 % e CSCLC @ 9 6 1 B2% EGFR #1512 546
HMTho72L D% &, CSCLC T EGFR #in -4
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Figure 3. A histological examination was performed using hematoxylin and eosin (HE) staining and immunological
staining with chromogranin A, synaptophysin, and CD56. The examination revealed small-cell lung carcinoma with
some glandular structures. Immunohistochemical staining of the glandular structures revealed CK7 and mucicarmine
positivity. A: HE staining. B: Glandular structures. C: Chromogranin A. D: Synaptophysin. E: CK7. F: Mucicarmine.
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Figure 4. The clinical course. CBDCA, carboplatin; VP-16, etoposide; WBRT, whole-brain radi-
ation.
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EGFR #{n T AR D LN MDD 5.

EGFR #ifz T- 28 B Btk SCLC 12%f § %5 EGFR-TKI &
RO WTUE, JEFIHOD N L H Y mEN9 05
BT L8O & — 52 @ BLIF % I Zp

Tatematsu & @ #45 T &, EGFR # 1z 1 25 % % M
CSCLC T, MBRHaHL5 12 D & EGFR x5 T3 F % 728 72
&S, 8 ATEB RS 7 WG R RN T b W S k3
LIS EKM L2 oL IR 5.

F 2 AREBNIZ IR H T > 7245, SCLC 1ZBLE & o
BIEDSHR D TR E W E SN, FERIE OFIE IR TH 5.
Varghese & &, JEBZAE # o SCLC @ ¥ B 1% 2% (23/
1040) TH v, IEWEH OFHLFEE SCLC 2B W T, 25%
(2/8) |2 EGFR AR T AR Z O/ LTw5.9 7217
12 Tatematsu 5 OHIETDH, EGFR 2 EBTEFNIENE
Bl & g LB R S A K o o i s T B
0,8 JEBAMEH I B 1) S SCLC 1& EGFR #5125 A5FE
DHOHNDL T EDPWEREINS.

Kurahara 5%, FEB2EE O SCLC DN & LT, BRE:
B2 (environmental tobacco smoke : ETS) @45 %5
WMLTW3. 12 ETS X, ¥/ ao ks & v b2
T & BRI S & 3 R S %2 5. Kurahara 513,
271 B> SCLC @9 5 4 BIASIEBHZ TH Y, 2D 4]
FTRTIZETSBHEDNH o728 LTW5D. RER S At
Wi CTdh Y ETSHRBED D - 72 & Wb N b8, FEuLm
H D SCLC 12DV T, ETS ORI N T- 7 & 6%k
DHRT-DBZDFEEICEH b > TnDH LRI TWnDS. 12
SED IO S 5 4 ZUENlUIETH Y, FEFDOE
HrEENS.

KIEBNE 77 4 F = TBHIRIRFEO PS4 TH Y, EHE
DALEEFRE LIS TD - 72, WGBSR A4 K54 T
1, SRR SCLC T PS 0~3 122 W\ T3 baai ks
RSN TW2AH, PSAICHL TR =¥ 7 > A%
yy, 13

AREBTIEHDHRA YT —2 Farty b &S
ATT 74 F =705 217w, EEGZRVEHZ RS
&7 &, BB OMINT X 2 IREGIE, PS OWFHELERD S
N, HEEBREWURICR I EIIAEHRTH - 72,

CSCLC @ F I A4 N—#In T OMFEAHRLE T & O/
IR L2 Y Tid#o 51§, CSCLC @ EGFR i
EVEROBEEIC DOV TIESH D REDLETDH 545,
SCLC Td » Td CSCLC %, JEBME# o SCLC D ¥
IZCSCLC TH 2 [ EZ ZEME L ¢, WX ER
EGFR BIRTERNEZ ZEE T 2LENH D EEZZ LN
5.

IR/ NG TUlE 77 « F =7 D QOL SR E 23
SN TWVEA, 1 REFI X Y PSOMLT L 72 CSCLC I
B D EGFR ZRBEGVEBITIX, 77 4 F = 71X HEHGRI

D —>2 & 7 0 5 B REMEAVURIR S 7z,

&
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77 4 F = THGICT QOL ek L7z JEBE S o
EGFR B2 72 SR VER A RN o 161 % #E5 L
7z IRATUINHIDKL A V2 33> T EGFR 28 BB PR B T U,
77 A4 F = TR ORARNIEHEOM, FEIROEHNEHE D
—D b L TEIL L 2 0132 WHEHE AR S 7z,

AR SCNEIC B 2 FH ORI - = L

HHEE R EALAR ARG 2 2 72 72 7 A L A
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