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ABSTRACT —— Background. Recently, there are few reports of small cell lung cancer with epidermal growth fac-
tor receptor (EGFR) gene mutation, but, the efficacy of EGFR tyrosine kinase inhibitor (EGFR-TKI) to small cell
lung cancer with EGFR gene mutation has been unknown. Here we report a case of a small cell lung cancer with
EGFR mutation T790M after the administration of gefitinib, responded to osimertinib. Case. A 65-year-old woman
was referred to our hospital and diagnosed as small cell lung cancer (cT2aNOM1b cStage IVB) and we performed
as first line carboplatin and etoposide for 6 courses, and we screened EGFR mutations using a multiplex gene di-
agnostic agent which revealed the presence of an Exon21 L858R mutation from the specimens which was first di-
agnosed. So we administrated gefitinib when the cancer relapsed. It had been effective for about 3 months. Next,
we performed EGFR mutation test and found T790M mutation from the plasma specimen, so we tried osimer-
tinib, the cancer responded well. Conclusion. It was suggested that EGFR-TKI may be one of treatment options of

small cell lung cancer with EGFR mutation.
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BEE— &R 04 MRIGEICBYTD RRRER
T2 %K (epidermal growth factor receptor ; EGFR) i
R EGEIEBI AR S % A%, EGFR #fn -2 R0
/NI HE L2035 EGFR 1 ¥ ¥ % F — Y RHE 3
(tyrosine kinase inhibitor ; TKI) ®O&RIFIIFERNIC X Y F
7 %. 4ok 4 13 EGFR 85128 52 Byt /IS i i (2 ok
LCTr 74 F=T7HFGHICTIIOM £ %2580, Dot
TANTF = THRRE IR LR 2 R L 72 2o
5. FEBI. 65k, AEREUNHNINRE (cT2aNOM1b
Stage IVB) IZ—REWMTI AT TF » + I bR FHE
WA AT L7z, B ICHIAT Lo~ V7L vy 7 AR

TR X 2 AR T AT C EGFR i fn T4 5 255 14
ThHholled, 74 F=T2¥5 L7225, EED
fihZ o7z, LA L 3hHTHRLAZZ20, Mg
T EGFR # {5 F AR % fifT L7 & 2 5 T790M 25
BROIOF T ANT =T E2RE L, B O E R
W7z, #E5R. EGEFR iz T2 R NIl c B8 %
EGFR-TKI i&, HHEBRINEO—D & 7 2l feth AR &
nrz:.
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NG E . B 1) B EGFR @ T AR oOMEH TR
S5 A%, EGFR-TKI OFRIFHEIC LI > TS FEET
5. 14 F7z, EGFR iR 122505 IE /NI RE 12 3
V¥ % EGFR-TKI O it A% e 0 #9525 T790M O ri 24
RZEFLE Wb LTV 55— 5T, EGFR {5128 BB PN
FHLAG 5 12 B 5 EGFR-TKI DTt AR 13 S T
Wy, Al EGFR iz T-28 5B /N B Bl (.2 ok L &
T A FZTAREER LAY, T7T90M #fmTERICK S
MiEZ S L, F 3 A NF =T oL TE SIS/
AR % FBOT 1 Bl Z R L 72D THET 5.

iE Bl

HER : 65 %, k.

EF DTV, HHDX,

REARIE @iy, Pogeim, JEfETA»A.

ATEIEE © BRRE 10 AR/ H, 53 i ~P4E (Brinkman
index : 5). fkifE ¥ —)L 700 ml/ H.

BRI 201X 4E 7 HICh S DX LT i EFRICY
B kzzz L, A2 —= 2 7 OlgEk X H5E
“C TRl B O R i 5 & TR S U RN & e o 7l

PR WEIRE © & & 151 cm, fAIE 515 kg, IfilJE 143/85
mmHg, 0%k 88/45, #. K 36.7C, #RZMYBYIR MR
AT 98% (2%, Eastern Cooperative Oncology
Group performance status (PS) 1, I IZHE 72 L,
HREDY P REIIAAE . MREBLEIEIR 2 D %05
7z.

PSR (Table 1) : lE¥i~— 7 — 1% CEA 28.3
ng/ml & & fl, Pro-GRP 24 pg/ml & NSE 10.9 ng/ml &
IEHHEPHTH - 72

AT L R X SRE 2L (Figure 1A) Tl&, 44 RliEr
VISR & RIS AS B 2 5RO 72, B ELHE com-

puted tomography (CT) (Figure 1B, 1C) TidA 3 St
12 24 x 18 mm DMFAEONER R %, £ LFESI+212 13
x 10 mm DO MIEFEA % £ 5 WFA ORI 2, TNhE
N7z, kY~ Hi #4 ORERITZEN & FIWr L 7=,
HH B 7% ¥ magnetic resonance imaging (MRI) (Figure
1D) T/ ) ¥ IR O ERERh I % 7R 3 2 H 1w
2% R, MRt LBl L7z

fea A5 SO MBI FE R U CREAUE SO AR M & AT
L7-. MR Z M (Figure 2) TlZ, /MMUT NC ok
EWVESHINEAEEIE 2 L) N2 T LI L CTH 0,
SRR A M TlZ, chromogranin A(+), synapto-
physin (weak+), CD56 (—), TTF-1 (+), p63 (—)
TdH o7z Lot &b e A N H T E
(cT2aNOM1b (BRA) cStage IVB (TNM %5 % £5 8 i)
LW L7z

200XFE8HINIATTIF U+ MR FHEELX6
O — ZAHEfT L7z, 4 3 — AT % Ol T & partial re-
sponse TH 57275, 6 T— AKTHD 201X +1 41 HIZ
VT HUIN IR IR % 7D 72 72 0, FRAN I 4k IR 4 (30 Gy /
10 Fr) Z it L7z, —7J7, Wik otz v
<TNVF TV Y 7 ABIRFEREZWHE (Oncomine® Can-
cer Research Panel) % H\W/72#Ia Tz ir-72& &
%, EGFR #zT£5 (Exon2] L83R) Mk THhHh s Z &
2SI L 72, @ H 1280 T EGFR #fx 748 52 o 50 9% 4
16 (Figure 2F) & KifT L7z & & 5, /N RaRIAR I bk
¥ —12 EGFR B T ERLEETH -7z, 201X +1 48 4
HEvr 74 F=7ob5 %Mk L7 (Figure3). 2
2 A BN IESS Ofii /% ZRd TV 7225, 201X +14E 8 A
X Y EE~—7— (CEA - NSE) @ L5, £illtif) >3
HiERATRED 5 201X +1 4 9 HIiZmiiz (g - 4
W - ASHE) iR O Z 29D, progressive dis-
ease LW L7z, 201X+14E10H LD 7a—AHDO Y
ATFF U+ bARY FFEEZRHBAL, 4 a2—AXFT

Table 1. The Laboratory Data on Admission

Hematology Biochemistry Serology
WBC 6000/l TP 75 g/dl CRP 0.05 mg/dl
Neu 51% Alb 45 g/dl
Lym 43% T-Bil 0.9 mg/dl Tumor markers
Eos 3% AST 15 U/1 CEA 28.3 ng/ml
Mon 2% ALT 18 U/1 NSE 109 ng/ml
RBC 482 x 104/l LDH 174 U/1 CYFRA 3.3 ng/ml
Hb 14.6 g/dl BUN 15 mg/dl Pro-GRP 24 pg/ml
Ht 43.9% CRE 0.62 mg/dl
Plt 14.6 x 10%/ul Na 144 mEq/!
K 34 mEq/!
Cl 106 mEq/!
Ca 94 mg/dl
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Figure 1. (A) Chest X-ray at the first medical examination. A mass and a nodule were observed in the right

and left upper lung, respectively. (B, C) Chest CT image on admission. A mass was observed in the right up-
per lobe, and a nodule was noted in the left upper lobe. (D) Brain MRI showed a metastatic lesion in the cere-

bellar vermis.

WiAT L7225, 201X + 1 4F 12 A3 B = s L7272
DOFFFIHERIRS (20 Gy/10 Fr) #ifrL, X 5121
RfEE DR bR 72720 201X +24E2 A2 2HH D
FRAN A A IR 8 (20 Gy/10 Fr) % Jtif7 L 7=, 201X +2
EIHIVTANE Y oS & BiE L7225, FEE L
KA T - 72 (Figure 4). MAEHRED 5 T3 Z® EGFR
ZERMM v b v20 2 v T EGFR M5 7WA& & Hifr
L72& 2%, EGFR i#ifz T T790M 25 % e L 72720,
201X +24E5 X DA I ANF =T OPS 2BIE L7,
R - WSRO F W i/ & E% ~ — 7 — (CEA -
NSE) O T & @7z (FE#d, NSE OZB)EIL /N S v
oD, CEA LFBOZETZ/RLTW2). LarL, PS
DSETRITEIR ML T LA ¥ A VT = 7 Ofkke s

PR#E & 72 ), 201X +24-7 H X D best supportive care
DItk 7o 72 (Figure 5).

Z =

EGFR i {128 S8 B P J /Nl B Bili 94 12 xF 9- % EGFR-
TKI O HE, FRFEA 60~80%, MRS AAFII R o
AL 9~14 2 H & BRUF 2 H R RS WIFF T & %578 28,
EGFR a# 1z 722 22 [ P /Nl e i 9 L2 B9 3-S5 EGFR-TKI
DRYRIZDONTUE, BB DR &b DY HHIC
X oT&EF&EFETHBH. 14 Tatematsu S DL TIZ,
EGFR &1z 22 5¢ By Pk /N f T i 9% 12 38 15 5 EGFR-TKI
DR FNIIRIER N D ARGBD I L ELEIN TN 5.3

F 7z, /NI RE C B % driver mutation O B EEIC
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Figure 2. Microscopic findings of a biopsy specimen from the mass in the right upper lobe. (A) Hematoxylin-eosin
staining. (B) Immunohistochemical staining of chromogranin A. The cancer cells were positive for chromogranin A. (C)
Synaptophysin was weakly positive. (D) p63 was negative. (E) TTF-1 was positive. (F) EGFR mutation was positive

(score 2).

DWW Varghese H O CTlX, JEBRHE 2 o /NHl N0
OB F /IR RE AR D 2% TH D, 9 B 25% 18
EGFR EIz T AR %R0z LTw5DH. 4 KEBIZEB W
THPAEM 1 H 10 AFREORBYERECTH ), —#ny 22/
NI RE T A S AL 2 BRIHEE & Ml 3 % & B R BU L s

TdHo 7.

IPASS SUBRIC BT, ERARTY 5 GHRRE, AfE, B2
DOFME) Tlx 7 {, EGFR #{zn T AR OFMmAS, I/
iifE 2B 17 %5 EGFR-TKI D& 0 F K F+TH 5 2 &
DR EN TS, 9 K46 T EGFR #5174 B4 %
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CEA (ng/mi) 512.8

Progressive disease
Whole-brain irradiation 30 Gy

£)

\

EGFR gene mutation
(Exon21 L858R)

£A

After the administration of 6 courses of Before the administration of 6 weeks after gefitinib administration
CDDP+VP-16 gefitinib
Figure 3. The clinical course of this patient until gefitinib was administered. CDDP, cisplatin; VP-16, eto-
poside.
CEA (ng/mi)

5159.4

coop-vp-10 | [

Radiation therapy to Whole—brain
pelvis (30 Gy) irradiation
(20 Gy)

Progressive disease

26 weeks after gefitinib administration

Figure 4. The clinical course of this patient until the second CDDP + VP-16 administration. CDDP, cispla-
tin; VP-16, etoposide.
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CEA (ng/mi)

26469.9

I Osimertinib 80 mg/day

death

80 mg/every 2 days

Radiation
therapy to

Progressive
disease

Liquid biopsy
T790M mutation

Best supportive care

lumbar (20 Gy)

After the administration of

1 week after osimertinib
AMR administration

5 weeks after osimertinib
administration

Figure 5. The clinical course of this patient until the patient died. AMR, amrubicin.

175 72l 1E LC-SCRUM W IZEIM L 7272 Tdh %
S, AEB AR B R F AR By o /N 12>
WTCliE, EGFR #AFARMEZRIT LT IneEx
5.

F 72, AIEBNC BT B A & NTERE DR SR o] g
PEIZ D W T TdH 5 7%, VENTANA® quto-EGFR L858R
(SP125) Rabbit Monoclonal Primary Antibody % Jiv»<C
EGFR #ifn T2 R o % g0 (Figure 2F) & jif7T L7- &
Z 5, /MRS DM ey — 12 EGFR A28 5%
AR SNz D F Y ARERIL, EGFR i fn 12 R MR
W LMK DR AL E X 5 L), EGFR #In 4R
Btk o/ NRBRTNEG & % 2 5 DA HKTH Y, EGFR-TKI
BB TED AR DS — BRI R E R L T2 & b Eh
EHRT S,

F72, RIEBID XD % PSHIEHICARZIREICB W
T, FYANF=TDLD LFEHRO LKA 7210
PR A RINTE, »OMRERDI-L V) HBEHIC
g 5.

RS Gt R AN (2R3 B R0, —RIEHE
BT TV ARTDANVKRTSF U+ bRV K
WD LSRRI STV B A5, 1T HuL T B
FatEduse Al T b, MOMEETY & I U CIERGR IR A
iz & /NI O FHOESITOR D > T

5. AR/ NIIIE L2 LT b Bs 15400 - 0124w
T T T 7 A IVOFGEDHER, EFITDO e H 5 ML
DOFEFEDRIE SN, BRI DIER T 5 2 & 23 fr S
n5.

A SCNE N BT 2 FHH OFIREASL - = L

e AREF OBIZTERBZ WK L, LC-SCRUM JAPAN
WIFE T W) - THRE /2725 F LZEN2AWIZEE >~ 7 —
FOIR BEIT 2 IR 2 B — a2 &, EGFR {5 T2 S0 e i
BICH L SRV 72 & T LS EER > ¥ — B bRt
TFHIR ARSI L E T
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