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Pulmonary Pleomorphic Carcinoma with an EGFR Mutation
in a Never-smoker Treated by Nivolumab Therapy Leading
to Favorable Disease Control: a Case Report
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ABSTRACT —— Background. Pulmonary pleomorphic carcinoma (PPC) is a subtype of sarcomatoid carcinoma
with a poor prognosis, and the response to chemotherapy is generally poor. In recent years, the effectiveness of
immune checkpoint inhibitors against PPC has been reported. Case. A 61-year-old never-smoking woman was ad-
mitted to our hospital with blood sputum. She was diagnosed with PPC (cT2N2MO, stage IIIA) with an EGFR mu-
tation at exon21 L858R. She was treated with chemoradiotherapy, but the tumor became progressive three years
and three months after first-line therapy. Therefore, she was treated with gefitinib and then with gefitinib plus
pemetrexed for five years. After disease progression occurred again, nivolumab therapy was initiated as fourth-
line treatment. She received 12 cycles as maintenance therapy, which resulted in good disease control. Conclu-
sion. We reported a case of advanced PPC with an EGFR mutation in a never-smoker leading to favorable disease
control with nivolumab therapy. A study in a larger number of PPC cases is required to confirm the efficiency of

nivolumab therapy.
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By — B8 MBI b8t L CHRBHEDT
HTH ) FHRARZIEETH . L LiLE, MiZHE
T B ET v 7 B A 2 PREE OGRS &
T, fEF. 61 )%, IEBMELVE M % FFRIC kR
L7z, KGR, MikFE%Z EH (cT2N2MO stage 111A)
LZW L7, ¥ 72, EGFR & s T2 R M AT T exon2l
L858R Z Mttt L7z, CIBRASHEAES] 0 72 AL U S it e
AT o72h, 3HEI r HBRICHBLZY 74 F =T 2560
IZRX N LF YK (PEM) & OPRHREEZ R 5 4EMT-

77, TRHERR, A RBHEE LT RV~ TR BIA L 72
& 2B RTS8 HIEM R E R L, G512 94 7 V% i
T U7z #5588, JEWYNE 72 & ONC EGFR #{n T2 R
DI ZIHEIHRT L, SoEF v 7 KA > MHEHEZHRS
U BT 7 5 S5 8 & 15 7o &2 R L 72, 4%, BliZ I
FlZX T 2 = RN = THEOARME AR MR T L2720, &
57 HREBIERE DL TH 5.

%5 HEE — NliZ ¥, EGFR EiE TR, %fEF v
7 KA ¥ PHEE, = Kr<T

DEBART - F R 2L
A SCEAE - L IEGA.
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Y MBHEIRO KRV TA20154E 12 H X Y @IS & %
D, MEEEICG LGS Tn5.2 La
L, FEBEHHD EGFR AR 22501 O i % 548 125k
LCHIET = v 7KL v FHERZHEG LIEMEI N
T TITHED V. Al JEBEE 5D EGFR T4
WEEEOMZ I L TRV~ 72 ML, Rifk
TR %2 15 7o hE B 2 R L 7o THS 3 5.
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BRI © X -9 4F 7 HICIyk 2SI L, R E/ K%
Z L7z, WEHML CT (Figure 2) TAM EZED 55X
2T TRE LA HIET 2 AR NER % 580, KA LM
S & o Tz SAEHMRA T AT X ATERIC AR
Y — FIRITZE N B RN A % 32D, s BRAL AR 1A
EORRLINE L BW Sz, SOREOMKE, WS
2 G ¢ T2N2MO, stage IITA, EGFR 3tz 1~ 25 5 B 17k
(exon21 L858R) & £ Wrod> I, Je H IIZ BB ~FES-238
L7z

HIE :© Performance status (PS)1, £& 156 cm, fAHE
504 kg. IME 108/60 mmHg, MR 76 Wl/%, W% 17
[Bl/45, AR 36.9C, SpO297% (BHNA). FRIEYD ¥/ i
9T, LEdIEE, PGS XA T wheezes % I
L 7=,

M ARACAT R CRP 1.955 mg/dl & 8 oD J89E e b
LA, MBAAECFRATOEY 2 BD ko 7z, I
~— 71 —I1X CEA 3.7 ng/ml, CYFRA 2.0 ng/ml, pro-GRP
229 pg/ml TWIN D IEHHWFHNTDH - 7-.

JRER AL X # (Figure 1) @ ZHHIEIC 7 cm KOAEE
TEHNERG D33 O, f T REP IR HIZE @ AR T LT/,

JERELHE CT (Figure 2A) = Zilili E2EFMRICTHER S
FERT P 22 F T INEBIRI I 2 AN BTN &, midpERs, A
BB & NTRERE L) Y NEOERZ D7z

18 F-fluorodeoxyglucose (FDG) -PET /CT (Figure
2B) : Ahl RIEAESTENENRE 7 © O HMERE, AT oox
fiil2 FDG O a7z, /& L3ENEH © standardized
uptake value (SUV) max fil% 133 Tdh - 7. #EIBIEE

Figure 1. Chest X-ray at the first presentation
shows a tumor lesion (about 7 c¢cm in dimeter) in
the left middle lung field.

% BE D WA RRIIFRD o 72,
R 2 MRI AL © INERA8 % 5E 9 ER LD % o

R B S RATE (Figure 3) : A~ b F ) vt v
v (HE) Jeta i, KBoZLmigiie, Sz
HUIR, BUROHEEZ & ) 2SS REBM L CB 0, AL
A P 3R o M R NN R 2 A Bk - 72, DLk
BQUE 32 R L R (W

Bl X—94E 8 H & DALFEIA D - ANV KRT T
F >~ (CBDCA) +7327 1 # 3t )u (PTX) + [F) e 5 i d)
WIEHE (63Cy) #BHHAL, 11 H X b #1293k
(CBDCA+PTX) % 2% A4 7 VAT- 72 12 HICHKifizR %
BRI AT <+ A 72455 3 AT 7255, DIBERIEZR
L L TR L7z, X—64F 11 TR oot % iR
O, X=54FE1H I 2WBPEELTTY 745727250
mg/H % Bia U 7=, i BJEBSHME /N %) 1 stable disease
(SD) 725 7228, & DOH%MWHRFE 72 & TR A O T K %
&7z L7z. EGFR-TKI iV AR S L7228, A5E6]
TR EZ A LTz, AMME (7L 7—) %
i< &ZmML, X-34FE9H LD 3WGHT 7 1 F=
T+RXMLFTF (PEM) PFF#E:% B LAEN43
A 7 IVHEAT L7z, XA4E 2 H, CT T/ LR, L
W55 72 & OSSR, FEVE Y o 7459 % 329 progressive
disease (PD) & ¥IWr L7z (Figure 4A). &b, R[AEXEH
WA X 2 A M Tl AL 2 F T790M % B b &
9, BEMOBEET AR (exon2] L8BSR) D AMiH L 72.
FoRrh, BRERRAC T e & OIS EE B BRI X B
FEEMEMF P ERIEAE A MRV R L TR Y, Btk puE:
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B

Figure 2. Chest CT findings (A) and FDG-PET/CT images (B) at the first presentation. The primary
tumor is located in the left upper to lingular lobe with atelectasis. FDG-PET/CT images show the up-
take of FDG within the primary lesion and lymph nodes of the left mediastinum and hilum.

Figure 3. Microscopic findings of the tissue obtained by a transbronchial biopsy (hematoxylin-eosin stain, X 200,
%X 400). The histopathological findings show the infiltration of spindle cells around the tumor nests.

JEE S OMBELNEEE s/ b 5aFE R, 2HX D4 TR IR, 25 IHiNEEBE I AL TBY
WiGHEE L =R~ 7% (3 mg/kg, 140 mg/body, PD & HJWr L 7225 (Figure 4B), CEA fHIX &1 28.7 ng/
2 M) =AM L7z, 294 2 VIR THRE O CT TE E ml2°5 2% A4 7 Vv 152ng/ml E4RTF L TWw7z, Wif§
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Figure 4. (A) Before induction nivolumab therapy, eight years and six months after first-line therapy. (B) After two
cycles of nivolumab therapy, enlargement of the primary lesion and metastatic nodules at the right upper lobe is not-
ed. (C) After four cycles, shrinkage of the tumor in the left upper to lingular lobe with atelectasis is noted.

25412 B L T & pseudo-progression @ nJ HE1: % E & L
ZARN TR L7z R, 40 A 2 VERICEML 72
CT Tl ANM o, i N R oM /253 D, SD
DFEPH 72 25 & BLIF 7 993 4 %) 2 % 4572 (Figure 4C) . LA
B, 2% fRo72F F/RMWLAEF 1294 7 V21T L
7o B, SRV T X B0 FERL L LT day
57 I HURBAARAEIC T UE (Grade 2), BHEAERESE (Grade
2) &R T2720, HURIRA IV E Y HiiFeHdi e 5 NI =K
VT —IRIE L 722 28, WEFRLIFRPLL 72, iz
BIZE L Cld = R = 7552 TH S 2 R R #r Bl
IRZEOHBLUIFEO T, Zw L TRbE L7z,

zZ =

Jili 26 30 & Al B S O %9 0.1~0.3% & i 70 4338
HWTH 0,3 sEEMLD 2 Wi ML ZE DR & b
B D 10% DL EErte, 5k I/ IR & Bae s h T
W 5.4 Mochizuki 5112 X 1UZE, BRBHEAENETRE L
TRUBERPEICZ <, BRI, M 22 & of iR
BIDHKIPEUT A SN, RAEXFRA CTIEARREB O X 512
SUETPICEY) = TRICERBE LIS Z 035 5.

¥ 72, AR RGO U BT 2R L AR
WP E AT IS E L T YIBRARE B B B VI TS
BIZF LT 1 kiGHEE L CHRIRIMIC 2R L 72 b ik
X, B LWE Y (VNR)+ ¥ A7FF »(CDDP) ol
49 7575 (CPT-11) +CDDP 253 1), 5 AREERITIT -
72 CBDCA +PTX + [i] IR fif: F BT i i ¢ D & 2 B EER)
EHPLED L EMESNT NS 6

—7Ji, =R )< 7I& programmed death-1 ligand 1 (PD-
L) 255 > 7 FIVIEE % BE L PUESS 0 % FEfE s
FTRERIEF 2y I RA L FHEETH D, #ETIENIE
Jili fE 12 x) 3 5 2 RIGHE & i ET L 72 Checkmate-017/057
RECTE=RNV~<THR Ny VB L Ca4ER
W OB Z /R L, 20154 12 H X O KIFT S UIERA
BEAEAT IR/l L2 L T G- 25 S 7. 78 &
7z, HEATIER P FEEHE IR 3 5 2 IRIGHE & HLEMGET L 72
Checkmate-057 REETHOH 7 v MEN TI1X [EGFR #&
B2 RENE, BEEED ) | 5= KL= 7T ORR TN
FL L TORBENT WS, 8 Igii Tld, EGFR BIn 1245
b LT ALK B GBZ T2 63 58 L BpAER & % X
7oHE R, PD-1/PD-L1 BHH 3 0> Z8 Yy 5 R ik 1 AR A7 31
WCAHEAE AL /22 £, Gainor HIZX DSz 9
INSOBIBTFERAFT D56, =KL LT
WP MEEZ R TREES DL EFE R 5.

Srlal, v NUASREER U 72EBIE EGFR AR T2 548y
PhEZe & ONCIERME E T - 72, BROHEIC X%
JEHE @ EGFR #1528 B P13 18~22.1% & #Hhis &
n<CTEH, 1011 EGFR F 1 ¥ ¥ FF — BHEHERZM
ZRT SO0, PlEERIRIZ IS I £ 5
MICdH 5.0 L2 LAREFIEZTY 7 4 F=77% 5612
PEM & o fHf#E L LTS L, RYIH OB EHIENI 5
7.

I L C =R~ 7525 L2 EpHEi: %
{ Zz\wv. Tto B 1& EGFR EAn T2 R EM 7 & OV B2
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day 7 BE B H VY > 2V i ¥ K 2 X 72 L pseudo-
progression & H{E5E L7225, day 64 (2B 7 #a/NaRD 3 %
IRL7ERIZ i LCnd. 2 S SIS T, Mk
ZF 1PN PR LR B 45 R0 B SE AL PH L2 PD-L1 {G 7% 2% 55
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ERDEIRTL, SHBOEPIERIFI-ND.

s &

EGFR {128 BB 72 © UM IRBRIE 3 o Wil 2 W9 i
BHZHR LT, =R~ 7HREHIE L7z 1 B2 REBR L
7. ZHETHLIEZDLDONRIETF v 7R, Vb
FESEORNREF AT & 2 D152 D0, 5 ORBIHER
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AL B B 2 FH ORI - L
W MBI DICHY, WHBHNICHE L CIHEE Vs

72 & F L 72 R B 22 e B B B Wi R o Al e S AR
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