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AEMETRBEEEL 4 —BN92. BREXEBERICKY/IERECZEHEZE/-. —FH T, ME
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enolase (NSE) $EfEZRL T/ HE, iMBRERELROREFELEZHITL /& 5, synaptophy-
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HWE (Fig. 1) © 2007 4 7 B, EERWREFFHZCH
RS (Stage IV (T3bNOM1), Gleason score 4+4=28)
WZxF LI (maximum androgen blockade #82:)
B L, BERMGRRME A R L2 PSA (226 ng/
dl) 1% 2009 4F 2 AIZIZIE# L L CHRREEBIZE R TH >
7. LA L, 2010 4F 2 HEITHEEASINBL L, JEs
X MG EAS TR T I I IER 2 3R 72720, s
JififfE &V~ C 2010 4F 5 5, EUETH VRS RYE T AR A R
W vy — IR AR L o 7z

BEAEIEE @ 690 & 0 HIF LR, I\ C PRI .

B RE 10 A/H, 20 5&20°5 71 % % .

ABERBUE © BakiEW, &K 170cm, HE 65.0kg,
R 37.0C, MM 140/80 mmHg, R 100 [Bl/min,
W% 22 [ /min, MEREES COETE, MCHE R L, A
WP s, PEEBERE L.

MAHT R (Table 1) @ FIER 5,180/ul & 1EH# B C,
Hb 98 g/dl L Bl % #&7-. LDH 12671U/L & &z
AL, CRP 1.3mg/dl L ¥ DO PRAERIL D B 7. Mk
s~ —# —ix, ProGRP 227 pg/ml & IEEH#HPATH -
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MAB* therapy ( Flutamide 375mg/day)

226

CBDCA +
VP-16

CDDP +
CPT-11

H PSA (ng/ml)
@ NSE (ng/ml)
@ ProGRP (pg/ml)

¢
0.021

2010

2011

Jun. .Aug. Feb.
* maximum androgen blockade

Long-term clinical course.

Laboratory findings on admission

2007 == 2009
Jul. Feb.
Fig. 1
Table 1
Peripheral blood Biochemistry
WBC 5,180/mm’ AST
Neu 69.7 % ALT
Lym 195% LDH
Mon 8.9% ALP
Eos 1.9% BUN
Bas 0% Cr
RBC 302 x10"/mm® Na
Hb 9.8 g/dl K
Het 29% Cl
Plt 28.3x10"/mm® Alb

Serology
671U/L CRP 1.3 mg/dl
2510/L
1,267 IU/L Tumor marker
1951U/L CEA 09ng/ml
16 mg/dl CYFRA 1.8 ng/ml
0.87 mg/dl ProGRP 22.7 pg/ml
141 mEq/dl NSE 4689 ng/ml
4.7mEq/dl
106 mEq/dl PSA 0.013ng/ml
36 g/dl

7273, neuron-specific enolase (NSE) 4689 ng/ml & /&
fE%R L7z, 738, PSAE0013ng/ml & IEHHPHANT
Ho7z.

Wi{RET R (Fig. 2A, B) @ ABRRRE X #EE T,
oI L R & A ORI A O $liL & FR,  IES
CT Tl&, A FIEIINFEPHIC K SRR & KR %
7z JEER CT TlX, RO R ERERE, B
WM - BERENIRY » /3O K % 78D 72, FDG-PET #
FIZBWTIE, MERREIC -3 L7 ERTmE, HER -
TSRS 175 - ESHEEY) o 73 & i RO ERE % 3D
723, ZOME - - BIESEANOERIIERD Lo 7z,

BRIR AR - R SIS M (TBB) % Mafr L7z &

25, MMilaEoO R %2157 (Fig. 3A). —77, Hiiili
IRZENE, PIAIERETIC D b 53 2007 4R 2 & AR
TR Z#ED 2 (Fig 1) 72®, HiIRAERD i
772, WiWwZE (Fig. 3B) & Ri v BRAEMAMARIEA (Fig.
3C, D) & synaptophysin #falETdH 1), /NITLRE O
FEHALTBY, AWICHEDLTRZEL Tn.

51T, P T O [l SR AE MRS AR & P ARG L
72& A, WMEORVIEORWBP L TH Y synapto-
physin 4t & B CTdH - 72 (Fig. 4, Table 2). K213,
B VLRI DR OZICHBIL TWw 5 2 &5 (Fig. 1),
AAEBNE 2007 4FFEIE ORI HRREAS, P4 IAHR 2 % it AT
L7zZEIZE ) NED 222 L, WMiNIERLAZZ &EAUR
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Fig. 2 (A) Chest radiograph obtained on admission revealed an ill-defined mass in the middle
and lower fields of the left lung, and the left costophrenic angle was dull. (B) Chest CT re-
vealed a mass in the left lower lobe and left pleural effusion.

Fig. 3 (A) Histopathology of transbronchial tumor biopsy (TBB) was small cell carcinoma [hematoxylin-eo-
sin (H-E) stain, x200]. (B) Immunohistochemical staining of synaptophysin was strongly positive (x40).
(C) Histopathology of prostate needle biopsy after maximum androgen blockade (MAB) therapy (H-E stain,
% 200). (D) Similar to TBB specimen, immunohistochemical staining of synaptophysin was positive (% 200).

eI 7z, B, /NIRRT A LSk #E T
T, —kfb¥#EEE LT, Y X7 5 F >~ (cisplatin :
CDDP) +A4 Y /5% ¥~ (irinotecan : CPT-11) ®P:H
PEERATV, BIRZS - WIS X OFE Y S Ei
22N, 0, IE NSE fEld v o 72 ATERAL L7228,

MV IR EEEAORRIIBENTH > 7. Grade 4 DF
i (CTCAE v40) %0772, “RIbFREE LT,
HIWART 5 F >~ (carboplatin : CBDCA) + = hbRI F
(etoposide : VP-16) % Jitif73 5 b, MM/ % e
¥4 5 —)T, Il NSE O 57 - 5 7 P2 Bm 28 4k
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Fig. 4 (A) Histopathology of prostate needle biopsy before MAB therapy (H-E stain, %200). (B) Immunohistochemical
staining of synaptophysin was negative (x100). The pattern of staining was different from the specimen after MAB

therapy.

Table 2 Immunohistochemical staining

Lung Prostate Prostate
(pre-MAB) (post-MAB)
Synaptophysin - +
Chromogranin A (CGA) - - +/-
TTF*1 - -
PSA not done -

*Thyroid transcription factor.

K - NHASHI~ O - Aokl E shIRE I & N - A E
BHARIEIBH V) > 2 SEIE R DS A S I B &[RRI K R 13 T
b L, best supportive care ~47 L7z (Fig. 1).

zZ =

ASEBINE, AR DS £ I NED &2 2 L,
BiCHERE L7 L Z X SNIERITH - 7.

NED %2 2 U 7z ai VB (&, B 7 B N 206,
I SZ IR /INHE L R 1 R N R RE N i 7 &,
ENTVLGHEAIIETEETH o 7205 2001 4ERT
PRI IR (55 3 ) CTERILEShTwiz [HiREN S
W 2D GFIY, 2010 4ERTBEIER WHR (5
400 TiE, [N ] o5 B o [ ORI
FEOHTHEHIIINED 2R3 b OEFAT & LCRis
5] Vo RRICEEINRTWSY, AEFITIE, B
AEDPAR A HE U T, BB RE & L.

AAGEBNE, B SLIR/ NI O MifsAs DAk, il
HE O WY & H BN R & N R o0 —
FEOWREEDLEZ SNz AiEoWENI, KEETH
B72FTR <, OMIHER, HBIHEEDORKDOBHICH
HLTwWa M, @BEHCT TI&, B i
WS, ST - BEREIIR Y o i ONE K % DTV B
@FDG-PET A& TdH, Ml 0mbEinBar i e sh

B E - EIEANORELIRD Lo Tz mh L EE
Z5MN, E5IZ, @I ProGRP 25 IRIEH T o 7204,
BRIV BR & il A AR 1 BV B g A o
AHFEE A & B O RENE IRV & 2 bz, iz
M, M, DT 320087 — V2508
TE&hLEINTVAE. Thbh, OHEZ/TE @
AN RNE/BRIEIR A, OWRSIRIRE TROBBIZE T/
BRI EIE L2 RRETH 07, ZNENOHFRE,
354% -+ 177% - 469% TH 5 L WpHEEN TV 5V, AKIE
B, PTIEERERT ORAZMIIABY L BIETH D,
synaptophysin ¢ b EMETH Y, @DIZHEUT S EE R
Lz, LA LW, WHMWEDLRTO M NSE fii A3
ANHTH Y, 72 F 72 F NG UWBEEEET O AR TGRS
LABREUT & o 220N, S LKL, Kbk
JNHIIEHE L NRAE L T oo 20 B MDD 5 728, @
EREEHETAIEIREETH L. T2, wi BN
fafE ok LT, bEd EORVIRICHAEL T
neuroendocrine cell DEMAL, B L C@BHEDOBLL,
% K 1N 5L B 72 AR AN GRLRR A S il )
MO DI EORFAAFAET 5D, AAREB O ik
BEAHTH 5.

NSE - chromogranin-A (CGA) * synaptophysin *
neural cell adhesion molecules (NCAM) 7 &'i&, Hijaz
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BHE IS BT 5 NED ok ito~—H— & LCTHE
BCTHh DU, REFITIE, MR S ISV E V#E
PR ORI A AR L E DI, CGA etz B thir i
12:Z L < synaptophysin i3 LLEHETH L L9, §F
By e L Twz, TS L T Jensen i3,
B AL R O MR PN 4 Tid, CGA (2 #E L T synapto-
physin 2MF R~ —H — L L TORENH W & 2 H
HLTBLY, REFE -FHL TV Inshs, R
FEB)TILAE & i IR o ZER o EEEILK L, NED &
HE 2 L 72 i BRRE OB O HEVEATE W 2 L ARIE &
niz.

— IR E OB S HE & LT, kAR
HALZR O BEN T <, [extensive disease | JiE Bl F It
AEFIF 0T EREL VDN TWS, NED 2RI L7
AV BREICE L CH, — ISR BRI TH D,
BHETHL I L0 b, BEBRIIHELINTEHT,
SRR DAL RIS Uin# e 0 b, 72,
st E S @ [limited disease | /Mg DT T B
&G o F A2 R S hTwbY. Noda 513,
Wi /NI BWCTHER DL F L VX ThHo T2
cisplatin + etoposide (PE # %) (ZIL#k L T, cisplatin
+irinotecan (IP ##E) A I FHAAHIM 2 LR L
T2 EEMELTEBY (944 H vs. 1284 H)'®, Rzl
NHRREIC BT H IP LA HEoRE T A I
A7 REBITH, IPFEEIE, WHE LR S RN
MR ICE=A L7z, LA Lad S, NED 222 L7260
VHEIZE DO THEITHHES THRAREEZON TV,
BB /NHIIHE (2 BT % Abbas & OMGE TIE, FEk
WX 987 AT, MIRBINEREFTIZ73r L LY,
IS X 2D ETO 2 FIOMETTIE, 1HFEFR
27%, 24EEFHE10% & shTwb?, F 72, i LDH -
CGA - NSE iz RIIEF DO FHZIZE DV DIFART
HBHT L VbR TEY®Y, KEFITIX, ZWF, I
5 LDH 7 5 "I NSE 23 FH W&z R L, B~
BWMHEZRD-ZEh0h, FPTHRARBETH L Z LA
wIh.

BB 1239 % R VE V1412 NED 222 L,
MilER 2 & 72 L7722 E 2 SN ZRER L7, i
HE O WAL IS B L 72/ MR O RS8R L L
T, NED %2 2 L7z0i VI &2 &BHICE & &0
Thb. SHIZNED OREOMHZ & NI NED % 4k
U72Ri R OB BEOMLL BB THLEEZ LN
7z.

RESLOFE L 193 ] H AR S AR &ic B v
T L7z,

WEE MR OB & HH 2 O 72 25 2o T 32 R AR
BT RAR G ERR v 7 —WPIRIFILSG A, Seihm IS w7z
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Abstract

A case of pulmonary metastasis of prostate cancer presenting neuroendocrine differentiation

Yosuke Hurukawa®, Yuu Hara®”, Masaharu Shinkai® Hideto Goto?,
Masako Hoshino? Keisuke Watanabe? Nobuhiro Yamaguchi?® Akihiko Kawana”,
Yoshiaki Ishigatsubo® and Takeshi Kaneko?
*Respiratory Disease Center, Yokohama City University Medical Center
" Division of Infectious Diseases and Pulmonary Medicine, Department of Internal Medicine 2,
National Defense Medical College
“Department of Internal Medicine and Clinical Immunology, Yokohama City University Graduate School of Medicine

The case involves a 71-year-old man. In July 2007, he began receiving maximum androgen blockade (MAB)
therapy at the urology department of his neighboring hospital because of prostate cancer. Serum PSA level was
normalized by February 2009, but in February 2010 he began to suffer from dry cough. He was admitted to our
hospital in May 2010 because chest radiography revealed a mass lesion in the left lung. A transbronchial tumor
biopsy specimen showed small cell carcinoma. Despite a normal serum PSA level, however, prostate involvement
enlarged and serum neuron-specific enolase (NSE) level elevated in response to MAB therapy. Immunohisto-
chemical staining of lung biopsy and post-MAB prostate specimens were performed, and they revealed synapto-
physin (+) with the feature of a neuroendocrine tumor. Because the immunohistochemical staining of the pre-
MAB prostate specimen showed synaptophysin (—), we concluded that prostate cancer had undergone
neuroendocrine differentiation after MAB therapy, and pulmonary metastasis occurred through the clinical
course. After diagnosis, the patient was administered cisplatin and irinotecan. Pulmonary involvement was sig-
nificantly improved, and serum NSE level was normalized. On the appearance of a small cell carcinoma in the
lung during MAB therapy in a case of prostate cancer, neuroendocrine differentiation of the prostate cancer
should be considered as the possible primary lesion.



