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Clinical Characteristics and Abnormal p53 Expression of Lung Cancer
Associated with Multiple Primary Cancer

Chang Jin Shin, M.D., Hye Jung Park, M.D., Kyeong Cheo! Shin, M.D.,
Young Ran Shim, M.D.*, Jin Hong Chung, M.D., Kwan Ho Lee, M.D.

Department of Internal Medicine and Pathdlogy®, College of Medicine, Yeungnam University, Taegu, Korea

Background : Nearly 10% of cancer patients will develop a second primary cancer within ten years after sur-
gical removal of the primary tumor. The detection of risk factors for developing multiple primary tumors would
be important. This study was conducted to evaluate the clinical characteristics and abnormal p53 expression of
lung cancer associated with multiple primary cancer(MPC).

Method : Clinical characteristics and abnormal p53 expression were compared between 20 cases of lung can-
cer(NSCLC ; 16 cases, SCLC ; 4 cases) associated with MPC and 26 cases of primary non-small cell lung can-
cer.

Result : MPC associated with lung cancer was gastric cancer(8), lung cancer(2), esophageal cancer(2), colon
cancer(2), laryngeal cancer(1), bladder cancer(1), small bowel cancer(1), adrenal cancer(1), hepatocellular
carcinoma(1), and breast cancer(1) in order. The clinical stage of primary NSCLC was relatively advanced,
but NSCLC associated with MPC was even distribution at each stage. The detected incidences of abnormal p53
expressions were 62.5% in NSCLC associated with MPC and 76.9% in primary NSCLC(p>0.05).

Conclusion : There was no difference in abnormal p53 expression between non-small cell carcinoma associat-
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ed with multiple primary cancer and primary non-small cell carcinoma. (Tuberculosis and Respiratory Diseases

1999, 47 : 331-338)
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AsE 237t $& ¢E (well differentiated carci-
noma), £33/} FH5EQ 9= (moderately diffe-
rentiated carcinoma), 18j1 B3lTr} & ok
(poorly differentiated carcinoma) o2 ¥ &3}
%t

Wold p53 o] i WA HEY PEe B
p53 ©GEE4 ¥4 (antihuman p53 monoclonal an-
tibody, DO-7, Novo Castra, US.A.) & o]&3}d
Alatgct. 10% 9] 34 Tadle) 23& 1y
% deld BES vED 3um FAR oA 24de
e % Avidin-Biotin-Complex HP8& o] 83l
e Al gk =3 HHEE 60T wiY]
Qbell Wi 3087 wWigs F 100% Ao 583
43] Yol gatd g A% kg, 100%, 95%, 75%
U g FaMHog G § s2F= B 587 3
EAIFTh 1217, 167100l medislar Aol
208 A= FolA gdo] xFo] A=A 3} 2
F 3HF4E 580 & H, TBS& 587 33 xals
I =gkl (blocking antibody) & 1087 =% &
4ot o 13 el p53 @ (DO-7, antihu-
man mouse monoclonal antibody, Novo Castra,
US.A)S 1:1002 34sle =23 F 4C Y
o) 2w 5ok, 23 84191 biotinylated link
antibody(primary rabbit/mouse antibody, LSAB
kit Dako, US.A.) & 3083t 835t & TBSe| 5%
7t 33] A|¥3}a, streptavidine-conjugated horse-
radish peroxidase €& o=l o}-& B3}Hul%

o2 #FBIAUE. 408) el Aokl A & W A
o2 SM¥E7} Kol FEg A3 ¥, 4009 uhe
Alotell A 712, A2 0.28mm AzEH 2} Qo) =
FAE ok G GHE 58 AHo] 2 B8] 5%
ol A48 FHoz BEIH.

2E AeE SPSSWIN 7.5(SPSS inc., Chicago
US.A) SAZ2adoz ANejstgon, thdd ¢
WA of TG WL v 2 QLA vlAA
¥ote] A W), 228E 23z 2ol Fish-
er’s exact test2 ZAZE3Qon, RE Hy BAML p
& 0.05 PIFiQl AL K& zlolrt Y= Aoz &
A&tdct.

2 =
1. chily 2l fuBetol SUtEl niete| o

chty QA ot F Y BukE HYS 2A8A g
Bl w2} BFEE B A ES 164 (EAt 144, o
Zp 20]), AMEL 40 (gA} 3o, oA} 1) 97,
B ol 62.8+7.7419}. FHge naAdEYy
A} 169 F 154, 2NEY @3} 49 25 FAY
o} A%, Ha FAvI7re 42 31.6+18.6, 35+
18.7 pack years o|th. ¥z} & AY F ojz} ¢
72 A AL 2709] gho] FAlo) Akd AL
7b 44 AR, HAEGFe BAA] M 7 AL
< 967192 Y HAE F d W vaMEge] A

Table 1. Clinical characteristics of patients with lung cancer associated with multiple primary

cancers

No. male
(No. female)

Age, yrs  Smoking, pyr Syn.* Meta.** Primary' Secondary! Survival, mon

NSCLE 14(2) 63.3+84 31.6+18.6 8 4 12 8.2+24
SCLC 3(1) 61.4+3.5 35.0+18.7 2 2 2 6.3+2.6
Total 17(3) 62.8+£7.7 32.3+18.2 10 6 14 7.8%+1.9

* Syn. . synchronous, **Meta. . metachronous

'Primary : lung cancer as primary lesion, *Secondary : lung cancer as secondary lesion.
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7 ot HIAMEY #xle] HaE YEI|TLS
8.2+2.4/M4Y, AMEAY &xle] HF HE7|S
6.3+2.6714, AA =le] WHF A&7 7.8+1.
97l golcH(Table 1).

Htz} ket 9}"3%"&— H%}"] 8dlz 7 gt
on, Axel, A, Aol Zi7 24, ok o
.ﬂol )\z]—cﬂ HA]ol- Zl”% 'Pr %lo] Z_}z} ]_c:“ ]
th o] F 299 HA¥A} F 1= UG £
7 AAEYe] FRHE AL1, U lde AFAY
oA ESt, A9, Ela, AAEgte] BukE Q).

Ut 4} olab o] WAL 6/1YE JFoE
] FA]A (synchronous) ¢ £4H4d (metachro-
nous) & Z}7} 10¢] oj%ia, Higoe] Uxt goz
Agd A= 69, 0174 $o T JgtH A= 144
ol A Ae Uil o] ADA ol ¢+o
AA7A] %ﬂ‘ﬂﬂ% 2.81d0[ct.

2. cfud A odF Yol SHHE v|aMZetnt 2
W dloAERfel dt Jum HolH pb3 W

22l ujn

thiA] Qg oHdE o] Wk v gy Ay
A vlaAE} Fxte] HF ol 2 63.3+84
Al, 66.7+£7.44 olith. duWvle 47 711, 2.7:1
o], 169 F 1564, 264 & 1997} FHHo| 9}
e, HE FAVIE A 31.6+18.7 pack
years, 36.2 +29.2 pack years ©]%it}. chatAd Qi
A obgEdel HurE AT Yrtel vlgo] =
A3 FHAE i)

g A oFA FYoll Sukeh viaA el ¢
48 Wrle v A5 BYEE Jeiglen, ¥
A HIANEE stage T o)/4d9] AFH o] B
At (p<0.05, Fig. 1). ZA8H L35 A4 v
AM XS AS- vlnA 753 BEE HoA ohi
A S HHS HeL viny Baer) e
A4t Bokout BAF o o) gl 2ol Utk
(p>0.05, Fig. 2).
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Flg. 1. Clinical stage of NSCLC associated with
multiple primary cancer(MPC) and pri-
mary lung cancer(PLC).
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Fig. 2. The degree of differentiation in NSCLC
associated with multiple primary cancer
(MPC) and primary lung cancer{PLC).
Grade 1=well differentiated, Grade 2=
moderately differentiated, Grade 3=
poorly differentiated.
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Fig. 3. Abnormal p53 expression of NSCLC as-
sociated with multiple primary cancer
(MPC) and primary lung cancer(PLC).

Wold p53 WSS ThEA PYF Yol WL vl
AAEGE 169 F 1090 (62.5% )14 FAolsle
), et viANESE 269 F 209(76.9% )7}
WOz Uehtort F Fu Atold] AZoz o)
e Hele gIAtH(p>0.05, Fig. 3).
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Fgtol Swte thiA YA ESo R I
ZARR Antz Hgol olx ¢og FHtEE AS o
& zF o} 7jF) A7E olA} & Bl 4 UAYE}
t Age glov B dAe) Zae 4 wasle
ol@Ach.

o] by ot Fge] Yo s UetEd
o A&#HQ FHrixed, 715Y 4 FHH 29, A
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P2 49 gEE FGE 7R B FE
THE 2 PgFgo] BAY 1ol Frha Rust
drh. Y d7e F971 A 8ol FH9&
37 ok AlGET 1.5-250AE 0 Hashs
TN Fdo] thdy YA AT FaT U
o2 A= Qu}. Slaughter T3 ¥ 7|%2-4
3}7}Al (upper aero-digestive tract)e} sl @t
B A&H o2 =27 g thdgd A8 o
Zgol A4 7FsAdo] Fol, olg¥ AFE AH F
o3l (field cancerization)z}z ALsEd). 7154
2 434 g4 #HAE Lynch 54 21.5% A
o} 7HEEEol IJ&8 Busiyed, g vete] A
£ 2 Tl AAFY] 71EHol Sl At 3

Aol Ut Yo| LA 10 Foll A HA
o3} ol WA ldjg musm Utk TR
Klinefelter&3¥0] §uletd] & ZHelx, Jacobs?
T A o3t Fanconi’s anemia ®] #eto] #7)
7b A& BHske F AHY afld= AT S
o] &Mt Uzt ool th¥ cyclophosphamide 3|
B F getol MAE AU, X4 HollA] WAL
A g 3 gsittay g F 9EEn {4l
WA T AN Ag o g9tsista o] ojal ¢
AT BA} ok b 24 4 ES I
o thgt HedrlEe] dEe Uzt re WA F A4F
ol tiF Aol A1 F7t, 8% IL-2, IL-
1bs o] AR AR Aa2e d4FF] TN
7t F7kskaL, oldee ¥ HAYA NaE e AR
< odFdol WY APl Ik T FAE
Her)ge Al ez oA Qi

BEANESA 7ge) ddog FopdAdl BAS
= 3R (oncogene),  EFYAA A=} (tumor
suppressor gene) o] AwA|HA] ThiA AWA
o dEFe] Ao E #:x} Wold] g At
s JPEn ok, Hee] ps3 F413} wele v
M2t} 50% A=} el AN EQtelA viEt
g} oleldt Bl F2 9 5-8W AloldlA]
dojui, Brgl pb3 EHele] 95% 7} o] F-dl
A dojdti® 7] 22 $8 Ut vadEg 82t
E& 32 8¥ d&u 99 d&oiA EdHelE Yo
Lo Hastglon, F4d oste] #Hgte] A4 7
£ guanineo] thymineo® ul¥Es 7] AEH
(transverse) 2] o7} B4

Chung 54& 984 $4% 597 &84 4%
71%-28}7]Al (upper aero-digestive system) ¢t
AEEFE TR BRI F FFe] p53 RKAA
DNA @7llQe ZA1 Fat QA 399 594
Fge) @7dol Aol} A&-e WssT. Yang
T'E A% 7|=-2387A (upper aero-digestive
system) SHIEF Ralol A7 84 oYl o
3 TP53 ¥ RAS -3z}l tiet DNA @7]sjd e
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2jo)& e Ay Hdy 59 T FAF 44
e 398 B4 4 %2 G.C7 T:A&, G.C
7} C:G2 ulgE= ¢y] A3 (transversion) oL}
G:C7} A:T2, AT’} G:.CE vl¥e= 47 ANE
(transition) EdWol7} 25 AoV, tiget
olu} Azt 5 FH AV gl F%2 GiCrt
A T2, A:T7} G:C= vlHE ¢7] A9¥ (transi-
tion) E¢Ro7E 2 dojde FEIA T EF o
E 9 S S04 TS fER EdHel
Helle YAk &g A9stact. Greenblat 5°
% TP53ef gt AFoA fAle 2AE Rusd
o} & &y ot Ege] Rl Wol ke iy
oFA el fAlA} Wolo} HldA oA, T
g Ealo] HAS o VMR &84 FgolEx
TP53 % RAS {3z} Hol 242} ZfH o2 do
U Zzbe] f1x) @ruide] dXeHA] gethe Ao
t}. Mitsudomi %2 1692] ExjoA L3 ut
A Hgat &84 Hde DNA 78R eA
p53 FAA EQol7 U AX Yol A=
glon, % Wiyl Y 2 FE g &
Az p53 fFAA Wele ME 2t 4o Hee
WA FEo] tEge AME BRIt
Reichel 5%*& QurA #igte] o 4FE Hold 7
T W] pb3 f3A 2ol AR7F x|
ZFYsk= T 97 ATFelA ps3 34 Ao
W W] do] Wit &y HYE FE3N=H
fg3he ¥asta 9ot

AzHEe] ZAMET ohig AEA HEFS Tt
H ujaAEete] ¥old pb3 Tl WHEL 62.5%
2 Yang £79] 54%¢%} v|=dgont, A u)A
A ESL 76.9% 2 thid 44 HAFTU] FutE
HAMEQT zpo)7h fiicth. olejdt AMZE ®o|¥
p53 Tl g2 thiy A dFgol W
Hz 9y Ae Fdsker {89 weg ¢
¢ ot a3y giEEes AAE 994 HaaR
& 269 L b Ho] A vAMESE dEE
T glol, AxES A7 ArE AA e Eg] A

fio :[o

gskede A7 de-E walEn.

Aoz thitd 984 FTYl BLe s
< F43 8A e T E WL B0 gk
a, 984 AR 2R EsL Y Ao 9o
o, d44 Wl vy F5sh EEsdR, &%
Aoz Jdd AUt gkt by 98y H4F
oll AT WA XY oy ps3 B LHEL
ALY vlaAEg3} Zol7} glo], HMol¥ p53 @Y
TS Thig g oPdFUdel WU vAAE
o3 4EA vaMEehe sk f848 I9A
g+ i

2 o

g :
M F el Ui A o X gubygel wHog ofgE
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o Eohath EF 54 dAlez A4Ede AA
32 F oF 10% BTE oF 100l &34 9
A Tl A0 LA T Uck. A ohy
P GEF At AE A % 2] A o
T 38T doltt. AzES P4 AEA AEFS
of WiE U A Hge) d4d 537 ps3
¢ A Kz Wole) 9% ¥oly ps3 YA
ZAfsle] = FAgAtolef xpolg vlmal Hth.
Y o
Moertel o] thd AL oty T4 57 A
B2k 3 sQdo] FukE 209 (NAMEY 163, &4
48D vimros A HANEY 263E
ddos Holy p53 WdE S WAz sk Gy
& o] &3ty ARSI
A o
A FE TR Aol 8= Y wek
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whg vl AN e dudle Z47t 711, 2.7:1 ol
o, F4€e A2 163 F 1590, 268 F 1987}
Asict.

Tt A oAl WEE viaMEge ¢
ubA vl A E9t) BlE] AdH U)ot vy 753
Fen(p<0.05), A& 3l 1 At B
& Aol (p>0.05).

chitd A A FSel wEd viAN 2Tt o
b vl AM¥te] Weld pb3 WS A7 62.5
%, 76.7% 2 §-2J% lol= YA p>0.05).
g2 B
thity EA oAF el WaEd viaM T 9
A vlaAEQe] WMoy p53 @ LHEL Ao}
ek Mol p53 el Ao ot by o
AEoFol] Wug waAEgy 934 vaAEds
sk 84E ARE 5 (G
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