digh)

Buleks]A): 222 7 A2 E 2007 g

o

A ol pb3, p213t bel-2 A wHda} gl E ofn|

At ojzhiiesh Abg S et e, AR At A, el

1 2 =
HEjAl - 222 - 2R - HH3 - 0|

ro
0L
0

0l

pd53, p21 and bcl-2 Protein Expressions and the Clinical Significance
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ABSTRACT

Background: There have been some investigations concerning the role of p53, p21 and bcl-2 protein
expressions for the tumorigenesis of thyroid cancer. It had been debated that these protein expressions were
associated with aggressive features of papillary thyroid carcinoma. We studied to evaluate the prevalence of
these protein expressions and their clinical significances in papillary thyroid carcinoma.

Methods: We selected 49 patients with papillary thyroid carcinoma who had been operated on at Samsung
Medical Center during the last 10 years. Immunohistochemical staining for p53, p21 and bcl-2 was done by
the use of paraffin embedded tissues. We analyzed the results of immunohistochemical staining for p53, p21
and bcl-2 and the correlation with the patients’ age, gender, tumor size, multifocality, tumor invasion to both
lobes, extrathyroidal invasion, cervical lymph node invasion, distant metastasis and the clinical outcomes.

Results: Immunohistochemical staining for p53 was positive in 10 patients (20%), p21 was positive in 36
patients (73%) and bcl-2 was positive in 18 patients (37%). The p53 and bcl-2 expressions were not associated
with the clinical parameters. Tumor multifocality and extrathyroidal invasion were significantly higher in the
p21 positive group (both P < 0.05).

Conclusion: This study showed that the p21 protein expression was associated with tumor multifocality and
extrathyroidal invasion in the patients with papillary thyroid carcinoma. Immunohistochemical stains for p21
may be used as a parameter for tumor aggressiveness in papillary thyroid carcinoma. (J Kor Endocrine Soc
22:98~104, 2007)
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ofaliA fFrEsvkar s1m[8,9], p53ell ol&skAl ek S3A
o2 37| % 2rH10,11]. p21-S DNA £4 A AIZ
7191 G1ellA S AI7|Z 7 As Aoz A $4] o
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i BAT gt ol tellA e =2 sksled Aol p21
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AQbollA] bel-29] W Foke] X3S AANTE Ads
slodA] Qg S EA skl QA7) Qirh4,17,18]. 3
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Cruz Biotechnology, CA, USA)E 1:502.2 3|43} 60%
7 Al 5] Qe Aeiss 3% P70z 20 Al
t}. o]x} A biotinylated goat anti-rabbit 1gG (81-6140,
Zymed Laboratories, CA, USA)E 1:100°2.2 3]4Jslo] %]
2] ¥ 3 7 e® o' Aslsich p219] 9 dAlE=
mouse HEE ¢H|(sc-817, Santa Cruz Biotechnology, CA,
USA)E 1:50002 3|4ste] A8zl o)z A=
biotinylated anti-mouse IgG (BA-9200, Vector Laboratories,
CA, USA)E 1:3002-2 3]4Jslo] ARgsldr) bel-22] L4
|2 mouse YHEZE ¥FA|(ab692, Abcam Laboratories,
UK)E 1110022 3]4sle] Agslgla, o)z A=
biotinylated goat anti-mouse IgG (BA-9200, Vector
Laboratories, CA, USA)E- 1:3002.F 3] 4slo] ALgs}ich
22& M[ehgoll 1% hydrogen hydroxides 412 &<Holl 15
20w o Qled Al 3t Aow 24 Al
t}. Peroxidase &3 £9Mel ABC 7]E(PK-6200, Vector
Laboratories, CA, USA)E ©|-83}o] 3087F 2] ¥ it
A AATE oldsle] 3 AR 33] Aeigich. Lut
S L Tollx z2]&elo] =0l DAB (3,3’-diaminobenzidine
tetrahydrochloride)& *|2lslo] Wh H2|3t 3 Q1ited Aled
T2 38 702 43] AESIIch Meyer?] hematoxylin
iz GAS 3k ¥ SEER 38 7o 33 AXsigic
z2] &2o|Eo| coverslips &¢ 5 2AS da3iic)

ps3, p21°] b tlEge hget el 208 AR
S917, bel29] 4 ez AE 29E olgeiich
4 tizTeZE Udxb g oAl ikl AldarE AResE
ot =23 HE 2S5 o] g3iek. 7 Wo=A et
Ao A 7158 oA =] A VIS 183sodAl ps3
= A AENA 1% o134, p212 5% ©d{20] 2]
3L bel-2+ 10% ©18{18] e 7%= Aelsiick

Table 1.

I

A =229 p53 wsleledMol|A] o R v 7
$7F 20% (1073/4978)o]3Ack ps53 sdAe] 1~9% ApolQl 7
$7F 19(10%), 10~30%7}F 9%8(90%)°1irct. = Heol7t 9l
£ 2AllA] p53 3 SAJoIlar, Akl 314} 3 5 19
of|Auk p53 A oFAJolglrt. ps3 AA AT ST
2 o] o e BAG A $ixle] o, AW, &
kel 7], kel vk, A4l oksde] HH, A =4

A, A A AW, d7He], TNMH Y] el A
uk-gol] thgk BAK]] o= glickTable 1).

A =229 p21 wWdsiEed el JAoFE R H
7% 73% (36¥8/4978)0I%ictk p21 dMe] 5~29% Aol]l
7397} 10%4(28%), 30~49%7} 0%(0%), 50~74%7} 89
(22%) 2] 75% oldo] 18%(50%)°]Art. = Ho7} 9l
= ARl Ak 3kxe] 37 5 2vgo] p21%34el] k4ol
o} 21994 SR SAITOE Lol A kRS 24
gk Az} gAke] v, AW, Foke] =7), A il A
W, 735 A FH, d77de], TNMH Y] 2] kgl
FARR] Hol= Fdont, p219kd wollA] Foke vhiA
(50% vs. 15%, P < 0.05)3} 7449l =2 AH(72% vs.
39%, P < 0.05) ©] EAFo & folslA =9tk Table 2).
e} v 2R 22E 3R Foke] chAet 3
Ao =7 AWM I3 BE QoA FAAQ oul=
Ak

A 229 bel-2 MAsleled oA Ao E vk H
27} 37% (1878/49%)01r}. bel-2 o] 10~29% Ato]Ql
797} 69 (33%), 30~49%7} 107 (56%), 50~74%7} 19
(6%) 12|31 75% ool 1% (6%)°Ict = o)z} 2l
9 3R bel-2 3A oFgoldar, Akt 3kA 3 F 2w
oflA bel-2 o34 Fdoldrk. bel-2 3 AT AT
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Analysis of clinicopathologic data according to the pb53

immunohistochemical stains in papillary thyroid carcinoma

p53 (+) p53 (-)
Number 10 20%) 39 (80%)
Age 42 + 17 43 + 16
Sex (male) 0/10 (0%) 7/39 (18%)
Size 1.9 £ 0.8 1.6 + 1.1
Multifocality 4/10 (40%) 16/39 (41%)
Location 4/10 (40%) 12/39 (31%)

Extrathyroidal invasion
Lymph node invasion
Distant metastasis

TNM III or IV stage

Recurrence

8/10 (80%)
5/10 (50%)
0/10 (0%)
5/10 (50%)
1/10 (10%)

23/39 (59%)
14/39 (36%)
1/39 (3%)
16/39 (41%)
2/39 (5%)
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Table 2. Analysis of clinicopathologic data according to the p2l
immunohistochemical stains in papillary thyroid carcinoma

p21 (+) p21 ()
Number 36 (73%) 13 (27%)
Age 45 £ 17 36 £ 10
Sex (male) 4/36 (11%) 3/13 (23%)
Size 1.7 £ 09 1.5 + 14
Multifocality” 18/36 (50%) 2/13 (15%)
Location 14/36 (39%) 4/13 (31%)
Extrathyroidal invasion” 26/36 (72%) 5/13 (38%)
Lymph node invasion 14/36 (39%) 5/13 (38%)
Distant metastasis 1/10 (10%) 0/39 (0%)
TNM III or IV stage 18/36 (50%) 3/13 (23%)
Recurrence 2/36 (6%) 1/13 (8%)

* P value < 0.05 by Pearson’s chi-square test.

Table 3. Analysis of clinicopathologic data according to the bcl-2
immunohistochemical stains in papillary thyroid carcinoma

bcl-2 (+) bel-2 (-)
Number 18 (37%) 31 (63%)
Age 43 + 13 43 + 18
Sex (male) 3/18 (17%) 4/31 (13%)
Size 1.62 + 1.30 1.7 + 09
Multifocality 6/18 (33%) 14/31 (45%)
Location 6/18 (33%) 10/31 (32%)
Extrathyroidal invasion 10/18 (56%) 21/31 (68%)
Lymph node invasion 6/18 (33%) 13/31 (42%)
Distant metastasis 0/18 (0%) 1/31 3%)
TNM III or IV stage 7/18 (39%) 14/31 (45%)
Recurrence 1/18 (6%) 2/31 (7%)
2 WProl 4 S BAG A% a0 vel, A, B Al elE A FRRAA] tsl Seio]sh
Fo] 2], Fodel thiA, A el W, AN 24 g Foksbabde] o] ¥ g W Rlo] odale] 7]
s 2, A% A=A W, A4l TNMHZ] Telm Al whEoleh 1A SRSkiAE A es ps3 fAAe] B
gl oigt SARIR] <l fiiek(Table 3). Qmolrl Al gl Ao deix] AIATH2,3], WA=}
p53 A A1) 90% (978/107)ellA] p21 FA F4eo] gojol|Ale] ke HIEE 6~17%2 Hars|ar Qrl5~7].
3L, ps3 A 5491 A F 69% (27'8/397)elA p21 p532] Wl ZHEA F3llellA] A3t e vl Esiqhe
A Fgolslet. A 497d<] 3hAtell A p53F} p21ol] B 2 AP Nl Srksle] Eiqleld] wlEsiqle g
A=A ok AL 24% (1278)°19ck AA| 4979 3 APt F23F A3 = Aoz dHA JUrl3-5).
A} T 86% (4279/49%8)<= pS3, p21 H= bel2 T R o] Omar 5{7]< 539¢] 384 7% 3k p53 W=7
o] < ko] igiet. Spsted ZAzte} 3kl vol, A, Sl 717, A =

A5 3, 7% Y=AAe] T2l Al T Hatel
S, 7% A 2A9] st Y A=A}
AR O fold ATHE ik w4k BT 462HYE 3
A 73} ps3 FAToI BAHCL FolsAl AEol
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SF 575 3k 2319 9] $AE AT 10247 4 BEe)
At ps3 Hz=Zsheted A o ol SAK SR 79
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F 37} e AR kw3t o)) uhirelekar Azt
=

Ras AR 21-AZHES] childs w7,
p21 ghile Fohd alxk} ZAgkslal GTPase B4 59
AlFEol|A] o @2 o] A5 AkA|Alel] Hosto] AlE2] F4]
I} ko] Hhlel] ofrteh21]. 84 oAZANFIA p212]
22|31 eted A AL o 4738 A7) dhikslA] 23k
s A AlEU oJEA FoF SolliE o] 3R4IQt
HkAie] 7)o Heiwlo] Qle Ao HQIvH13,22]. 4
oA ras SRR HEEE 69% HEEkal U
AT IR dHIZ 10~20% AEE YA Harskar 9l
1H22~24], WHAzA A Mol|A 21 ES 53~78% 2
doeg FrH13,15,16,18]. o] p21 while] Wio]
ras AR Aot fExl= Zlo] ofzl, 334
AL, AfrobAlE AL, a4t i RIS 2
Ao EZIRIE p21 gkl WS Fisp] wiEoE A7t
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RN Tol 87.4%, S o] 91.0% = FAFS] Aol
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