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Abstract:- 
Fifty paraffin blocks of colorectal carcinomas cases included in this study were 
randomly selected from January 2007 to Juan 2007 from the histopathological 
department in AL-Sadr Teaching Hospital.Of the fifty paraffin blocks of the studied 
colorectal carcinomas' cases; 29 cases (58%) were males and 21 cases (42%) were 
females. Their ages range was (16-80) years with an overall mean age (56.44±13.558) 
years , (58%) cases in distal colon (26%) cases were rectal , well differentiated 
carcinoma in (40%) cases , their stages by Dukes they were (36%)  Dukes C followed 
by (30%) Dukes B then (18%) Dukes D and (16%) Dukes A. Fifty cases were submitted 
for immunohistochemical stain for P53 antibody, 39 cases (78%) were positive , and 
positive cases classified as weak positive in 18 cases (36%) and strong positive in 
21cases (42%) ,also as faint staining pattern in 15 cases (38.4%) and dense staining 
pattern in 24 cases (61.6%).TP53 expression was more in distal colon cases (82.7%) , 
higher stages Dukes C (83.3) and D ( 88.8%) and poorly differentiated cancer (94.7%) , 
With no significant correlation of TP53 expression and site and stage of tumor but with 
significant relationship with grade of tumor  
 
Aim of the study: 
To assess the TP53 expression from sections of paraffin blocks of patients with 
colorectal carcinoma by immunohistochemistry and to evaluate the possible correlations 
between TP53 expression in colorectal carcinoma and some of its pathological 
parameters. 
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Introduction :-  
Cancer of colon and rectum is a common malignancy (1). In Iraq, the incidence of 
colorectal cancer was 4.55% of whole body malignancy, and represents the seventh 
cause of death from cancer (2). It represents the third most common visceral cancer in the 
United States and the second leading cause of death from cancer in both males and 
females (3).  
P53 :-Is a tumor suppressor gene acting as a transcription factor that plays a key role in 
the regulation of cell cycle at G1/S regulatory point and the prevention of cancer 
development (4). P53 has been described as the "the guardian of genome" or the "master 
watchman" referring to its role in conversing stability by preventing genome mutation 
(5). it was originally discovered in the end of 1979 (6). The first TP53 mutation was 
identified in cancer (loss of allele) in 1989. two years later, it was reported as a critical 
part of a signal transduction pathway that helped cell responding to DNA damage after 
one year, P53 was voted a  molecule of the years by a science magazine(5), in 1999, the 
number of P53 mutation that described in cancer was 10.000 (7).  TP53 is located in 
chromosome 17 p13.1 and encodes a 53.000-dalton nuclear phosphoprotien (7-8). TP53 
play an important role in cell cycle regulation and DNA repair and also the induction of 
apoptosis (9-10).  TP53 mutation is the commonest genetic alteration detected in more 
than half of human carcinomas (7, 11-14). The 17p deletion is found in 6%-25% of colonic 
adenomas and TP53 gene mutation found in more than 50% of colorectal carcinoma (7, 

14, 16) and associated with poor survival rate (17-20) .Also TP53 activation may be 
important in colorectal cancer liver metastasis (21). 
 
Material and method:- 
This study included fifty cases of colorectal carcinoma studied prospectively, collected 
randomly in a period from January 2007 through Juan 2007 from AL-Sadr Teaching 
Hospital as well as private hospitals & clinics in AL-Najaf City. Their samples 
including excisional biopsies were collected as paraffin embedded blocks. Patients were 
grouped according to: 
1- The site of the tumor in the colorectum into (23) Proximal site cancer: Includes cancer 
in the ileo-coecum junction, coecum, ascending colon, hepatic flexure, and right half of 
the transverse colon ; distal site cancer: includes cancer in the left half of the transverse 
colon, spleenic flexure sigmoid and descending colon  and rectal site cancer: Includes 
cancer in recto-sigmoidal junction until the anal region not included: ten patients.  
2. Histological grades: (according to the WHO classification) (24): Well differentiated; 
Moderately differentiated and Poorly differentiated. 
3.Stages of tumor  : ( according to Modified Dukes staging system) into (24): 
i. Dukes A.  ii. Dukes B  iii. Dukes C.  iv. Dukes D. 
A control group of 20 patients with non specific colitis disease was also selected 
randomly from the same center in the same year.  A manual avidine-biotin-peroxidase 
complex procedure was used in the immunohistochemical analysis (Dako Cytomation, 
Copenhagen, Denmark);the expression is appeared as  cytoplsmic staining(25). 
The intensity of TP53 over expression staining was either negative, weak positive or 
strong positive according to the number of cells showing positive expression in 
comparison to scoring by Sophia K. et al 1999 (26) where by:- 



 
 
Kufa Med.Journal 2012.VOL.15.No.1 
 

 27 

Score zero:  none of the cells (or < 5%) were stained 
Score    +1:   less than 10% stained cells  
Score    +2:   10% - 25% stained cells 
Score    +3:   26% - 50% stained cells  
Score   +4:  >50% stained cells. 
The pattern of TP53 expression was according to qualitative assessment in to faint and 
dense staining pattern. Statistical analyses of all results were performed according to 
Chi square test at the level of significant P value  ≤ 0.05 and standard  deviation 
depending on Danial 1983 (27) and the  help of SPSS statistical package (verge 10&13). 
 
Result :- 
All 20 cases of normal colonic tissues (non specific colitis) revealed negative TP53 
immunohistochemical over expression in nucleus or cytoplasm.  
TP53 over expression was detected only with nuclear localization. ( Figure 1A and 
figure 2 in A&B) . Out of the 50 cases , 39 cases (78%) give positive I.H.C staining and 
11 cases (22%) give negative I.H.C staining there were significant relationship between 
the P53 expression and colorectal carcinoma tissue P value < 0.05 ,(table 1 ). The 
positively staining cases were 18 cases ( 36% ) with weak positive as [14 cases score +1 
and 4 cases score +2 ] and 21 cases (42%) were with strong positive as [ 9 cases score 
+3 and 12 cases score +4]  , (table 2)  . Out of 39 positive cases there were 15 cases 
(38.4) with faint staining pattern , figure (2A) & 24 cases (61.6) with dense staining 
pattern figure(2B). There were significant relationship between the intensity and pattern 
of TP53 immunoexpression, (table 3).  
Out of the 29 cases at distal site, there were 24 cases (82.7%) positive and out of the 13 
cases of rectal site, there were 10 cases (76.9%) positive and out of 8 cases of proximal 
site, there were 5 cases (62.5%) positive, (table 4). Weak positive nuclear staining was 
reported in 13 cases (72.2%) of distal site and 2 cases ( 11.1% ) of rectal site and 3 cases 
(16.6% ) of proximal site ,while the strong positive recorded in 11 cases (52.3% ) of 
distal site  ; 8 cases ( 38.1% ) of rectal site  and 2 cases (9.6%)of proximal site , (table 
5). Faint staining pattern was in 7 cases (29%) of distal colon cases, 5 cases (50%) of 
rectal colon cases & 3 cases (60%) of proximal colon cases and the dense staining 
pattern was in 17 cases (71%) of distal colon cases, 5 cases (50%) of rectal colon cases 
& 2 cases (40%) of proximal colon cases, (table 6). There was no significant 
relationship between the site of tumor and the TP53 expression, intensity & pattern (P 
value >0.05). 
Out of the 20 cases of grade I  ,there were 12  cases( 60% ) positive  and out of the 11 
cases of grade II  ,there were 9 cases (81.8%) positive while in grade III there were 18 
cases ( 94.7%) out of the 19 cases were positive , (table 7) .Weak positive nuclear 
staining was reported in 4 cases (33.3%) in grade I, 4 cases( 44.4%) in grade II and 10 
cases (55.5%) in grade III ;while the strong positive nuclear staining  recorded in 8 
cases (66.7%)in grade I ; 5 cases (55.6%) in grade II and also 8 cases (44.5%) in grade 
III ,(table 8) . Faint staining pattern was 3 cases (25%) in grade I, 4 cases (44.4%) in 
grade II &  8 cases (44.4%) in grade III while dense staining pattern was 9 cases (75%) 
in grade I, 5 cases (55.6%) in grade II & 10 cases (55.6%) in grade III,(table 9).There 
was a significant relationship between the grade of tumor and the TP53 expression (P 
value < 0.05) but not with the intensity and pattern of TP53 expression (P value > 0.05). 
Out of 8 cases reported in Dukes A, there were 5 (62.5%) positive cases and out of 15 
cases reported in Dukes B there were 11 (73.3%) positive cases and out of 15 cases of 
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group reported in Dukes C, there were 15 (83.3%) positive cases and out of 9 cases 
reported in Dukes D there were 8 (88.8%) positive cases, (table10).Weak positive 
nuclear staining was reported in 5 cases (71.5%) in  Dukes A , 8 cases (75%) in  Dukes 
B, 4 cases (28.6%) in Dukes C and 1 case (12.5%) in  Dukes D  ;while the strong 
positive nuclear staining  recorded in 2 cases (28.5%) in  Dukes A , 2 cases (25%) in 
Dukes B, 10 cases (71.4%) in Dukes C and 7 cases (87.5%) in  Dukes D , (table11) . 
Faint staining pattern was reported in 2 cases (28.5%) in  Dukes A , 8 cases (75%) in 
Dukes B, 4 cases (28.6%) in Dukes C and 1 case (12.5%) in  Dukes D while dense 
staining pattern was recorded in 5 cases (77.5%) in  Dukes A , 2 cases (25%) in  Dukes 
B, 10 cases (71.4%) in Dukes C and 7 cases (87.5%) in  Dukes D ,(table12).  There was 
no significant relationship between the stage of tumor and the TP53 expression (P value 
> 0.05) while significantly related with the intensity and pattern of TP53 expression (P 
value < 0.05). 
 
Table 1: IHC expression of TP53 of the colorectal carcinoma in comparison to benign 
group   

Total TP53 immunostaining 
Types of tissue 

% NO. % Negative % Positive 
71 50 22 11 78 39 Colorectal Carcinoma 
29 20 100 20 0 0 Colorectal Normal 
100 70 44.2 31 55.8 39 Total 

P value < 0.05 

 
Table 2: The intensity of TP53 immuno expression in colorectal carcinoma patients. 
 

% NO. Scores 
22 11 Negative score 

36 18 Weak positive score 

42 21 Strong positive score 
100 50 Total 

 
Table 3: The correlation between the pattern and intensity of TP53expression in 
colorectal carcinoma patients 
 

Total Pattern of TP53 nuclear expression 
Intensity of TP53 staining 

% NO. % Dense % Faint 
46 18 44.5 8 55.5 10 Weak positive 

54 21 76.2 16 23.8 5 Strong positive 

100 39 61.6 24 38.4 15 Total 
P value < 0.05 
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Table 4: The percentage of TP53 expression in relation to tumor sites.   
 

Total 
TP53 expression 

Sites of tumor Negative Positive 
% No. % No. % No. 
16 8 37.5 3 62.5 5 Proximal 
58 29 17.3 5 82.7 24 Distal 
26 13 23.1 3 76.9 10 Rectal 
100 50 22 11 78 39 Total 

P value > 0.05              
 
Table 5: The intensity of TP53 expression according to the sites of tumor. 
 

Total TP53 intensity 
Sites of tumor 

% NO. % Strong % Weak 
12.8 5 40 2 60 3 Proximal 
61.5 24 45.9 11 54.1 13 Distal 
25.7 10 80 8 20 2 Rectal 
100 39 54 21 46 18 Total 

P value > 0.05            
 
Table 6: The pattern of TP53 expression according to sites of tumor. 
 

Total Pattern of TP53 expression Sites of tumor 
 % NO. % Dense % Faint 

12.8 5 40 2 60 3 Proximal 
61.5 24 71 17 29 7 Distal 
25.7 10 50 5 50 5 Rectal 
100 39 61.6 24 38.4 15 Total 

 P value > 0.05  
 
Table 7: The percentage of TP53expression according to grades of tumors. 
 

Total P53 Expression  
Grades of tumor 

% NO 
Negative Positive 

% NO % NO. 
40 20 40 8 60 12 Grade I 
22 11 18.2 2 81.8 9 Grade II 
38 19 5.3 1 94.7 18 Grade III 
100 50 22 11 78 39 Total 

P value < 0.05               
 
Table8: The intensity of TP53 expression according to the grades of tumor.  
 

% Total 
TP53 intensity 

Grades of tumor 
% Strong % Weak 

30.7 12 66.7 8 33.3 4 Grade I 
23.2 9 55.6 5 44.4 4 Grade II 
46.1 18 44.5 8 55.5 10 Grade III 
100 39 54 21 46 18 Total 

P value > 0.05 
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Table 9: The pattern of TP53expression according to grades of tumor. 
 

Total Pattern of TP53 expression Grades of tumor 
 % NO. % Dense % Faint 

30.7 12 75 9 25 3 Grade I 

23.2 9 55.6 5 44.4 4 Grade II 
46.1 18 55.6 10 44.4 8 Grade III 

100 39 61.6 24 38.4 15 Total 
P value > 0.05         

 
Table 10: The percentage of TP53expression according to staging groups 
 

Staging groups 
TP53 Expression Total 

Positive Negative 
No. % 

No. % No. % 
Dukes A 5 62.5 3 37.5 8 16 
Dukes B 11 73.3 4 26.7 15 30 
Dukes C 15 83.3 3 16.7 18 36 
Dukes D 8 88.8 1 11.2 9 18 

Total 39 78 11 22 50 100 
P value > 0.05  

 
Table 11: The intensity of TP53 expression according to the staging groups. 
 

Staging groups 
TP53 Expression Total 

Weak Positive Strong positive 
No. % 

No. % No. % 

Dukes A 5 71.5 2 28.5 7 17.9 

Dukes B 8 75 2 25 10 25.6 
Dukes C 4 28.6 10 71.4 14 35.9 
Dukes D 1 12.5 7 87.5 8 20.6 

Total 18 46 21 54 39 100 
P value < 0.05 

 
Table 12: The pattern of TP53 expression according to staging groups. 
 

Staging groups 

TP53 Expression Total 

Faint staining pattern Dense staining pattern 
No. % 

No. % No. % 
Dukes A 2 28. 5 5 71. 5 7 17. 9 
Dukes B 8 75 2 25 10 25. 6 
Dukes C 4 28. 6 10 71. 4 14 35. 9 
Dukes D 1 12. 5 7 87. 5 8 20. 6 

Total 15 38.4 24 61.6 39 100 

P value < 0.05  
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Figur1:-A-negative nuclear staining of P53 in well 

differentiated colorectal carcinoma [40X]. 

 

B- Nuclear staining of P53 protein expression in well 

differentiated colorectal carcinoma by IHC  [40X].  

 

Figure 2:A-Faint nuclear staining pattern (low 

intensity) of P53expression in well  differentiated 

colorectal carcinoma [40X].                                                                                  

B- Dense nuclear staining pattern (high intensity) of P53 

expression in well differentiated colorectal carcinoma  

[40X] 

 
 
Discussion :-  
      The incidence of colorectal cancer shows marked variation throughout the world. In 
Iraq, the reports of ICR showed that colorectal cancer is rising & exceeding the gastric 
cancer to become the leading GIT cancer of death  for the past 15 years (28).The 
incidence of colorectal cancer was 4.55% of whole body malignancy, & represents the 
seventh cause of death from cancer (2). Colorectal cancer is not as uncommon in Iraq as 
has been believed & the incidence could well be increasing, especially since the life 
style is rapidly becoming more westernized (30).In the United States, colorectal cancer is 
the second most common visceral cancer in females (15.4% of all cancers) after breast 
and the third most common cancer in males (14.4% of all cancers) after prostate & lung 
carcinoma (31) .The P53 gene is mutated and deleted in more than one half of colorectal 
tumors, leading to inactivation of the P53 protein, and most of the mutations occur 
almost within its DNA binding domains.(32-35)  .The ability of P53 to promote PCD in 
response to mitogenic oncogenes was vital for its tumor suppressor function.(36). The 
P53 is a tumor suppressor protein which plays a key role in the regulation of the cell 
cycle and cell death and involves in cell differentiation, DNA repair, senescence, and 
angiogenesis, wild type P53 is a labile protein with a short half-life, accumulation and 
activation of this protein can be triggered by a variety of stress signals including DNA 
damage, hypoxia, nucleotide deprivation, viral infection, heat shock, and mitogenic or 
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oncogenic activation (37,38). The transcription factor P53 lies at the center of a protein 
network that controls cell cycle progression (growth arrest in cell cycle stages G1 and 
G2) and commitment to PCD. (39)  In addition, the P53 tumor suppressor can trigger cell 
senescence, and DNA repair (40). 
    In our study no IHC over expression of TP53 could be detected in all sections of 20 
cases of normal colorectal tissue. This fact has been supported by Abudolameer K.L 
2006; Bakus et al 2002 ; Meek et al 1999; Oren et al 1999  (52, 54, 53, 48), This was 
explained by that in normal (non stressed) cells TP53 is present at low level & latent 
(wild type P53) , which is a labile rapidly degraded protein with short half life, 
accumulation & activation of this protein can be triggered by a variety of stress signals 
including DNA damage; hypoxia; nucleotide deprivation; viral infection & mitogenic or 
oncogenic activation (55, 56). Our results have clarified that (78%) of the CRC cases were 
expressing TP53 I.H.C. nuclear stain in their histological section. (42%) of them had ≥ 
25% immunoexpression score (strong positive) & (61.6%) of them had dense staining 
pattern. With significant relationship between TP53 expression and colorectal 
carcinoma tissue and also between the intensity and pattern of TP53 immunoexpression 
.This result is lower than Abudolameer K. 2006(48), Yamac E. et al 2002(46), Royds J.A. 
et al 2000(57,  In agreement with Karaman G. et al2004(43), Kandiolar et al 2002(58), 
Moisier et al 1996(59) and Higher than Judith et al 2001(60) , Bakus et al 2002(54)and 
Kanavaros et al 1999(61) .These results can be explained by that the difference in 
samples numbers may lead to differences in expressions percentage. The TP53 gene is 
mutated & deleted in more than (75%) of CRC, leading to inactivation of P53 protein & 
most of the mutation almost within its DNA binding domains. Also the fundamental 
positions of P53 as the guardian of the genome reflect its central role in the DNA 
damage response (47,62). 
     In present study P53 over expression was higher in distal & rectal cancers than in 
proximal cancer. Also intensity of P53 expression in distal site CRC cases take the 
higher percentage than the rectal & proximal; And  the staining pattern was denser in 
distal colon cases than the other site ; with no significant relationship between the site of 
tumor with P53 over expression , intensity & staining pattern. This is in agreement with 
Antonio Russo et al 2005, Alexander et al 2003, who found that over (90%) of CR 
tumor with TP53 over expression were located in the distal colon & rectum (51, 65) Wade 
.S.et al 2001 observed that TP35 mutation was significant & more common in distal 
colon tumor,(66)  while Papat.S.et al 2006 observed that TP53 expression correlates 
significantly with the rectal site(67) . Samowit.et al 1997, Soong et al 2000& Diez et al 
2000 documented that I.H.C.TP53 expression is associated with distal colon.(64,68,69) . 
This was explained by that certain dietary associated risks which are the strongest in 
distal colon & in the rectum .The presenting of these mutagenic agents for long period 
might have more pronounced effect on P35 mutation & caused the observed association 
with more aggressive clinic pathological features also they have found significant 
higher rate of P53 mutation in the left colon than right colon explained by different 
molecular path to carcinogenesis between right & left sided CRC( 41). Abudoalameer L. 
2006 & Maria N. et al 2003 have no significant correlation between TP53 expression & 
site of  CRC (48, 45). In our study the percentage of P53 expression is increased with the 
dedifferentiation of the tumor. Also the intensity of P53 expression was more in poor 
differentiated tumor and  the staining pattern was denser in well differentiated than 
other grades. This matches many other studies; Claudia V. et al 2007 who identified that 
P53 over expression rate was increased with dedifferentiation of CRC (36), Change 
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W.F.et al 2001 identified that TP53 expression was (33%) in grade I ;( 43%) in grade II 
& (66%) in grade III (50), Abeezar.I.et al 2001 identified that TP53 expression was 
(50%) for poorly differentiated cancer & (67. 4%) for other grades of tumor (49) & 
Antonio Rusee et al 2005 &Maria et al 2003; Kyu.Eun.Lee et al 2003 identified that 
differentiated cancer express more P35 (49. 3%) than undifferentiated cancer (38.9%) 

(51, 45,42). In our results, there is a significant relationship between TP35 expression & 
grades of tumor but not with its intensity or staining pattern; this is not agreed by 
Abudoameer. L. 2006, Maria.N.et al 2003, Mohammed. R. et al 2007& Abeezar I. et al 
2001 (48,45,41,49) .while Karaman G.et al 2004 & Kyu Eun Lee et al 2003 identify that P53 
expression has significant correlation with grades of tumor ( 42,43) .  In this study, P53 
over expression was higher in advanced stages than in earlier stages. Also the intensity 
was stronger & the staining pattern was denser in higher stages Dukes C and D than the 
lower stages. There was no significant correlation between staging group of cancer and 
TP53 expression while significant relationship with the intensity and staining pattern. 
This result was in agreement with Yamac E et al 2002, C S Leung. et al 1997, Antonio 
Russe et al 2005 & Wades et al 2002 (46,62,51,66) . Mohammed Reza et al 2007 identified 
TP53 expression (52.8%) in B, (65.5%) in C& (88.8%) in D.(66) . Abudolameer2006; 
Maria N et al 2003; Martha L et al 2002; Morgan M et al 2002& Abeezar I et al 2001 
identified no significant relationship (48, 45,47,44,49) .This can be explained by the different 
in samples size and the cases finding.   
 
Conclusions:- TP53 over expression was significantly noted in colorectal carcinoma 
tissue, while normal epithelial and benign colorectal tissue did not express TP53 
protein.                      
 
Recommendations:- Larger epidemiological studies of colorectal carcinoma are 
warranted for further definition of TP53 gene mutation and  to elucidate the effect of 
TP53 gene mutation on both the survival rates & the response to treatment in Iraq.  
 
References :- 

1. George E.L. and Suresh H.M. Multistage carcinogenesis and the incidence of 
colorectal cancer. P.N.A.S.2002; 99(23): 15095-15100. 

2. Result of Iraqi Cancer Registry 2000-2002, Iraqi Cancer Board, Ministry of 
health, Baghdad-Iraq 2005.  

3. Munro A.J, Lain S, Lane D.P.et al .P53 abnormalities and outcome in colorectal 
carcinoma a systemic review. B.J.Of Cancer 2005; 92; 434-444. 

4. Joerger A.C, Fresht A.R .Structural biology of the tumor suppressor P53 and 
cancer associated mutant. Ad. Cancer Research 2007; 4:161-167 

5. Strachan T., Read A.P.Human Molecular Genetics. Cancer Genetics 1999; 2:18. 
6. Soussi T.de Fromental C.C, Nayp. Structural aspect of the P53 protein in relation 

to gene evolution. Oncogene 1990; 5:945-952. 
7. Hollstein M ,Sidranshy D ,Vogelstein B,et al P53 Mutation in human cancer 

.Science 1991; 253:49-53. 
8. It O.E,Saitok K. et al Differential diagnosis of atypical epithelial of biopsied 

gastric mucosa using staining of Ki-67,P53 ,Hmlh2 and MDM2 Expression .Exp 
Clin Cancer Rese 2002;21:527-537. 

9. Lanfrancone L, Pelicci G .Cancer Genetics: Curr Opin Genetics.Dev 1994; 
4:109-119. 



 
 
Kufa Med.Journal 2012.VOL.15.No.1 
 

 34 

10. Ryan K.M., Phillips A.C., Vous den K.H. Regulations and  function of the P53 
tumor suppressor protein Curr Opin Genetics.Dev 2001; 13:332-337. 

11. Hussein A.S., Hershel J., Ghada K., Correlation of Bcl-2 oncoprotein 
immunohistochemical expression with proliferation index and histopathologic 
parameters in colorectal neoplasia. Pathology Oncology Research 1999; 5(4): 
273–279. 

12. Kanarova E.A, Chamacov P.M .TP53 in cancer origin and treatment In. Cowell 
J.K.ed. Molecular Genetic Of Cancer 2 ed .Oxford :Bios San Diego,CA 
:Distributed by Acadamic Press 2001:195-216. 

13. Geoffrey M, Teresa N.et al .The Cell Molecular Approach, Cancer ASM Press, 
Wash D.C 1997; 625. 

14. Vogelstein B., Fearon E.R., Hamilton S.R., Kern S.E., Preisinger A.C., Leppert 
M., Nakamura Y., White R., Smits A.M.M., and Bos J.L. Genetic alterations 
during colorectal tumor development. N.E.J.M. 1988; 319: 525-532. 

15. Hollstein M , Rice K , Green blott M.S. et al .Database Of P53 Gene Somatic 
Mutation In Human Tumor and Cell Lines .Nucleic Acid Ress  1994;22:3551-
3555. 

16. Baker S.K, Feoron E.R, Nigro J.M.et al .Chromosome 17 deletion and P53 gene 
mutation in colorectal Cancer ,Science 1989;244:217-221. 

17. Hamiline B., Laurent-puig P.et al. Association of P53 mutation with short term 
survival in colorectal carcinoma. Gastroenterology 1994; 106:42-48. 

18. Auvinen A., Isola j.et al. Over Expression of P53 and long term survival in 
colon carcinoma. Br.J.C 1994; 70:223-296. 

19. Lanza J.r.G, Maestric I, and Dubini A.et al .P53 expression in colorectal 
carcinoma in relation to tumor type, DNA polyploidy pattern & short term 
survival .Am.J.Clinical pathology 1996; 25: 604-612. 

20. Munro A.J, Lain S, Lane D.P.et al .P53 abnormalities and outcome in colorectal 
carcinoma a systemic review. B.J.Of Cancer 2005; 92; 434-444. 

21. Michiko M, Takern I., Masamichi Y.et al. High incident of protein truncating 
mutation of the P53 gene in liver metastasis of colorectal carcinoma.Oncogene  
2002; 21(43):6689-6693. 

22. Volegestine B, Lane D, Levine A.J. Suffering of the P53 network. Nature 2001; 
408:307-310. 

23. Regine Schneider S., Carsten B., Brigitte P., Tino H., Frank M., Hans L., and 
Albert R. Differences in loss of p16INK4 protein expression by promoter 
methylation between left- and right-sided primary colorectal carcinomas . 
International Journal of Oncology .2003; 23: 1009-1013. 

24. Nakayama T., Hatachi G., Wen C-Y., Yoshizaki A., Yamazumi K., Niino D., 
and Sekine I., Expression and significance of Tie-1 and Tie-2 receptors, and 
angiopoietins-1, two and four in colorectal adenocarcinoma: 
immunohistochemical analysis and correlation with clinicopathological factors. 
World J. Gastroenterology 2005; 11(7): 964-969. 

25. James M, Crawford MD.Vinay Kumar: Rubins Basis of Pathology, 5thed, 2003, 
580-587. 

26. Akiros S, Rikno M: P53 IHC of ulcerative colitis associated with dysplasia & 
cancer .Pathology International 1999; 49:10:858. 

27. Danial L, Wayne W: Biostatistics: Of Omedation for analysis in the health 
sciences 3ed Ed 1983. 



 
 
Kufa Med.Journal 2012.VOL.15.No.1 
 

 35 

28. AL-Bahrani ZR, AL-Hadithi RH, AL-Bahrani AZ. Colorectal carcinoma in Iraq: 
Clinicopathological study. The Arab JG, October 2003, vol.4:104-110. 

29. Result of Iraqi Cancer Registry 2000-2002, Iraqi Cancer Board, Ministry of 
health, Baghdad-Iraq 2005.  

30. Hatam HA, Sarhan HH&Al-Salihi AR.Colorectal cancer: review of 94 cases in 
AL-Kadimiya teaching hospital .Iraqi, J Med Sci, 2004; vol.3 (1):73-76. 

31. Cotran R, Kumar V, Robbins SL, Pathological Basis of disease .W.B Saunders 
Company 1989:262. 

32. Friedlander P., Haupt Y., and Prives C. A mutant p53 that discriminates between 
p53-responsive genes cannot induce apoptosis. Mol. Cell. Biol., 1996.16: 4961-
71. 

33. Bartek J., Lukas J., and Bartkova J. Defects in cell cycle control and cancer. J. 
Pathol. 1999; 18: 95-99. 

34. Hahn S.A., Schutte M., Shamsul H., Moskaluk C.A., da Costa L.T., Rozenblum 
E.,Weinstein C.I., Fischer A., Yeo C.J., Hruban R.H., and Kern S.EDPC4, a 
candidate tumor suppressor gene at human chromosome 18q21.1. Science, 1996; 
271: 350-353. 

35. Zhang H., Schneider J., and Rosdahl I. Expression of p16, p27, p53, p73 and 
Nup88 proteins in matched primary and metastatic melanoma cells. International 
Journal of Oncology 2002; 21: 43-48. 

36. Claudia Valentina G, Adrian S, Corneulin Cristiar G, Raluca C.et al: Correlation 
of proliferation markers, P53 expression 7 histological finding in colorectal 
carcinoma .J Gastrointestinal Liver Disease 2007; 16(2):133-139. 

37. Deppert W, Buschausendenker G, Patschinysky T, Steinmeyer K.et al .Cell 
cycle control of P53 in normal (3T3) & chemically transformed (meth A) mouse 
cell requirement for cell cycle progression. Oncogene 1990; 5:1701-1706. 

38. Hatam HA, Sarhan HH&Al-Salihi AR.Colorectal cancer: review of 94 cases in 
AL-Kadimiya teaching hospital .Iraqi, J Med Sci, 2004; vol.3 (1):73-76. 

39. Appella E and Anderson G.W.Post transolation modification and activation of 
P53 by genotoxic stress .Eu J Biohem 2001; 268:2764-2772. 

40. Eichhorst T, Kammer P.H.Derengement of apoptosis in cancer Lancet 2001; 
4:345-358. 

41. Karsaman G.MD, Mohammad-Reza MD, Khadijeh Jami-Ahmedi Pharma D.et 
al: Correlation of nuclear P53 immunoreactions with the histopathologic features 
in gastric carcinoma .Archive of Iranian Medicine 2004; 7(4):279-283. 

42. Yamac E.MD, Mutafa Ali K, Eray kara MD,Hasan Aydede MD.et al :Value of 
P53 protein expression & its relation wityh short term prognosis in colorectal 
carcinoma. Annals of Saudia Medicine 2002; 22:5-6. 

43. Abudoalameer K.Leelo AL-Abaidy .Immunohistochimical study of cell cycle 
regulatory protein Ki-67, BCL-2, &Expression of Bax, TGF-B1, MRNA.In 
colorectal carcinoma; a thesis submitted to the College of Medicine of Al-
Nahrain University –Department of Microbiology 2006. 

44. Meek D.W. P53 Induction: Phosphorelation sites cooperate in regulation. 
Cancerr Biol Ther 2002; 1284:286. 

45. Oren M. Regulation of the p53 tumor suppressor protein .J. Biol. Chem. 1999; 
274:36031-36034. 

46. Backus H.H.J., Van Groeningen C.J., Vos W., Dukers D.F., Bloemena E., 
Wouters D., Pinedo H.M., and Pete G.J. Differential expression of cell cycle and 



 
 
Kufa Med.Journal 2012.VOL.15.No.1 
 

 36 

apoptosis related proteins in colorectal mucosa, primary colon tumors, and liver 
metastases. Journal of Clinical Pathology 2002; 55: 206-211. 

47. Vogelstein B., Fearon E.R., Hamilton S.R., Kern S.E., Preisinger A.C., Leppert 
M., Nakamura Y., White R., Smits A.M.M., and Bos J.L. Genetic alterations 
during colorectal tumor development. N.E.J.M. 1988; 319: 525-532. 

48. Gracia H, Garcia J, Banes B, Vicioso R.et al colon cancer: P53 expression & 
DNA ploidy .Their relation to proximal or distal tumor site. Res ESP Enfern Dig 
1999; 91:481. 

49. Royds JA, Webely KM, Shorthous AJ.et al: Effect of mutation & conformation 
on the function of P53 in colorectal cancer.J Pathol 2000; 191:381-367. 

50. Kandiolar D, Zwertek R, Ludwig C.et al: TP53 genotype but not P53 
Immunohistochemical results predict response to preoperative short term 
radiotherapy in rectal cancer .Ann Surg 2002; 235:493-498. 

51. Mosnier J.F., Perret A.G., Vindimian M., Dumollard J.M., Balique J.G., 
Perpoint B., and Boucheron S. An immunohistochemical study of the 
simultaneous expression of Bcl-2 and p53 oncoproteins in epithelial tumors of the 
colon and rectum. Arch. Pathol. Lab. Med.1996; 120(7): 654-659. 

52. Judith A.M., Joy J.D., Val G.R., Stephanie C., Fareeda Y.A., Joseph F.L., 
Graeme I.M., and Howard L.M. Expression of cell cycle control proteins in 
primary colorectal tumors does not always predict expression in lymph node 
metastases. Clinical Cancer Research .2000; 6: 1113-1118. 

53. Kanavaros P., Stefanaki K., Valassiadou K., Vlachonikolis J., Mavromanolakis 
M., Vlychou M., Kakolyris S., Gorgoulis V., Tzardi M., and Georgoulias V. 
Expression of p53, p21waf, Bcl-2, Bax, pRb and Ki-67 proteins in colorectal 
adenocarcinomas. Med. Oncol.1999; 16(1): 23-30. 

54. Leng CS, Cheung M.H.Y, Wong C.M, Lau K.W.et al: P53 Mutation detected in 
colorectal cancer patients in Hong Kong. Cancer Epidimiology biomarkers and 
prevention 1997; 6:952-930. 

55. Alexander H.M., Sandra J.C., Matthew D., John N. Primrose P., Johnson M., 
and Jeremy P.B. Hdm2 recruits a hypoxia-sensitive corepressor to negatively 
regulate p53-dependent transcription. Current Biology 2003; 13: 1234–1239 

56. Wade S.S., Joseph A.H., Karen C., Sandra L.E., Adrianne R.W. et al. Inverse 
relationship between micro satellite instability, K-ras, and p53 gene alterations in 
colon cancer. American Journal of Pathology 2001; 158: 1517-152. 

57. Papat SA,Chen Z,Zhoe D,Pan H.et al .A prospective study blinded analysis of 
thynidylate synthase & P53 expression as a prognostic marker in adjuvant 
treatment of colorectal carcinoma .Annals of Oncology 2006;17(12):1810-1817. 

58. Sarela AI, Macadam RCA, Farmery SM.et al: Expression of anti apoptosis gene, 
Surviven, Predict death from recurrent colorectal carcinoma, Gut 2000; 46:645-
650. 

59. Soong R,Powell b,Elsalen H,Gnauas ampanthan G.et al .prognostic significant 
of TP53 gene mutation in 995 cases of colorectal carcinoma influence of tumor 
site ,stage ,adjuvant chemotherapy & type of mutation .Eur J Cancer 
2000;356:2053-2057. 

60. Diez M, Medrano M, Mugureza J.M, Ramos P.et al: Influnce of tumor 
localization on the prognostic value of P53 protein in colorectal 
adenocarcinoma.Anticancer Res 2000; 20:3907-3912. 

 


