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[Abstract]  Background and Obijective:Patients with locally advanced rectal
cancer undergoing preoperative radiotherapy have disparity in pathological
tumor regression.  This study was to investigate clinicopathologic factors
correlated with pathological complete response (pCR) following preoperative
radiotherapy in rectal adenocarcinoma. Methods: In total 132 patients with
rectal adenocarcinoma received preoperative radiation from January 2002 to
June 2008 at Sun Yat-sen University Cancer Center. Pathological tumor
response after radiation was evaluated, and correlations of pCR to 12
clinicopathologic factors were analyzed using logistic regression method.
Results: A total of 18 patients achieved pCR after preoperative radiation, with
a pCR rate of 13.6%. Univariate analysis showed that pretreatment T stage
with or without concomitant chemotherapy, pretreatment serum CEA level,
and CA199 level were correlated with pCR after preoperative radiation in
rectal adenocarcinoma. Multivariate analysis revealed that pretreatment serum
CEA level and with or without concomitant chemotherapy were independent
factors for pCR after radiotherapy in rectal adenocarcinoma. Conclusion:
Patients undergoing preoperative radiochemotherapy with a low pretreatment
serum CEA level were more likely to achieve pCR.
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Table 1 Clinical characteristics and pathological
(total mesorectal excision, TME) , complete response (pCR) of patients with rectal
adenocarcinoma (n=132)
, 10% ~
15% Characteristic Cases pCR | Characteristic Cases pCR (%)
o 1) ( % )
N N ’ Gender Pretreatment CA199 (u/L)
o , Male 99 13.1 < 35 x10° 107 168
Female 33 15.2 =35 x10° 25 0
Age (yrs)
’ <50 44 11.4 | Pretreatment clinical
) o =50 88 14.8 staging
, Lower tumor margin T3NO 35 17.1
to the anal verge T3N+ 32219
’ ’ <6 em 95 137 T4NO 2 4.5
’ ’ 6-10 cm 37 13.5 T4N+ 43 9.3
5 Size of the primary Radiotherapy dose
tumor 30 Gy 27 7.4
1 <5 em 66 152 46 Gy 105 152
=5 em 66 12.1 | Concomitant
1.1 Pretreatment CEA (g/L) chemotherapy
2002 1 < 5x10° 73205 Yes 95 16.8
= 5x107° 59 5.1 No 37 5.4
2008 6
) 132 ’ 1. CEA, carcinoembryonic antigen; CA199, carbohydrate antigen 199.
=18
; <10 cm; -FOLFOX (5-FU)400
CT  MRI, mg/ m? , 1 ;5-FU 2.4~3.0 ¢/m*
(T3), (T4), 46 h, 1.2 (leucovorin)
(N+), CT 400 mg/m?, 1 (oxaliplatin) , 100
(MO); NN o mg/m*, 1 2 ,
. 22 o
, 5 , XELOX : (carpecitabine, xeloda)
R 1 000 mg/m?, 2, 1~14 130
o mg/m*, 1 , 22
1.2 o
s :RO ,
4~8 o , 18 RO ,
30 Gy ,9 30 Gy ( ) 72 Gy,
FOLFOX 1 1.3
;19 46 Gy Dworak’s
,40 46 Gy (tumor regression grading, TRG )™’
FOLFOX 2 ,46 46 Gy - TRGO; ,
XELOX 2 o ;TRG1 ; ,
X s . 25% ; TRG2 . ,
; , , 26%~50% ; TRG3 .
=2:1:1, 30 Gy( , ,  50%
3 Gy) 46 Gy( 2 Gy), ; TRG4 . (pathological complete
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response,, pCR), , 13.6% ,29 (22.0%) ,
, o (TRG3),46  (34.9%)
1.4 , (TRG2) ;
SPSS13.0 o 39 (29.5%) (TRGO
logistic TRGI1) .
, 0.05 ,0.1 , N N
o N . N .Dukes’ .
2 )
T . CEA L.CA199
, (P<0.10),
, . v (14
10.6%) . (5 ,3.8%). 3 Logistic , ,
2.3%) (1 ,0.8%),1 I CEA
, o CEA
° N pCR
18 ,pCR C 2)

2
Table 2 Multivariate analysis of clinicopathologic factors correlated with pCR following preoperative radiotherapy in

rectal adenocarcinoma

Variable Coefficient S.E. Wald value P value Risk ratio 95% CI for OR

Pretreatment T stage -1.063 0.611 3.025 0.082 0.346 0.104-1.144
Concomitant chemotherapy 1.657 0.827 4.015 0.045 5.243 1.037-26.508
Pretreatment CEA -0.286 0.120 5.649 0.017 0.751 0.593-0.951
Pretreatment CA199 -0.058 0.035 2.721 0.099 0.943 0.880-1.011

pCR (OR  5.243), :

(TRG) . . , o o ,
,TRG , ,
[3,4]
, . . 1] , EORTC
o 22921 ,
(TRG4,pCR) , pCR pCR 13.7% 5.3%,
o 8.7% 17.1%,
, , (P<0.005), FFCD9203
o , pCR , pCR 11.4%,
, 8.1%, (P<0.05)%,

13.6%, ol , ,
pCR 16.8%, ,
(pCR 5.4%) . . o



| JemK

922 ,
, o ; [ ]
[1]  Glimelius B, Gronberg H, Jarhult J, et al. A systematic
overview of radiation therapy effects in rectal cancer. Acta
' Oncol, 2003,42(5-6) :476-492.
° ’ [2]  Dworak O, Keilholz L, Hoffmann A. Pathological features of
°© ’ rectal cancer after preoperative radiochemotherapy [J]. Int J
FOLFOX  XELOX Colorectal Dis, 1997,12(1):19-23.
o , [3] Bouzourene H, Bosman FT, Seelentag W, et al. Importance
of tumor regression assessment in predicting the outcome in
, patients with locally advanced rectal carcinoma who are treated
’ with preoperative radiotherapy [J]. Cancer, 2002,94 (4):
’ 1121-1130.
o [4]  Vecchio FM, Valentini V, Minsky BD, et al. The relationship
(careinoembryonic antigen, of pathologic tumor regression grade (TRG) and outcomes
CEA) . after preoperative therapy in rectal cancer [J]. Int J Radiat
Oncol Biol Phys, 2005,62(3):752-760.
’ [5] Rodel C, Martus P, Papadoupolos T, et al. Prognostic
’ CEA significance  of  tumor  regression  after  preoperative
° Yoon . 351 chemoradiotherapy for rectal cancer [J]. J Clin Oncol, 2005,
s 23(34) :8688-8896.
CEA N pCR , [6] Rodel C, Sauer R. Integration of novel agents into combined-
modality treatment for rectal cancer patients [J]. Strahlenther
' Onkol, 2007,183(5):227-235.
° [7]  Bosset JF, Collette L., Calais G, et al. Chemotherapy with
Park o ’ CEA preoperative radiotherapy in rectal cancer[J]. N Engl J Med,
(>5%107% ¢/L) 2006,355(11) :1114-1123.
o s CEA [8] Gerard JP, Conroy T, Bonnetain F, et al. Preoperative
(<5x10 -6 g/L) pCR radiotherapy with or without concurrent fluorouracil and
20.5% ’ CEA 4 ’ leucovorin in T3-4 rectal cancers: results of FFCD 9203 []].
J Clin Oncol, 2006,24(28) :4620-4525.
© [9] Yoon SM, Kim DY, Kim TH, et al. Clinical parameters
’ predicting  pathologic  tumor response after preoperative
T pCR ° T chemoradiotherapy for rectal cancer [J]. Int J Radiat Oncol
, pCR . , Biol Phys, 2007,69(4):1167-1172.
[10] Park YA, Sohn SK, Seong J, et al. Serum CEA as a
’ ’ X predictor for the response to preoperative chemoradiation in
’ © ’ rectal cancer [J]. J Surg Oncol, 2006,93(2):145-150.
’ ’ [11] Zlobec I, Steele R, Nigam N, et al. A predictive model of
o 5 T rectal  tumor response to preoperative ra(li()therapy using
IOgiStiC , classification and regression tree methods [J]. Clin Cancer
Res, 2005, 11(15):5440-5443.
: [12] Zlobec I, Vuong T, Compton CC, et al. Combined analysis of
VEGF and EGFR predicts complete tumour response in rectal
’ ’ cancer treated with preoperative radiotherapy[J]. Br J Cancer,
2008,98(2) :450-456.
(VEGF) i (EGFR) (2,13] [13] Motlagh A, Azadeh P, Fazlalizadeh A, et al. Expression of
(Smac) (4] epidermal growth factor receptor as a predictive factor for
rectal cancer [J]. Arch Iran Med, 2007,10(3):301-308.
[14] , , , . Smac
’ ’ [J]. , 2008,27(2):178-

182.



