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Table 1. Patient characteristics

Radiation- Radiation—

Characteristics sensitive (n=16) resistant (n=9)

p-value

Median age, years

65 (38-80) 59 36-73) 0452
(range)
Stage 0.727
IIB 10 (62.5%) 5 (55.6%)
B 6 (37.5%) 3 (33.3%)
IVA 1 (11.1%)
Mean tumor VO, 576 (1.5-1712) 637 (15-1562) 0514
cm® (range)
Cell type 1.00
Squamous cell 16 (100%) 9 (100%)
Medan PFS, monS 205 (10-104) 90 562 <0001
(range)
Recurrence
Local 0 9
Distant 1 1*
Current status
NED 14 0
AWD 0 3
DOD 1 6
DWOD 1 0

PFS; progression free survival, NED; no evidence of disease, AWD;
alive with disease, DOD; dead of disease, DWOD; dead without
disease

*One patient had local and paraaortic lymph node recurrence at
the same time
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Table 2. Results of immunohistochemical analysis for pAKT
in radiation-sensitive and radiation-resistant cervical cancer
tissues. The expression of pAKT was significantly more
frequent in radiation-resistant tissues than radiation- sen-
sitive tissues (p=0.007)

PAKT staining*

Total

Negative (n=17)  Positive (n=8) .
0 w2 3 D

Radiation-sensitive 6 7 3 0 16
Radiation-resistant 0 4 2 3 9
E7171E 8471201 (95% A1F]F7E 66-10178Y; 174]),

pAKT AT BT 44788 =2(95% AT 12-767)
;84 rAdE 2olE HATHp=0.015)(Fig. 2).
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Fig. 1. Representive examples of pAKT staining in cervical cancer. (A) No staining, (B) less than 50% with weak intensity
(1#), (C) more than 50% with weak or moderate intensity (2+). (D) More than 50% with strong intensity (3+) (A-C, x200;

D, x100).
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Fig. 2. Univariate progression free survival (PFS) analysis
of pAKT expression in 25 cases of locally advanced cervical
cancer. The “pAKT positive” expression in pre-treatment
biopsies is a poor prognostic factor for PFS (p=0.015).
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Increased expression of pAKT is associated with radiation resistance
in cervical cancer

Tae-Joong Kim', Jeong-Won Lee', Sang Yong Sondf, Jung-Joo Choi',
Chel Hun Chai', Byoung-Gie Kim', Je-Ho Lee', Duk-Soo Bae'
Devartments of Obstetrics and Gynecology’, Paz‘ho/ogf Samsung Medical Center,
Sungkyunkwan University School of Medicine, Seoul, Korea

Objective : The aim of this study was to investigate the association of phosphorylated AKT (pAKT) expression and radiation
resistance in cervical cancer.

Methods : A retrospective review was made of the records of 25 women who received primary radiation therapy due to locally
advanced cervical cancer (LACC) with FIGO stage IIB-IVA. Nine patients regarded as radiation resistant developed local recurrences
with a median progression free interval of 10 months. Sixteen patients did not show local recurrences, and were regarded as
a radiation sensitive group. Using pretreatment paraffin-embedded tissues, we evaluated pAKT expression by immunohisto-
chemistry.

Results : A significant association was found between the level of pAKT expression and local recurrence. Immunohistochemical
staining for pAKT was significantly more frequent in the radiation resistant than in the radiation sensitive group (p=0.007). The
mean progression free survival (PFS) was 84 months for patients with pAKT negative staining (17 cases) and 44 months for patients
with pAKT positive expression (8 cases)(p=0.015).

Conclusion : These results suggest that signaling from PI3K/pAKT can lead to radiation resistance in LACC.

Key Words : Cervical neoplasms, Radiation resistance, Local recurrence, pAKT, Immunohistochemistry
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