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Functional analysis of retinoic acid signaling in ovarian cancer
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High expression of Pinl in ovarian tumor tissues was correlated with
histological type (serous cancer) and clinically advanced stage (Il to IV stage). In a multivariate
analysis of factors affecting progression-free survival in 45 non-serous cancers, clinical stage and

high Pin expression were extracted as independent poor prognosis factors. The antitumor effect of
Pinl inhibitors was verified in cultured cell lines. The antitumor effect at low concentration was
confirmed in SKOV3 and EGCG, OVSAHO and Juglone, respectively. These results suggest that Pinl may
be one of the target molecules for ovarian cancer treatment.
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Pin1 Cox
Cox
RA IC50 (M)
SKOV3 OVCAR3 KURAMOCHI OVSAHO MCAS TOV-21G
ATRA NE NE NE 56.0 NE 73.7
CD437 05 10.2 403 8.7 6.0 31.2
Bexarotene 68.3 63.7 479 427 NE 33.0
Tamibarotene NE NE NE 46.5 NE NE
4-HPR 173 20.7 151 170 371 46
RA
Pinl
IC50 (uM)
SKOV3 OVCAR3 KURAMOCHI OVSAHO MCAS TOV-21G
Juglone | 335 40 506  7.26  54.1 282
EGCG | 593 189 254 276 366 308
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n ® Low High
(n=49) » (n=41) ®) P
Age
Average =SD 56.3+99 55893 0.781
Histologic type
Serous 45 50 16 33 29 n 0.001
N AC Other 45 50 33 67 12 29
Primary lesion
Ovarian 79 88 42 86 37 90 0.307
Tubal 5 6 2 4 3 f
Peritoneal 6 7 5 10 1 3
FIGO Stage
1 47 52 32 65 15 37 0011
n+m+iv 43 48 17 35 26 63
NAC
No 83 92 43 88 37 90 0.698
Yes b | 8 3 12 4 10
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PFS Univariate Multivariate
HR (95% CD P HR (95% CD P
Age 1011 09734-1049 0582
Pint expressin (high vs low) 2322 1.125-4794 0023
Pathology (Serous vs others) 4315 1.855-10.04 0.001
Stage (1 vs Il + Il +1V) 10330 3601-2963 000001 | 11240 2678-47.16  0.0009
Primary lesion (ovary vs others) | 1829 0.75-4.46 0185
os Univariate Multivariate
HR (95% CD P HR (95% CD P
Age 1018 09781059 0387
Pin1 expressin (high vs low) 2301 1059-4.543 0044
Pathology (Serous vs others) 3308 1452-7.539 0004
Stage (1 vs 11 + Il +1V) 7.124 27-188 000007 | 7124  27-188 00001
Primary lesion (ovary vs others) | 1828 0693-4825 0223
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Stage (I vs I + Il +IV) 7.077 40.19 0.027 | 8.066 4223 0.014
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