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Fig. 1. Tumor bearing C3H mouse.
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Fig. 2. Radiation set-up for C3H mouse. (A) Tumor bearing
mouse in cage. (B} Two opposing mouse holding cages with
bolus covering implanted tumor. (C) Two opposing cages
placed for radiation.
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Fig. 3. Tumor growth delay by SK-7041, radiation (RT), and RT+SK-7041 in RIF-1 cell line. (A) Absolute volume. (B) Volume ratio.

Table 1. Measured Tumor Volume of Experimented Mice

Tumor volume (mm3)

D Group
DO D2 D4 D7 D9 D11 D14 D18 D20
1 Control 231 352 400 550 930 1,049 1,995 3,091 4,147
2 Control 309 530 776 1,036 2,022 2,496 3,960 5,695 6,348
3 Control 19 298 345 575 922 1,563 2,346 3,276 3,802
4 SK-7041 176 249 317 525 725 1121 1,934 3,014 3,901
5  SK-7041 309 520 877 1,119 1,798 2,613 2,976 3,979 4,286
6 SK-7041 699 815 1,289 1,643 1,982 2,503 3,485 4,151 4,221
7 RT* 384 397 638 1,019 1437 1,966 3,129 4,603 5,460
8 RT 560 702 1,202 1,708 2,369 2,996 4,133 6,083 6,111
9 RT 276 243 340 437 711 1,051 1,514 2,242 2,618
10 RT+SK-7041 383 634 810 1,308 1,539 2,409 3,335 5,081 6,100
11 RT+SK-7041 262 289 389 423 566 787 1,194 1,765 2,229
12 RT+SK-7041 309 296 468 603 610 819 1,037 1,544 1,850
*radiation.
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—— Abstract

In vivo Radiosensitization Effect of HDAC Inhibitor,
SK-7041 on RIF-1 Cell Line

Eui Kyu Chie, M.D.*, Jin Hee Shin, B.S.*, In Ah Kim, M.D.* and Il Han Kim, M.D.*"L

*Department of Radiation Oncology, Seoul National University College of Medicine, institute of Radiation
Medicine, Medical Research Center, Seoul National University, Seoul, Korea

Purpose: To test the radiosensitizing effect of the newly synthesized novel histone deacetylase inhibitor, SK-7041
in vivo.

Materials and Methods: The RIF-1 cell line was implanted into the back of a 6-week-old female C3H mouse,
intradermally. The mice were grouped into control, drug, radiation (RT), and RT+drug group. SK=7041, 4 mg/kg
was administered intraperitoneally for six cycles every 12 hours for mice in the drug and RT+drug group. An
identical volume of phosphate buffered saline (PBS) was administered at the same frequency to mice in the
control and RT groups. A single 5 Gy fraction was delivered to mice in RT and RT+drug group 6 hours after the
fourth delivery. The volume of the implanted tumor was measured every 2~3 days to formulate the growth delay
curve.

Results: For the control, drug, RT, and RT+drug groups, the average duration for implanted tumor to reach a
volume of 1,500 mm® was 10 days, 10 days, 9 days, and 12 days, respectively. Moreover, the tumor volume
on D14 was 276.7 mm®, 279.9 mm®, 292.5 mm°, and 185.5 mm°, respectively (p=0.0004). The difference for
the change in slope for the control and drug versus the RT and RT+drug groups were borderline significant
(p=0.0650).

Conclusion: The results of this study indicate that SK=7041 has a radiosensitizing effect for the RIF-I cell line /in

vivo at a low concentration and this effect may be synergistic. Implementing this result to clinical trial is
warranted.

Key Words: Radiation, Histone deacetylase inhibitor, SK-7041, /n vivo
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