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ATRE , AR e M e

[0025] 4 i J&] 303300 il 500 (100 ot P 5 A 4 B R A v 1 S 0 M 20 e B ) o 4 R B o e AT
Tk an M BT AE G,/S AR, U BEATTREN S BHIRE ) 4 4t i 5 B3 IR . XF M G,
M2 rh 40 fe ) BAS A s e N S B 40 MY, 140 I 7 B 40 A RN CLIOR R R P 7R 1)
AR . R LD T 6 s 2 LB e 0 B 1 40 P S B A o X A LI R LA
ok T P T 2R 0 T ) e ST o 3 ) T 2R A T S S0 AR L R K DRz R (mibefradil) |
WABHF (efonidipine) - ZHEME (ethosuxamide) \EFEFJE (sutinib) JTTL-1177 (ERIMLA
W, {iR T F )52 CHk :Gray, L. S. , Perez—Reyes, E. , Gomora, J. C. , Haverstick, D. M. ,
Shattock, M. , McLatchie, L. , Harper, J. , Brooks, G. , Heady, T. F1 MacDonald, T. L. (2004)
Cell Calcium( 404" ) 36,489-497) FUHRSESE . BRI, SN MOOREFLE G, ), LB/ 7 e 40
HaAM RS, (H MR E5IIE O0 T 2038 G,/S IN, 40 Bt 4 B e A3, M A4 fg [F]28 T G,/
So AL AN I3E 40 ek T sk 40 At A BE R R AT S O A TR . AECL TR SEREE] 1 Hp ik — 20 H
BT IE— .

[00261 41 it &1 HH 0 il 551 1 e FH 389 0 1 Ak T G /S BI4I I B 2 . fEIZM A 2 )5, T
FH 2220 —BhAk oy 500 B 570 & 550 1 300 o B B ) R T AR SR B ) SR PR AL T 41 e S
HIR S BT . A7 0] D e AT ), i MeF R s AL 5o 4 e s 2 m] BLag e
ST JERRE AL T AT BL A LA W BBt 22 3 2500, JF Honl DAk B T A1) Sk - B 5
I % [temozolamide (Temo) 15— i JK W& IE .6— 7 L M2 14 | 1 >k 45 % (bleomycin) « F 41
(carboplatin) L4 (cisplatin) ik B2 (dacarbazine) . % F L2 (doxorubicin) .
KA (epirubicin) MAE W (etoposide) « B2 LIk (hydroxyurea) « 57 i i B J#
(ifosfamide) 7 HE (irinotecan) FFMNEEE (topotecan) 2 UL (metotrexate) .
K 6 B B (mitoxantrone) . B v F) 41 (oxaliplatin) . & #2 ¥ (paclitaxel). % 7§ &
£ % (doocetaxol) . ¥ F 16 W (vinblastine). ¥ & i il (vincristine). K F ¥ V&
(vinorelbine) K& HIF (vindesine) 22 E 3 C KA A . 2/0—Fh b7 M50 =T LA
TEJHCR BIFA) 3 2 A0~ 2 J5 B it o 3G i3 ] DAFE 22 /b —Fi b7 R &2 a2 5
B i B S T P A0 R A R N 4 i RS 2R TR IR TR) B, Fe /P B AR 2R T At i )
IR G /Se &JTIEE I T AL TS BOM IR 40 ML) 1 40 35, T3S i 1 22 20— Rk ) 1551
T B SR R B A R R A s FF BB S BRAIC T R PE IS 1 o B I LR 4 i P T
MEREE.

[0027] W] DAAE it FH 22 20— by 5] AR50 5 3O AR = B — 3 Rl i 2 s 3 iR A
S B S D), DAY SR B i) 1) 48 B s 1 7 AR, MO AT DAL R R AR g — P R =
it FH o SR S 500 R 5 O A — 8 0 2R A R A PR R 22 T G, /S

[0028] 4 fitw JAl HH 0 55 v DL i B Pl A2 i A, BLHE B W o0 B K A UL S IR Y
P AR 32 B T B8 R o 40 S S ol 50 ¢ 0 R P 2 e AR 1. R 24T LA LA
=TT AU, 1 2 25 AL BUIRBEE [R] 257 ] 852 184
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[0029] T 7445 18 1& 0 ) 551) PR il 401 Jf 47405 A N b A B, 306 T 22 1 O B 1) 4T i o 78 A DK
PRI o XSO F2 By 7 045 48 Hh s I Al TE RN TR 3 AR . T RS )
V)BT RN 2 PR A UM, SR TE A U288 J LA SO X A TE AR 28 T IS TR
AN M3 5E . Bt de tH, T 80 18 8 N REAEAE WS AR S s g A M B R . 2D
— R B AEGR], K DU R, DL B UE B IR R EAA 20, R L) T s E i D RE. 5
HEN IR T¥E 7 R s O A SRR PR A 5 B 4l Mo G 52 A 1 .

[0030] T RUEGIEEAFAE T 0 R U R A Mo R b o B ARHh, T AY45@TE 1) Cav. 2
AP 2 L2 9 R BHAE H AR o 19 50 e A 2R A X T 1B B4R LR 23 = 30,
N4 22 SCER TS :Asaga, S., Ueda, M., Jinno, H. , Kikuchi, K., Itano, 0., Ikeda,
T. FlKitajima, M. (2006)Anticancer Res ( HTIENTFT ) 26, 35-42,

[0031] 48 i J&] S0 il 5745 28047 1 1 BR S 27 T A% 40 W A0 48 o F SR 25 A0 G, /S i,
SLAE T ST ifs) 2 vhodk— 2 fARe . A, 4t T J S Al 500 1 Tt P A A 82 2 o B0 A 1) A=
KB, W F SCSEM 3 Frfd e o

[0032] 7t FH 40 e sl SRR 2 s A A ANES I 40 S S s ) (¢ 1) TR B o 12200 TR) B
Tl PLSE K2 0 /NI 22 K4 336 /NI VS o 0 TR B SC VR BT GL/S 11940 i 8k O\ 40 o 4]
AR S B, am ke P A At R HAF I, K2 5% & K4 25 % KB & T G,/S. 4 F S
S 40 M 5 )38 048 B i 1) 22 20— B AT 500 K500 B RO ) BB A R B
B R R 2R A0 A A R AR . 52 AR R AR ERR R

[0033] 5 AN I 40 B &1 30340 sl 5] PRy N TR) B 2 s it FH 22 20— i A 300 IR 500 5 JCST 1 5]
L EFIE DRIEAE T S BRI . “RICTEIRA AT T BRIk, b —Fi b TT
IR AA TR TSR 1 1) e B R R R AN ST AR N 5 )i R 2 56 A 5, e AN TR
[R50 EH AN 8] 70 B RS (B RGRIVA YT o DO ZS B B T 5, W DUSE R 20467 71557
TRIAIT T AN o TEIRYT BT AN MLseg Iy, mT LAAS A 40 B 85 22 5 e ik (temozolamide)
LEYRTT SRS, T DA 40 55 223675 (melphalan) S8 SEMefi% . 7E¥R 97 AR, 7]
DAAS FH 40 e 55 25 5 VA (gemcitabine) o FEIRYT FLMRIEEI, 7T LA A 40 o 85 52 5 v Athise .
PEYRTT S5 e i, m] DIAS 40 o5 2 2% E (irinotecan) BY 5— F JRMENE,

[0034]  IXFPATEE VYT, BT, Tl FH 48 J R S A0 w0500, SR i it FH 2 2 — i A 500 ) 55 = TR
157 B B 3 IR, ] T B ALK 8 B i ) 3 B B Bl AR, iR SCSE Tt 4 F0 5 b
SRR o FEAT FHZ AT ES VAT N, AH B T s FH AT BOBUR T =, S I 2 /b —Fp
AT ) AR50 R TR PR 3R B 3 TR 3R B A A

[0035]  SEjffs] 1

[0036] A 1 I EL AL B3 I 5 3F FE B 2 18] R N , B B A 23R ) i 0 I ot
N IR RE DX IX L 50 (3 i G 5E 1 e D VR anBAR B 2 shel W IR EEEGRIE AR 4E S B
KA B SRS SE A . 345 T R 0. 98 R* (B4 0. 92 1/ R T FHC i £k
FZ BT, AHOCHEANBE A THEWTERI B¢ &2 (HAE A, DIt (Bayesian) J7ika2fF &1,
PRI R 5 S AN T G TR AR S EH PR R SR 4T, i DA RBEL W45 i N A H N b BELIBT 380 . LA R 4%
i1 IRV A Z R R AR J b L B B 22 5 808 B H T ) 22 SR 1 R E B T P
BGIENZ AL, XL T A

[0037]  SEjifsl 2
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[0038] A F AL 40 B AR BUAR ZL b AT T 48 M F 3 #r . 7EKT 3 1, “Con” R R 4k
TR R0 . BT He e 40 B JE R i v 25 kM (nocodazole) AT, H TP 158
A FFAE MOAIBELIT AN i R 3 . AL DA TA AR BE ATO 4 A LT 78 M3 A e S
Wt A AR P E . R ALO 4R =B B AR G, 5 G, < 1A) ) 40 i S AS 2 a0 (LI
3 1y “Con™) , Bt LA, VMY 25 22 25 i 31 B B2 A1 IR 5 R ] Bk I AN B fE e
S0 o ] ARG, A (O BELDRT B BB PRI, DA T Y4 @ G BH WK DU B 2R (mib) ER (Ni) 8]
TTL-1177 (FHAZil A Tau Therapeutics #IH B LA G ) A FE4N MG T2 24 /N, AR )5
IINVEZG LM o TEANAFAE T 18 18 FELIT ) (1R800 B, 0 A 4% 15 25 IR M B AE G, 55 M2 [T
S0 0 ) A A s, G R SRR A A AL B A B e AR R A o AH S, DA T 2R A TR T O B )
(1% Kb A 41 52 B8 AE G, 5 Gy 22 TR) A 400 o] SRS 5 i, FRBELAL T W SR AN AL 1 K H v %5 1A
e | HE I TE G, 55 M 2 TR) A 40 i o A A i AR R o X IE B T 2080, 3 L B 5700456 0 B 1
N1 1 AE G, /S

[0039]  SEjfH] 3

[0040] 4 M\ AR U Bk (1) B g S RS AR N AR SR R 53 Rl el i R A AR i e . BB A
(¥ iR LR 24 100mm” [ ARFARE A, JF RV AR K 2R 200 22 300mm’, 48 J5 )5 37677« 571 PANC
219 i (1) /8 BRUIR FE A T AR BEE LUK DIt /R BL 65mg/kg p. o. b. i.d. #b¥E (F4n=10).
g I AR S A R AR I I S A RS AT RS IE o IR S R B R T8 4 o AbBRA Y
L HUNRAESS 9 R (D9) ZET, Wikl 4 HEIE kIR S5 E ST 259 AE, LT B85 18 i
FPHIFIAL LA 5 LR I8 o AH S, A 3L o At i 8g 4 B 1 -1 Gy/S sl 7 e AR
[0041]  SZJEfH) 4

[0042] A D54 40 i 2 7E B AR AEASE B i AT 17 N G o 4 Bes 1) A2 58 VR 97 B9 o
S5 D54 IR 16 B2 TR AR K /8 B, Al AR 2 37 K240 100mm® (R RN, LK DRz /R DA
40mg/kg p.o.q. i.d. KbF 7T RBEATAI, E5 7K, Fra sz 588 1D, It 25%
(1) S M40 MuEs Z R S ME NG, R4 5 Ko 7E 2 RCARTEZ J5, TR LK DUR7 /R A FE R /) B
A AR A SR DU R, )&k 35mg/kgp. 0. q. 1. d. o FEES 20 K, AESZ S MR 2 1)
/N B (PS4 R PR A2 173mm’, 5 0T L, 5 S M + oK DU i R /N BRHP 41 240 g 4
U 102mm’ (p = 0. 0485 ;n = 10/ 41 ;Student” s VL5, WE t— % )« FEATH 7 I8
RN EIEATRVC SRR AR Student” s t— K504 p = 0. 0329, fERAAPEA
BN T IR RS T DL 22 SR . W B S T IR R AL K P 3 AR B 1214mm’, 3
S+ e RT if 4t LA 22 SR At

[0043]  SCjfH] 5

[0044]  { FH D54 41 ffu Z 76 B 7 PR RS BB 0 b 3R 47 77 A B e o 41 e 988 1 A2 & ¥R T 1 3k
— DT, A4 DOA IR 1) K R B R D BB R VR AT, DK DR /R BL 40mg/kg
p.o.q. i.d. AbFE 7T REUA TR . 7658 7 K, I sz &N LD, 1) 25% ¥ S #4H
W25 258 S, R4 5 Ko 1E 2 RICANHE 2 )5, 7E AT UAK LR R AR /N B2 PR R
FAEK TUhr R, FE 2 35mg/kg p. 0. q. 1. d. » 7EK TR /RAGTE 5 K2 5, TR0 H %%
Bl , FEEE 5 R, HFRIE A LD, 1 10%, USRS — A s w2 5, As R 04
fi 20 JUNR A 6 IR AR R/ A A BRI E . SR ERT K 5 . (LB
T A B (/) LR 156 +65mm” (149 T3 AR, 1 AR S Me e RK DL by /R Kb 3 R B4
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IR AR A 704 19mm’ s AR 22 S5 2% B DAAS B ¥R 7 19/ BRORCAT B0 8 LU AR LA 4 e s 32 0A
7 B/ BRUAE 30 R TR BLUOR LY BE /N 55% o R4S 35 K, ACHE 2 IR BTAr 70 Bt X e i S A
BT o KETE 30 KA 35 RIFIXUE t K5 ,p < 0.0001. {E% 35 K, IEZH Wilcoxon
FE5RAT R 25 AR R p AH :0. 000106 3XF 53 B T A1 255 AR 2 A (1 B A e #50H
B2 ARl R T
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