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HEiEE4R (EX) Search for the anti—tumor derivatives containing the somatostatin
sequence focusing on the hydrophobic index

HERRE
JEA#F ( TSUDA YUKO )
HEFERKE - EZ2E - HiR
MEEES : 10098478

WFZERE RO (Fax0) : (1) Y~ F AXF U EAIX-Tyr-D-Trp-Y) OB /AMEZEmDDL L H72 Y
Ho@EH, Tyr BEOBEBREZITV, L0 BUKPEIZ S ARSI O BE5E 2 3k 2t S 215
7o (2) CR &) ICBUKMEEZHETLHF 7FAELZEAL, p-Trp % Lle ICEHT L2 LTk
D, DNA R U A2 F—F (pol) B ZIRAGIZFLE USES AR EsE e 2483 2L EM & 157=,
(3) & BICHEEMMAL NS 2 R Lo b A% NBD CHGAZRE L. & OMBaN A6 % it
LR, 7 X~ TR LT 7 TV EEHLEMIIEE R IENLTWD Z E 250
Iz L7,

Wroep B O MEE (% 3C) @ A structure—activity relationship studies revealed that
hydrophobicity of YO-14 could be responsible for their antiproliferative activity. This
hypothesis has been explored in this project using the somatostatin sequence,
X-Tyr-D-Trp-Y, and peptide synthesis technique: (1) substitution of Tyr produced more
hydrophobic YO compounds with higher antiproliferative activity than YO-14; (2) double
replacement (X-Tyr—-Ile-NH-naphthalene) created a potent and f —specific DNA pol
inhibitor; (3)the distribution of YO compounds incorporated fluorescent NBD,
demonstrated that an adamantane moiety had an excellent permeability.
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2008, 51, 5121; Bioorg. Med. Chem. Lett.
2008, 18, 6199) ,
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1. YO{L&WOBKEE index & NS F—4

TOF-MS: m/z [M+H]"

Compound  Retention time” Hydrophobicity”

(min) o Found Clacd
YO-14 246 49.5 501.7 501.6
YO-13 242 501.5 501.6
YO-89 304 516 591.7 5916
YO-90 299 511 5916 591.7
YO-91 213 / 5926 5927
YO-92 211 / 5924 5927
YO-109 411 556 485.9 4856
YO-110 41.6 55.1 485.9 4856
YO-111 443 58.5 535.3 535.6
YO-112 433 59.6 535.5 535.6
YO-113 455 59.9 535.3 535.6
YO-114 446 55.9 535.4 535.6
YO-115 39.1 516 529.3 5296
YO-116 384 48.9 5294 5296
YO-133 14.9 / 4952 4952

YO-134 328 / 657.3 657.3
YO-135 62.1 / 1108.6 1108.6
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2. Y0-96 @ DNA pol FEHEFEM

Mammalian pols ICsg values (uM)

[A-Family]

Human pol >200
[B-Family]

Calf pol o =200
Human pol & =200
Human pol & =200
[X-Family]

Rat pol B 11507
Human pol & =200
Human pol p =200
Calf TdT =200
[¥-Family]

Human pol n =200
Mouse pol 1 =200
Human pol & =200
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THE B INREOBEEICEN TR, %
D Z & YO-14 P 5O AN A 8 GE I ) %
ICFHE L TWAAEME2 RIS (K3),

A] NBD-CI

B] NBD-Tyr-D-Trp-adamantylamide

[C] NBD-Tyr-D-Trp-naphthylamide

[D] NBD-Tyr-D-Trp-cyclohexylamide

E 3. Colon26 7 #ARRIZ #5175 NBD S ILiE
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