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AWFIETIE, BBEEO—D2OThHI VY IV VEAOHEZ Y Y ¥ DV BRICERR LA TEB OB 21T
W, R TERRRE, MEIEAEE, RO RREEE L OM AR EOMEEH LML, ThETIZ, BUE Y
BRUSNDO~T o B E & IE IR T2 A LEBOMEITE S SN TWAER, VU XY B % e AT
WA T DHFIEIL 1987 & 1990 FEICHE SN 2 OGO L TH Y | WP KAE, WERE, IRk
BEdE & OMAAMERICETAMZEITHRE SN TWVARY, LEaR- T, VU F Y UREBMBEERICAETIX 7 LA
YRIZE, ZRETICHLNIENRTWARAWRXZ LAY RT7 a7 L LTOHERMEE 24 LTV 5 Al etEss #)
FEEND, EFICHIRBMEERSIFBIN D Y XUV REKIBIERTICHE T 2 9 AN LB O & IEOR %%
1TV, ZOMEEH NI T DI EITo T,

B TIEITTF M (PNA) OFKICE YV XD UVREZEAL, U XV UVREAEERIZAET 2 PNA 2=y
M 7BNZENDZ—HFTEA L7 PNA OA L & FMRIELY % © -2 DNA & 0 —EHE AR & Zval i im & 31 E |
MR A PEREE T2, BV AP VBROMEL LTI, FI R0 IV MEROERIETH A 72TV 1-
Fv (PhO). vUF U3 A4y PO BLO. v N UEAOERETHD 1T ) 7 X TP (aPh). 3-7 3
JEVUFEY (aPz) AWML, PNA ~EEA L, AL P20 £721% aPz & — W ETE T PNA & FEAHAD 22 FL51]
%0 DNA QRGO ME _EHEERE L ZA, PHEBEY _HEHEEATHR L TWD Z ENfMR SN, £,
TN 5D PNA/DNA “ES{ O EN: & BARMRIE I E T2 & 25, P22 B LW aPz &G de PNA (3, [F UALE
ICF I e b v aET PNA LETHAH DNA L ORAREMETFT T3 b0, PPIEFIvn7r e
LCHM#E DNA T o7 F =%, aPz 3y by o7 s & U THAE DNA T o 77 =0 L &b 28 et i
MEBR LTS Z & &m L=, —J. PhO, aPh % — W AT& e PNA [ZMHIHI72 DNA & 0 " E#H2 L2 EL S
D ENREINT-, BFET VIO, 7TV UVRICHE LTV B VBB ANy 7 R— 2 & LIKEE
R ITO EHHEANLENRIEDL I ERRBINT,

BIETEC YD URAEBELTICAET AU R LAY R (P2°) @ NMR & W=l a s s A — g
URNT, 2T AR TR 7 LAY R (dP°) OB ITIEDRZE, DNA AklESR L OMAEMZHA ST 57200
V- FFXRTRX I VFY FZYU B (dP°TP) & Fk & DNA &kl & AR BRI T 2 B A 2 1T - 7=,
dPz°TP DA PRI TH 5 1P° DA FITEEICHE SN TV DA, ERICAREIT ) L ET &4 MEANH
DMl FNLEERL., BOBRED P E2EDLZ LI Lz, B 57 P20 OB = vk 2
—2ar% IHNMRHIETHIT L2 24, VARXZ LAY RTHAZ L bLT, X7 LTy FofdEL L
TIEHTFAFLVIRX I LAY FIZEVWSEDOa L RmA =2 a v EFELTWAZEEZH LML, &512dP° D
AR, BHWTdH % dPOTP DAL A ERR T 5 = L Mk, % LT, dPz°TP 73 DNA &% #i%# (Klenow Fragment,
KF) OFEEIZY 2 20T 2720 B EMERISETo7mE A, 77 Lb— b EOMMRENRT T =
DEEDHBTFA v —PEOMENERINTZ, X512, dPZPTP NIV AENTH & OHRE ISR HEITT 2 04
HEToTRL A, SLRLIEOMENERINTZ, ZORBEND. B LT dPzOTP X DNA & kEEE O E &
Y FIVoT e sl LT fTREE A RIE LT,

(i3] BV OV BABBIERIICET A4 ) S~ — 0 AEEICHOW L, FI oI5 LT Fa s
Th2 PLRTTFZUEMHAL, P oo TTulThsd aPz 37T =0 b FHEATH I EnHLN
R BaxGTRREERICELTETF I Vo7 e Bl o7 e 7 LTES ZEEHLMNTI LT,
Fo, WENEREREOWEIZ, ZNOHDHEEE A IX T LATF FRLX I LAY RZY VERICEALTHIR
BENAEHHBENDZENEX T LAY R=U U (dPZOTP) OARICET L, HEPRIAE P2 &I T
HINRYEAER L, BERRBMRIC T =877 =) Vi (dPPTP) DAk & 2 L7-, dPz°TP ® DNA A k%
FLOMAEREZTI-L 25, dPOTP |Z DNA SREEZE DB L7205 Z LR SN, FERVIAEN-ED
FHOMELZHELR2WZ ENLTF IV OH=T7 a7t LTorEEE R L,

fii%  WICERIT, T3 2000 F & 93300 7z 1B ORMT 20, b L<IEHEI 800 7F 4 1R L T Z S0y,

Note : Thesis Summary should be submitted in either a copy of 2000 Japanese Characters and 300 Words (English) or 1copy of 800
Words (English).
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Recentry, addition of new functions to nucleic acids by modifying bases is studied actively. A lot of
pyrimidine base analogs, which are synthesized from various heterocyclic compounds such as pyrazine,
triazine, pyridine have been reported. However, it have not been reported that properties of nucleosides
which have pyridazine ring base. These studies suggest that pyrimidine base analogs are useful for the
development of new artificial oligonucleotides and bioactive nucleoside or nucleotide analogs.

First, Pyridazine-type nucleobases pyridazine-3-one (Pz°) and phthalazin-1-one (Ph°) as thymine analogs,
and 3-aminopyridazine (aPz) and l-aminophthalazine (aPh) as cytosine analogs, were synthesized and
incorporated into peptide nucleic acids (PNAs) to study their base-pairing abilities. The PNA having one
of these bases formed a duplex with complementary DNAs with lower affinity than that of the canonical
PNA having thymine or cytosine. However, in the cases of Pz’ or aPz containing of PNA, these PNAs formed
more stable duplexes with complementary DNA, respectively, probably due to the formation of
Watson-Crick-1like base pairs. Thus, in terms of base recognition ability, our data suggested that Pz°
and aPz may replace thymine and thymine, respectively.

Next, we report the synthesis and properties of a C-nucleoside triphosphate having pyridazin—3-one, which
is analog of uracil. We successfully synthesized Pz° having C-nucleoside triphosphate. The Pz’ triphosphate
was incorporated into DNA as complemantary base—pairs with the Klenow Fragment of DNA polymerase I (KF)
from Escherichia coli. As a result, the C-nucleoside triphosphate having Pz’ may be useful for the
development of new anticancer or antiviral agents.
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