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Development of a drug for Nipah virus infection.
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II. BROBIE (BETTERE)

ZNETIH/ETWE Y — NMEEMOFLULAIZ DN T, =30 A L ZBEFEIHIITEVE 2 Bt
L7co WU KRZFRIFEBMED & 00 52 52 T TS 137 FEIC DWW TG E =T A L A D
FENHNETEZ BT L, CORERNGILENR OB I I L VbEWE 5 LTz, Vero iz
727 BRI AL A% moi 0.5 TGS, 4 50%ITHKIRE 5uM & 725 K 5 baw
AN A, 4 SIRFHIEE Lo, Bk Tk, BYSMRAEM LY 7 = 7 —BiEMEZ
ETDHZ LI ALBO T A NV A EFES R 2 ME Lo, ALEWIERIY 7 & g L
N7 =7 —BiEEEZ 9 5 %LL ELE LI ICEWEEMSEZ o amA 1 6, #ion
V7 27— BIEMOHEFERN 2 0% TOH D 6 AR S, IEFITHEWAFEEEL &
{EAEIZ DN TIEE 12 mini-genome 7 v & A 1 TUWNEEDONARA T 21T > 72, BHK-T7 #llfc
|\Z mini-genome 7 v EA T TAIRENT U AT =27 arLiz0b, KEED 5 pM~
100nM O 6 Bl & 72 % X 5 (L AMZ TN L 2 4 Reflilisss Lo, Bk T#. A2 LL
77 —BIEEEIEL, 5 0% ARE (IC50) Z#H Lz, TOfE., ZhETITHRFL
EPEEmO T T, U — MEEH X0 IC50 JEMEV, T bHimn v A /b A B fiE 2
BT DHHDE R0 o7, 2 DT —# % AMED BIZE SIS ERIZBR/R L, 5% O3t EHT
SWTHIE 2T,

AW IV TIR, VA NV AERNROMENT O 7= % D Mini-genome 7 v & A T/NA AKX —H
k@ BHK-T7 flfaz T e, LacL, &E&EIIZiEe NI AV ZAEOBREZ HEE L T
L7, b MR CREROREI N MLE L 705 &% 2, T7RNA polymerase % 5814 %5 HeLa
R DAEH 21T > 72, Puromyecin fittEER T % H e~ # —IZ T7 RNA polymerase i#{x 1% #H
HIANTE S D% Hela Miflic T v A7 x7vav L, BEAI )V —=27 sa—=vT0%
1T > TYEHIZEED L 7=,

Eio. ST A L AR 2 R LD ¥ — 5y b ERFT B L E AL L, 74
VA ) BAERLZ W ZHD Nucleocapsid protein (N) . Phosphoprotein (P) . Polymerase protein

(L) ®32DTANAZ X7 DREFBROMEHEZBIE LTz, NFan v A )L ZARBROME
RERATAER, PH U RZIZO0WTRHREO X X MLz,

The inhibitory activity of 137 analogs of our lead compounds were analyzed. Vero cells
were infected with Luciferase-expressing Nipah virus (NiV-Luc) at an moi of 0.5 for 45 min,
followed by addition of analog compounds at a final concentration of 5 nM. After 48 hpi, the
inhibitory activities of the analog compounds on virus growth were measured by luciferase
assay. In the 137 compounds, 16 compounds had extremely high activity to suppress viral
growth (>95%) and 6 compounds showed low activity (<20%). The 16 compounds were further
examined by mini-genome replication assay to determine their IC50. The results showed that
no compounds were found which had higher activity than the original lead compounds. We
had discussed about all data with members of Division of Drug Research AMED, and
obtained some suggestion for future plan.

Our mini-genome assay has been performed using BHK-T7 cells, which derived hamster
kidney cells. The aim of this project is development of a drug for nipah infected human,
therefore, the system using human cells is thought to be necessary. HeLa cells expressing T'7
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RNA polymerase were successfully produced.

To study if any of nipah viral protein would be target proteins of the lead compounds, we
tried to establish the expression system of viral proteins Nuculeocapsid protein (N),
Phosphoprotein (P) and Polymerase protein (L), which were required in viral replication. In
last year, the expression system and purification method of P protein had been established

using recombinant baculovirus.
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